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OFP-01-001

Comparison of KRAS, NRAS and PIK3CA mutational status in
Poorly Differentiated Clusters (PDC) and corresponding main tu-
mour mass of colon cancer

V. Barresi, L. Reggiani Bonetti, S. Bettelli, A. Maiorana

Policlinic G. Martino, Dept. of Human Pathology, Messina, Italy

Objective: To assess and compare the mutational status of KRAS, NRAS
and PIK3CA in poorly differentiated clusters (PDC) of neoplastic cells
and corresponding main tumour tissue in colon cancer (CC).

Method: Twenty-five CCs with KRAS mutation and at least 10 PDC in a
20x microscopic field were considered. Tumour cells forming PDC and
main tumour mass were separated by laser microdissection and KRAS,
NRAS and PIK3CA mutational status was analyzed in each of the two
components by using mass spectrometry.

Results: In 20 cases PDC had the same biomolecular profile as the main
tumour, but in 2 cases they had WT KRAS and in 3 cases they had
additional PIK3CA mutations not observed in the main tumour. Cases
with PIK3CA mutations in PDC but not in the main tumour had higher
frequency of nodal metastases (P=0,07), high pTNM stage (P=0,07)
and LVI (P=0,07), although statistical significance was not reached.
Conclusion: Intra-tumour heterogeneity in biomolecular profile of CC
may depend upon different histological aspects. Since PDC reflect epi-
thelial mesenchymal transition and they are likely to produce metastatic
disease, their molecular status, if different from that of the main tumour,
may be relevant for prediction of response to targeted therapies.

OFP-01-002
Characterization of MEK1 and DIAPH3 expressions in colorectal
mucinous and non-mucinous carcinomas with relation to clinicopath-
ological parameters and prognosis
A. A. Foda®, M. Ahmed, M. Sami, H. Wagih

University of Mansoura, Dept. of Pathology, Egypt

Objective: The exact role of MEK1 and DIAPH3 in colorectal carcino-
genesis is not yet well known. This study aims to investigate expression
of MEK1 and DIAPH3 in colorectal mucinous adenocarcinoma (MA)
and non-mucinous adenocarcinoma (NMA), and their relation to clinico-
pathological and survival data.

Method: Tumour tissue specimens from 75 patients with colorectal MA
and 75 NMA were included in the study. All clinicopathological data of
these 150 cases were revised with re-examination of all their slides. Three
high density manual tissue microarrays were constructed and immuno-
histochemistry for MEK 1 and DIAPH3 was done.

Results: Cytoplasmic MEK1 and DIAPH3 were overexpressed in
74 and 73 CRC cases (49.3 and 48.6 % respectively). NMA
showed significantly higher MEKI, but not DIAPH3, expression
than MA. MEK1 overexpression was significantly associated with
positive lymphovascular emboli in the NMA group and with old
age in MA group. DIAPH3 overexpression was not significantly
associated with any of the tested variables. MEK1 overexpression
was associated with better overall survival.

Conclusion: MEK1 and DIAPH3 have a significant interrelated role in
colorectal carcinogenesis, especially in the non-mucinous type. Unlike
DIAPH3, MEK1 overexpression is associated with better survival.
Patients with non-mucinous carcinomas, and not mucinous ones, can
benefit from MEK1 and DIAPH3 targeted therapies.

OFP-01-003

Combining digital image analysis with ngTMA construction:
Lessons from a study analyzing CDX1 and CDX2 in colorectal
cancer

S. Nolte", 1. Zlobec, A. Lugli, W. Hohenberger, R. Croner, S. Merkel, A.
Hartmann, C. Geppert, T. Rau

“Institute of Pathology, FAU Erlangen-Nuremberg, Germany

Objective: Immunohistochemical biomarker evaluation on TMAs is a
standard technique. Until now, few attempts have been made to retrieve
the maximum information from digital pathology during construction of
TMAs and their subsequent analysis. As CDX2 (and CDX1) may have
potential predictive power as colorectal cancer biomarkers, we aim to
assess their robustness in terms of pre-analytics, tumour heterogeneity
and effects of different intensity-percentage combinations on patient se-
lection and prognosis.

Method: Next-generation tissue microarrays (ngTMA) of 636 colo-
rectal cancer patients with cores covering tumour center and inva-
sive front were immunostained for CDX1 and CDX2, scanned and
analysed using Tissue Studio software (Definiens) Pre-analytical
variables analysed included storage and fixation times. Three differ-
ent types of heterogeneity were defined and investigated; prognostic
relevance was determined.

Results: A complete ngTMA-DIA workflow can optimize on-target
punching and leads to less core-loss. Pre-analytically both biomarkers
were stable. Over 7 million epithelial cells of finally 612 accessible pa-
tients were labelled. Tumour heterogeneity was only slightly detectable as
a mosaic, but excluded for the targeted differences between center and
front as well as for occurrence of haphazard hot/cold spots. CDX1 and
CDX2 protein loss are independent biomarkers of worse prognosis in
multivariate analysis. Two-dimensioned intensity-percentage graphs can
highlight the differences in cohort stratification and patient selection.
Conclusion: Tumour heterogeneity of CDX1 and CDX2 is minimal and
protein expression is stable over different fixation and storage times. Both
markers are prognostically relevant. However, we recommend that CDX2
loss be evaluated as percentaged complete negativity. New standards for
digital image analysis are needed.
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OFP-01-004

Does histopathological scoring system predict complications in pedi-
atric patients with Crohn's diesease?

O. Fabian”, O. Hradsky, K. Potuznikova, L. Hornofova, J. Bronsky, L.
Krskova, A. Kalfusova, J. Zamecnik

*Motol University Hospital, Dept. of Pathology and Molecular Medicine,
Prague, Czech Republic

Objective: In pediatric Crohn’s disease (PCD), the benefit of microscopy
in disease activity assessment and prediction of clinical outcome is, due to
the focality of the inflammation, disputable. We investigated whether
histopathological scoring system predicts complications in PCD and cor-
relates with endoscopical and clinical scores.

Method: We performed a retrospective study on 63 patients.
Endoscopy was evaluated using the Simple Endoscopic Score
(SES), histopathology with the Global Histology Activity Score
(GHAS). Pediatric Crohn’s Disease Activity Index (PCDAI) was
also calculated retrospectively. The patients were grouped accord-
ing to the presence or absence of defined complications
(intraabdominal abscess or fistula, perianal fistulizing disease,
stricture with prestenotic dilatation or anti-TNF treatment).
Associations were tested with Cox regression analysis.

Results: SES was higher in patients with complications. However,
in case of GHAS and PCDAI we did not find any significant
correlation. SES above 15 points was revealed as an independent
risk factor for development of complications in PCD, in contrary
to GHAS and PCDAL

Conclusion: We did not prove any significant value of GHAS for
predicting of complication development in pediatric Crohn’s dis-
ease.

OFP-01-005

SOX2 loss predicts adverse survival of esophageal adenocarcinoma
patients

F. Ten Kate", S. van Olphen, M. Bruno, B. Wijnhoven, J. van Lanschot,
L. Looijenga, R. Fitzgerald, K. Biermann

"Erasmus Medisch Centrum, Dept. of Pathology, Bergambacht,
The Netherlands

Objective: The prognosis of EAC remains poor, but highly variable
amongst patients. SOX2 is a transcription factor involved in various gas-
trointestinal carcinomas. Here we aimed to test if SOX2 could improve
prediction of prognosis of EAC patients.

Method: Two large independent cohorts of surgically treated
EAC patients with known follow-up and clinicopathological
characteristics were studied: the Rotterdam cohort (336 patients)
and the Oesophageal Cancer Clinical and Molecular
Stratification Study (OCCAMS) cohort (420 patients). Protein
expression of SOX2 was evaluated using immunohistochemistry
on tissue microarrays.

Results: SOX2 was significantly predictive for overall survival in
both univariate and multivariate Cox regression analysis. Loss of
SOX2 was predictive for adverse overall survival in both cohorts
(Rotterdam: HR =1.54, 95 % CI 1.16-2.04, p=0.003; OCCAMS:
HR=1.58, 95 % CI 1.12-2.22, p=0.009). In the multivariate
analysis stratified for both cohorts, loss of SOX2 remained a
significant prognostic factor with HR=1.43 (95 % CI 1.15-1.78,
p=0.002). The most significant effect of SOX2 was identified
within stage I patients (pT1 tumours: HR=3.53, 95 % CI 1.24-
10.08, p=0.018; pNO tumours: HR=1.61, 95 % CI 1.38-1.89,
p<0.001).

Conclusion: The present study identified and validated SOX2 as a
significant incremental factor for prognostication in EAC pa-
tients, specifically in the group of patients with pT1- and pNO-
tumours.
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OFP-01-006

Evolution to microscopic colitis-like change: Possible pattern of ul-
cerative colitis?

K. K. Prasad”, M. L. Thakur, S. K. Sinha, C. Vaishnavi, R. Kochhar, U.
Debi

*Postgraduate Institute of Medical Education and Research, Dept. of
Gastroenterology, Chandigarh, India

Objective: To study frequency of ulcerative colitis (UC) patients subse-
quently evolving into microscopic colitis (MC).

Method: This prospective study included 53 eligible adult UC patients.
35 patients had active disease at baseline and were followed up for
8 weeks, whereas 18 patients were in remission and only baseline evalu-
ation was done in them including colonoscopy with concurrent biopsy.
Results: Most patients had relapsing remitting disease (85.7 % in active
disease and 83.3 % in remission group). Active disease group had longer
disease duration than remission group. Progression to MC-like histologic
change seen in 17/53 (32.1 %). Of which 88.2 % associated with CC and
11.8 % with LC. Five in active disease group had CC-like change at
baseline biopsy, 3/5 (60 %) showed regression of thickness of collagen
band on follow-up biopsy.

Conclusion: MC-like histologic changes in UC are common. UC subse-
quently developing into CC or LC suggesting MC could be a part of the
spectrum of IBD. Prognostic implication of this histological transforma-
tion to MC in chronic UC patients is still unknown and has to be further
evaluated with prospective studies. Until then it might be prudent to
consider MC as a part of the natural history of IBD, at least in some cases.

OFP-01-007

Endoscopic nodular gastritis with Helicobacter pylori infection: An

indicator of high-grade bacterial colonization and severe gastritis in

children

K. K. Prasad*, S. B. Lal, B. R. Thapa, U. Debi, A. K. Sharma
Postgraduate Institute of Medical Education and Research, Dept. of

Gastroenterology, Chandigarh, India

Objective: To assess the significance of Helicobacter pylori infection
associated with endoscopic nodular gastritis (NG).

Method: This prospective study included 468 children in whom UGIE
and antral biopsy was taken. 67 children were diagnosed as having NG.
Demographics, clinical characteristics, endoscopic and pathologic find-
ings were recorded.

Results: The prevalence of NG in children was 14.3 % (67/468) and
consisted of 46.3 % male and 53.7 % female. Children age ranged from 3
to 18 years. The prevalence of NG increased gradually with age. H pylori
infection was identified in 68/468 (14.5 %) children. Nodular gastritis had a
poor accuracy rate to determine H. pylori infection (sensitivity, 40.3 %;
positive predictive value, 39.7 %) and was observed in 27/68 (39.7 %) H
pylori positive patients and in 40/400 (10 %) H pylori negative patients.
There was a significant increase in grade of inflammation, activity, atrophy,
number of lymphoid follicles and H pylori density on histologic evaluation
in H pylori positive patients with NG than other groups.

Conclusion: Nodular gastritis has a poor prediction for H pylori infection in
children. Gastric biopsies should always be obtained during endoscopy in
children to establish the H pylori infection. H. pylori infection in children with
NG identifies cases with severe gastritis and marked bacterial colonization.

OFP-01-008

The search for an epithelial-mesenchymal phenotype in colorectal
cancer reveals a subset of cytokeratin-positive / vimentin-positive
cells derived from the tumour

S. N. Mexer*, S. Zahnd, J. Galvan, 1. Centeno-Ramos, L. Sokol, H. E.
Dawson, V. H. Koelzer, A. Lugli, 1. Zlobec

*Universititsspital Bern, Switzerland
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Objective: It is hypothesized that tumour buds in colorectal cancer rep-
resent an epithelial-mesenchymal transition (EMT)-like phenotype. Here,
we determine the existence and frequency of an epithelial/mesenchymal
double-positive cell type and its origin in colorectal cancer.

Method: One tumour block from a patient with high-grade tumour budding
was cut, immunostained for cytokeratin (CK) and scanned. Using digital
pathology, regions of tumour buds, tumour center and normal stroma were
annotated, aligned to the block and punched out. Punches were dissociated
into single cell suspensions and fluorescently-labeled with CK and vimentin
(VIM). Using DepArray technology, cells were sorted based on their single or
double-positivity and analysed by NGS (lon Torrent 50-gene cancer panel).
Results: Tumour and stromal fractions contained only CK+ or VIM+
cells, respectively. In the budding fraction, 10 (2.9 %) CK+/VIM+
double-positive cells were identified. Sequencing revealed that CK+ tu-
mour cells carried mutations in BRAF and TP53 and a deletion in PTEN.
The exact same mutational profile was seen in the CK+/VIM+ cells.
VIM+ stromal cells were negative.

Conclusion: CK+/VIM+ double-positive cells exist at the invasion front
of colorectal cancer, albeit in low number. These cells originate from the
tumour. Whether this is evidence of EMT in colorectal cancer requires
further elaboration.

OFP-01-009
Histological and immunological characteristics of colitis associated
with anti-CTLA-4 antibody therapy
M. Perdiki*, G. Bamias, D. Pouloudi, H. Goga, J. Delladetsima
Athens Medical School, Dept. of Pathology, Greece

Objective: Treatment of neoplasias with ipilimumab, a monoclonal anti-
body against CTLA-4, has been associated with the development of
immune-mediated colitis. Aim of this study was the evaluation of histological
and immunological characteristics of ipilimumab-associated colitis (IAC) in
9 patients with severe diarrhea after treatment for metastatic melanoma.
Method: The histological features of IAC were evaluated in 9 colonic
biopsies. The mucosal immunophenotype was assessed by examination
of the inflammatory infiltrate, including semi-quantitative immunohisto-
chemical characterization of lymphocytic subsets and by measuring the
relative mRNA expression for lymphocyte-lineage specific transcription
factors and cytokines.

Results: Histological characteristics were non-specific, highly resem-
bling Crohn’s disease or ulcerative colitis exhibiting a predominance of
either plasma cells or CD4+ T-cells with high CD4/CD8 ratios.
Neutrophils and crypts with mucin depleted flat epithelium were almost
constantly present. IAC was related to significant upregulation of Th1 and
Th17 immunological effector pathways, with high elevations of IFN-y
(>10-fold increase over baseline) and IL-17A (>5-fold increase). In addi-
tion, elevation of the regulatory T cell markers Foxp3 and IL-10, and the
TNF-like cytokine TL1A/TNFSF15 was observed.

Conclusion: Ipilimumab administration usually results in IBD-like colitis
probably ascribed to increased influx of effector lymphocytes and enrich-
ment of the mucosa milieu with pro-inflammatory mediators.

OFP-01-010

High grade dysplasia and large size as predictors of mismatch repair
deficiency in Lynch Syndrome-associated colorectal adenomas

N. Rakislova, I. Aldecoa, C. Montironi, A. Sierra, P. Vargas, S. Carballal,
A. Castells, J. A. Bombi, F. Balaguer, M. Cuatrecasas

"Hospital Clinic Barcelona, Dept. of Pathology, Spain

Objective: The prevalence of loss of protein expression by immunohis-
tochemistry (IHC) in Lynch syndrome (LS) polyps remains poorly stud-
ied. We aimed at describing the prevalence of loss of MMR protein
expression in LS-associated polyps and to identify independent predictors
of MMR deficiency.

Method: 171 colorectal polyps (121 adenomas, 50 serrated lesions) from
53 LS patients (18 MLH1,22 MSH2,10 MSH6,3 PMS2) were THC
stained with MLH1, MSH2, MSH6 and PMS2 proteins.
Clinicopathological variables associated to pathological IHC were
assessed.

Results: The median size of adenomas was 5,2 mm;19
(15,7 %)>10 mm;11 (9,1 %) were villous and 15 (12,4 %) showed
high-grade dysplasia (HGD). IHC was pathological in 69 (57 %) adeno-
mas. In univariate analysis, variables associated with pathologic IHC
staining were: female genre (p =0,04), rectal location (p=0,02), MLH1
mutation (p =0,03), HGD (p <0,001) and size >5 mm (p=0,001). PMS2
mutation was inversely associated to protein loss (p=0,03). In multivar-
iate analysis, independent predictors were: HGD (p=0,02), PMS2 muta-
tion (p=0,03) and size >5 mm (p=0,03). Serrated lesions retained pro-
tein expression.

Conclusion: In LS patients, large adenomas and those with HGD were
associated with loss by IHC. Adenomas with PMS2 germline mutations
and serrated lesions tended to retain protein expression. Normal IHC in
colorectal polyps should not discard a LS diagnosis.

OFP-01-011

Gastric microbiota and carcinogenesis: The role of non-helicobacter
pylori bacteria. A systematic review

A. Galaghar*, E. Dias-Jacome, A. Silva, D. Libanio, M. Borges-Canta, P.
Pimentel-Nunes

*Centro de Investigagdo do Instituto Portugués de Oncologia do Porto,
Dept. de Patologica, Portugal

Objective: H.pylori is the strongest risk factor for gastric cancer (GC);
recent advances in DNA sequencing technology have unraveled a com-
plex gastric microbial community that may participate in gastric carcino-
genesis. We aim to review scientific evidence regarding the role of non-
H.pylori bacteria in gastric carcinogenesis.

Method: A systematic review of original articles published in PubMed in
the last 10 years related to gastric microbiota and GC was performed.
Results: 13 original articles were included. The constitution of gastric
microbiota appears to be significantly affected by GC and premalignant
lesions as well as by H.pylori. A gradual shift in the gastric microbiota
profile from non-atrophic gastritis to intestinal metaplasia, and then to
intestinal type cancer appears to exist. Gastric carcinogenesis can be
associated with an increase in many bacteria (such as Acinetobacter
baumannii or Klebsiella pneumoniae and Lactobacillus coleohominis)
as well a decrease in others (such as Porphyromonas spp, Prevotella
pallens, Neisseria spp or Streptococcus sinensis). However, no conclusive
data suggest if these changes in microbiota are cause or consequence of
the carcinogenesis process.

Conclusion: GC may be the result of a complex cross-talk between
gastric microbiota and H.pylori. Gastric microbiota appears to play an
important role in gastric carcinogenesis, beyond the well-known influ-
ence of H.pylori.

OFP-01-012

Gastric carcinoma with lymphoid stroma: A study of Epstein-Barr
virus, microsatellite instability, tumour immune microenvironment
and PD-L1 expression

L Gullo®, G. Gongalves, M. Pinto, F. Machado, G. M. Almeida, C.
Oliveira, F. Carneiro

*Centro Hospitalar de Sdo Jodo, Dept. of Pathology, Porto, Portugal

Objective: To analyse Epstein-Barr virus (EBV) status, microsatellite
instability (MSI), tumour immune microenvironment and PD-L1 expres-
sion in gastric carcinoma with lymphoid stroma (GCLS).

Method: Twenty-four GCLSs were analysed by: RNA in situ
hybridisation for EBV, PCR/fragment analysis for MSI status,
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immunohistochemistry for cytokeratin (CK) AE1/AE3, CD68, CD3,
CDS8 and PD-L1, and double immunofluorescence for CK/PD-L1 and
CD68/PD-L1. CD3+, CD8+ T cell densities and CD8/CD3 ratio (CD8/
CD3R) were calculated both in the tumour centre (TC) and at the invasive
front (IF).

Results: Regarding EBV and MSI status, 3 groups were identified: EBV+/
MSS (n=15), EBV-/MSI-high (n=4), and EBV-/MSS (n=5). Overall,
CDS8/CD3R in the TC exceeded CDS/CD3R at the IF (p=0.048). CD8/
CD3R in the TC was significantly higher (p =0.032) in EBV+ (n = 15) than
in EBV- (n=9) cases. PD-L1 overexpression in neoplastic cells (=50 %)
was observed at the cell membrane in EBV+ (4/15; 23 %) and MSI-high
(2/4; 50 %) GCLSs. Whole-Genome-Sequencing of one PD-L1+ case re-
vealed PD-L1 amplification. Five-year survival rate was high (60 %) and
not influenced by PD-L1 expression.

Conclusion: GCLSs are characterized by EBV infection (63 %), MSS
status (83 %), high CD8/CD3R in TC and PD-L1 overexpression (25 %).
PD-L1 overexpression was restricted to EBV+ and MSI-high cases, re-
inforcing its role in these molecular subtypes of GCLS.

OFP-01-013

Expression of the histone methyltransferase EZH2 in colorectal
cancer

S. Dias Carvalho”, S. Monteiro-Reis, M. Vieira-Coimbra, A. Pires-Luis,
A. Tavares, L. L. Santos, A. Raimundo, C. Jeréonimo, R. Henrique
*Portuguese Oncology Institute, Porto, Portugal

Objective: Immunohistochemical characterization of histone methyl-
transferase EZH2 expression in a series of colorectal cancer (CRC) pa-
tients, and correlation with clinicopathological features.

Method: CRC patients primarily submitted to surgery at Portuguese
Oncology Institute-Porto (2003—2006) were selected; one representative
slide/block per case and relevant clinicopathological data were retrieved.
Assessment of EZH2 nuclear expression (median percentage + interquar-
tile range) in normal mucosa and CRC using a semi-automated software
system.

Results: A total of 199 cases were selected: median age: 70 years;
111(55.8 %) male; 141(71.0 %) left colon tumours. All cases were ade-
nocarcinomas (5 mucinous; 194 tubular, 183 low-grade); 16 (8,0 %) pre-
sented lymphatic invasion; 33 (16.6 %) were stage I, 77 (39.0 %) had
lymph node metastases and 21 (11.0 %) displayed distant metastases.
EZH2 was overexpressed in CRC (36.70+30.9) compared to normal
colon (5.90+7.40). EZH2 expression was significantly higher in right
colon tumours (p =0.022) and in CRCs with regional lymph node metas-
tases (p=0.047). Age, gender, histological pattern, tumour grade, lym-
phatic invasion, tumour extent and presence of distant metastasis at diag-
nosis were not associated with EZH2 expression. A trend for higher
EZH2 expression in stage [II/IV tumours compared to stage I/Il tumours
was depicted (p=0.065).

Conclusion: EZH2 may play a role in cell growth and invasion in colo-
rectal carcinogenesis. Quantitative EZH2 immunoexpression might be a
promising biomarker for assessing CRC clinical aggressiveness. Survival
analysis (ongoing) will determine if this biomarker might be of prognostic
relevance.

OFP-01-014

The role of the central pathology lab in SPECTAcolor

E. Szepessy*, A. Gheeraert, A. Poncin, E. Varin, A. Atasoy, P. Honscheid,
T. Gorlia, R. Salgado, D. Aust

“EORTC, Medical Dept., Brussels, Belgium

Objective: The objective of SPECTAcolor (Screening Patients for
Efficient Clinical Trial Access) is to build a quality assured, clinically
annotated colorectal cancer biobank for molecular tumour profiling for
optimized trial access and for biomarker discovery and validation.

@ Springer

Method: After informed consent, clinicopathological data are captured
and FFPE tumour material is collected in SPECTAcolor central biobank.
Only patients with sample deemed adequate by the central pathologist are
enrolled. Samples are analysed for MSI and with targeted exon-NGS.
QA/QC criteria are pre-defined and applied from biobank selection to
NGS data reporting. Quality performance is monitored also via participa-
tion in proficiency testing programs.

Results: SPECTAcolor recruited 900+ patients with ~900 centralized sam-
ples: 15 % biopsy and 85 % surgical specimens. 3.6 % of them were
rejected due to low tumour cellularity (<30 %). Block failure rate for
DNA extraction was 4.5 % (3.6 % surgical vs. 11 % biopsy samples).
DNA from ~800 blocks was sequenced: 524 passed, 163 pending and
105 failed. ~450 NGS patient report was released via a secured web portal.
NGS sample failure rate was highest during library preparation due to low
amount of DNA (DNA <100 ng: 34 % vs. DNA >200 ng: <2 %).
Conclusion: A logistically complex infrastructure including quality-
controlled HBM collection and management for next generation trials
in multinational setting is feasible.

OFP-01-015

The serrated neoplasia pathway of colorectal tumours: Identification
of MUCSAC hypomethylation as an early marker of polyps with
malignant potential

F. Renaud*, C. Mariette, A. Vincent, A. Wacrenier, V. Maunoury, J.
Leclerc, L. Coppin, M. Crépin, I. Van Seuningen, E. Leteurtre, M.-P.
Buisine

"Lille University Hospital, Pathology, France

Objective: The serrated neoplasia pathway accounts for 20 to 30 % of
colorectal cancers (CRC), which are characterised by extensive methylation
(CIMP), BRAF mutation and high microsatellite instability (MSI). We re-
cently identified MUCS5AC mucin gene hypomethylation as a specific mark-
er of MSI CRC. The early identification of preneoplastic lesions among
serrated polyps is currently challenging. Objective. We performed a detailed
pathological and molecular analysis of a large series of serrated polyps and
evaluated the usefulness of mucin genes MUC2 and MUCSAC to differen-
tiate serrated polyps and to identify lesions with malignant potential.
Method: A series of 330 colorectal polyps including 218 serrated polyps
(42 goblet cell-rich hyperplastic polyps (GCHP), 68 microvesicular hy-
perplastic polyps (MVHP), 100 sessile serrated adenoma (SSA), 8 tradi-
tional serrated adenoma (TSA)) and 112 conventional adenomas was
analysed for BRAF/KRAS mutations, MSI, CIMP, MLH1, MGMT
methylation, MUC2 and MUC5AC expression and methylation.
Results: MUCS5AC hypomethylation is an early event in the serrated
pathway, and specifically detects MVHP and SSA, arguing for a filiation
between MVHP, SSA, and CIMP-H/MSI CRC. Moreover, MUC5AC
hypomethylation specifically identified serrated lesions with BRAF mu-
tation, CIMP-H or MSI, suggesting that it may be useful to identify
serrated pathway-related precursors.

Conclusion: Our data suggest that MVHP may require particular attention.

Monday, 26 September 2016, 14.45-16.45, Conference Room 5
OFP-02 Digestive Diseases Pathology - Liver/Pancreas

OFP-02-001

The histopathologic changes of alcoholic steatohepatitis over time
after glucocorticoid therapy

B. Allanson”, L. Spahr, L. Rubbia-Brandt

PathWest, Dept. of Anatomical Pathology, Perth, Australia

Objective: To determine time course of histopathologic regression of severe
alcoholic steatohepatitis under steroid treatment and alcohol abstinence in
patients with chronic liver disease and superimposed alcoholic steatohepatitis.
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Method: 110 paired liver biopsies from presentation (days 0) and
then intervals of 10, 30 or 90 days after treatment were assessed
for alcoholic steatohepatitis features (steatosis, lobular neutrophil,
ballooning degeneration, Mallory bodies, megamitochondria, and
cholestasis) and fibrosis.

Results: At 10 days, odds of reduced steatosis from presentation were
0.73. Mean ballooning degeneration/high power field (HPF) were in-
creased (p=0.017); mean neutrophils/HPF showed no significant
change. At 30 days, odds of reduced steatosis increased to 1.62;
megamitochondria were not seen at intervals of 30 days or more. Mean
neutrophils/HPF remained unchanged; mean ballooning degeneration/
HPF were decreased (p=0.006). At 90 days, odds of reduced steatosis
were 5.2; there was significant reduction in odds of Mallory bodies from
baseline, odds ratio (95%CTI): 0.05 (0.01,0.40). Odds of improvement in
Laennec fibrosis score remained unchanged (p=0.119).

Conclusion: We observed a different time course regression (from day 0
to day 90) of the histologic features in treated alcoholic steatohepatitis.
These data increase the confidence of the interpretation of delayed liver
biopsies in the setting of treated alcoholic steatohepatitis.

OFP-02-002

The short bowel syndrome is a major risk factor of liver disease in
adults with intestinal failure and parenteral nutrition

D. Cazals-Hatem*, P. E. Rautou, V. Bondjemah, L. Billiauws, O. Corcos,
F. Joly

“Hépital Beaujon, Dept. de Pathologie, Clichy, France

Objective: The intestinal failure-associated liver disease (IF-ALD) is rare
in adults and multifactorial. The aims of the study were (1) to describe IF-
ALD diagnosed on biopsy in adults receiving parenteral nutrition (PN)
for irreversible IF, (2) to characterize the risk factors of IF-ALD, (3) to
analyze the impact on survival.

Method: During a follow-up of 118 months, 32 patients (mean age
46 years, receiving a 4 year-PPN mean duration) had a liver biopsy
performed for abnormal hepatic tests and an intestinal transplantation
project.

Results: 18 of the 32 patients (56 %) presented IF-ALD defined as an
advanced hepatic fibrosis (> F2: 4 stage F2, 10 F3, 4 F4). Steatohepatitis
and cholestasis prevailed in 72 and 9 % of patients respectively. In mul-
tivariate analysis, short bowel syndrome and especially ultra-short bowel
(<15 cm of small bowel) were highly associated with IF-ALD (p <.004).
PN modality, quantity or duration, sepsis episodes, excluded intestine,
alcohol consumption and diabetes were not significantly associated with
IF-ALD. During follow-up, 11 of the 32 patients died, 9 had IF-ALD; IF-
ALD predicted a bad overall survival (p=0.028).

Conclusion: The short bowel syndrome was the major risk factor of IF-
ALD in adults requiring prolonged PN. The prevalence of steatohepatitis
lesions needs further studies for mechanistic explanation.

OFP-02-003

Prognostic role of c-myc amplification in pancreatic acinar cell
carcinomas

S. La Rosa’, B. Bernasconi, M. G. Tibiletti, A. Vanoli, L. Zang, K.
Notohara, L. Albarello, S. Casnedi, A. Assi, F. Sessa

*Ospedale di Circolo, Dept. of Pathology, Varese, Italy

Objective: The molecular alterations of pancreatic acinar cell carcinomas
(ACCs) are not completely understood and the possible role of c-myc
amplification in tumour development, progression, and prognosis has
been poorly investigated. In the present study we evaluated the prognostic
role of c-myc amplification and its nuclear protein expression in a series
of 48 well characterized pancreatic ACCs.

Method: Gene amplification was investigated using interphasic FISH
analysis simultaneously hybridizing c-myc and the centromere of

chromosome 8 probes (Dako, Carpinteria, CA, USA). Protein expression
was investigated with immunohistochemistry using a specific rabbit
monoclonal anti-c-myc antibody (Abcam, Cambridge, UK).

Results: 6/48 (12.5 %) ACCs showed c-myc amplification and six
(12.5 %) showed c-myc nuclear immunoreactivity. However, only 3 cases
showed simultaneous c-myc amplification and nuclear protein expres-
sion. C-myc immunoreactivity was not associated with patient’s progno-
sis, while c-myc amplification was statistically associated with worse
prognosis (p: 0.04).

Conclusion: c-myc amplification is present in about 12 % of pancreatic
ACCs and identifies a subset of more aggressive neoplasms.

OFP-02-004

Programmed cell death and immune response by modulated electro-

hyperthermia in colorectal cancer allografts

T. Vancsik”, E. Kiss, C. Kovago, N. Meggyeshazi, T. Krenacs
Semmelweis University, 1st Dept. of Pathology, Budapest, Hungary

Objective: Modulated electro-hyperthermia (mEHT) using radiofrequen-
cy and the concomitant heat (<420C), can selectively target malignancies
due to their elevated glycolysis, ion concentration and conductivity com-
pared to normal tissues. mEHT treatment, which can be used as a com-
plementary to radiation- or chemotherapy of human cancer, can provoke
apoptosis and immune cell infiltration in HT29 colorectal cancer
xenografted into immunocompromised mice.

Method: Here we tested the mEHT related damage, stress and immune
response in CT26 colorectal cancer symmetrical allografts of immuno-
competent mice.

Results: mEHT caused significant tumour damage in treated right-leg
tumours, accompanied by elevation of activated caspase-3 levels and
cytochrome-c release from mitochondria indicating apoptosis, confirmed
also by DNA fragmentation TUNEL test. After mEHT treatment, the
release of damage-associated molecular pattern (DAMP) signals involv-
ing hsp70, calreticulin and HMGBI proteins, along with elevated number
of S100+ antigen presenting cells and CD3+ T-cells were also observed.
In addition, mEHT supplemented with a chlorogenic acid rich, T-cell
promoting agent induced damage also in the untreated left-leg tumours
suggesting a systemic effect.

Conclusion: In conclusion, mEHT can induce caspase-dependent apo-
ptosis in CT26 colorectal cancer allografts and the release of stress asso-
ciated DAMP proteins, which may support a dendritic cell and T-cell
mediated immunogenic tumour cell death response.

OFP-02-005
Hepatic progenitor cells: A potent survivor in metastatic carcinomas:
Preliminary results
1. Delladetsima*, S. Sakellariou, E. Poulaki, D. Tiniakos
University of Athens, Medical School, 1st Dept. of Pathology, Greece

Objective: Hepatic progenitor cells (HPC) are activated in a variety of
liver diseases but their behavior in carcinomatous environment is still
unknown. Aim of the study is the investigation of HPC reaction in carci-
noma metastatic foci (MF).

Method: The presence of HPC was examined in 10 cases of liver
metastasectomies for colorectal adenocarcinoma, within and at the pe-
riphery of MF. Immunohistochemical investigation included keratin (K)
20,K7,CDX2, HPC (K19, CD56) and stem cell (CD44) markers. Double
immunostaining CDX2/K7 was also applied while p63/K7 was per-
formed in an additional case of metastatic anal squamous cell carcinoma
(SCC).

Results: HPC usually forming ductular structures (K7, K19, CD56,
CD44 positive, K20 negative) were encountered at the MF periph-
ery in contact with neoplastic tissue (K20 diffusely, CD44 rarely
positive) and adjacent liver parenchyma. Additionally, HPC
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incorporation in carcinoma tubules created structures of mixed
cellular composition. The intratumoural presence and identity of
HPC cells was proven by the absence of CDX2 and p63 expres-
sion in contrast to nuclear positivity of metastatic adenocarcinoma
and SCC cells, respectively.

Conclusion: Our findings provide indications that HPC, possibly due to
stemness, are supplied with adjustment and survival potential in an om-
inous environment associated with metastatic carcinoma.

OFP-02-006

Characterization of pancreatic stellate cells in pancreatic ductal ad-

enocarcinoma and cases of chronic pancreatitis of various etiologies

L. Hiberle", K. Steiger, A.-M. Schlitter, M. Erkan, 1. Esposito
Heinrich-Heine-Universitit, Institute of Pathology, Diisseldorf,

Germany

Objective: An abundant stromal reaction is a hallmark of pancreatic
ductal adenocarcinoma (PDAC) and chronic pancreatitis (CP).
Pancreatic stellate cells (PSCs) are mainly responsible for the stromal
reaction. Despite their crucial role, PSCs are not well characterized.
However, PSCs share numerous characteristics with the elaborately de-
scribed hepatic stellate cells (HSCs). The aim of this study was a detailed
immunophenotypical analysis of PSCs in PDAC and CP.

Method: The stroma of PDAC (n=10) and CP (rn=12) tissue sections
was characterized using Movat’s stain. Sections were then stained for
PSC markers (x-SMA, CD34, desmin, NGFR, SPARC and tenascin C)
and HSC markers (x-crystallin B, CD56, NGF, NT-3, synaptophysin and
TrkC). PSCs isolated from PDAC and CP tissue samples were evaluated
by immunofluorescence.

Results: PSCs expressed all tested markers. In PDAC, perilesional stain-
ing patterns were observed for all markers, while staining patterns in CP
were more varying. Staining patterns were heterogeneous in PDAC and
CP cases. x-SMA and SPARC staining was correlated with collagen-rich
fibrosis, while NT-3 staining was correlated with stroma remodeling.
Conclusion: The close similarities between PSCs and HSCs were con-
firmed. Heterogeneous expression patterns of the tested markers might
reflect different activation or differentiation levels of PSCs or even mul-
tiple PSC subpopulations. An active role of the stroma in PDAC and CP
is strongly suggested.

OFP-02-007

Ampullary carcinoma: Analysis of RAS-pathway gene mutation
status

0. Paklina”, G. Setdikova, N. Pospekhova, V. Shubin, A. Daabul, D.
Rotin

*Botkin Hospital, Dept. of Pathology, Moscow, Russia

Objective: Currently there is a priority for searching of new selective
cellular-target anticancer drugs for ampullary carcinoma (AC).
Targeting therapy requires information about mutational status of cellular
target. Aim: To compare two methods of KRAS-gene mutational status
analysis in DNA samples from tumour tissue.

Method: We analyse specimens of 24 patients with ampullary carcinoma.
Molecular investigation was provided in samples containing at least 80 %
of tumour tissue. Analysis was performed using two methods: Sanger se-
quencing (2nd exon) and digital droplet PCR (ddPCR) (p.G12D up.G12V).
Results: In 87.5 % of cases tumour was presented as moderately-
differentiated adenocarcinoma; in 12,5 % cases—as well-differentiated
adenocarcinoma. Results of Sanger sequencing revealed KRAS-gene
mutation in 33.3 % of cases (8 of 24): five of them had p.G12D and
three—p.G12V. Analysis of ddPCR results revealed 10 additional muta-
tions in an amount of 0,1-2,82 % of mutated allele. Thus, there were 75 %
(18 of 24) cases with KRAS-gene mutation: 12 cases had p.G12D, 3
cases—p.G12V and 3 cases—both p.G12D and p.G12V.

@ Springer

Conclusion: Comparative analysis of two methods of molecular-genetic
investigation showed high sensitivity of ddPCR method, which could be
recommended for practice in clinical oncology for analysis of mutational
status of RAS-family genes in patients with ampullary carcinoma.

OFP-02-008

Epithelium-mesenchyme transformation in pancreas duct

adenocarcinoma

0. Pakl ina*, G. Setdikova, T. Sotnikova, N. Pospekhova, V. Shubin
Botkin Hospital, Dept. of Pathology, Moscow, Russia

Objective: Most researches are currently focused on epithelium-stroma
relationship that plays an important role in epithelial tumour progression
towards to de-differentiated phenotype.

Method: 100 patients with PDAC. Molecular analysis was performed in
21 cases. IHC—p63, aSMA, PanCK, CK 7, vimentin, E-cadherin, and
EMA (Dako, Lab Vision Flex). Evaluation of changes in genes ZEBI,
ZEB2, CDHI1,VIM using real-time PCR on frozen sections previously
prepared in the lysis buffer.

Results: In 21 % (21/100) cases of PDAC along with glandular structures
we revealed anaplastic component with minimal stromal component. The
volume of anaplastic component was ranged from 5 to 20 %. In the cells of
anaplastic component IHC revealed: SMA, vim, p63. At the same time in
separate anaplastic cells marked loss of expression of panCK and CK 7,
EMA. In all cases there were negative membrane and cytoplasmic expres-
sion of the protein E-cadherin in AC. Molecular analysis showed that AC
was characterized by coordinated changes in expression levels of genes
with increasing of ZEB1, ZEB2, VIM and significant decreasing of CDHI1.
Conclusion: Heterogeneity of PDAC is manifested by appearance of
anaplastic (sarcoma like) component, in which epithelial tumour cells
acquire properties of mesenchymal cells, and don’t require presence of
stroma and have an aggressive malignant potential impacting on survival
of patients.

OFP-02-009

Survey of hepatocellular adenoma in Japan

M. Sugitani*, A. Izu, N. Kinukawa, M. Esumi, M. Ogawa, S. Yamazaki,
T. Takayama, M. Nakano

*Nihon University, School of Medicine, Dept. of Pathology, Tokyo, Japan

Objective: Hepatocellular adenoma (HCA) has been estimated to have a
lower prevalence in Japan than in Western countries, though definitive
data are as yet lacking. We endeavored to ascertain the HCA prevalence
in Japan.

Method: We sent a questionnaire survey to Japanese University
Hospitals, National Hospital Organizations, Japan Red Cross Hospitals
and other flagship hospitals, 394 in total, conducting large numbers of
liver operations.

Results: The response rate was 80 %. The average number of
hospital beds was 585. During periods of 5 to 30 years, there
were 157 HCA cases. The male/female ratio was approximately
3/2. The age range was 14-87 (mean 39.3) years. Approximate
complication rates of were: glycogen storage disease, 9 %; DM,
7 %; obesity, 10 %; hyperlipidemia, 5 %; HBsAg-positive, 0.6 %;
anti-HCV-positive, 0 %; history of alcohol intake, 6.5 %; oral
contraceptives or steroid use, 17.6 %. Forty-six cases were ana-
lyzed immunohistologically for HCA subtype: HNF1«x-inactivated,
Beta-catenin activated, Inflammatory and Unclassified HCAs com-
prised 38.6, 4.5, 40.9 and 16 %, respectively.

Conclusion: Characteristically, elderly and male were not rare among
Japanese HCA cases, and there were fewer drug-related cases than in
Western countries, while prevalences of the 4 subtypes tended to be
similar in the Japan and the West. Acknowledgement: We appreciate
the participated hospitals.
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OFP-02-010

TXNIP overexpression promotes aggressive phenotpe in HCC cell

lines

F. Yilmaz", A. Gunes, E. Ozen, U. Aykutlu, E. Erdal, D. Nart, N. Atabey
Ege University, Faculty of Medicine, Dept. of Pathology, Yzmir, Turkey

Objective: Thioredoxin interacting protein (TXNIP) regulates cellular
responses under stress conditions, such as hypoxia, serum starvation.
The over-expression of TXNIP results activation of oxidative stress and
apoptosis. In breast cancer and hepatocellular carcinoma (HCC) models
TXNIP is considered as a tumour suppressor gene. However, its role in
the development, progression of HCC and the mechanisms behind it
warrant further investigation.

Method: In this study the expression levels of TXNIP were examined in
12 HCC cell lines by RT-PCR and Western blotting (WB). Expression of
TXNIP was examined in 16 non-HCC and 79 HCC (n=26 well, n=53
moderate & poorly differentiated) tissue samples by immunohistochem-
ical staining (IHC).

Results: TXNIP expression was significantly high in poorly-differentiated
cell lines such as SNU-182, SNU-387 and SNU-423 than the well-
differentiated HCC cell lines such as HuH-7, HepG2 and PLC/PRF/5.
Immunohistochemical TXNIP positivity was observed in 40 % of well
differentiated and 80 % of poor differentiated HCC tissues. However, no
strong TXNIP positivity was observed in non-HCC tissues. To investigate
whether TXNIP might be involved in biological responses such as cell
adhesion, proliferation, motility and invasion, we used transient overexpres-
sion. The adhesion and proliferation were investigated with real-time cell
analysis. Overexpression of TXNIP minimally inhibited adhesion and pro-
liferation, whereas Boyden-chamber motility and invasion assay showed
that the invasiveness of HCC cells was increased.

Conclusion: Our findings suggest that TXNIP expression is increased in
HCC and TXNIP over-expression is important for invasive phenotype
during hepatocarcinogenesis.

OFP-02-011

Histological tumour stroma negative mesopancreatic resection mar-

gin correlates with patients outcome and can be predicted by preop-

erative radiologic parameters

P. Bronsert*, T. Krauss, F. Makowiec, T. Keck, M. Werner, U. Wellner
University Freiburg, Pathology, Germany

Objective: Pancreatic ductal adenocarcinoma (PDAC) is characterized
by a dense desmoplastic stroma. Peritumoural fibrosis is often evident
during surgery. The aim of this study was to investigate the role of
peritumoural stroma as a criterion for radical resection.

Method: Tumour stromal status (S-Status) was defined as the presence or
absence (S+/S0) of fibrotic/desmoplastic tissue at the mesopancreatic
resection margin. Detailed retrospective clinico-pathologic re-evaluation
of margin status and preoperative cross-sectional imaging was performed
in a cohort of 91 patients.

Results: Conventionally margin positive resection (R+) was signif-
icantly associated with reduced median survival. S-Status further
divided the negative margin group into patients with median sur-
vival of 14 months (S+) versus 31 months. Median survival in
patients without lymph node metastasis and SO resection was sig-
nificantly increased. Multivariate, S-Status constituted the only
significant predictor of survival after resection among all standard
clinico-pathological parameters. A panel of preoperative radiolog-
ical parameters characterizing mesopancreatic tissue achieved an
82 % correct prediction of S-Status.

Conclusion: Complete removal of tumour cells and concomittant fibrotic
stroma seems to be a determinant of curative resection in PDAC.
Additionally, preoperative prediction of non-curative resection by cross-
sectional imaging is possible, hence a redefinition of borderline resectable
PDAC advocating neoadjuvant therapy might be discussed.

OFP-02-012

Histopathological tumour invasion of the mesenterico-portal vein is
characterized by aggressive biology and stromal fibroblast activation

P. Bronsert’, H. Lapshyn, M. Werner, T. Keck, L. Bolm, U. Wellner
University Freiburg, Pathology, Germany

Objective: Mesentericoportal vein resection (PVR) during
pancreatoduodenectomy for pancreatic head cancer is a routine procedure
in specialized centers. Current large-scale retrospective cohort studies
report controversial results concerning survival benefit of PVR. Portal
vein invasion has been shown to be predictive of poor prognosis after
PVR. The aim of this study was to examine the relationship between PVI
and features of aggressive tumour biology.

Method: Patients treated by pancreatoduodenectomy with en-bloc PVR for
pancreatic ductal adenocarcinoma of the pancreatic head were identified
from a prospectively maintained database. Immunohistochemical staining
of tumour tissue was performed for the markers of epithelial-mesenchymal
transition (EMT) E-Cadherin, Vimentin and beta-Catenin. Morphology of
cancer-associated fibroblasts (CAFs) was assessed as inactive or activated.
Results: In total, 41 patients could be included. Median overall survival
was 25 months. PVI was found in 17 patients (41 %) and was significant-
ly associated with loss of membranous E-Cadherin in tumour buds
(p=10.020), increased Vimentin expression (p=0.03), activated CAF
morphology (p =0.046) and margin positive resection (p =0.005).
Conclusion: Our findings suggest that PV1 is associated with aggressive
tumour biology and disseminated growth less amenable to margin-
negative resection.

Monday, 26 September 2016, 17.15-19.15, Conference Room 5
OFP-03 Cytopathology

OFP-03-001

Medical simulation training in fine needle aspiration cytology using
phantoms: University teaching experience

E. Alcaraz Mateos, F. Caballero Aleman, M. J. Parraga Ramirez, E.
Poblet Martinez

*Morales Meseguer Hospital, Dept. of Pathology, Murcia, Spain

Objective: Fine needle aspiration cytology (FNAC) is a minimally inva-
sive and extremely useful procedure. The characteristics of pathology
practices, together with limited equipment, make teaching this technique
difficult. We therefore have introduced phantoms designed to perform
FNAC in the educational program in our hospital.

Method: Phantoms are two life-sized hand-made reproductions of a
head-&-neck and a trunk (utility-models ES1140059/ES1149563), coated
with silicone simulating skin and with inserted tumour areas. They allow
performing the whole FNAC process (palpation/puncture/aspiration/
placement-of-material-on-slide/smear-preparation) and, furthermore, are
reusable. The practice was running during 3 academic years (2013-2016)
and each student performed the procedure individually, in a clinical con-
text with subsequent cytological correlation.

Results: 178 medical students, in their third year, from the 178 third-year
medical students (University of Murcia, Spain) took part in the FNAC
practice (28 groups: 105women/73men). The success rate in the first
attempt (puncture/aspiration-of-material/placing/extending-on-slides)
was 97.2 %. Furthermore, 13 students from 10 other universities (nation-
al/international) also took part, not having such a program in their medical
schools. The practice was considered to be valuable in an anonymous
survey.

Conclusion: FNAC training is easily implementable in the undergraduate
curriculum and also in the Objective-Structured-Clinical-Examination
(OSCE) evaluation format. There is no proper standardization in practices
among different universities. FNAC simulation provides students with
greater knowledge and appreciation of our specialty.
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OFP-03-002

On-site cytology for patient derived three dimensional organoid cul-
tures: A pilot study

V. Sailer’, T. McNary, Y. Churakova, C. Pauli, J. M. Mosquera, M. A.
Rubin, R. Rao

*Weill Cornell Medicine, Dept. of Pathology, New York, USA

Objective: Development of patient derived three-dimensional (3D)
organoid cultures is an emerging technique in the field of precision med-
icine (PM). We aimed at integrating on-site cytologic adequacy evalua-
tion into the organoid development workflow to ensure precise charac-
terization and growth of these cultures.

Method: Cytology smears were prepared on-site in real time from fresh
tumour tissue collected from consented patients prior to tissue submission
for whole-exome/RNA sequencing and organoid development.

Results: Cytology preparations were made from 45 different tumour
samples and evaluated prior to tissue submission for organoid develop-
ment. In 36 (80 %) of those tumour samples, the cytology preparation was
sufficient for diagnosis, thus providing adequate lesional material for
organoid development (Figure 1).

Conclusion: Characterizing the tissue in real time, prior to submission for
organoid development is feasible and ensures submission of lesional tis-
sue only. Furthermore, it is a cost effective method to help document the
diagnosis also for medico-legal reasons since the tissue submitted for
organoids is subsequently lost for clinical diagnosis. In addition, cytolog-
ic evaluation of the organoid cultures few weeks into development en-
sures growth of pure tumour organoids only and not contaminants. Our
findings in this pilot study led to the implementation of on-site cytologic
evaluation in the organoid development workflow at the Institute for
Precision Medicine.

OFP-03-003
Reparative, neoplastic and cancer epithelial-mesenchimal structures
with stem cell markers and their role in uterine cervical
cancerogenesis
E. Kogan', J. Lee, T. Demura, N. Fayzullina

Setchenov Moscow Med. University, Dept. of Anatomic Pathology,
Russia

Objective: to investigate spheroid epithelial-mesenchymal structure
(SEMS) in HPV associated uterine cervical precancer and cancer.
Method: Samples of 61 patients with cervical pathologies were obtained.
Immunohistochemistry of p53, C-Myc, HIF1-alpha, VEGF, Oct-4,
Aldh1Al, CD34, Vimintin and p16/Ki-67 was done.

Results: Three types of Oct4 positive SEMS were found: Reparative
SEMS distributed frequently among chronic cervicitis and L-SIL samples
with expression of p53, CD34, low expression of C-MYC, HIF1-alpha,
VEGF, ALDH, Vimintin; Neoplastic SEMS—among the samples of L-
SIL and H-SIL, with cellular atypical, low expression of p53 and high
expression of pl6, C-MYC, HIF1-alpha, VEGF, ALDH, Vimintin;
Cancer SEMS—among carcinoma samples with distinguishable atypical
polymorphic nucleus and high expression of p53, p16, C-MYC, HIF1-
alpha, VEGF, ALDH, CD34, Vimentin.

Conclusion: development of HPV-associated squamous cell cervical
cancer is associated with arising of cancer stem cell in Oct4-positive
neoplastic and cancer SEMS.

OFP-03-004

Triage of ASC cytology using biomarkers: A comparative study of
SurePath, ThinPrep and CellSolutions platforms

R. Ala hehbandan*, S. Ratnam

UBC, Dept. of Pathology, ARHCC, Abbotsford, Canada

Objective: The objective of this study was to assess and compare the pre-
dictability of novel biomarkers, MCM/Top2A, HPV E6E7 mRNA and HPV
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DNA in women with ASC (atypical squamous cell) cytology in ThinPrep,
SurePath and CellSolutions liquid based cytology (LBC) platforms.
Method: Study population consisted of patients referred for colposcopy
in 5 of the 10 Canadian provinces. Two separate cytology samples from
each patient were collected (n=1821); the first sample was collected in
ThinPrep with the second collected in SurePath. ThinPrep specimens
were tested for HPV DNA and E6/E7 mRNA while those collected in
SurePath tested for MCM/Top2A. From the residual SurePath sample, a
CellSolutions slide was prepared and stained. Histology confirmed
CIN2+ served as the disease end point. Binary logistic regression models
were performed to examine the usefulness of biomarker profiles for each
of the LBC platforms.

Results: Of 1821 patients, 392 (21.5 %), 251 (13.8 %), and 69 (20.8 %)
patients were identified having ASC cytology by ThinPrep, SurePath, and
CellSolutions platforms, respectively. The frequency of CIN 2+ in
ThinPrep, SurePath, and CellSolutions cohorts were 20.9 % (82/392),
22.3 % (56/251), and 17.4 % (12/69). No statistically significant differ-
ence was found between the odds ratio in each model between the three
platforms.

Conclusion: Our findings show that combining biomarkers are useful in
identifying high grade dysplasia in patients with ASC cytology. Although
no statistically significant difference was found between the odds ratio in
each model between the three LBC platforms, the ThinPrep group
showed a stronger predictability than the two cohorts by measure of the
higher odds ratios.

OFP-03-005
Breast cytology continues to be relevant in a large academic medical
center
E. Brachtel”, A. Ly, R. Arpin, J. Dong
Massachusetts General Hospital, Dept. of Pathology, Boston, USA

Objective: Fine needle aspiration (FNA) is efficient, accurate, and cost-
effective for diagnosis of palpable breast lesions, but is increasingly being
supplanted by core biopsy. In our institution, breast surgeons continue to
rely on breast FNA. Diagnostic accuracy of breast FNA and its utility for
biomarker testing was evaluated in a large cohort.

Method: 1654 breast FNAs were performed at our institution from 2009
to 2015. Eighteen percent of samples (N=300) included cell block ma-
terial. ER, PR, HER2 immunohistochemistry (IHC) and fluorescent in-
situ hybridization (FISH) were performed in malignant cases. Statistical
analysis utilized SPSS20 software.

Results: Positive predictive value for malignant cytology diagnosis was
100 % (N=275). Negative predictive value of benign cytology diagnosis
was 97.4 % (kappa=0.93, N=1183). Non-diagnostic rate was 4.8 %.
Cell block and surgical specimen agreement was excellent for ER IHC
(kappa=10.95, N=58), and substantial for HER2 FISH (kappa=0.79,
N=4T7), with no false positive detection of HER2 amplification using cell
block material.

Conclusion: Review of consecutive breast FNAs in a large cohort with
clinical follow up confirmed the high accuracy of this biopsy technique
for breast cancer diagnosis and biomarker evaluation. Breast FNA is
particularly suited to settings where core biopsy is not desirable or avail-
able, and in low resource regions.

OFP-03-006
Assisting the neurologist in diagnosis of CNS malignancies. Current
possibilities and limits of cerebrospinal fluid cytology and
immunocytochemistry
J. Duskovd’, O. Sobek

Institute of Pathology, 1st Faculty of Medicine, Prague, Czech Republic

Objective: In tumourous impairment of CNS, identification of
neoplastic cells in cerebrospinal fluid (CSF) frequently requires
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ancillary techniques. Immunocytochemical examination can
contribute.

Method: During the years 2010 to 2015 altogether 31,448 samples of
CSF were examined in our laboratory in a complex setting including
biochemical, immunological, microbiological, molecular-genetic, and cy-
tological investigations.

Results: There were 721 patients with hematologic malignancies and
1272 patients with tumourous infiltration of CNS of non-hematologic
origin. Only a minor part (tens of cases increasing recently) of malignant
meningeal infiltration cases were verified with immunocytochemistry.
Working algorithms for three clinically different situations of recent, past,
and hidden malignancy were elaborated.

Conclusion: Diagnostic laboratory providing nonstop service, broad
spectrum of methods, and an experienced team, and co-operating clini-
cians supplying sufficient amount of good quality sample and compre-
hensive patient’s data represent the basis for quick and accurate diagnosis,
enabling appropriate treatment in patients with neoplastic involvement of
intracranial space.

OFP-03-007

Accuracy of cytology in typing of non-small cell lung cancer

J. Dzambas”, Z. Tatomirovic, V. Skuletic, L. Jovanovic, S. Cerovic
Military Medical Academy Belgrade, Institute of Pathology, Serbia

Objective: Non-small cell lung cancer (NSCLC) nowadays indicates
further classifying in cytological and small biopsy material taken during
bronchoscopy because of the improvement of cancer therapy and the fact
that most of the cancers are diagnosed in advanced clinical stages. We
investigated the accuracy of cytology in typing of NSCLC.

Method: One year retrospective study included 323 cytological samples
May-Gruenwald-Giemsa stained of brush and transbronchial needle as-
piration (TBNA) of suspicious lesions of 260 patients, 26,5 %(69/260)
women and 73,5 %(191/260) men, age between 44 and 80, average
64,49 +7,93 diagnosed NSCLC. A standard for diagnosis comparison
was histopathological small biopsies’ material stained by hematoxylin-
eosin. Material was diagnosed using morphological criteria and immuno-
histochemistry on small biopsies in poorly differentiated cancers. Data
was statistically analyzed using descriptive methods and Kendal tau cor-
relation (statistical significance level p<0,05).

Results: Cytologically diagnosed NSCLC cases, 161 brush and 162
TBNA, were typed:18,1 % (47/260)adenocarcinoma, 22,3 %(58/260)
squamous cell carcinoma and 59,6 %(155/260) NSCLC not otherwise
specified (NOS). Histologically diagnoses: NSCLC NOS 11,9 %(31/
260), adenocarcinomas 55 %(143/260) and squamous 33,1 %(86/260).
There’s no statistically significant difference between cytological-
histological diagnosis (p =0,369).

Conclusion: Cytology is sensitive and accurate procedure for typing
NSCLC for further diagnostic and treatment. In poorly differentiated
doubtful cases, ancillary techniques (immunohistochemistry) improve
diagnostic yield.

OFP-03-008
Neutrophil extracellular DNA networks to limit the peripheral tu-
mour cell proliferation
A. Semenova*, 1. Dolgushin, Y. Shishkova, E. Kazachkov
Oncology Hospital Cheliabinsk, Russia

Objective: The objective of the study is to assess the viability and func-
tional status of neutrophil granulocytes in contact with tumour cells
in vitro.

Method: Due to the co-incubation of pure fraction of neutrophilic
granulocytes and cell lines of tumour cells HEp-2 (human laryngeal epi-
dermoid carcinoma) and RD (human rhabdomyosarcoma) at 37 °C for
30-60 min, oxygen-dependent metabolism was revealed to enhance

greatly (NST-test) in neutrophils in 30 min, and the absence of neutro-
philic granulocytes was recorded in an hour, only light green DNA neu-
trophils threads were visualized by staining of native preparation with
methylene blue Evans Sytox Green fluorescent dyes, at the same time
the morphology of the tumour cells did not change and there was a
significant oxygen-dependent metabolism of tumour cells (NST-test).
Results: Microscopy has shown monolayer of tumour cells, neutrophils
were not visualized; alsoa monolayer of tumour cells was noted to
belimited to the strands of DNA neutrophils, some peripheral tumour
cells were completely wrapped with strands of nuclear matter.
Conclusion: Thus, the experiment proved the neutrophils trapping the
tumour cells to be activated and die, forming networks of DNA strands,
which are likely to limit the peripheral and tumour cell proliferation.

OFP-03-009

Neoplastic mucinous cysts of the pancreas: Cytology grading adds
value to risk stratification

N. Menon”, B. Allanson, M. P. Kumarasinghe, M. Chai, F. Grieu-
Lacopetta, I. Yusoff, M. Johansson, D. Segarajasingam, J. Tan
“PathWest Laboratory Medicine, QEIl Medical Centre, Perth, Australia

Objective: A multimodal clinicopathological approach to diagnosis of
neoplastic mucinous cysts (NMCs) is optimal. Those with high grade
features or malignancy on cytology require resection. Our aim is to es-
tablish the accuracy of cytological grading and KRAS mutational status
in predicting high grade (HG) or malignant NMCs.

Method: Cytological grade and KRAS mutational status of NMCs diag-
nosed between 2011 and 2016 were compared with histological grade and
presence of invasion at resection. Cases diagnosed as HG (including
suspicious) and malignant on cytology were reclassified as high risk
(HR), and all others as low risk (LR).

Results: There were 54 LR and 26 HR NMCs on cytology. Cytology-
histology correlation was available for 38 resected cases. The positive
predictive value and sensitivity of HR cytology for HGNMCs with and
without malignancy was 82.35 and 77.78 %; and LR cytology for
LGNMCs was 80.95 and 85 % respectively. KRAS was mutant in 20
NMCs; 14/45 LR and 6/11 HR cytology and was not discriminatory.
Twenty-eight of 42 non-resected cases had clinical follow-up; 16(57 %)
with LR cytology were stable NMCs, 4(14 %) with LR cytology devel-
oped HR features, while 8(29 %) with HR cytology were malignant in
behavior on follow-up.

Conclusion: 1. The 2-tiered grading system shows a high level of accu-
racy in predicting carcinoma, HGNMCs, and LGNMCs. 2. KRAS muta-
tion is specific for a diagnosis of NMC but not discriminatory in risk
stratification.

OFP-03-010

Adequacy of cytology specimens for molecular testing in lung
adenocarcinoma

L. Rolim", R. Fonseca, F. Cunha

IPOLFG, E.P.E., Dept. of Pathology, Lisbon, Portugal

Objective: Molecular testing of lung adenocarcinoma helps select pa-
tients for therapy with epidermal growth factor (EGFR) and anaplastic
lymphoma kinase (ALK) inhibitors. Although cytology samples are con-
sidered acceptable specimens for molecular testing, most studies have
focused on biopsy samples. Herein we summarize the results of 2 years
of EGFR/ALK testing, based on cytology specimens, carried out at our
Institution.

Method: The database of the Institution was retrospectively queried for
EGFR/ALK testing performed in cytology specimens of lung adenocar-
cinomas, during 2014-2015.

Results: A total of 57 cases were analyzed for EGFR mutation
status and ALK translocation, when relevant. Forty-five cases
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correspond to FNA samples and 12 were exfoliative specimens.
Quality DNA for EGFR status evaluation was obtained in 89 %
(n=40) of FNA smears (8/40 (20 %) mutated) and in 67 %
(n=28) of exfoliative smears (5/8 (63 %) mutated). Quality DNA
for ALK translocation analysis was obtained in 28 % (n=9) of
FNA smears (1/9 (11 %) translocated).

Conclusion: The low percentage of insufficient samples for EGFR eval-
uation (11 % for FNA and 33 % for exfoliative specimens) and the rates of
EGFR mutation and ALK translocation, that are only slightly higher than
the literature for FNA specimens, support the adequacy of cytology
smears for molecular testing in lung adenocarcinoma.

OFP-03-011

Antibody specificity, epitope retrieval, and detection method sensitiv-
ity as important determinants in the immunohistochemical detection
of programmed death ligand 1

J. Cogswell*, H. D. Inzunza, Q. Wu, J. N. Feder, G. Mintier, J. Novotny
Jr, D. M. Cardona

*Bristol-Myers Squibb Company, Princeton, USA

Objective: Nivolumab, an anti-programmed death 1 (PD-1) antibody, is
approved in the US and EU for advanced melanoma, non-small cell lung
cancer, and renal cell carcinoma. PD-ligand 1 (PD-L1) is a biomarker that
correlates with magnitude of response to nivolumab and other PD 1/PD-
L1 inhibitors in certain tumour types. Multiple antibodies and immuno-
histochemistry (IHC) assays to detect tumour PD-L1 expression are avail-
able. This study compared the specificity/sensitivity of two PD-L1 anti-
bodies and performance of their respective IHC assays in detecting cell-
surface PD-L1 expression.

Method: Rabbit monoclonal anti-PD-L1 antibodies clone 28-8 (Bristol-
Myers Squibb and Dako) and E1L3N (Cell Signaling Technology) were
compared. Target specificity was assessed using PD-L1 genetic deletion
tumour cell lines (L2987 and ES-2). Sensitivity was compared in tumour
and immune cells using the same IHC detection method for both antibod-
ies and the manufacturer-recommended method specific for each
antibody.

Results: Using 1.2987 and ES-2 cell lines, both antibodies demonstrated
PD-L1-target-specificity (EIL3N, only at the plasma membrane).
E1L3N sensitivity was slightly higher than 28-8 when identical proce-
dures for retrieval and detection were used. Detection significantly im-
proved with 28-8 versus E1L3N using the specific manufacturer-
recommended procedures.

Conclusion: Epitope retrieval and sensitive detection reagents are impor-
tant in achieving maximal target specificity/sensitivity.

OFP-03-012

Tuberculous pleural effusion: Cytologic review of 52 patients with
corresponding histopathological diagnoses
H. Agustina’, H. Dewi, B. S. Hernowo

Hasan Sadikin General Hospital, Anatomical Pathology, Bandung,
Indonesia

Objective: Theaim ofthis study was to investigate the role of cytology pleural
effusion examination in an attempt to diagnose Tuberculous infection.
Method: Fifty two pleural effusion cases from Hasan Sadikin
General Hospital Bandung were reviewed in this study. All cases
were sputum AFB positive and histopathologically showed typical
Tuberculosis appearance on pleural biopsy.

Results: The mean age of the patient were 39.2 years and 35
(67 %) were male. Almost all (92 %) effusions were Rivalta
positive, with mean level of Lactic dehidrogenase and Glucose
were 1598.4 U/L and 84.7 mg/dL consecutively. The cytological
finding showed moderate to high cellularity but 3 cases (5.8 %)
were hypocellular. Lymphocyte predominance was observed in 43
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(82.7 %) cases. Six (11.5 %) cases were polymorphonuclear cells
predominance. All cases showed scanty mesothelial cells.
Proteinaceous background was found in 23 (44.2 %) cases.
There were no epitheloid cells observed in all cases.
Conclusion: Lymphocytes predominance and absence or scanty
mesothelial cells were highly suggestive for Tuberculous pleural
effusion. Cytology examination alone cannot confirm the diagno-
sis of Tuberculous infection.

Tuesday, 27 September 2016, 14.45-16.45, Conference Room 5
OFP-04 Joint Session: Neuropathology / Nephropathology /
Ophthalmic Pathology

OFP-04-001

BAP1 mutations are associated with metastasis in polyploid uveal
melanoma

R. M. Verdijk*, S. Yavuzyigitoglu, H. W. Mensink, J. Vaarwater, N. C.
Naus, H. T. Briiggenwirth, D. Paridaens, A. de Klein, E. Kili¢

*Erasmus Medisch Centrum Rotterdam, Dept. of Pathology, The Netherlands

Objective: This study attempts to gain insight in polyploidy in Uveal
melanoma (UM) and supplement old data with current knowledge on
mutations in UM specific genes.

Method: In 202 patients the ploidy status of the UM was determined
using cytogenetic analysis, FISH, MLPA and/or SNP array analysis.
Immunohistochemistry was used to determine the BAP1 expression and
mutation analyses of BAP1 (coding regions) or the hotspots for the
SF3BI1, EIF1AX, GNAQ and GNA11 genes was carried out using
Sanger Sequencing or Whole-Exome Sequencing.

Results: Twenty-three patients had a polyploid UM (11.4 %). Polyploid
tumours were larger (15.61 mm versus 13.13 mm, P=0.004), and more
often showed loss of heterozygosity of chromosome 3 (P=0.003). No
difference in occurrence of mutations between polyploid and diploid
tumours was observed. Polyploidy did not affect survival (P=0.143).
BAPI1 mutation was the only significant independent prognostic predictor
for patients with polyploid tumours, with a 16 fold increased hazard ratio
(HR 15.90, P=0.009).

Conclusion: Patients with polyploid UM do not differ from diploid UM
based on prevalence of mutations in the UM related genes. Similar to
patients with diploid UM, BAP1 mutation is the most significant prog-
nostic predictor of metastasis in patients with polyploid UM.

OFP-04-002

SF3B1 and EIF1AX mutations in uveal melanoma

R. M. Verdijk*, S. Yavuzyigitoglu, A. Koopmans, K. Smit, J. Vaarwater,
D. Paridaens, E. Kilig, A. de Klein

*Erasmus Medisch Centrum Rotterdam, Dept. of Pathology, The Netherlands

Objective: To investigate the prevalence and prognostic value of SF3B1
and EIF1 AX mutations in uveal melanoma (UM) patients.

Method: SF3B1 and EIF1AX mutations in primary tumours were
investigated using whole-exome sequencing and Sanger sequenc-
ing (n=133). For the detection of BAP1 mutations, BAPI se-
quencing or immunohistochemistry was performed.

Results: Patients with tumours harboring EIF 1 AX mutations rarely dem-
onstrated metastases and overall had a longer disease-free survival (DFS;
190.1 vs. 100.2 months; P<0.001). Within the tumours with disomy 3,
UM patients with an SF3B1 mutation had an increased risk for late me-
tastases (median, 8.2 years; range, 23—145 months) compared with those
without an SF3B1 mutation resulting in a shorter DFS (132.8 vs.
174 .4 months; P=0.008). Patients with UM and loss of BAP1 expression
had a significantly decreased survival (DFS, 69.0 vs. 147.9 months;
P<0.001).
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Conclusion: According to our data, patients with UM can be classified
into 3 groups: EIF1AX-mutated tumours and tumours without BAP1,
SF3BI, or EIF1IAX mutations are associated with prolonged survival
and low metastatic risk, SF3B1-mutated tumours are associated with late
metastasis, and tumours with an aberrant BAP1 are associated with an
early metastatic risk and rapid decline in patient DFS.

OFP-04-003

A correlation of ultrastructural microvascular features with endothe-
lial cell transcripts in renal transplant biopsies

L. Moran*, K. Dominy, J. Moss, M. Willicombe, E. Diyenli, P. Brookes,
J. Galliford, A. McLean, D. Taube, T. Cook, C. Roufosse

“Imperial College Healthcare NH, Electron Microscopy, London, United
Kingdom

Objective: In antibody-mediated rejection both ultrastructural changes to
endothelial cells and increased expression of endothelial transcripts have been
described. Our study compares these two features in biopsies from patients
with de novo donor specific antibody (DSA) with surveillance biopsies.
Method: Ultrastructural features of glomerular and peritubular capillaries
were examined in 37 biopsies, 13 1-year surveillance biopsies from DSA-
negative patients, and 24 biopsies from patients with de novo DSA. Real-
Time-PCR was used to analyse 3 endothelial-associated transcripts (vwf,
pecam and DARC) and the z-scores for these were summed to obtain a
transcript sum score (TSS). Spearman’s rank correlation coefficient was
applied using GraphPad Prism 6.

Results: There was no statistically significant correlation between the
endothelial TSS and mean endothelial swelling per glomerular loop, per-
centage of loops with severe endothelial swelling, mean endothelial cren-
ellation per loop, mean loss of fenestration per loop, or mean
subendothelial rarefaction per loop. However in peritubular capillaries a
significant correlation was observed between endothelial TSS and per-
centage of peritubular capillaries with severe endothelial cell swelling
(Spearman’s rank coefficient »=0.35 (0.02-0.61), p=0.03).
Conclusion: These initial results correlate changes in endothelial cell
transcripts with peritubular capillary endothelial features.

OFP-04-004

Bile cast nephropathy in cirrhotic patients: Effects of chronic
hyperbilirubinemia

M. Afrouzian*, M. Foshat, H. Ruff, J. Aronson, R. Beach, J. U. Becker
*University of Texas, Medical Branch, Dept. of Pathology, Galveston, USA

Objective: Bile cast nephropathy (BCN) is a frequently under-recognized
renal complication of liver failure usually occurring at serum bilirubin
(sBili) levels above 20 mg/dL. Our goals were to determine the preva-
lence of BCN in cirrhotic patients at autopsy, and find an algorithm for
better recognition of bile casts in renal parenchyma.

Method: Renal pathology of 114 autopsy cases of cirrhosis were assessed
for the presence of bile casts using H&E, Trichrome, PAS, and Hall stains.
Bile casts were correlated with the etiology of cirrhosis, serum creatinine/
BUN, eGFR, sBili and urinalysis.

Results: Bile casts were identified in 55.3 % of cirrhotic cases. The most
common etiologies of cirrhosis were HCV-related (52.1 %), combined
HCV/alcohol-related (33.0 %), and alcohol-related (5.3 %). Serum creat-
inine (p=0.02) and BUN (p =0.01) were significantly higher in the Hall-
positive group. Conjugated sBili levels were <20 mg/dL in 90 % and
<10 mg/dL in 80 % of Hall-positive cases.

Conclusion: This is the largest study of BCN in human subjects. We
demonstrate that in the face of chronic hyperbilirubinemia, bile casts form
at much lower sBili levels than previously thought and the sBili cut-off of
20 mg/dL should not be used for diagnosis of BCN when dealing with
cirrhotic patients. An algorithm is proposed to increase the sensitivity of
Hall stain for tissue diagnosis of BCN.

OFP-04-005

Pattern of IgA and C3 staining in 76 biopsies with staphylococcus
infection associated glomerulonephritis

A. Satoskar, S. Suleiman, J. Hemminger, S. Brodsky, C. Bott, E.
Calomeni, G. Nadasdy, T. Nadasdy

*Ohio State University, Dept. of Pathology, Columbus, USA

Objective: IgA-dominant immune complex deposits (along with C3) are
considered key diagnostic features in Staphylococcus infection-associated
glomerulonephritis (SAGN). However recent articles have reported that
Staphylococcal endocarditis associated GN may show pauci-immune pat-
tern and positive ANCA serology, causing diagnostic overlap with ANCA-
associated GN. This has important implications in regards to choice of
antibiotics or immunosuppressives. Immunosuppressive therapy is essential
in ANCA GN, but can be detrimental in endocarditis-associated GN.
Method: We studied the immune complex pattern in detail and also
presence or absence ANCA serology in our single-center cohort of 76
patients with SAGN from January 2004 to January 2016. All 76 patients
had culture proven Staphylococcal infection.

Results: Out of the 76 biopsies with SAGN, 27 (36 %) had focal cres-
cents or segmental necrotizing lesions. Pauci-immune pattern on immu-
nofluorescence (trace to weak IgA, IgG and C3 staining) with scant to
absent electron dense immune-type deposits was seen in 11/76 (14 %) of
the biopsies and 7 of these 11 biopsies also had crescents. Trace/scant
staining for IgA was seen in up to 26 % of the biopsies. Even C3 staining
was trace/scant in up to 14 % of the biopsies. One patient had all three
features—focal crescents, positive ANCA serology and a pauci-immune
pattern on immunofluorescence staining and ultrastructural examination.
On electron microscopic examination, only 24 out of 76 (32 %) biopsies
showed subepithelial humps.

Conclusion: Weak to absent IgA does not preclude the diagnosis. C3 is
usually present. Pauci-immune pattern of deposits and positive ANCA
serology although infrequent, are potential diagnostic pitfalls in SAGN.
Subepithelial humps are seen infrequently in SAGN.

OFP-04-006

Targeting of the MAPK and AKT pathways in conjunctival melano-
ma shows potential synergy

R. M. Verdijk*, J. Cao, R. C. Heijkants, A. G. Jochemsen, M. Dogrusoz,
M. J. de Lange, P. A. van der Velden, S. H. van der Burg, M. J. Jager
*Erasmus Medisch Centrum Rotterdam, Dept. of Pathology, The Netherlands

Objective: Similar to cutaneous melanoma, CM frequently carries acti-
vating mutations in BRAF and NRAS. We studied whether CM as well as
conjunctival benign and premalignant melanocytic lesions express targets
in the MAP kinase (MAPK) and AKT pathways, and whether specific
inhibitors affect CM growth in vitro.

Method: 132 conjunctival lesions were collected from 128 patients.
BRAF V600E mutation and the level of phospho-ERK and phospho-
AKT was assessed by immunohistochemistry. We studied cell prolifera-
tion, phosphorylation, cell cycling and apoptosis in CM cell lines using
BRAF inhibitors (Vemurafenib and Dabrafenib), MEK inhibitor
(MEK162) and AKT inhibitor (MK2206).

Results: BRAF V60OE mutation was observed in 19 % of nevi and 26 %
of melanomas, but not in primary acquired melanosis with or without
atypia. Nuclear and cytoplasmic p-ERK and p-AKT were identified in
all conjunctival lesions. BRAF inhibitors inhibited the cell growth of two
BRAF-mutant CM cell lines, while MEK 162 and MK2206 suppressed
cell proliferation of all cell lines in a dose-dependent manner. Synergistic
growth inhibition and increased cell death were observed in all three cell
lines when MEK162 and MK2206 were combined.

Conclusion: ERK and AKT are constitutively activated in conjunc-
tival melanocytic lesions. The co-inhibitory effect of combination
treatments may benefit patients suffering from metastatic conjunc-
tival melanoma.
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OFP-04-007

Is chronic curcumin supplementation neuroprotective against ische-
mia for antioxidant activity, neurologic deficit score, or neuronal
apoptosis in an experimental stroke model?

S. Altinaz*, M. Cabalar, C. Isler, F. Yildirim, D. S. Celik, O. Zengi, A.
Tas, A. Gulcubuk

*Selcuk University, Faculty of Medicine, Dept. of Pathology, Konya,
Turkey

Objective: We investigated the neuroprotective effect of chronic
curcumin supplementation on the rat forebrain prior to ischemia and
reperfusion.

Method: Forebrain ischemia was induced by bilateral common carotid
artery occlusion for 1 h, followed by reperfusion for 72 h. Older rats were
divided into five groups: I, 300 mg/kg oral curcumin for 21 days before
ischemia and 300 mg/kg intraperitoneal curcumin after ischemia; II,
300 mg/kg intraperitoneal curcumin after ischemia; III, 300 mg/kg oral
curcumin for 21 days before ischemia; IV, only ischemia; V:, sham-
operated.

Results: In forebrain tissue, enzyme activities of superoxide dis-
mutase, glutathione peroxidase, and catalase were significantly
higher in Group I than Groups II or III (p<0.05 while xanthine
dehydrogenase and malondialdehyde enzyme activities and con-
centrations of interleukin-6 and TNF-alpha were significantly low-
er in Group I compared to Groups II and III (p<0.05). A signif-
icant reduction in neurological score was observed after 24 and
72 h in the curcumin-treated groups compared with the ischemic
group. We also found a marked reduction in apoptotic index after
72 h in the groups receiving curcumin. Significantly more
TUNEL-positive cells were observed in the ischemic group com-
pared to those treated with curcumin.

Conclusion: We demonstrated the neuroprotective effect of chronic
curcumin supplement following ischemia and reperfusion.

OFP-04-008

Analysis of the status of O6-methylguanine-DNA methyltransferase

(MGMT) gene promoter methylation in different topographical sam-

ples, as well as during progression ad recurrence of glioblastoma

V. Barresi', M. Caffo, A. Simone, R. Scarfi, G. Tuccari, G. Giuffré
Policlinic G. Martino, Dept. of Human Pathology, Messina, Italy

Objective: To analyze whether the status of O6-methylguanine-DNA
methyltransferase (MGMT) gene promoter methylation in glioblastoma
(GBM) varies in different topographical portions, or during progression
or recurrence.

Method: Status of MGMT gene promoter methylation was analyzed in
different topographical samples of 24 GBM, as well as in their eventual
preceding low grade astrocytoma (LGA) and recurrences by Real Time
PCR with AlphaReal MGMT kit. Data on immunohistochemical expres-
sion of isocitrate dehydrogenase-1 mutated protein (IDH1-R132H), p53
and Ki-67, overall survival and post-surgical treatment were available in
all the cases.

Results: MGMT gene promoter was homogeneously unmethylated
in 13 GBMs and methylated in 8. 3/24 GBMs were heteroge-
neous, with MGMT promoter methylated in the inner portion of
the tumour and unmethylated in the intermediate and outer por-
tions. Conversion from unmethylated to methylated MGMT status
was seen in 2/2 GBMs originated from progression of LGA.
Methylation status changed in 3/12 (25 %) GBMs at recurrence.
Overall survival was longer than 36 months in all patients with
MGMT methylated and IDHI mutated GBM.

Conclusion: MGMT methylation status may be heterogeneous through
GBM samples, and between GBM and its recurrence. Methylation may
be acquired during progression from LGA and it is prognostically signif-
icant in tumours with IDH1 mutation.
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OFP-04-009

Adenomas of the pituitary gland: Size matters - experience of a neu-

ropathology referral center

F. Moreno , E. Campos Costa, R. Taipa, A. Paula, M. Melo-Pires
Centro Hospitalar do Porto, Dept. of Anatomic Pathology, Portugal

Objective: To assess the prognostic value of histological and non-
histological characteristics of Pituitary Gland Adenomas (PGA).
Method: All cases of PGA over a 10 year period were revised. Tumour
size, invasion on Magnetic Resonance Imaging (MIR), histologic type,
cytological atypia and follow-up of patients were analyzed. Logistic re-
gression model was used to estimate the relative risk of tumour relapse
and need for subsequent surgery.

Results: Among the 188 PGA identified, 165 cases were evaluated.
Average tumour size was 21 mm, with 30 cases classifying as
microadenomas (<10 mm) and 50 presenting with invasion. Only 10 cases
showed cytological atypia. Average follow-up period was 39 months, with
103 cases presenting with residual tumour after surgery. Tumour relapse
with subsequent surgical procedure occurred in 19 cases. Presence of inva-
sion and tumour relapse was significantly associated with larger tumours
when compared with smaller ones (»<0,001 and p=0,015 respectively)
Tumour size proved to be an independent prognostic factor in predicting
tumour relapse (Odds Ratio =2,53, 95 % confidence interval = 1,09-5,82).
Conclusion: These findings corroborate the results published in litera-
ture. Although presence of cytological atypia and invasion on MRI are
related with residual tumour and relapse, tumour size was the most im-
portant factor in predicting the outcome of these patients.

OFP-04-011

CNS germinomas are characterized by global demethylation, chro-

mosomal instability and mutational activation of the Kit-, Ras/Raf/

Erk- and Akt-pathways

T. Pietsch”, L. Schulte, A. Waha, D. Denkhaus, E. Doerner, L. Leuschner
University of Bonn, Institute of Neuropathology, Germany

Objective: CNS germinomas represent a unique germ cell tumour entity.
Only limited information is available on their underlying genomic, epi-
genetic and biological alterations.

Method: We performed a genome-wide analysis of genomic copy num-
ber alterations and allelic imbalances in 49 CNS germinomas by molec-
ular inversion profiling. CpG dinucleotide methylation was studied by
immunohistochemistry. Mutational analysis was performed by sequenc-
ing of candidate genes including KIT and RAS family members. Ras/Erk
and Akt pathway activation was analyzed by immunostaining for
phospho-Erk, phosho-Akt, phospho-mTOR and phospho-S6.

Results: All germinomas showed extensive global demethylation of nu-
clear DNA. Predominant genomic instability was found in all tumours
with a high frequency of regional alterations including gene amplifica-
tions. Activating mutations of KIT exons 11, 13, and 17 or KIT amplifi-
cation and mutations of RAS gene family members indicated mutational
activation of crucial signaling pathways. Coactivation of Ras/Erk and Akt
pathways was demonstrated by immunohistochemistry of phosphorylat-
ed signaling components in 83 % of germinomas.

Conclusion: CNS germinoma cells display a demethylated nuclear DNA
similar to primordial germ cells in early development. This finding is
associated with extensive genomic instability. Mutational activation of
Kit-, Ras/Raf/Erk- and Akt- pathways indicates the biological importance
of these pathways and their components as potential targets for therapy.

OFP-04-012

Gradual brain involvement in fetal TSC

A. Gelot', A. Represa

INMED UMR901 INSERM, Parc Scientifique de Luminy, Marseille,
France



Virchows Arch (2016) 469 (Suppl 1):S1-S346

S13

Objective: CNS Tuberosclerosis (TSC) a systemic, autosomal dominant
genetic disorder is characterized by brain lesions where balloon cells can
be considered as histopathological hallmarks. We purpose here the devel-
opment shedule of TS Iésions constitution.

Method: We analysed 12 fetal and perinatal brains (from 21 GW
until 3 days after birth) with TSC lesions. For each patient we
considered: 1) the type of cell lesion 2) their nature (using both
glial and neuronal markers) 3) their cytoarchitectural and 3) spa-
tial organization.

Results: We identified 3 types of TSC Cells (b cells, balloon cells
(BC) and dysplastic giant neurons (DN) and 3 types of
cytoarchitectonics (A and B cocards, cortical tubers). Cells were
characterized using neuronal and glial markers. While b cells
were exclusively neuronal, balloon cells could be both, the glial
ones being proeminent and appearing earlier during pregnancy.
DN and cortical tubers are respectively observed are observed
after 25GW and 30GW. Type A cocard remained located on
periventricular area while type B cocarde evolved with age and
progressively occupied more superficial white matter areas. Both
contained glial and neuronal BC. Cortical BC are firstly observed
at 25GW on layer I, and were present in all layers after 30GW.
Conclusion: Our study demonstrates that in fetal brain TSC lesions
evolved progressively following distinct patterns according to their loca-
tion or the TSC cell nature.

Tuesday, 27 September 2016, 17.15-19.15, Congress-Saal 1
OFP-05 Uropathology

OFP-05-001

Disease-specific survival of patients with invasive cribriform and
intraductal prostate cancer at diagnostic biopsy

C. Kweldam”, 1. Kiimmerlin, D. Nieboer, E. Verhoef, E. Steyerberg, T.
van der Kwast, M. Roobol, G. van Leenders

*Erasmus Medisch Centrum, Dept. of Pathology, Rotterdam, The Netherlands

Objective: To determine the prognostic value of invasive cribriform and
intraductal carcinoma in pre-treatment biopsies on time to disease-
specific death.

Method: We pathologically revised the diagnostic biopsies of 1031
patients from the first screening round of the European
Randomized Study of Screening for Prostate Cancer 1993-2000).
The median follow-up was 13 years. Patients who either had
invasive cribriform growth pattern or intraductal carcinoma were
categorized as CR/IDC+. The outcome was disease-specific sur-
vival. Relationships with outcome were analyzed using multivari-
able Cox regression and log-rank analysis.

Results: In total, 486 patients had Gleason score 6 (47 %) and
545 had >7 (53 %). The 15-year disease-specific-survival proba-
bilities were 99 % in Gleason score 6 (n=486), 94 % in CR/IDC-
Gleason score >7 (n=356) and 67 % in CR/IDC+ Gleason score
>7 (n=189). CR/IDC- Gleason score 3+4=7 patients did not
have statistically different survival probabilities from those with
Gleason score 6 (P=.30), while CR/IDC+ Gleason score 3+4=7
patients did (P<.001). In multivariable analysis CR/IDC+ status
was independently associated with a poorer disease-specific sur-
vival (HR 2.6, 95 % CI 1.4-4.8, P=.002). We conclude that CR/
IDC+ status in prostate cancer biopsies is associated with a worse
disease-specific survival.

Conclusion: Our findings indicate that men with biopsy CR/IDC-
Gleason score 3+4=7 prostate cancer could be candidates for active
surveillance, as these patients had similar survival probabilities to those
with Gleason score 6.

OFP-05-002

Gleason Grade 4 prostate adenocarcinoma patterns: An inter-
observer agreement study among genitourinary pathologists

C. Kweldam”, D. Nieboer, T. van der Kwast, G. van Leenders, G. G. 4
Subtype Collaborative Group

*Erasmus Medisch Centrum, Dept. of Pathology, Rotterdam, The Netherlands

Objective: To assess the inter-observer reproducibility of individual
Gleason grade 4 growth patterns.

Method: Twenty-three genitourinary pathologists participated in the
evaluation of 60 selected high-magnification photographs. The selection
included 10 cases of Gleason grade 3, 40 Gleason grade 4 (10 per growth
pattern) and 10 Gleason grade 5. Participants were asked to select a single
predominant Gleason grade per case (3, 4, 5) and to indicate the predom-
inant Gleason grade 4 growth pattern if present. “Consensus” was defined
as at least 80 % agreement and “favoured” as 60-80 % agreement.
Results: Consensus on Gleason grading was reached in 47/60 (78 %)
cases, 35 of which were assigned a grade 4. In the 13 non-consensus
cases, ill-formed (6/13, 46 %) and fused (7/13, 54 %) patterns were
involved in disagreement. Among the 20 cases where at least 1 patholo-
gist assigned the ill-formed growth pattern none (0 %, 0/20) reached
consensus. Consensus for fused, cribriform and glomeruloid glands was
reached in 2, 23, and 38 %, respectively. In 9/35 (26 %) consensus
Gleason grade 4 cases, participants disagreed on growth pattern. Six of
these were characterized by large epithelial proliferations with delicate
intervening fibro-vascular cores, which were alternately given fused or
cribriform growth pattern (“complex fused”).

Conclusion: Consensus on Gleason grade 4 growth pattern was predom-
inantly reached on cribriform and glomeruloid patterns, but rarely on ill-
formed and fused glands. The complex fused glands seem to be a border-
line pattern of unknown prognostic significance on which a consensus
could not be reached.

OFP-05-003

Histopathological analyses of renal tumours in Birt-Hogg-Dube
syndrome

M. Furuxa*, 1. Kato, Y. Iribe, N. Kuroda, Y. Nagashima, H. Hasumi, M.
Yao, Y. Nakatani

"Yokohama City University, Graduate School of Medicine, Dept. of
Molecular Pathology, Japan

Objective: Birt-Hogg-Dube syndrome (BHD) is a familial disorder
caused by genetic mutations of FLCN. Affected patients have increased
risks for developing renal cell carcinomas (RCCs). Most of RCCs in
BHD are histopathologically chromophobe RCCs and hybrid
oncocytic/chromophobe tumours (HOCT). Differences between BHD-
associated RCCs and sporadic counterparts are incompletely understood.
Method: We investigated cytogenetics, FLCN mutations and histopa-
thology of 58 BHD-associated RCCs. Copy number variation, FLCN
sequencing, Western blotting and immunostaining were performed.
Results: Most of BHD-associated RCCs lacked FLCN expression at the
protein level regardless of the status of somatic mutation and loss of
heterozygosity (LOH) of FLCN. They showed balanced genomic profiles
with genome-wide LOHs. These LOHs existed as uniparental disomy.
Similar immunostaining patterns were observed between BHD-
associated RCCs and their sporadic counterparts; however, FISH/CISH
analysis of the centromeric region of chromosomes 2, 6 and 17 revealed
that most of BHD-associated RCCs were disomic whereas the majority of
sporadic chromophobe RCCs were monosomic.

Conclusion: The data indicate that BHDS-associated RCCs are
distinctively different in cytogenetics and molecular abnormalities
from those of sporadic histological counterparts. Although current
WHO classification does not specialize BHD-associated RCCs,
these features will be informative for correct diagnosis of previ-
ously overlooked BHD patients.
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OFP-05-004
Metabolomics analysis reveals distinct profiles of non-muscle inva-
sive and muscle-invasive bladder cancer
D. Hansel”, D. Sahu, Y. Lotan, B. Wittman, B. Neri
University of California San Diego, Dept. of Pathology, USA

Objective: Bladder Cancer affects >70,000 patients annually in the
United States. Despite its high incidence, therapeutic options are limited
in early or late stage. We wanted to identify key metabolic pathways that
were altered in bladder cancer development and progression.

Method: We performed global metabolomics profiling of benign
urothelium, high-grade non-muscle invasive bladder cancer (NMIBC)
and advanced, muscle-invasive bladder cancer (MIBC) using GC-MS
and LC-MS platforms.

Results: Categorical pathways globally dysregulated in cancer relative to
benign urothelium included glucose, TCA cycle, lipid, amino acid and
nucleotide pathways. Bladder cancers demonstrated Warburg metabo-
lism, with elevated glucose utilization to drive glycolysis and sorbitol
pathway intermediates. Elevated late TCA cycle intermediates, coupled
with higher levels of amino acids and dipeptides, suggest the possibility
of anaplerotic activity in bladder cancer as a mechanism to sustain energy
production. Medium and long chain fatty acids were produced at the
expense of dicarboxylic fatty acids. MIBCs showed enhanced use of
cycloxygenase (COX) and lipoxygenase (LOX) pathways and a possible
role for inflammation in regulating NAD+ synthesis in MIBC.
Conclusion: This study identifies multiple parallel metabolomics chang-
es unique to NMIBC and MIBC that can be used to justify testing novel
therapeutics targeting metabolic pathways in bladder cancer.

OFP-05-005

Relation of percentage Gleason grade 4 and cribriform/ intraductal
growth in Gleason score 3 +4 =7 prostate cancer biopsies

G. van Leenders”, C. Kweldam, 1. Kiimmerlin, D. Nieboer, C. Bangma,
T. van der Kwast, E. Steyerberg, M. Roobol

*Erasmus Medisch Centrum Rotterdam, Dept. of Pathology, The Netherlands

Objective: Histopathology and clinical outcome of Gleason score 7 pros-
tate cancer is heterogeneous. Relative increase of Gleason grade 4 (%GG4)
pattern, and presence of invasive cribriform and/or intraductal carcinoma
(CR/IDC) have been associated with adverse outcome of Gleason score 7
tumours. The objective of this study is to investigate the relation of %GG4
and CR/IDC in Gleason score 3 +4 =7 prostate cancer biopsies.

Method: We reviewed 1031 diagnostic prostate cancer biopsies from the
first round of the European Randomized Study of Screening for Prostate
Cancer (1993-2000). A total of 370 men had revised Gleason score 3 +4=17.
Results: The mean %GG4 was 16 % in men without and 28 % in men
with CR/IDC (P<.001). CR/IDC occurred in 6 % of patients with 1—
10 %, 22 % with 10-25 %, and 44 % with 25-50 % GG4 (P <.001). In bi-
variate Cox regression analysis, CR/IDC (HR 3.3; 95 % CI 1.4-8.0;
P=.008) was an independent parameter for disease-specific death, while
%GG4 (HR 1.5; 95 % CI 1.0-2.4; P=.06) did not reach statistical
significance.

Conclusion: Increasing %GG4 was associated with CR/IDC in prostate
biopsies. While biopsy CR/IDC was an independent parameter for
disease-specific death, %GG4 was not. Biopsy CR/IDC is a promising
parameter for therapeutic stratification of Gleason score 3 +4 =7 prostate
cancer patients.

OFP-05-006
Assigning Composite Grade Groups (CGG) in prostate adenocarci-
noma: Concordance between needle biopsy and prostatectomy, and
factors associated with upgrade and downgrade
D. Athanazio”, M. Shea-Budgell, L. Ross, K. Trpkov

Federal University of Bahia, Dept. of Pathology, Salvador, Brazil

@ Springer

Objective: Composite Grade Groups (CGG) were evaluated on biopsy
and prostatectomy in a large contemporary prostate carcinoma cohort.
Method: CGG on biopsy and prostatectomy were correlated in 2529
patients from single institution. CGG upgrades and downgrades were
evaluated overall and for individual CGG. Factors associated with GG1
upgrade and GG2 downgrade were analysed by multivariable logistic
regression.

Results: The final CGG was identical with the biopsy CGG in 59.3 %
cases overall. In CGG 1-5, identical grades were found in: (1) 47.6 %, (2)
73.5 %, (3) 52.8 %, (4) 21.4 % and (5) 68.3 %, respectively. Final CGG
was upgraded in 32.3 % cases [CGG1-4: (1) 52.4 %, (2) 19 %, (3) 16.4 %
and (4) 32.9 %]. Final CGG downgrade was found in 8.4 % of cases
[CGG2-5:(2) 7.4 %. (3) 30.8 %, (4) 42.9 % and (5) 31.7 %]. Upgrade of
biopsy CGG1 was associated with: age >60y, PSA density >0.3 ng/ml
and >5 % core involvement. Downgrade of biopsy CGG2 was associated
with: age <60y (p=.019), PSA <10 ng/mL (p=.029) and 1 positive core.
Conclusion: In 59.3 % cases, we found identical CGG on biopsy and
prostatectomy. The concordance was lowest for CGG4, with most fre-
quent upgrades occurring in biopsy CGG1 to CGG2. Considering factors
associated with CGGlupgrade and CGG2 downgrade may play a role in
clinical decision making.

OFP-05-007
Warthin-like papillary renal cell carcinoma with prominent lympho-
cytic infiltrate: Morphological and immunohistochemical study
F. Skenderi*, M. Ulamec, S. Vranic, M. Michal, O. Hes
Clinical Center Sarajevo, Dept. of Pathology, Bosnia and Herzegovina

Objective: Papillary renal cell carcinoma (PRCC) represents up to 18 %
ofrenal cell carcinomas (RCC). Besides the traditionally recognized type
1 and type 2, more variants were recently described. We analyzed a cohort
of PRCC with prominent lymphocytic infiltrate, reminiscent of Warthin’s
tumour morphology.

Method: Eleven cases of PRCC with prominent intratumoural lympho-
cytic infiltrate were selected. The tumours were analyzed for multiple
clinical, pathological, and immunohistochemical (IHC) parameters.
Intratumoural lymphocytes and mismatch repair protein (MMR) expres-
sion were analyzed by IHC.

Results: The patients were predominantly male (78 %), with average age of
64 years. Half of the tumours were at pT1 stage. Tumours showed papillary
growth pattern with oncocytic cells, and ISUP grade 2 nuclei. The lympho-
cytic infiltrate was mostly CD5 and CD3 positive. Tumours were positive
for AMACR (91 %), PAX-8 (100 %), vimentin (91 %) and OSCAR
(100 %); variable for CK7 (27 %), EMA (45 %) and CD10 (54 %), and
negative for CANHY, c-kit, CK20. MMR proteins MLH1 and PMS2 were
positive in all of the cases, except MSH2 and MSH6 in one case.
Conclusion: Warthin-like PRCC may be one of the several variants with-
in a heterogeneous PRCC group, with predominant oncocytic morphol-
ogy and lymphocytic (T-cell) tumour infiltrate. It appears not to be asso-
ciated with microsatellite instability.

OFP-05-008

Clinicopathologic findings of patients without biochemical recur-
rence more than 8 years following radical prostatectomy: How many
patients might have been suitable for active surveillance instead of
definitive treatment?

R. Rocha*, L. L. L. Freitas, L. B. E. Costa, M. A. Asato, K. S. Araujo, D.
M. Losada, G. L. P. Oliveira, L. Q. A. Bastos, A. P. Herculiani, A. Billis
*Universidade Estadual de Campinas, Dept. de Patologica, Brazil

Objective: Detect patients without biochemical recurrence (BR) more
than 8 years following radical prostatectomy (RP) with criteria for low-
risk cancer (LRC) who might have been suitable for active surveillance
(AS) instead of surgery.
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Method: BR was considered as PSA >0.2 ng/mL. LRC was considered
as being clinical stage Tlc, stage pT2, needle and pathologic Gleason
score <6, and preoperative PSA <10 ng/mL.

Results: From a cohort of 506 consecutive RPs, 62/506 (12.3 %) patients
were free of BR more than 8 years after RP (mean 10 years, range 8—
14 years). From these 62 patients, 14/62 (22.6 %) had criteria for LRC.
Comparing our criteria for LRC with Epstein’s, the only significant dis-
crepancy was related to PSA density. From the total of 14 patients with
criteria for LRC, 9/14 (64.3 %) had PSA density >0.15.

Conclusion: From a total of 62 patients without BR more than 8 years
following RP, 14/62 (22.6 %) patients had criteria for LRC. These pa-
tients might have been suitable for AS instead of RP. Comparing our
criteria of LRC with Epstein’s criteria, a significant discrepancy was
related to PSA density. The majority of patients had PSA density >0.15
and would not be enrolled for AS.

OFP-05-009

DeltaNp63 is critical for progression of high grade non-muscle inva-
sive bladder cancer through deregulation of specific genetic
pathways

M. Castillo-Martin*, N. Gladoun, A. Collazo-Lorduy, C. Cordon-Cardo
Fundagdo Champalimaud, Pathology, Lisbon, Portugal

Objective: We have previously reported the significance of ANp63 as a
protective individual marker of high grade non-muscle invasive bladder
cancer (HG-NMIBC) tumour progression. The main goal of this project
was to study the mechanisms by which ANp63 loss triggers tumour pro-
gression to muscle invasive disease.

Method: We generated specific ANp63 Knock-down cell lines (shA) in
RT112 and BFTC NMIBC lines and gene expression and in vitro and
in vivo functional experiments were performed.

Results: We observed that RT112_shA and BFTC_shA cells showed
higher proliferation rate both in vitro and in vivo as well as increased
colony formation activity when compared to parental cells. Furthermore,
they displayed superior invasion capacity in vitro, which correlated with
higher local tumour initiation and metastatic potential in the in vivo blad-
der orthotopic mouse model. Gene expression analyses revealed that there
were nine commonly upregulated (AGR2, CAPS, CHD2, GCHFR,
HOXC6, HRK, LRRC26, SORBS2 and S100A4) and four commonly
downregulated (EPDR 1, PPARG, SCMLI1 and SPOCK1) genes amongst
both experimental cell lines. Functional studies to assess which genetic
pathways are critical for tumour progression subsequent to ANp63 loss
are further being pursued.

Conclusion: Our findings may be able to identify high-risk pa-
tients who could benefit from early radical cystectomy to prevent
tumour progression, as well as low-risk patients who could benefit
from more spaced follow-up visits. Also, they may unlock the
opportunity of identifying new therapeutic strategies to target pre-
viously understudied pathways in HG-NMIBC, therefore avoiding
progression to more aggressive disease.

OFP-05-010

Tertiary grade assessed on radical prostatectomies: Effect on prog-
nosis using the 2016 ISUP grade group system

A. Burke*, J. Cullen, W. Gesztes, H.-C. Kuo, S. Elsamanoudi, Y. Chen, S.
Srivastava, I. Rosner, 1. Sesterhenn

*Baltimore, USA

Objective: In 2016, the International Society of Urologic Pathology
(ISUP) proposed a revision of the ISUP / Gleason grading system using
5 grade groups (GG), validated based on follow-up biochemical recur-
rence (BCR). The role of tertiary pattern was incompletely addressed.
This study examined GG score, with and without tertiary grading, with
odds of BCR and distant metastasis (MET).

Method: Patients were enrolled in a prospective, longitudinal cohort
study over 23 years. 1505 untreated carcinomas were retrospectively
graded on radical prostatectomies (RP) using the 2016 ISUP GG system,
with and without consideration of tertiary pattern (modified grade).
Results: There were 283 BCR (19 %) and 36 MET (2.4 %) events, at a
mean of 36 and 80 months post-RP, respectively. Most patients had GG2
tumours (58 %), but few had GG3 tumours (3.5 %). No GGI patient
developed MET. Two percent of unmodified GG2 and GG3 tumours,
and 0.5 % of modified GG2 and GG3 developed MET (p=0.02). GG5
tumours had a significantly higher risk for BCR (p <0.0001), but there
was no difference in unmodified GG1- GG4. Modified GG1-2, GG34,
and GGS5 separated clearly into 3 worsening prognostic groups
(p<0.0001).

Conclusion: As a predictor of MET and BCR, the use of the tertiary
pattern is superior to GG grading without tertiary pattern.

OFP-05-011

Prognostic impact of p63 and Beta-catenin coexpression in urothelial
bladder cancer

S. Stojnev*, M. Krstic, M. Mladenovic, J. Todorovic, A. Ristic-Petrovic,
I. Conic, S. Stojanovic, L. Jankovic Velickovic

*Medical Faculty, Pathology, Ni, Serbia

Objective: To investigate the expression of p63 and (-catenin in
urothelial bladder cancer (UBC), assess the significance of their
coexpression, and evaluate their prognostic value.

Method: We analyzed the expression of 3-catenin and p63 by double
staining immunohistochemistry in 633 cases of UBC included in tissue-
microarrays. Expression status was correlated with clinicopathological
and follow-up data.

Results: Low p63 expression, observed in 255 (40.3 %) tumours, was
significantly associated with high grade, and pathologic stage (p <0.001,
respectively). In pT1 UBC (N =292), p63 correlated with variant differ-
entiation (p=0.048). Reduced/absent (3-catenin immunoreactivity
(82.3 %) correlated to high grade and stage (p <0.001, p=0.006, respec-
tively), and strongly correlated with impaired p63 staining (p<0.001).
Loss of both markers was linked to cancer specific death (p<0.001,
p=0.003, respectively). High p63 was associated with better overall sur-
vival (P<0.001), while preserved 3-catenin correlated with longer
recurrence-free survival (p=0.017). Simultaneous decrease/loss of im-
munoreactivity of both markers was a strong predictor of poor survival
(p<0.001). In Cox regression analysis decrease of 3-catenin was inde-
pendent predictor of recurrence.

Conclusion: Coexpression of 3-catenin and p63 in UBC predicts better
survival of the patients and may serve as potential prognostic tool for
improvement of risk stratification and therapy decision-making in UBC,
especially in early invasive bladder cancer.

OFP-05-012

Predictive impact of angiogenesis and hypoxia related markers in
urothelial bladder cancer

A. Ristic-Petrovic, S. Stojnev, D. Stokanovic, I. Conic, M. Kirstic, S.
Stojanovic, N. Zivkovic, T. Dencic, V. Zivkovic, L. Jankovic Velickovic
*Medical Faculty, Pathology, Ni§, Serbia

Objective: To determine immunohistochemical markers helpfull in
follow-up of unpredictable urothelial bladder cancer patients. Hypoxia-
inducible factorl alpha (HIF1-alpha) is an important trigger of the angio-
genic VEGF activity. In bladder cancer, presence of cytoplasmic vascular
endothelial growth factor receptor 1 (VEGFR1) can delay the angiogen-
esis, limiting VEGF availability for genuine receptors in VEGF signaling.
Method: The immunohistochemical expressions of HIF1-alpha, VEGF,
and VEGFR1 were evaluated in 647 bladder cancer samples, incorporat-
ed in tissue microarrays. HIF1-alpha was assessed through nuclear
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staining, while the angiogenic profile was estimated by cytoplasmic pos-
itivity of the VEGF and VEGFRI.

Results: After a mean follow-up of 60 months, in 647 patients diagnosed
with urothelial bladder cancer, we found nuclear HIF1-alpha expression
to be an independent prognostic factor for both recurrence-free survival
(p<0.001) and overall survival (p<0.01). HIF1-alpha was significantly
associated with low histological grade (p<0.001), and low pathologic
stage (p<0.01). Patients with positive VEGFR1 had longer disease-free
(p<0.01) and overall survival (p<0.01), while VEGF did not have sig-
nificant impact to survival rate and further outcome.

Conclusion: Estimation of HIF1-alpha and VEGFRI1 expression could
be diagnostic supplement, selecting the urothelial bladder cancer patients
that could require more attentive follow-up.

Tuesday, 27 September 2016, 17.15-19.15, Conference Room 1-2
OFP-06 Paediatric and Placental Pathology

OFP-06-001

Expression of miR-146a & miR-155 in placenta tissue in cases of
early- and late-onset pre-eclampsia

N. Nizxaeva*, G. Kulikova, M. Nagovitsyna, N. Kan, V. Tyutyunnik, K.
Prozorovskaya, A. Shchyogolev, G. Sukhikh

“Research Center for Obstetrics, Dept. of Pathology, Moscow, Russia

Objective: The aim of the study was to evaluate expression and locali-
zation miR-146a and miR-155 in cases of early- (EPE) and late—onset
(LPE) of preeclampsia.

Method: Groups with PE included 5 women with EPE and 5—
with LPE. Control groups included 4 women with physiological
pregnancy (PP), 38-39 gestation weeks, 4—with preterm labor
(PL) of 26-30 weeks. By hybridization in situ (Exicon, USA)
was performed on 18 formalin-fixed paraffin-embedded placenta
tissue specimens after cesarean section. Moreover, previously we
performed histological study (hemé&eosin).

Results: MiR-146a was determined in syncytiotrophoblast, stroma cells
of villi, syncytial knots, major, minor subset of decidual cells, amnion in
control group. EPE miR-146a was absence in syncytium, syncytial knots,
decidual cells, but in cases of preeclampsia mIR-146a was almost
completely absent in placenta samples. MiR-155 expression in amnion,
syncytium, syncytial knots in PL, but moreover, in PP we observed week
staining in stroma cells of placenta villi and decidual cells. In cases of
preeclampsia miR-155 was evaluated predominantly in syncytium, syn-
cytial knots.

Conclusion: In control groups we observe balance between anti-
inflammatory (miR-146a) and pro-inflammatory (miR-155) in placenta tis-
sue. In preeclampsia miR-146a was negative, but miR-155 expression was
present. Thus, both EPE&LPE are associated with pro-inflammatory immune
response.

OFP-06-002

Are there differences in expression of corticotropin releasing hormone
in placentas from pregnant women with hypertensive syndrome?

M. L. Gongalves dos Reis Monteiro”, F. Rodrigues Helmo, F. Lopes de
Castro, R. Margarida Etchebehere, M. Antonia dos Reis, J. Reis
Machado, R. Rosa Miranda Correa

*Universidade Federal do Triangulo Mineiro, Dept. of General Pathology,
Uberlandia, Brazil

Objective: To evaluate the expression of corticotropin releasing hormone
(CRH) in decidua and chorionic villi from human placentas with hyper-
tensive disorders of pregnancy (HDP).

@ Springer

Method: A hundred and sixteen biopsies from placentas (54 preterm, 62
term) between 2013 and 2014 were analyzed as follows: (A) control
group (C): 12 cases; (B) gestational hypertension (GH): 23 cases; (C)
pre-eclampsia / eclampsia (PE): 30 cases; (D) chronic hypertension
(CH) 25 cases and (E) hypertension superimposed on PE (SPE): 26 cases.
The expression of CRH was assessed by immunohistochemistry; positive
areas were expressed in percentage of area per field. ANOVA (F) follow-
ed by the Tukey test was used; p<0.05.

Results: Decidua and chorionic villi in PE, GH, CH and SPE showed
higher expression of CRH, compared to C (p <0.0001) in the term group.
In the preterm group, the expression was higher in cases associated with
PE and SPE in both evaluated structures.

Conclusion: These data demonstrate that placental stress was higher in
preterm cases associated with PE and SPE, justifying the high frequency
of maternal and fetal complications usually observed in preterm pregnan-
cies with these types of HDP.

OFP-06-003

TGF-beta 1 and TGF-beta 3 evaluation in kidney during experimen-
tal renal failure progression in a fetal reprogramming model

M. L. Gongalves dos Reis Monteiro*, S. Cavalcante Xavier, K. Roberta
Martins Pucci, F. Rodrigues Helmo, C. Souza de Oliveira Guimaraes, M.
Antonia dos Reis, R. Rosa Miranda Corréa, L. Penna Rocha
*Universidade Federal do Triangulo Mineiro, Dept. of General Pathology,
Uberlandia, Brazil

Objective: This study evaluates if TGF-31 and TGF-[33, cytokines with
important role in tissue repair, are altered during acute kidney injury in
cases of fetal programming.

Method: Diabetic dams’ offspring were divided into CC (offspring of
controls, receiving vehicle); DC (offspring of diabetics, receiving vehi-
cle); CA (offspring of controls receiving Folic Acid, 250 mg/kg); and DA
(offspring of diabetics receiving Folic Acid) at age of 2 and 5 months old.
Renal TGF-f31 and TGF-f33 were analyzed by immunohistochemistry.
Results: Immunoexpression of TGF-33 was higher in DA compared to
DC and CA at age of 2 months-old. At age of 5 months-old, TGF-(33 was
higher in CA when compared with CC and higher in DA when compared
with DC. TGF-f31 immunoexpression was lower in DA when compared
with CA only at age of 5 months-old (All results, p<0.05).
Conclusion: This study showed, in face of induction of renal failure, the
offspring of 5 months-old, which suffered fetal reprogramming, had a
lower capacity to synthesize TGF-31. But both groups that suffered renal
failure showed increased TGF-[33, regardless of fetal reprogramming. As
demonstrated in other studies, there is possibly an early upregulation of
TGFf3, followed by TGF31. However, our data demonstrate modifica-
tion of kidney response regarding damage in reprogrammed subjects.

OFP-06-004
When is a post-mortem skeletal survey of the fetus indicated, and
when not?
W. Klein", K. Kamphuis-van Ulzen, D. Koopmanschap

Radboud Univers. Medisch Centrum, Dept. of Radiology and Nuclear
Medicine, Nijmegen, The Netherlands

Objective: Radiography after fetal or perinatal death has become a
routine part of post-mortem diagnostics. However, only a selected
subset of these babygrams or fetal post-mortem skeletal surveys
(FPSSs) provides useful information. We investigated the indica-
tion for a FPSS.

Method: Inclusion consisted of the routinely made FPSS (2002-2012) in
our university hospital in cases of fetal or perinatal death up to 7 days after
birth. We categorized the diagnostic value of the FPSS as no, minor,
major or pathognomonic. Regression analysis was used to determine
the selection criteria for a useful FPSS.
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Results: 337 FPSS were included. 305 (91 %) FPSS showed no or minor
skeletal malformations. 14 (4.2 %) FPSS had major skeletal
malformations. In 18 (5.3 %) cases the diagnosis was based on the pa-
thognomonic skeletal malformations on the FPSS. Two cases were false
positive after major birth trauma. The presence of multiple skeletal
malformations on prenatal ultrasound or at post-mortem external inspec-
tion was highly indicative of a diagnostic FPSS (p <0.001).
Conclusion: The majority of the babygrams/FPSS has no contribution to
the diagnostic process. Multiple skeletal malformations on prenatal ultra-
sound or post-mortem external inspection are indicative for a diagnostic
FPSS, and this should be the main selection criterion.

OFP-06-005

Morphology and next-gen sequencing of six cases of lethal malignan-
cies in giant congenital melanocytic nevi / neurocutaneous
melanocytosis

C. Salgado*, D. Basu, N. Marina, Y. Khakoo, C.-Y. Ho, B. Bauer, M.
Reyes-Mugica

*University of Pittsburgh, Dept. of Pathology, USA

Objective: Giant Congenital Melanocytic Nevi (GCMN) or
neurocutaneous melanocytosis (NCM) show NRAS or BRAF mutations,
and ~4 % risk of malignant transformation, which is poorly understood.
Aim: to describe novel pathology and genetics in six lethal GCMN/NCM
patients.

Method: Six NCM/GCMN patients, prospectively collected or de-iden-
tified, who died from malignancies. Nevi/tumours were studied histolog-
ically, immunohistochemically and by Ion AmpliSeq Cancer Panel.
NRAS and BRAF mutation-negative samples were analyzed by ARMS
PCR (1 % sensitivity).

Results: 4/5 melanoma patients had CNS primaries (one multimetastatic;
one V-P shunt peritoneal dissemination) and 1/5 had subcutaneous nod-
ular melanoma. The 6th patient had a brain sarcoma. 5/6 cases showed
NRAS codon 61 mutation. In 2 cases, high percentage of mutant NRAS
in the tumour suggested somatic homozygosity. One patient with
NRASp. Q61K mutated brain primary melanoma showed MLH1 muta-
tion (MLH1p.R385C). The cancer panel also found mutations and SNV
of uncertain significance in KIT, KDR, TP53 and ATM genes.
Conclusion: These are novel findings regarding GCMN/NCM malignant
transformation, showing 3 cases with either amplification or homozygos-
ity of mutated NRAS. Others genes involved in potentially relevant path-
ways like mismatch repair, control of cell proliferation, melanocytic sig-
naling and angiogenesis could also contribute to malignant transforma-
tion of NRAS mutated GCMN.

OFP-06-006

MiR-100, Mir-195 and MiR-770 are associated with astrocytomas,
ependymomas and medulloblastoma in childhood central nervous
system malignancies

M. Perezpeiia Diazconti”, P. Eguia Aguilar, L. Gutiérrez Castillo, A.
Chavez Hernandez, J. Garcia Chequer, J. Garcia Quintana, C. Retana
Contreras, F. Chico Ponce de Leon, P. Valencia Mayoral, F. Arenas
Huertero

*Hospital Infantil de México Federico Gomez, Dept. of Pathology,
Meéxico City, Mexico

Objective: CNS are common tumours in childhood. Recently modern
microRNAs measuring technology has enabled sensitive detection of
distinct miRNAs and can distinguish between different types of CNS
cancers. Most studies are in adults, we decide to compare the expression
levels of different miRNAs in astrocytoma, ependymoma, medulloblas-
tomas, and non-neoplastic brain in pediatric patients.

Method: We used low density arrays to evaluate 756 miRNAs in CNS
tumours and non-neoplastic brain. We calculate the expression of each

miRNAs and we choose the ones that showed a difference, more than 5
times up or low, with control brain. This was corroborate with RT-qPCR.
Results: Of 756 miRNAs, 51 % were expressed in astrocytomas and
ependymomas, 37 % in non-neoplastic brain. We selected miR-100,
miR-195 and miR-770. In astrocytomas and ependymomas, the levels
of expression of miR-100 and -195 was higher than non neoplastic brain.
In medulloblastomas miR-195 showed a lower expression (p=0.049). In
all the tumours the expression of miR-770 was lower (p <0.001).
Conclusion: Analysis of miRNAs could be a promising contribution to
clinical practice, guide diagnosis of different brain cancer types and be
helpful predicting progression and therapy response, adding tools for
treatment of patient with CNS tumours.

OFP-06-007

Comparison of ultrastructural features between pediatric Mammary
Analogue Secretory Carcinoma (MASC) of the salivary glands and
pediatric Secretory Breast Carcinoma (SBC) reveals similar patho-
logical features

M. Hyrcza", B. Ngan

Hamilton Health Sciences, Dept. of Anatomical Pathology, Canada

Objective: To describe the electron microscopic (EM) features of the
mammary analogue secretory carcinoma (MASC) and to compare it with
the secretory breast carcinoma (SBC) and acinic cell carcinoma (ACC).
Method: One case each of MASC and SBC (13 and 3 years old) and 12
ACC cases were selected from the pathology archive (1965-2016) of a
pediatric hospital. PCR was used to detect ETV6-NTRK3 fusion in both
MASC and SBC cases. EM was performed on both tumours and most of
the ACC cases for this study.

Results: EM of the ACCs showed classical acinic differentiation with
electron-dense zymogen granules and surface microvilli. MASC lacked
the electron dense cytoplasmic bodies, but had multiple vacuoles filled
with electron-neutral uniform material consistent with mucin/lipid glob-
ules. The vacuoles accumulated near the apical cell membranes.
Abundant smooth endoplasmic reticulum and surface microvilli were
present. SBC had additional secretory granules, fewer mucin/lipid glob-
ules and increased extracellular mucin.

Conclusion: In these rare epithelial glandular malignancies in distinct an-
atomical sites (MASC and SBC), ETV6-NTRK3 fusion results in the trans-
formation of secretory glandular tissue and differentiation to mucin/lipid
globule-producing glands. These findings support the common pathogene-
sis of MASC and SBC in contrast to ACC which lacks this translocation.

OFP-06-008

Fetal postmortem MRI: How can it help the pathologist?

W. Klein”, K. Kamphuis-van Ulzen, D. Bosboom, M. van Doom
Radboud Univers. Medisch Centrum, Dept. of Radiology and Nuclear

Medicine, Nijmegen, The Netherlands

Objective: With the decreasing numbers of fetal autopsy, probably as a
result of the public reluctance of invasive procedures, non-invasive diag-
nostic procedures are increasing. Postmortem fetal and neonatal MRI
(PM-MRI) have shown to have a very high diagnostic value for neuro-
logical and thoraco-abdominal malformations. How can PM-MRI be use-
ful to the pathologist?

Method: We investigated our cohort of 200 PM-MRI cases and com-
pared to autopsy results, especially for completeness and differences in
findings.

Results: Of 200 PM-MRI cases, only 80 cases had body autopsy and 65
cases skull autopsy; in the other cases (skull) autopsy was refused because
of religious or emotional reasons. PM-MRI had a very high diagnostic
performance. Neurological abnormalities were diagnosed more often
with PM-MRI, whereas cardiac abnormalities were diagnosed more often
in autopsy.
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Conclusion: PM-MRI has a higher acceptance rate than autopsy and has
a very good diagnostic value and performs especially good in neurolog-
ical anomalies. Autopsy was especially better in cardiac anomalies.
Therefore, the alliance of PM-MRI and autopsy should be pursued to
have the highest diagnostic value. We advise pathologists and radiologists
to work together in postmortem diagnostic centers.

OFP-06-009

Distinctive histopathological findings in liver biopsies from 10 chil-
dren with lysosomal acid lipase deficiency

M. Perezpeia Diazconti*, C. Serrano Bello, M. Herrera Segura, A.
Consuelo Sanchez, P. Valencia Mayoral

*Hospital Infantil de México Federico Gomez, Dept. of Pathology,
México City, Mexico

Objective: The purpose of this work is to describe the liver biopsy find-
ings of a group of children with Lysosomal Acid Lipase Deficiency
(LALD); partial or total deficiency of lysosomal acid lipase leads to
lysosomal cholesterol accumulation mainly in hepatocytes and macro-
phages. Clinical presentation of LALD varies widely and may be
underdiagnosed.

Method: Liver biopsies of children diagnosed as cholesterol ester storage
disease in a 10 year period, were obtained, light and electron microscopy
(EM), were reviewed and clinical data collected. Immunohistochemistry
for LIMP2, LAMP1, and Catepsin-D were performed.

Results: Seven patients were male, aged 30 to 60 months; all presented
hepato-splenomegaly, increased ALT and LDL, and decreased HDL;
LAL activity was under 0.01 mMol in all patients. Microvesicular
steatosis and cholesterol crystals were observed in the cytoplasm of
hepatocytes, Kupffer cells, and portal macrophages, as well as moderate
to severe liver fibrosis. Lysosomal deposits of lipids and cholesterol
were demonstrated under EM, and immunohistochemistry in all liver
biopsies.

Conclusion: Microvesicular steatosis and cholesterol crystals storaged in
the lysosomes of hepatocytes and macrophages are distinctive of LADL;
those liver changes may help to differentiate it from other diseases, and
can also have prognostic implications.

OFP-06-010

Expression of miR-221, miR-29b and miR-29¢ in alveolar rhabdo-
myosarcoma with pax3/foxol and pax7/foxol translocations
P._Eguia Aguilar*, M. Perez Pefia Diaz Conti, C. Retana Contreras, J.
Garcia Quintana, F. Arenas Huertero, P. Valencia Mayoral

*Hospital Infantil de México Federico Gomez, Dept. of Pathology,
Mexico City, Mexico

Objective: Alveolar rhabdomyosarcoma (ARMS) has two unique trans-
locations with clinical implications. PAX3/FOXO1 has a lower survival
and frequently metastasis at diagnosis. MicroRNAs plays an essential role
in muscle differentiation. We review the correlation between miRNAs
expressed in myogenic differentiation and ARMS with or without
translocations.

Method: We review the histology of ARMS cases and search fusion
status by RT-PCR, look for alteration on expression levels in miR-221,
miR-29b and miR-29c, all involved in muscle maturation.

Results: We study 42 ARMS, 27 (64 %) PAX3/FOXOI1, 2 (5 %)
PAX7/FOXOI1 and 13 (31 %) fusion negative. We found lower expres-
sion levels in miR-29b and miR-29¢ in ARMS with both translocations
compared with non-neoplastic muscle. In PAX3/FOXOI the expression
of miR-29b/c decreased compared with control (P<0.05). The fusion
negative tumours had higher levels than ARMS with positive fusion
status. Mir-221 has no statistical significance.

Conclusion: New molecular technics permit the understanding of cancer
steps. MiRNAs in ARMS and other tumours could promote molecular
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and morphological differentiation, cell cycle exit and apoptosis, and im-
pede invasiveness. Reexpression of specific miRNAs may have therapeu-
tic anticancer value.

OFP-06-011

Composite Neuroblastoma: Unique tumours with morphologically

and genetically defined intratumoural heterogeneity

H. Sartelet”, A. Valent, H. Shimada and INPC Committee, M. Peuchmaur
CHU de Grenoble, Pathology, France

Objective: Peripheral neuroblastic tumours make one of the most com-
mon paediatric neoplasms, and are characterized by clinical and biolog-
ical heterogeneity. Intratumoural heterogeneity is well documented in
Ganglioneuroblastoma, nodular category. However little is known about
“Composite Neuroblastoma” with intratumoural heterogeneity in
Neuroblastoma category.

Method: First, a series of 12 neuroblastomas showing morphological
heterogeneity were identified by the International Neuroblastoma
Pathology Committee. All of those tumours were composed of 2 clearly
distinct histology areas. Then genetic intratumoural heterogeneity was
analyzed by the fluorescence in situ hybridization (FISH) method FISH
performed in this study tested (1) MYCN genomic status using a MYCN
probe in 2p24 and a reference DNA probe Laf (2ql1), and (2) Gene
rearrangements (gain) using a Dual Fusion Probe containing a mixture
of two probes for PML gene (15q22) and RARA gene (17q21.1).
Results: The first FISH analysis with MYCN and Laf probes demonstrat-
ed genetic difference between the two morphologically distinct compo-
nents for 10 of 12 cases: namely one component showed disomy and the
other had polysomy/gain. None of 24 components in this series had am-
plified MYCN. The second FISH analysis also demonstrated difference
of 17q21.1 status between the two components for 11 of 12 cases.
Overall, the two morphologically distinct areas (components) of all the
12 tumours demonstrated different genetic characteristics by the FISH
tests.

Conclusion: This study verified the intratumoural heterogeneity; i.e.,
presence of different clones, in “Composite Neuroblastoma”. Those dif-
ferent clones in the individual tumours were first identified morphologi-
cally and then completely confirmed genetically.

Tuesday, 27 September 2016, 17.15-19.15, Conference Room 5
OFP-07 Gynaecological Pathology

OFP-07-001

Exploring chromosomal abnormalities and genetic changes in uter-
ine smooth muscle tumours

B. Liegl-Atzwanger*, E. Heitzer, K. Flicker, S. Miiller, P. Ulz, O. Saglam,
F. Tavassoli, M. Devouassoux-Shisheboran, J. Geigl, F. Moinfar
*Medizin. Universitit Graz, Inst. fiir Pathologie, Austria

Objective: The aim of the study was to investigate a well-characterized
group of challenging uterine smooth muscle tumours.

Method: 20 leiomyomas (LM), 13 leiomyoma with bizarre nuclei (LBN)
and 14 leiomyosarcomas (LMS) were investigated for copy number al-
terations (CNA), MED12 mutations and FH deletions to search for po-
tential diagnostically useful surrogate markers.

Results: MED 12 mutations were detected in 47, 15 and 25 % of
LM, LBN and LMS, respectively. MED 12 mutations in LBN were
detected outside the hot spot region. FH-deletions were seen in 27,
30,8 and 25 % of LM, LBN and LMS, respectively. By using CNA
profiling a clear separation of LM, LBN and LMS could not be
observed. CNA revealed clear genetic similarities between LBN
and LMS.
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Conclusion: This study demonstrates that known FH-deletions, a recur-
rent molecular change in LM, occur in morphologically challenging var-
iants of LMs, LBN and LMS. MED12 mutations are common in LM,
however, occur infrequently in LBN and LMS. The genetic similarities
between LBN and LMS suggest that uterine LBN and LMS are closely
related and challenge the traditional concept that LBN is a tumour with just
marked “degenerative” cellular changes. Our findings support the hypothesis
that tumour progression within uterine smooth muscle tumours might occur.

OFP-07-002

Identifying novel targetable chromosomal alterations using germline

copy number variation association analysis of ovarian carcinoma

H. Abdelmoneim”, N. Toni, C. Lee, S. Setlur, H. Tawfik, R. Fikry
Umm Alqura University, Dept. of Pathology, Makkah, Saudi Arabia

Objective: To identify germline CNVs that may be associated with risk
for different subtypes of ovarian carcinoma.

Method: We analyzed 132 germline DNA samples of non-familial ovar-
ian carcinoma from ethnically homogeneous women between the ages of
15-94 years (mean=49.8 years) presented with different pathological
subtypes. Germline CNV data generated from DNA by using
Affymetrix genome wide human SNP 6.0 arrays using Golden Helix
(SVS7) software. Validation of resulting top hits using TagMan
quantitative-PCR and NanoString Copy Number analysis system were
carried out to assess DNA products quality.

Results: In the CNVs overlapping the EYA2 (20q13.12) and WNK1
(12p13.33) genes are the top hits with significant p-value (<0.05).
Deletion is more frequent in normal samples and in some low grade
carcinomas. The ovarian carcinoma samples are mostly copy neutral
(CN2) or have copy number gains (CN3). Amplification at these locations
is associated with high grade cases which have worse overall survival.
Copy number gain of WNKI gene is associated with higher expression.
Conclusion: Each subtype of ovarian cancer has its own characteristic
CNVs that may lead to better understanding the pathogenesis of ovarian
carcinoma for development of early screening tools. WNK1 and EYA2
may serve as prognostic markers for ovarian carcinoma with possible
oncogenic activity.

OFP-07-003

Insight in intratumour genetic heterogeneity in endometrial cancer
M. van Esterik”, I. van Gool, R. Nout, C. Creutzberg, V. Smit, T. Bosse,
E. Stelloo

*Leiden Univers. Medisch Centrum, Dept. of Pathology, The Netherlands

Objective: Individual prediction of tumour behaviour based on genetic
characteristics may refine adjuvant treatment decision in endometrial can-
cer (EC) patients. Intratumour heterogeneity may hamper clinical imple-
mentation of prognostic markers; therefore, we aimed to examine
intratumour heterogeneity of promising prognostic markers in EC.
Method: 49 ECs were selected to include equal numbers of patients with
alterations in: POLE (n=10), CTNNBI1 (n=38), p53 (n=10), mismatch-
repair (n=11) and LICAM (n=10). Twelve ECs contained >1 alteration.
Three tumour blocks of each EC were analysed for POLE and CTNNBI1
hotspot mutations after DNA extraction from microdissected tumour tis-
sue. P53, mismatch-repair and LICAM expression were analysed by
immunohistochemistry. Scoring was performed blinded.

Results: Concordance between the three tumour blocks for POLE- and
CTNNBI-mutation status and p53, mismatch-repair and L1CAM protein
expression was found in 100 % (48/48), 95.8 % (46/48), 91.8 % (45/49),
91.8 % (45/49), and 89.8 % (44/49) of tumours, respectively. In 10 out of
15 discrepant cases, one block showed an alteration, whereas no alteration
was found in the two remaining blocks.

Conclusion: Intratumour heterogeneity is uncommon but requires further
research to determine how to approach these situations. However, to

facilitate rapid clinical implementation, testing one block is sufficient to
ensure correct molecular classification in >90 % of ECs.

OFP-07-004

Comprehensive analysis of microsatellite instability and mismatch
repair protein expression in nearly 700 endometrial cancers

E. Stelloo*, A. Jansen, E. Osse, R. Nout, D. Ruano, T. van Wezel, C.
Creutzberg, V. Smit, H. Morreau, T. Bosse

*Leiden Univers. Medisch Centrum, Dep. of Pathology, The Netherlands

Objective: Microsatellite instability (MSI) testing is increasingly recom-
mended for all endometrial cancer (EC) patients, as it identifies Lynch
syndrome, and is emerging as prognostic classifier to guide adjuvant treat-
ment. We aimed to define the optimal approach and clarify discrepancies
between MSI and mismatch-repair protein expression (MMR-IHC).
Method: 696 ECs were analysed for MSI (five-marker NCI panel) and
MMR-IHC (MLHI1, PMS2, MSH2, MSH6). MLH1 promoter hyperme-
thylation and somatic MMR and POLE gene mutations (next-generation
sequencing) were analysed in discordant cases.

Results: A PMS2- and MSH6-antibody MMR-IHC panel detected all
cases with MMR deficiencies. Discrepancies between MMR-IHC and
MSI were observed in 40/696 cases and included heterogeneous MMR-
IHC (n=18), MSS/MSI-low cases with loss of MMR-IHC (n=19), and
MSI-low/MSI-high cases with retained MMR-IHC (n=3).
Heterogeneous MLH1-PMS2-IHC corresponded with MLH1 promoter
hypermethylation and heterogeneous MSI. MSS/MSI-low cases with loss
of MLH1-PMS2-IHC showed MLH1 promoter hypermethylation,
whereas cases with loss of PMS2- or MSH6-IHC carried somatic MMR
gene mutations. MSI-high cases with retained MMR expression carried a
POLE mutation.

Conclusion: MMR-IHC and MSI analysis are highly concordant in
ECs, also in cases with heterogenecous MMR-IHC, therefore, a
two-antibody approach is sufficient for MSI testing. Discrepant
MMR proficient/MSI-high cases (<l %), may be explained by
POLE mutations.

OFP-07-005
Diagnostic challenges of metastatic malignancies to the ovary:
Emphasis on variability of clinical and pathological features
J. Lobo", B. Machado, R. Vieira, C. Bartosch
=000
Porto, Portugal

Objective: To characterize the clinicopathological features of ovarian
metastases (OM) presenting as an ovarian mass and compare them with
their corresponding primary tumours.

Method: Retrospective review (2000-2014) of clinical/histological ma-
terial of 120 patients diagnosed with OM.

Results: OM represented 25.8 % of all malignant ovarian tumours;
50.8 % OM were diagnosed either before or synchronously to primary
tumours. Most originated from gastrointestinal tract (73.3 %), followed
by breast (12.5 %) and gynecological tract (10.0 %). Not uncommonly
were unilateral (40.0 %) and >13 cm (47.1 %). Gross features varied with
primary tumour site, gastrointestinal OM being larger, appendiceal me-
tastases mainly cystic (93.8 %) and gastric/breast metastases predomi-
nantly solid (95.5/86.7 %). There were significant histological differences
between OM and corresponding primary tumours. Histological pattern
was discordant in 44.1 % cases, mainly due to OM cystic change. Other
OM showed a predominant component present focally in corresponding
primary tumour. OM showed significantly more edema, necrosis and
hemorrhage, but less lymphovascular invasion and inflammatory infil-
trate than corresponding primary tumours.

Conclusion: OM have variable clinicopathological features, constituting
a challenging diagnosis. They frequently differ from their corresponding
primary tumours and should always be considered in the differential
diagnosis of an ovarian mass.
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OFP-07-006

Blinded in-depth characterisation reveals distinct features associated
with POLE proofreading domain mutations in endometrial cancer,
facilitating clinical implementation

1. van Gool*, J. Ubachs, E. Stelloo, N. Ter Haar, V. Smit, C. Creutzberg, T.
Bosse

*Leiden Univers. Medisch Centrum, Dept. of Pathology, The Netherlands

Objective: POLE exonuclease domain mutations (EDMs) identify a subset
of endometrial cancer (EC) patients with an excellent prognosis.
Implementation of this biomarker has been suggested for risk refinement.
To make this implementation more accessible and cost-effective, we aimed
to identify histopathological characteristics to aid detection of POLE EDMs.
Method: Seventy POLE mutated, 20 microsatellite unstable (MSI)
endometrioid-type, 17 microsatellite stable (MSS) endometrioid-type
and 19 serous ECs were selected (total N=126). Two
gynaecopathologists, blinded for molecular features, evaluated each case
(>3 slides) for 15 histological characteristics.

Results: POLE EDMs were associated with high grade (P <0.01), but not
with serous-like features (P=0.336). Tumour giant cells and peri-
tumoural lymphocytes strongly associated with POLE EDMs compared
to combined MSI and MSS ECs (both P<0.01). Compared to serous
cancers, POLE EDMs contained more lymphocytes (P <0.001) but fewer
tumour giant cells (P=0.034). A trend for POLE-mutant ECs was seen
towards a pushing border invasion-type (P =0.056).

Conclusion: POLE-mutant ECs distinguish themselves from other mo-
lecular subgroups and serous cancers by a combination of endometrioid
morphology, high grade, tumour giant cells and prominent immune infil-
trate. Use of these histopathological features will assist pre-screening of
POLE EDMs, facilitating implementation of this prognostic marker in
routine pathology.

OFP-07-007
Cytomorphological patterns of cervical smears of Sudanese infertile
women: A case control study
N. E. Husain", E. Alsidig
Omdurman Islamic University, Dept. of Pathology, Khartoum, Sudan

Objective: To identify the cytomorpholgical changes of cervical smears
from infertile Sudanese women.

Method: A case control study conducted in four maternity and infertility
centers in Khartoum State, Sudan. Cervical smears were stained with Pap
stain and the results were reported using the revised Bethesda System.
Results: Out of 230 cervical smears (165 from infertile and 165 from
fertile women aged 15-45 years), 22(13.33 %) of the infertile and 16
(9.69 %) of the fertile women showed abnormal epithelial changes: low
grade squamous intraepithelial lesions (9/22), high grade squamous
intraepithelial lesions (HSIL) (7/22), atypical squamous cell of undeter-
mined significance (3/22), atypical glandular cells (2/22), and squamous
cell carcinoma (1/22), while in the control group these types were 9, 1, 2,
3 and 1, respectively. The cervical smears from the studied infertile and
fertile women showed significantly different results (P=0.013 <0.05).
Conclusion: Cervical smears from infertile women are significantly as-
sociated with cytomorphlogical changes particularly of HSIL. The study
recommends integration of cervical cancer screening programme in pri-
mary health care services. The findings in the cohort of infertile women
suggest this group as a potential risk group for HSIL but this needs
verification in large scale studies.

OFP-07-008

Identification of POLE exonuclease domain mutations in precursor

lesions in endometrial cancer

L van Gool", A. Ko, E. Osse, D. Church, V. Smit, C. Creutzberg, T. Bosse
Leiden Univers. Medisch Centrum, Dept. of Pathology, The Netherlands

@ Springer

Objective: Endometrial cancers (ECs) carrying POLE exonuclease do-
main mutations (EDMs) define an ultramutated, highly immunogenic
subset of ECs with an excellent prognosis. Because it is unknown wheth-
er POLE EDMs are initiating carcinogenesis, we analysed endometrial
intraepithelial neoplasias (EINs) adjacent to POLE-mutant ECs.
Method: ECs with proven POLE EDMs (n=70) were evaluated for the
presence of adjacent EIN. Four EINs were identified by two independent
pathologists. Of one patient, also a positive lymph node was available.
DNA was isolated by microdissection and subjected to Sanger sequenc-
ing to detect the POLE mutation. One EIN was screened for CTNNB1
mutations using Sanger sequencing as this was identified in the corre-
sponding carcinoma. Slides were immunohistochemically stained for
CD8.

Results: Three EINs carried the same heterozygous somatic POLE EDM
as the corresponding carcinomas. In one case, the POLE EDM was also
present in a positive lymph node. For one cancer containing a CTNNBI
mutation, the EIN was CTNNBI1-wildtype. Both EINs and carcinomas
demonstrated pronounced CD8+ lymphocytic infiltrates.

Conclusion: POLE EDMs are found in precursor- and in metastatic le-
sions in EC. Its occurrence prior to another frequently mutated oncogene
suggests POLE EDM as an early and perhaps initiating event in carcino-
genesis.

OFP-07-009

Molecular classification of grade 3 endometrioid endometrial carci-
nomas: A retrospective study

E. Guerra, A. Vidal, S. Gatius, A. Velasco, J. M. Piulats, J. Ponce, X.
Gonzalez Tallada, B. Pardo, M. Gil Martin, E. Ortega, X. Matias Guiu
"Hospital de Bellvitge, Dept. of Pathology, Hospitalet de Llobregat, Spain

Objective: To classify grade 3 endometrioid endometrial carcinomas
(G3-EEC) according to the molecular categories proposed at the light of
The Cancer Genome Atlas (TCGA) results.

Method: A retrospective cohort of 50 cases with primary G3-EEC diag-
nosed between 1997 and 2011 with at least 5 years follow-up was col-
lected. Pathology reports, clinical history and HE stained slides were
reviewed. Mismatch repair (MMR) protein and p53 immunohistochem-
istry and POLE mutational analysis were performed on a selected
paraffin-embedded block for each case.

Results: 7/50 cases (14 %) were classified as POLE mutant, 6/50 (12 %)
as abnormal p53 (copy number high), 16/50 (32 %) as abnormal MMR
and 21/50 (42 %) as copy number low. All patients in the POLE mutant
subset had no recurrence and were alive. In the abnormal p53 subset, 4/6
had no evidence of disease (NED) and 2/6 died due to unrelated causes
(DUC). In the abnormal MMR group, 4/16 died because of disease
(DOD), 2/16 DUC and 10/16 had NED. In the copy number low group,
6/21 DOD, 2/21 DUC, 1/21 was alive with disease, 11/21 NED and 1/21
was lost.

Conclusion: G3-EEC is an heterogeneous group of tumours that includes
the four categories proposed by TCGA. This approach has a prognostic
value.

OFP-07-010

URI1, BRCA1/BRCA2 and CCNEL1 as potential drivers of a poor:
Prognosis subset of High-grade Serous Ovarian Cancer (HGSOC)
D. Aziz', D. Etemadmoghadam, G. Au Yeung, A. Muranyi, 1. Gresshoff,
M. Christie, A. Tubbs, K. Shanmugam, D. Bowtell, P. Waring
“University of Melbourne, Dept. of Pathology, Australia

Objective: CCNE1 amplification occurs in about 20 % of HGSOC cases,
correlates with platinum resistance and is mutually exclusive of BRCA1/
2 mutation. CCNEI1 codes for cyclin E1 protein and is co-located on
19q12 with URI1, a pro-survival gene. We aim to investigate the interac-
tion between CCNE1 and URII in HGSOC.
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Method: 222 HGSOC sections with known germline BRCA status were
stained by in situ hybridization using a DNP-19q12 probe containing both
CCNELI and URI1, and immunohistochemistry for cyclin E1 and URII.
Results: 19q12 was amplified in 18.5 % of cases, of which 53.7 % highly
expressed both cyclin E1 and URI1. There was significant correlation
between 19q12 amplification and cyclin E1 (p<0.0001) and URI
(p<0.006) expression; and between cyclin E1 and URII (p<0.0001).
19q12 amplification, high cyclin E1 or URII high expression were each
associated with poor overall survival (p=0.028, p=0.021, p=0.039,
respectively) and were mutually exclusive of germline BRCA 1 mutations
(p=0.035, p=0.031, p<0.0001 respectively.

Conclusion: The frequent co-occurrence of 19q12 amplification, cyclin
E1 and URII high expression and their mutual exclusivity with BRCA1
mutations suggest that cells giving rise to this tumour type require a
cooperation of a proliferative signal (cyclin E1) and a pro-survival factor
(URII) and an intact DNA repair mechanism (BRCA) in tumourigenesis.

OFP-07-011

Inflammatory cell infiltrates in vulvar low/high grade intraepithelial
neoplasia and invasive squamous cell carcinoma: Differences, prog-
nostic value and relationship to HPV

L. Lordello de Melo”, F. L. Lima, I. S. Rodrigues, J. C. Neto, M. P. Pizzi,
B. N. Schiavon, R. M. Rocha, M. M. A. Stiepcich, G. B. Neto, F. A.
Soares, J. Vassallo

*AC Camargo Cancer Center, Pathology, Sdo Paulo, Brazil

Objective: (1)Describe and compare inflammatory cell infiltrates (ICI) in
vulvar low and high grade intraepithelial neoplasia (LVIN/HVIN) and
invasive squamous cell carcinoma (SCC); (2)evaluate their prognostic
value as biomarkers; (3)assess eventual differences of ICI in HPV-
related SCC.

Method: LVIN(21), HVIN(45) and SCC(44) retrospective cases from
AC-Camargo-Cancer-Center, Brazil, between 1980 and 2013. H&E
slides were reviewed by expert pathologists. Peri/intratumoural hotspots
were evaluated. ICI characterization was accomplished by morphology
and immunohistochemistry (anti-CD3/SP7, CD4/EPR685, CDS8/
EP1150Y, CD20/EP459Y and FOXP3/Poly). HPV was assessed by linear
array. Quantification by HSCORE of ICI was performed by APERIO®
system. Statistics data were calculated considering p<0.05. Kaplan-
Meier curves were based on Log-Rank test.

Results: Most ICI showed moderate/intense plasmocytes/lymphocytes
count (P2L13/21-LVIN, P9L35/45-HVIN, P18L44/44-SCC). ICI
showed progressively increased expression of CD3, CD8 and FOXP3
in peritumoural ICI in SCC>HVIN>LVIN (p<0.0001). CD4 show re-
duced expression in SCC<HVIN<LVIN (p <0.0001). ICI showed reduc-
tion in peri/intratumoural CD4 expression (p=0.007/p=0.048) and in-
crease in intratumoural CD8 expression (p =0.035).

Conclusion: (1)ICI showed total plasmocytes and T lymphocytes count,
CD8+/CD4+ ratio and FOXP3 expression progressively increased in
SCC>HVIN>LVIN; (2)patients with SCC associated to intratumoural T
lymphocytes and peritumoural T lymphocytes expressing FOXP3 had
prolonged disease-free survival; (3)there was association between HPV
and increased CD8+/CD4+ ratio intratumoural T lymphocytes in HPV-
related SCC.

OFP-07-012

Uterine serous carcinomas frequently metastasize to the fallopian
tube and can mimic serous tubal intraepithelial carcinoma

F. Kommoss", N. Wilkinson, N. Singh, W. G. McCluggage, A. Farugi, S.
Lamshang Leen, B. Gilks

*Vancouver General Hospital UBC, Dept. of Pathology, Canada

Objective: To study frequency, histopathological and immunohistochem-
ical characteristics of tubal involvement in uterine serous carcinoma

(USC) and to clarify the relationship between serous tubal intraepithelial
carcinoma (STIC) and USC.

Method: Cases of USC with complete tubal examination were
prospectively collected and reviewed for presence of tubal in-
volvement. Immunohistochemistry for p53 and WT1 was per-
formed on endometrial and tubal components in cases with tubal
involvement.

Results: Of 161 USC cases, 32 (19.9 %) showed tubal involve-
ment (unilateral: n=19, bilateral: n=13). Patients with tubal man-
ifestations were older, and there were higher rates of deep
myometrial and lymphovascular invasion (LVI) compared to cases
without. Tubal fimbriae were involved in 16/32 cases. Tubal tu-
mours were mucosal in 28/32, mural in 14/32, serosal in 3/32,
invasive in 22/32 cases, and showed LVI in 15/32. STIC-like
features were seen in 16/32 cases. Immunostaining showed com-
plete concordance of p53 and WT1 between endometrial and tub-
al tumours in 23/28 cases, the majority being WTI negative or
only focally positive (19/23), and all being p53 mutant.
Conclusion: Tubal involvement is detected in one-fifth of USC.
Although STIC-like features might suggest tubal origin in half of these,
our study shows that tubal manifestations represent intramucosal metas-
tasis from USC in most cases.

Wednesday, 28 September 2016, 08.30-12.00, Conference Room 1-2
OFP-08 Breast Pathology

OFP-08-001

Continuous quantification of HER2 expression by microfluidic pre-
cision immunofluorescence estimates HER2 gene amplification in
breast cancer

D. DquuX*, A.T. Ciftlik, M. Fiche, D. Heintze, B. Bisig, L. de Leval, M.
A. M. Gijs

*Lunaphore Technologies S.A., Lausanne, Switzerland

Objective: Immunofluorescence (IF) has recently gained attention as
been more suitable than chromogenic stainings to quantify antigen ex-
pression. We introduce a microfluidic precision IF technique, which ac-
curately quantifies the target expression level in a continuous scale based
on microfluidic IF stainings of standard tissue sections and automated
image analysis.

Method: FFPE breast carcinoma samples were obtained from the
Institute of Pathology. Microfluidic IF staining was performed using rab-
bit anti-human c-erbB-2 oncoprotein (Dako) and mouse anti-human
cytokeratin (CK) (clone AE1/AE3, Dako). AF 594 goat anti-rabbit IgG
(Life Technologies) and AF 647 goat anti-mouse IgG (Life Technologies)
secondary antibodies were used. The signals from the CK and DAPI
channels were used to identify epithelial cells. Average values for CK
and HER2 were assigned to each case and then used to obtain the final
score.

Results: Microfluidic-based double stainings were achieved successfully.
Low antibody incubation times of 2 min resulted in a proportional rela-
tionship between the IF signal and the corresponding antigen concentra-
tion. The continuous scoring, established for the complete cohort of 25
cases, linearly correlated with the HER2 gene copy number as assessed
by FISH analysis.

Conclusion: Microfluidic precision IF proved to be very powerful
in terms of quantifying antigen expression in breast carcinoma
cases. The generated quantitative data can be used as a scoring
aid to pathologists to increase success of treatment response pre-
diction and prognosis. In the future, larger clinical studies for
several markers will be required to further validate and prove
the impact of microfluidic precision IF technology in cancer
diagnosis.
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OFP-08-002

Prognostic significance of CD9 expression in tumour cells and stro-
mal lymphocytes of invasive breast carcinoma
Y.K. Bae", H.-J. Kwon, S.-Y. Kwon

Yeungnam University, College of Medicine, Dept. of Pathology, Daegu,
Republic of Korea

Objective: The aim of this study is to examine the prognostic significance
of CD9 expression in invasive breast cancer.

Method: We evaluated CD9 expression in cancer cells (E-CD9) and
stromal tumour-infiltrating lymphocytes (TILs) (S-CD9) of 1357 invasive
breast cancer samples using immunohistochemistry on tissue microar-
rays. Correlations of CD9 expression with clinicopathological factors
and disease-free survival (DFS) were investigated.

Results: High E-CD9 expression was observed in 736 (54.2 %) cases,
and S-CD9 expression in 852 (62.8 %) cases. E-CD9 expression was
associated with lymph node metastasis (P <0.001), high histological
grade (P=0.001), lymphovascular invasion (P <0.001), and HER2 pos-
itivity (P <0.001). S-CD9 expression showed an association with large
tumour size (P =0.006), lymph node metastasis (P =0.05), high histolog-
ical grade (P<0.001), negative hormone receptors (P <0.001), HER2
positivity (P <0.001), and abundant TILs (P <0.001). Patients with high
E-CD?9 expression showed worse DFS than those with low expression of
CD9 (P=0.001). In contrast, expression of S-CD9 was a positive prog-
nostic factor for DFS (P=0.031). High expression of E-CD9 was found
to be an independent prognostic factor in multivariate analysis.
Conclusion: CD9 expression should be evaluated in tumour cells and
stromal TILs, separately, and E-CD9 expression could be a promising
prognostic marker in patients with invasive breast cancer.

OFP-08-003

Comparison of risk classification between EndoPredict and
Mammaprint scores in ER+/HER2- invasive breast cancer

A. Pelaez Garcia*, L. Yebenes, A. Angulo, A. Berjon, P. Zamora, J. 1.
Sanchez Mendez, E. Espinosa, A. Redondo, M. Mendiola, D. Hardisson
*Hospital University La Paz, Dept. de Anatomia Patologia, Madrid, Spain

Objective: The prognostic performance of the EndoPredict (EP) assay on
40 estrogen-receptor positive/HER2-negative early breast carcinomas
(BC) was compared with the MammaPrint (MP) scores obtained for the
same samples.

Method: Formalin-fixed, paraffin embedded invasive BC tissues were
analyzed by the EP assay, a second generation gene expression test that
combines expression of 8 genes (EP score) with the two clinico-
pathological factors tumour size and nodal status to the EPclin score.
The same tumour blocks were previously analyzed with MP (20 high-
risk and 20 low-risk tumours), a first generation gene expression test that
includes gene expression only.

Results: The EP score classified 15 patients as low-risk and 25 patients as
high-risk. EPClin re-classified 5 of the 25 EP high-risk patients into low-risk,
resulting in a total of 20 high-risk and 20 low-risk tumours. Discrepancies
between both tests occurred in 10 cases: 5 low-risk MP were classified as
high-risk and 5 high-risk MP were classified as low-risk by EPClin.
Conclusion: This study demonstrates a moderate concordance between
MP and EndoPredict. Differences in results could be explained by the
inclusion of different gene sets in each platform and the consideration of
independent clinical risk factors such as tumour size and nodal status in
the EndoPredict test result.

OFP-08-004

PD-L1 expression in breast carcinoma

E. Papaioannou*, E. Kourea, E. Beslika, V. Tzelepi, M. Sakellakis, D.
Kyriakopoulos, M. Melachrinou

*University Hospital of Patras, Dept. of Pathology, Greece

@ Springer

Objective: The PD1/PD-L1 pathway participates in the immune system’s
response to cancer. The pathway is targeted by immunotherapeutic
agents, employing PD-L1 expression as a predictive marker, in non-
small cell lung carcinoma. We investigated the expression of PD-L1 in
a series of breast carcinomas, where this pathway has not been adequately
examined.

Method: PD-L1 expression was examined by immunohistochemistry in
whole tissue sections of 71 consecutive breast carcinomas and separately
assessed in the tumour cells (T) and the tumour infiltrating lymphocytic/
dendritic cells (L/D), using the Allred score. The results were compared
with the clinicopathological features of the tumours. Statistical analysis
was performed with the Mann-Whitney and Kruskal Wallis tests.
Results: L/D and T PD-LI1 expression was associated with molecular
subtype surrogate groups (p=0.008 and p=0.042, respectively), with
higher expression in HER2+/triple negative breast carcinomas versus
luminal tumours (p =0.004 and 0.007, respectively). L/D PD-L1 expres-
sion was associated with grade (p=0.002) and T PD-L1 expression with
Ki-67 (p=0.049). No association was observed with tumour type, size,
lymph node or distant metastases.

Conclusion: Higher PD-L1 expression in higher grade, HER2+ and triple
negative breast carcinomas suggests a possible participation of the PD1/
PD-L1 pathway in these subtypes, which if proven, might be exploited
therapeutically.

OFP-08-007

HER-France - A real-world national database for HER2 results by
THC-ISH in breast cancer. Impact of 2013 ASCO/CAP guidelines
M.-P. Chenard”, M.-H. Bizollon, J. Chetritt, M. Lacroix-Triki, G. Mac Grogan,
J. Palasse, T. Petit, B. Poulet, D. Pau, C. Egele, J.-P. Bellocq

*Hépital de Hautepierre, Département de Pathologie, Strasbourg, France

Objective: Pathologists are at the front line for HER2 determination in
breast cancer. HER-France aims to provide French pathology labs with
statistics on their own data compared with the national data (aggregation
of data of all participants) to detect possible deviations from reference
conditions and amend their practice if necessary.

Method: It was developed by AFAQAP (French quality control associ-
ation in pathology). Collected data include type of sample, tumour type,
HER?2 score and HER2 amplification status. From October 2011 to April
2016, 125 public and private labs voluntarily joined HER-France and
more than 127 000 specimens were registered. To avoid possible bias
due to adverse pre-analytical conditions, focus was made on core-
needle biopsies (CNB).

Results: Among 53 156 CNB on untreated primary tumours, percentage of
HER2 scored 0, 1+, 2+ and 3+ was 50.4, 24.9, 14.5 and 10.2 %, respec-
tively. Among score 2+ cases, and for two periods clearly separated by 2013
ASCO/CAP guidelines publication (before and 1 year after), ISH “equivo-
cal” rate rose from 2.3 to 10.7 % (p <0.001). For the same periods, HER2
positivity (3+ and 2+ amplified) was equivalent: 12.30 % (IC95% [11.82—
12.78]) and 11.77 % (1C95% [11.35-12.19]) (p=0.478), respectively.
Conclusion: HER-France is considered by French pathologists as an
essential tool providing good practice indicators.

OFP-08-008

Morphological characteristics of breast cancer in association with the
levels of DNA methyltransferases and histone deacetylase

K. Kankava*, E. Kvaratskhelia, M. Gudadze, T. Kvaratskhelia, G.
Burkadze, E. Abzianidze

“Thilisi, Georgia

Objective: The role of epigenetic modifications in stimulating initiation
and progression of breast cancer is widely discussed. The aim of our study
is to analyze specific changes in the levels of enzymes in nuclear extracts
associated with breast cancer.
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Method: The levels of DNMT1, DNMT3a (DNA methyltransferases)
and H3K(4) (histone deacetylase) were measured in nuclear extracts of
white blood cells of 21 breast cancer patients and 10 healthy controls
using ELISA based DNMTs assay kits (Abcam). Histological grade and
phenotype were assessed independently by three pathologists.

Results: The level of DNMT 1 was higher in control group in comparison
to the study group. Neither of the methyltransferases correlated with the
size of the tumours. The level of DNMT3a increased with the higher
grade and with higher proliferative activity of the tumours. H3K(4) level
was higher in smaller tumours and in tumours with lower histological
grade. Neither of the enzymes correlated with the degree of hormonal
receptor positivity.

Conclusion: This primary study showed that the level of enzymes, reg-
ulating epigenetic modifications may be altered in blood cells of patients
with breast cancer and this needs further evaluation including comparison
with precise epigenetic patterns, analyzing the changes in tumour cells
along with the blood cells.

OFP-08-009
Quantification of immune cells in triple negative and non-triple neg-
ative of breast cancer
B. Sikandar”
DUHS, Dept. of Histopathology, Karachi, Pakistan

Objective: To investigate and compare the tumour microenvironment of
triple negative and non-triple negative breast cancer.

Method: A total of 104 breast cancer tissue were analyzed in the study.
Clinico pathological parameter of breast cancer patients were investigated
for age, tumour size, tumour grade and lymph node status. Special stains
(giemsa and toluidine blue) and immunohistochemistry technique were
performed using x-ER, &-PgR, a-Her-2, x-CD3 and -CD20 antibodies.
Quantification of immune cells/mm?2 was performed. Data were entered
and analyzed using SPSS version 16. Correlation of immune cell densi-
ties with various tumour sub-types was investigated using paired t-test
and Chi square test. A p-value of <0.05 was considered as significant.
Results: Our data showed out of 104 patients mean age was 47 years. 27
(25 %) patients were triple negative and 77 (74 %) were non-triple neg-
ative. 100 (96 %) were IDC, where as 4 (0.03 %) showed special sub-
types. Moreover there was increased infiltration of immune cells in triple
negative breast cancer. Moreover there was significantly high infiltration
T-lymphocytes (p-value=0.013) and B-lymphocytes (p-value=0.01)
were recorded as compare to non-triple negative breast cancers. In addi-
tion, there was no significant difference (p-value > 0.05) demonstrated in
number of macrophages, mast cells and neutrophils in triple negative and
non-triple negative breast cancer cases.

Conclusion: Lymphocytes are densely infiltrating in triple negative
breast cancer cases as compare to non triple negative cases which indi-
cates that presence in significant number, they may play some role in
tumouriogenesis in triple negative breast cancer.

OFP-08-010
Estrogen receptor negative breast cancers show quasi-mesenchymal
phenotype
E. Brachtel”, K. Mahadevan, V. Deshpande
Massachusetts General Hospital, Dept. of Pathology, Boston, USA

Objective: Epithelial-to-mesenchymal transition (EMT) is considered an
important mechanism for tumour progression and metastasis.
Mesenchymal gene upregulation has been described as a quasi-
mesenchymal phenotype and prognostic marker in other cancer types.
We wish to characterize mesenchymal gene expression (M-high) in hu-
man breast cancer.

Method: Ninety-four estrogen receptor negative (ER-) and 130 ER+
clinically annotated breast cancer samples from female patients were

evaluated by colorimetric in-situ hybridization (View RNA, Affymetrix,
CA) on formalin-fixed paraffin-embedded tissue microarrays. The mes-
enchymal gene expression profile included FN1, CDH2, and SERPINE1
and was semiquantitatively assessed as M-low (0/1) or M-high(2/3).
MedCalc V16.2.0 was used for statistical analysis.

Results: Of 34 M-high cases, 76.5 % (N=26) were ER- and 23.5 %
(N=8) ER+. Of 159 M-low cases, 35 % (N=55) were ER- and 65 %
(N=104) were ER+. Quasi-mesenchymal phenotype M-high was asso-
ciated with ER status and histologic grade (p<0.0001 by chi square) but
not with HER2 amplification, lymph node stage or tumour size. Grade,
lymph node stage and tumour size (p <0.0001) were predictive of disease
free survival by Kaplan Meier analysis.

Conclusion: Quasi-mesenchymal phenotype M-high associated with ER
negative and high grade breast cancers may contribute to their biologi-
cally aggressive behavior. Additional samples are being investigated to
confirm associations with outcome.

OFP-08-012

Optimal Ki67 cut-off for ER+/HER2- breast cancer prognostic eval-
uation: A large case series study with a long-term follow-up

D. Balmativola*, S. Bustreo, S. Osella, P. Cassoni, M. Donadio, M.
Airoldi, F. Pedani, M. Papotti, A. Sapino, I. Castellano

*University of Turin, Dept. of Medical Sciences, Italy

Objective: Different Ki67% cut-offs have been proposed to select treat-
ment for estrogen receptor positive (ER+) breast cancer (BC) patients.
The aims of the present study were: (i) to establish the optimal Ki67 cut-
offs for stratifying prognosis; (ii) to create a comprehensive prognostic
index for clinical applications.

Method: Clinical, histological and follow-up data of a mono-institutional
cohort of 1577 ER+/HER2- BC patients (operated between 1994 and
2001) were collected. Ki67 cut-offs of 14 and 20 % were correlated to
disease free interval (DFI) and disease specific survival (DSS).
Independent variables selected by univariate and multivariate analyses
were used to create a comprehensive prognostic index (CPI).

Results: Patients with tumours having Ki67>20 % showed the poorest
prognosis considering both DFI and DSS. Ki67 expression, tumour size
and nodal status were then scored and used to create the CPI. Patients
with a CPI>3 had an increased risk of relapse (HR=4.74) and death
(HR=5.03) and showed a DSS disadvantage if treated with hormone
therapy alone.

Conclusion: We confirm that 20 % of Ki67 expression is the best cut-off
to stratify luminal BC patients, and could be integrated with other param-
eters to better stratify patients outcomes and drive therapeutic strategies.

OFP-08-013

One-day diagnosis on core biopsies of suspected breast lesions:
Comparison with routinely processed surgical samples

T. Perin”, L. Memeo, C. Colarossi, L. Alessandrini, V. Canzonieri
National Cancer Institute CRO, Pathology Unit, Aviano, Italy

Objective: To evaluate the preservation of morphology and antigenicity
of tumours, the reliability of predictive/prognostic factors determination,
and the nucleic acids integrity in rapidly processed breast biopsies, diag-
nosed on the same day of sampling.

Method: 301 patients underwent breast “Core needle biopsy-one day di-
agnosis” between 2013 and 2015 and were classified according to
NHSBSP2006. One-day tissue processing is based on preheating of re-
agents at 50 °C. Immunohistochemistry (IHC) and in situ hybridization
(ISH) were performed. PCR amplification of 4 housekeeping-genes (AF4/
PLZF/RAG1/TBXASI1) was carried out from formalin-fixed paraffin-em-
bedded tissue of 15 infiltrating carcinomas to evaluate the gDNA quality.
Results: Out of 301 cases, 191 (63.5 %) were infiltrating carcinomas
(BS5), 58 (19,3 %) were benign lesions (B2), all confirmed on surgical
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samples. Twelve percent of infiltrating carcinomas showed HER2 2+
score by IHC, half of which demonstrated amplification of HER2 by
SISH. 52 cases (of which 9 were operated elsewhere) were classified as
B1/B3/B4, accordingly. At surgery, out of the remaining 43 cases, 7 B4
were all infiltrating carcinomas; 27 B3 were non-malignant lesions
(n.22=81,5 %), in situ carcinomas (n.4 = 14,8 %) and infiltrating carci-
noma (n.1=3,7 %); 9 B1 were non-malignant lesions (n.8 = 88,9 %) and
infiltrating carcinoma (n.1=11,1 %). PCR products showed clear bands
of 100, 200, 300, 400 bp in all 15 samples when compared with paired
non-rapidly processed series.

Conclusion: One-day diagnosis allows a good preservation of the cellular
details and the confident use of IHC, ISH and molecular techniques. It is
also important to decrease patients’ stress due to the diagnosis await.

OFP-08-015
Determining the expression profiles of stem cell markers (CD44,
CD24, and ALDH]1) in breast carcinoma subtypes and investigating
their relationship with prognostic factors
G. Esenda li-Yilmaz*, E. Karakok, M. Ilhan

Gazi University, Pathology, Ankara, Turkey

Objective: To determine the stem cell marker (CD44, CD24, and
ALDHI) expression profiles in breast carcinoma subtypes and to inves-
tigate their relation with prognostic factors.

Method: 167 breast carcinoma subtypes from the pathology archive be-
tween 2007 and 2015 were selected. Each case is scored based on
ALDHI1 and CD24/44 staining. Correlation with patients’ age and
tumoural prognostic factors (size, grade, stage, hormone receptor profile,
HER?2 status, lymph node metastasis, distant metastasis) were studied.
Results: ALDHI1+ and CD24-/CD44+ cases were younger patients.
ALDHI expression was positively correlated with increasing tumour size
and grade. Cases included in the study are divided into two groups based
on their histological subtypes. ALDH1+ and CD24-/CD44+ phenotype
were found to be more common within invasive ductal carcinoma sub-
type. Among other subtypes, metaplastic carcinoma was the leading one
to express ALDH1+ and CD24-/CD44+ profile. As a molecular subtype,
basal-like phenotype was the most frequent carcinoma expressing that
profile. CD24-/CD44+ phenotype among hormone-receptor-negative
cases was 5 times higher than that of hormone-receptor-positive cases.
Conclusion: In this study, we determine the expression profiles of
CD24, CD44, and ALDHI1 among the histological and molecular
subtypes of breast carcinomas using immunohistochemistry and
showed the relationship of these stem cell markers with the
well-known prognostic factors.

Wednesday, 28 September 2016, 08.30-12.00, Conference Room 4
OFP-09 Other Topics

OFP-09-001

The role of the technicians in the digital pathology implementation:
Searching optimization

E. Alcaraz Mateos*, 1. Tortosa Martinez, C. Alcolea Guardiola, S. Estévez
Ligero, A. Abellan Palazon, A. Kundisova, A. Nieto Olivares, A. Chaves
Benito

*Morales Meseguer Hospital, Dept. of Pathology, Murcia, Spain

Objective: Scanning is a crucial element in the process of digitization of
Pathology Departments. Scanning time and the high size of the files are
still considered suboptimal for full implementation. In order to optimize, a
comparative study has been carried out.

Method: 25 endoscopic samples were selected in order to compare dif-
ferent parameters: scanning time (ST), error rate (ER) and hard-disk
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storage (HDS), between the original glass slides (group A (A): 2 slides/
case, 50 preparations) and new sections, with levels grouped into a single
slide (group B (B): 1 slide/case, 25 preparations). They were scanned at
20x magnification in routine way using the Ventana iScan Coreo scanner.
Results: The average ST was 5 h 40 min (13m36s/case) (A) and 5 h
10 min (12m24s/case) (B). The ER was 6 % (A) and 4 % (B). The
HDS was 11.87 GB (A) and 9.6 GB (B) (475 MB/case vs 385 MB/case,
respectively). The average number of tissue sections/case was 7 (A) and 8
(B).

Conclusion: There is a clear benefit of standardizing and optimizing the
number of cuts/slide in terms of storage (saving 19 %), biopsy sampling
(14 % more tissue) and ER (33 % less), including a not negligible de-
crease in the ST (9 %) in the study conducted.

OFP-09-002

A comparison of ultrastructural glomerular features in biopsies from
patients with de novo donor specific antibodies with surveillance
biopsies

L. Moran", J. Moss, M. Willicombe, E. Diyenli, L. Rasch, J. Galliford, P.
Brookes, A. McLean, D. Taube, T. Cook, C. Roufosse

“Imperial College Healthcare NH, Electron Microscopy, London, United
Kingdom

Objective: Patients with de novo donor specific anti-HLA antibody (de
novo DSA) are at increased risk of antibody-mediated rejection and our
aim is to compare biopsies from such patients with surveillance biopsies,
to identify the effect of DSA on ultrastructural features of glomeruli.
Method: Ultrastructural features in 40 biopsies: 15 1-year surveillance
biopsies from DSA-negative patients and 25 biopsies from patients with
de novo DSA were recorded. Unpaired t tests were applied (Mann-
Whitney) using GraphPad Prism 6.

Results: There was a statistically significant difference between de novo
DSA biopsies and surveillance biopsies for: mean loss of endothelial
fenestration per loop (p=0.0001), mean endothelial swelling per loop
(p=0.03), mean endothelial crenellation per loop (p=0.02), percentage
of loops with new basement membrane (p=0.02), percentage of loops
with double contours (p =0.006), and percentage of loops with extensive
foot process effacement (p=0.02).

Conclusion: Ultrastructural glomerular features are significantly different
between biopsies from patients with de novo DSA and surveillance bi-
opsies. Further investigations will be carried out on a wider range of
biopsies, to validate the diagnostic value of these features.

OFP-09-003

The impact of daily surgical pathology huddles on quality, safety
culture and team engagement

0. Hameed", Anatomic Pathology Team

Vanderbilt Univ. Medical Center, Dept. of Pathology, Nashville, USA

Objective: Timeouts (team huddles) at the start of surgical procedures
have become the standard of care because of their positive impact on
patient safety. The aim of this study is to describe the implementation
and impact of such a huddle in surgical pathology at a major academic
medical center.

Method: Results of a patient culture survey and additional collected data
were used to develop specific and focused quality improvement (QI)
projects. This included implementation of a daily surgical pathology hud-
dle. The impact of this on different quality metrics, safety culture and
team engagement was assessed.

Results: The entire team for the day participates in the huddle, including
technologists, trainees and pathologists. Main items communicated in this
5-10 min session are highlights of the operating room schedule including
predicted intraoperative consultations, key volume metrics for the previ-
ous day, staffing coverage, expected slide delivery times and debriefing of
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previous day work issues. The impact of this huddle and other associated
high reliability practices included (1) reduction of major frozen section
(FS) discrepancy rates, (2) improved FS TAT, (3) increased QI projects
across the lab, (4) increased staff engagement and (5) improvement in
safety culture, manifested by improvements in 9/12 dimensions measured
in a repeat survey, including 5 % improvement in overall perception of
safety.

Conclusion: Huddles provide a constructive, blame-free environment for
respectful personal interaction that allows for dissemination of informa-
tion and brief discussion, create a nidus for generating additional im-
provements and result in improved outcomes and increased engagement
and mindfulness of the entire team.

OFP-09-004
Billroth’s specimen of the first gastrectomy: A modern histological
and molecular analysis
R. Sedivy”, E. Winter, N. Bandi, C. Druml
Pathology Lénggasse, Bern, Switzerland

Objective: Christian Albert Theodor Billroth (1829-1894) was a
Prussian-born surgeon and is regarded as the father of modern visceral
surgery. On January 29, 1881, Billroth performed the first gastrectomy on
pyloric cancer. Billroth resected the pyloric cancer of Therese Heller, a
43-year-old woman who complained weight loss, nausea, vomiting and
melena due to this cancer. The specimen of Billroth’s operation was
analysed at the department of Richard Heschl (1824-1881) and was
stored in formalin up to now. We investigated this specimen and that of
the remaining stomach of the autopsy.

Method: We took biopsies and processed by routine techniques of
pathohistology. In addition, we tried to extract DNA from those samples
using usual procedures.

Results: Grossly, we found the distal part of the stomach measuring
13 c¢m in length with a tumour of 8 cm that narrowed the gastric lumen
significantly. Histology revealed a mucinous adenocarcinoma. DNA
could be extracted and first attempts are on the way to identify potential
mutations.

Conclusion: In conclusion, the surprisingly well-preserved exhibits,
which have been on display for 135 years, are accessible to modern
histopathology and even to molecular analysis. Such examinations allow
us to assess the occurrence of diseases and tumours in the sociocultural
environment of the 19th century.

OFP-09-005
The contribution of neuropathological post-mortem examinations to
the coronial service
T. Sorkin®, S. Al-Sarraj

Kings College Hospital, NHS Trust, Dept. of Cellular Pathology,
London, United Kingdom

Objective: Neuropathological post-mortem (PM) examinations can be
requested as part of death investigations however, some question their
value. This project provides a snap-shot of the coronial service provided
by the neuropathological department at King’s College Hospital, and
attempts to semi-quantify the contribution of this specialist service.
Method: A retrospective review of all reports issued to the coroner for
neuropathological PM examinations undertaken at King’s College
Hospital between 1.1.2014 and 20.10.2015 was undertaken. The contri-
bution of specialist neuropathology examination was scored on a scale of
0 (no contribution) to 3 (significant contribution) by an independent re-
viewer. It was also noted if neuropathological opinion was sought for
potentially medico-legal, rather than clinical, reasons.

Results: 127 neuropathological PM examinations were performed, with
51 % receiving neurological imaging prior to death. Mostly cases were
referred due to histories of epilepsy, trauma, or uncharacterised brain lesions.

The contribution of neuropathological PM examinations was characterised
as follows: no contribution 0, minor 8 %, moderate 13 %, and significant
79 %. It was deemed medico-legally prudent in 18 % of cases.
Conclusion: Despite approximately half of cases receiving neurological
imaging prior to death, the contribution of neuropathological PM exam-
ination is significant and/or medico-legally prudent in 84 % of cases.

OFP-09-006

Concerns about falling autopsy rates have given rise to new autopsy

legislation in Norway

G. C. Alfsen”, P. K. Lilleng, S. Eriksson Steigen, C. Lycke Ellingsen
Akershus University Hospital, Dept. of Pathology, Lerenskog, Norway

Objective: The Norwegian health authorities have long been concerned
about falling autopsy rates. A total of 7 % of the deceased in Norway were
examined post mortem in 2012, including both forensic and medical
cases. Medical autopsies have traditionally been performed on patients
dying in hospitals. As nearly 70 % of deaths in Norway now occur outside
hospitals, the monitoring of medical diagnostics and treatment through
post mortem quality control is under threat. Furthermore, the implications
for cause of death statistics are serious.

Method: To improve autopsy practice, a new law has been implemented
from January 2016.

Results: The preamble lists accuracy in cause of death, quality assurance,
teaching, achievement of new knowledge and better statistics as valid
reasons for autopsies. Doctors who fill out the death certificates are
now obliged to consider the need for autopsy in every case, regardless
of place of death, and are required to file the result of their considerations
in the patient’s clinical records. The accepted practice of oral consent
from next of kin has been continued. Due to the possibility of work
overload, the departments of pathology have been given the right to
refuse autopsy requests if necessary.

Conclusion: Norwegian politicians recognize the importance of post
mortem quality control and have, through the enactment of a new law,
strongly signalized the need for autopsies as good medical practice.

OFP-09-007
How accurate is the postmortem CT scan?
W. Klein", L. Sonnemans, M. Prokop
Radboud Univers. Medisch Centrum, Dept. of Radiology and Nuclear
Medicine, Nijmegen, The Netherlands

Objective: Postmortem diagnosis is an important condition to monitor
the quality of care. Conventional autopsy (CA)rates have decreased
worldwide to <10 % nowadays, which seems to be caused by objections
to the invasiveness. Therefore, non-invasive techniques are being inves-
tigated such as postmortem CT (PMCT). The aim of this study is to
investigate the diagnostic performance of PMCT in identifying the causes
of death (CoD) compared to CA.

Method: 79 deceased patients (46M, 33F,mean 58 years) underwent
PMCT before CA. PMCT consisted of cerebro-thoraco-abdominal im-
ages. CA consisted of thoraco-abdominal with/without skull autopsy.
The radiologist and pathologist were blinded for each other’s results. %
Agreement and sensitivity of CoD on PMCT were calculated, with CA as
the reference standard.

Results: CA found 89 % CoD, and PMCT diagnosed 51 % of these
correctly. PMCT sensitivity was 51 % (95%CI 39-64 %). PMCT per-
formed relatively good in cases of hemorrhage and dissection; however
poor in cases of myocardial infarction. PMCT correctly diagnosed the
organ of the CoD in 73 %.

Conclusion: The diagnostic performance of PMCT is not sufficient to
replace CA. However, PMCT performs good in pointing out the site of
the pathology. Therefore, PMCT as a screening tool prior to
(mini-)autopsy should be investigated further.
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OFP-09-008
Moulages: Art in the history of medicine
A. L. Nocito*, M. Bravo Luna, L. Corbo, L. Mora
School of Medicine Rosario, Dept. of Pathology, Argentina

Objective: A brief history about a Dermatological Moulage Museum in
our School of Medicine to avoid oblivion of old teaching methods in
Dermatology.

Method: The specimens of the Dermatological Moulage Museum that
were purchase from the Hospital Saint Louis of Paris in 1922 by an
argentine dermatologist were classified according to the pathological dis-
eases and evaluated regarding the conservation of the specimen.
Results: Total number of specimens in the Moulage Museum at the
School of Medicine, is as follows: 358. 100 French manufacturing and
258 by local specialized artisans. Diseases Classification: Infectious skin
diseases 143: syphilis, leprae, mycosis, skin tuberculosis. Skin cancer 47:
spinocellular epithelioma, lymphoma, Bowen’s disease. Other dermatitis
73: erythema multiform, lichen. Benign tumours 16: hemangiomas, se-
baceous adenomas. Autoimmune diseases 33: pemphigus vulgaris, lupus
erythematosus. Several etiologies 26: milium, mal de Pinto, neurofibro-
matosis. Unclassified skin diseases: 2. Not tagged: 18.

Conclusion: Most famous Dermatological Museums are in Paris and
Zurich, exclusively dedicated to medicine, such as in the hereby presented
collection, therefore, history, art and science could still teach new gener-
ations.

OFP-09-009

Fetal akinesia deformation sequence

T. Carminho”, P. Serra, F. Ramos, E. Galhano, R. Pina
“CHUC, Servigo de Genética Médica, Coimbra, Portugal

Objective: Fetal akinesia deformation sequence (FADS) is a rare condi-
tion characterized fetal akinesia, [UGR, facial anomalies, arthrogryposis,
pulmonary hypoplasia and other developmental abnormalities. we pres-
ent 3 cases of Fetal akinesia deformation sequence, 2 of them with mo-
lecular confirmation and our goal is to demonstrate the specific charac-
teristics that may be present or not and help with future diagnosis of this
often underdiagnosed sequence.

Method: We report and summarize 3 cases from non-consanguineous
healthy couples who showed specific alterations in the US and in which
fetal autopsy helped recognizing FADS.

Results: After identification of these characteristics by fetal autopsy we
performed whole exome sequence that revealed a pathogenic variant in
homozigoty in the gene RYRI in the 1st case and Trusight one disease
exome in the 2nd case that revealed a pathogenic variant in homozigoty in
the gene RAPSN. The study of the 3rd case is in progress.

Conclusion: Lack of fetal movement produces a recognizable sequence
of deformations; prenatal US diagnosis is possible, as early as 12 weeks.
Most cases die in utero, at birth, or in new born period. Advances in
embryo/fetal pathology have led to the improvement of recognition
allowing more accurate genetic counseling and early detection in future
pregnancies.

OFP-09-010

Primary ciliary dyskinesia: An update with molecular correlation
K. Kzriacou*, P. Kouis, M. Nearchou, P. Pirpa, A. Hadjisavvas, S.
Papatheodorou, P. Yiallouros

*Cyprus Institute of Neurology and Genetics, Nicosia, Cyprus

Objective: Historically, Transmission Electron Microscopy (TEM)
played a key role in the diagnosis of Primary Ciliary Dyskinesia (PCD),
but currently newer diagnostic modalities including genetic testing are
available. In light of these developments, it is of interest to correlate the
results obtained from TEM and molecular genetics, in the same patients.
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The aim of this study is to present the results obtained in the Cyprus PCD
cohort and highlight the diagnostic role of EM in the era of molecular
medicine.

Method: The diagnostic records of PCD patients were reviewed and data
on TEM were compared with the emerging results from the recent mo-
lecular genetic tests performed in our department.

Results: 30 PCD patients have been diagnosed in our centre since 1998.
TEM analysis revealed a combined ODA and IDA defect in 43 % and an
ODA defect in 10 % of the patients. Normal ultrastructure (NU) was
identified in 34 % of the patients while the remaining presented other
defects. Sixty percent of patients with NU carried a mutated DNAH11
gene and all patients with an ODA defect carried a mutated DNAHS gene.
Conclusion: Among the 30 PCD genes, only mutations in DNAH11 are
associated with a NU. Mutation in other genes, such as RSPH4A (radial
spokes) and CCDC164 (nexin links), cause subtle morphological defects
that may missed by TEM. However, TEM remains a useful tool for PCD
diagnosis as it can guide genetic testing through the identification of
specific ultrastructural defects.

OFP-09-011

The inclusion of pathologists in monitoring inpatient deaths signifi-
cantly improves the notification procedures in cases of unnatural
deaths due to medical malpractice or errors

G. C. Alfsen”, H. M. Eng, G. Flaa Marum, S. Rudsro, H. Jordal, P. Wiik
Akershus University Hospital, Dept. of Pathology, Lerenskog, Norway

Objective: Follow up of deaths by unnatural causes, especially if due to
medical malpractice, is important for medical teaching and maintenance
of patient safety. Doctors who certify deaths in Norway are under legal
duty to report deaths due to unnatural causes to the police. In cases of
medical malpractice, the health authorities must also to be notified.
Notification may be difficult for clinicians, who often are in the situation
of reporting themselves or their colleagues.

Method: Since 2008, reporting procedures at our institution have been
improved by engaging pathologists in the monitoring. The pathologists
do not report to the authorities, but notify the clinician and the Quality
Department.

Results: A review of 1519 deaths from 2012 to 2013 showed that 60 % of
the reports due to malpractice were initiated by pathologists. Pathologist
are most likely to notify cases of surgical complications, whereas clini-
cians more frequently report cases of treatment delay, intoxication and
sudden deaths. The autopsy rate in cases of malpractice was higher if
notified by clinicians (77 vs 58 %).

Conclusion: The inclusion of pathologists in monitoring inpatient deaths
has increased the number of reported deaths due to unnatural causes.
Pathologists and clinicians complement each other in the types of cases
they notify.

OFP-09-012
Grading of oligodendroglioma based on Ki-67 labeling index assess-
ment performed manually and automatically in hot-spot fields
B. Grala*, Z. Swiderska-Chadaj, T. Markiewicz, M. Lorent
Military Institute of Medicine, Pathology Dept., Warsaw, Poland

Objective: Concordance analysis of oligodendrogliomas grading based
on Ki-67 labeling index assessment performed manually in light micro-
scope and automatically in whole slide images (WSI) by designed
software.

Method: Eighteen WHO GII and 12 GIII oligodendrogliomas were
stained with Dako FLEX Ki-67/MIB-1 antibody. The manual quantita-
tion of staining was performed on light microscope in ten high-power-
fields with highest Ki-67 LI (hot-spots). Next, WSIs were acquired on
3DHistech Pannoramic II Flash scanner under the 200x magnification.
Selection of 20 hot-spots on WSIs was done automatically with the
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gradual extinction scheme and quantified by computed-based system.
The statistical analysis of results was performed with the Spearman,
Wilcoxon and Chi-square tests.

Results: Correlation analysis of the manually and automatically estimat-
ed Ki-67 LI showed good accordance of both methods with R =0.9293
(p<0.000005). Ki-67 LI evaluated manually and automaticaly correlated
well with tumour grade with p=0.000041 and p =0.00002, respectively.
For 8 % Ki-67 LI cut-off in tumour grading, Chi-square test gived
p<0.0001 for both evaluation methods.

Conclusion: The presented results showed good accordance of manual
and automatic Ki-67 LI examination in oligodendrogliomas. Computed-
based Ki-67 LI assessment can help in grading of oligodendroglial neo-
plasms. This study was supported by the National Centre for Research
and Development, Poland (grant PBS2/A9/21/2013).

OFP-09-013

Colo-rectal adenocarcinoma: 100 years after

R. Henriques de Gouveia”, M. J. Aguiar, A. Lopes, L. Neves, T. Ferreira,
M. J. Martins, C. Branco, L. Carvalho

*INMLCEF, Pathology, Coimbra, Portugal

Objective: “Colo-rectal Adenocarcinoma” is a common malignant neo-
plasia of the industrialized countries, with relevant morbidity and mortal-
ity, whether sporadic or genetically inherited. The authors intended to
evaluate the tissue quality/viability of 100 years-old colorectal tumour
non-formalin fixed specimens of a Pathology Museum.

Method: The XIIIth century Coimbra University was classified World
Heritage by UNESCO in 2013 and within it, the Medical School
Pathology Museum. FMUC’s Pathology Museum dates from the XIXth
century; occupies a 500 m2 area and gathers 3000 pieces (namely fixed
pathological specimens). The authors procured tissue samples from 5
colo-rectal specimens, prepared them using routine anatomo-
pathological technique, stained with hematoxylin-eosin (HE) and
immunomarked with cytokeratin (CK20) and vimentin. Every step, from
the museum shelf to the stained/marked glass-slide, was photographed.
Microscopic examination was done by 2 independent observers.
Results: All the specimens stained well with HE, allowing microscopic
diagnosis of adenocarcinoma [2 well differentiated/3 moderately differ-
entiated (one with mucinous areas)]. Tumoural and normal epithelial
structures were CK20+. Tumoural stroma and normal connective tissue
structures were Vimentin+.

Conclusion: These results are of major relevance, since they proved
tissue quality/viability preservation, opening doors for further investiga-
tion using recent technologies/equipments, namely molecular. “Old ma-
terial may contribute to new science!”.

OFP-09-014

A robust algorythm for nucleus detection on whole slide images

T. Micsik”, R. Paulik, G. Kiszler, P. Kaszal, J. Szekely, N. Paulik, T.
Krenacs, B. Molnar

*Semmelweis University, 1st Dept. of Pathology, Budapest, Hungary

Objective: In the era of targeted therapy pathology reports are
supplemented with prognostic and predictive factors. As therapy
relies on these data, reliable quantitative and qualitative evalua-
tion is needed, for which purpose image analysis modules might
help pathological work. Hereby, we describe a robust nucleus
detection algorythm for whole slide imaging purposes on
Hematoxilin-Eosin, Immunohistochemically-stained and FISH
slides.

Method: Our algorythm works on RGB (HE and IHC) or grayscale
images (FISH-slides). After extracting chanel nuclei an adaptive
tresholding is performed. A Hole filling method is also introduced to deal
with histological variants of the appereance of cell nuclei. Maxima

finding, Segment labeling, Watershed object cut and Label smoothing/
filtering makes the algorythm robust. Differently stained slides were
analysed by human eyes and later by the automated algorythm.
Results: Nuclei were defined as True Positive when found both manually
and automatically, False Positive when found only by software and False
Negative when found only manually. We found excellent correlation
between manual and automatic nucleus-detection (r=0,99052).
Precision rate/Positive Predictive Value was 90,23 £4,29 %, while
Recall rate/Sensitivity was 88,23 +4,84 % of the algorithm.
Conclusion: We succeded to develop and validate a robust nucleus de-
tection algorythm independent from staining with a very high correlation,
Precision Rate and Recall rate when compared with manual nucleus find-
ing. This method is capable to use in real time setting and with a subse-
quently used immunostain detection method it will help our precise quan-
tification of predictive and prognostic markers in diagnostic pathology.

OFP-09-015
Prepared to scale: Experiences with building a department-wide
digital pathology infrastructure
Y. Sucaet”, S. Smeets, W. Waelput, P. In’t Veld
Vrije Universiteit Brussel, Belgium

Objective: At Brussels Free University (VUB), we wanted to build a core
digital pathology infrastructure to support a range of different use cases.
Various images platforms needed to be accessible through a single access
point, while still supporting different user profiles. We wanted a scalable
solution that would allow interaction between equipment from different
research groups intra- and extra-muros.

Method: A combination of commercial hardware, commercial software,
and open source software was used to get this accomplished. Custom
coding to connect interfaces was used where needed.

Results: We built a centralized infrastructure that integrates a variety of
imaging platforms (brightfield, fluorescence, z-stacking), and we now have
an interconnected network of heterogeneous and scalable information silos.
Conclusion: Image analysis and data/image mining projects can remain
stuck in micro-environments due to limits artificially imposed by vendor-
specific solutions. We have shown this need not be the case, and have
integrated five different imaging platforms onto one architecture. We are
storing data from all modalities in a single storage facility, and can man-
age it through a single access point. We support 40+ users, working on
different use cases, including education, biobanking, and telepathology.

Wednesday, 28 September 2016, 14.45-16.45, Conference Room 1-2
OFP-10 Joint Session: Soft Tissue and Bone Pathology /
Infectious Diseases Pathology

OFP-10-001

Worse survival in elderly patients with extremity soft-tissue sarcoma
M. Hoven-Gondrie”, E. Bastiaannet, V. Ho, B. van Leeuwen, G.-J.
Liefers, H. Hoekstra, A. Suurmeijer

*Ziekenhuis Gelderse Vallei, Dept. of Surgery, Ede, The Netherlands

Objective: Nearly half of soft-tissue sarcoma (STS) patients are over the
age of 65 and the behavior of cancer in these elderly patients is poorly
understood. Aim of this study was to assess the impact of age, sarcoma
histotype, grade, stage and treatment modalities on survival of extremity
STS (ESTS) patients.

Method: Patients >18 years, diagnosed with ESTS between 1989
and 2008, were selected from the Netherlands Cancer Registry.
Survival rates and patient and treatment characteristics were ana-
lyzed for all patients. Relative survival and Relative Excess Risks
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of death were estimated for young (<65 years) and older
(>65 years) patients.

Results: Overall, 3066 patients were included in this study. Histotype was
different between young (<65 years) and elderly (>65 years) patients
(p<0.001). Patients over the age of 65 years were more often diagnosed
with high-stage ESTS and an increasing proportion of high-grade ESTS
(p<0.001). The proportion of patients who received no treatment in-
creased with age and the elderly received fewer combined modality treat-
ments. Age was significantly associated with relative 5-year survival
(72.7 % for younger patients and 43.8 % for the oldest elderly
(>85 years)). In multivariable analysis, age still remained a significant
prognostic factor.

Conclusion: Different distribution of sarcoma histotypes, more high-
stage and high-grade sarcomas at diagnosis, less aggressive treatment
and worse survival rates urge the need for optimizing sarcoma research
and care of the elderly.

OFP-10-002
Evident epigenetic regulation of SMARCB1 by miR-206, -381 and -
671-5p in SMARCBI1 immunonegative soft tissue sarcomas. miR-765
appears to be specific for epithelioid sarcoma
Z. Ségi*, G. Papp, D. Mihaly, Z. Mervai, C. Fletcher

Semmelweis University, 1st Dept. of Pathology, Budapest, Hungary

Objective: Complete/partial loss of SMARCBI nuclear-immunopositivity
is characteristic of a certain subset of soft tissue sarcomas.

Method: Using quantitative PCR, we conducted a miRNA study of 51
ESs, 20 rhabdoid tumours, 20 synovial sarcomas, 15 malignant peripheral
nerve sheath tumours, 11 myoepithelial carcinomas, and 10 extraskeletal
myxoid chondrosarcomas with complete/partial loss of SMARCBI1 nu-
clear immunostain, in contrast to controls of 96 STSs, 13 melanomas and
10 sarcomatoid carcinomas.

Results: A subset of ESs (5/51) showed biallelic deletion of SMARCBI
with no overexpression of any miRNA, suggesting these tumours could
be the counterpart of pediatric RT, at least genetically. Another subset
(5/51) was genetically either intact or monoallelic deleted with at least
threefold overexpression of one of miR-206,-381,-671-5p, suggesting
epigenetic regulation only. 39/51 ESs had biallelic deletion (>20 % by
FISH and/or by MLPA) but with overexpressed miR-206,-381, and 671-
5p, suggesting intratumoural heterogeneity, i.e., both genetic and epige-
netic regulation. At least threefold overexpression of one of miR-206,-
381, and 671-5p was detected in all MPNSTs, EMCSs, SSs and 7 MCs.
Except for ESs, four SSs and one MPNST, there was no event above
threefold overexpression of miR-765 among all 195 tested tumours.
Our ongoing permanent transfection experiments with miR-206 seems
to support the above mentioned results.

Conclusion: Our results suggest a general role of miR-206,-381, and
671-5p in SMARCBI1 gene silencing. miR-765 could possibly be a diag-
nostic tool for ES because of its 97 % specificity and 80 % sensitivity.

OFP-10-003

An autopsy-based study of Trypanosoma cruzi persistence in chronic

chagasic patients

L. A. Benvenuti’, A. Roggério, M. M. Cavalcanti, A. Nishyia, J. E. Levi
Heart Institute (InCor), Dept. of Pathology, Sao Paulo, Brazil

Objective: Chagas’ disease is caused by infection with the protozoan
Trypanosoma cruzi. We evaluated the persistence of parasites in organs
of chronic chagasic patients, from where they can disseminate, generating
new pathological lesions, and contaminate recipients through organ
transplantation.

Method: Necropsy samples of the heart, lung, liver, kidney, pancreas, adre-
nal gland, oesophagus and gastrointestinal tract of 21 patients with chronic
Chagas’ disease were fixed in formalin and paraffin-embedded. Parasite
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persistence was investigated through histology, immunohistochemistry for
T. cruzi antigens, conventional and real-time PCR for T .cruzi DNA.
Results: We succeeded to obtain DNA from 121/166 (72.9 %) samples.
Parasite persistence was detected in 12/21 (57.1 %) heart samples, mainly
through PCR-based assays. Additionally, T. cruzi parasites were detected
by histology and immunohistochemistry in one single smooth muscle cell
of the central vein from 1/21 (4.8 %) adrenal gland samples. No fragments
of lung, liver, kidney, pancreas, oesophagus or gastrointestinal tract pre-
sented parasites by histology, immunohistochemistry or tested positive
for T. cruzi DNA.

Conclusion: The heart is a major reservoir of T. cruzi in chronic
chagasic patients, but the parasites can also hide in the central vein
of adrenal glands. Apart from the heart, the other solid organs of T.
cruzi-infected donors can be considered for transplantation.

OFP-10-004

Is SATB2 expression a useful tool for differentiating osteogenic from
non-osteogenic bone and soft tissue sarcomas?

A. Llombard Bosch*, 1. Machado, S. Navarro, P. Picci

Medical School of Valencia, Dept. of Pathology, Spain

Objective: Osteosarcoma diagnosis may be difficult when no malignant
osteoid matrix is identified. SATB2 specificity for osteosarcoma diagno-
sis is controversial. We aimed to analyze SATB2 expression in osteosar-
comas and non-osteogenic bone and soft tissue sarcomas.

Method: Our immunohistochemistry (IHC) study comprised: 42 osteo-
sarcomas, 31 conventional chondrosarcomas, 371 genetically-confirmed
Ewing sarcomas (ES) and 131 soft tissue tumours (25 undifferentiated
pleomorphic sarcomas (UPS), 79 synovial sarcomas (SS), 4
angiosarcomas, 10 rhabdomyosarcomas, 2 malignant rhabdoid tumours
(MRT) and 11 myxoid extraskeletal chondrosarcomas/MECh).

Results: SATB2 was positive in 90.4 % of osteosarcomas, 46.6 % of
chondrosarcomas, and 1.3 % of ESFT. Regarding chondrosarcoma,
SATB2 immunoexpression was more frequent and intense in high-
grade chondrosarcoma (Grade III) and uncommon in chondrosarcoma
Grade 1. Strong positive SATB2 expression was also observed in 4/25
UPS (16 %), 8/79 SS (10.2 %), 3/4 angiosarcomas (75 %), 1 MRT
(50 %), 2/10 rhabdomyosarcomas (20 %) and 6/11 (54.6 %) MECh. In
osteosarcoma, SATB2 sensitivity was 90.4 % and specificity 91.1 %.
Conclusion: SATB2 expression is useful in differentiating osteosarcoma
and small cell osteosarcoma from ES. It does not differentiate
chondroblastic osteosarcoma from high/grade chondrosarcoma. SATB2
is not definitely specific for osteosarcoma diagnosis, it is also expressed in
several non-osteogenic bone and soft tissue sarcomas. This study was
supported by grants of the 6th FP of the EC: EuroBoNeT Network,
contract number: 018814, and from the Fundacion Instituto Valenciano
de Oncologia (FIVO), Valencia, Spain.

OFP-10-005

PDL1 expression is significantly associated with shorter patients sur-
vival and grading in soft tissue tumours

T. Knoesel*, L. Lindner, R. Issels, T. G. P. Gruenewald, M. F. Orth, T.
Kirchner, A. Altendorf-Hofmann, E. Kampmann

*Medizin. Universitit Miinchen, Inst. fiir Pathologie, Germany

Objective: The cell surface receptor programmed death-1 (PD1) and its
ligand (PDL1) have been detected in various cancer types. However, the
expression has never been studied in soft tissue tumours in a large well
characterized cohort.

Method: We examined PDL1 and PD1 expression in 240 soft tissue
tumours and correlated expression levels with clinicopathological param-
eters including long term survival.

Results: Expression of PDL1 was observed in 81 undifferentiated pleo-
morphic sarcomas (UPS) in 22 %, 48 leiomyosarcomas in 13 %, 28
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synovial sarcomas in 4 %, 45 dedifferentiated liposarcomas in 13 %, 5
angiosarcomas in 60 %, 10 MPNSTs in 0 % and 23 mixed sarcomas in
23 %. Expression of PDL1 showed a significant correlation with shorter
patients 5-year survival (p <0.05), higher grading (G2 vs G3, p<0.03)
and PDI positive tumour infiltrating lymphocytes (TILs, p<0.001).
Furthermore high PD1 in TILs (more than 3) also showed a significant
correlation with shorter patients survival in high grade tumours. In RNA-
Seq data high PDL1 expression of leiomyosarcomas correlated signifi-
cantly with poorer patients survival (p <0.005).

Conclusion: PDL1 expression is significantly associated with shorter
patients survival, grading and PD1 positive TILs. PDL1 expression might
guide the use of PDL1 inhibitors in immunotherapy in soft tissue sarco-
mas.

OFP-10-006

Intrasynovial versus extrasynovial autografts for anterior cruciate
ligament reconstruction: An experimental study in rabbits

C. Poulios”, 1. Theodoroudis, A. Boutsiadis, G. Chatziliadis, D.
Kapoukranidou, K. Ditsios

*Aristotle Univers. of Thessaloniki, Dept. of Pathology, Greece

Objective: In the last decades there has been an increase of anterior
cruciate ligament (ACL) ruptures. Unfortunately ACL reconstruction
using extrasynovial tendon autografts is inadequate due to poor integra-
tion. Our hypothesis is that intrasynovial tendon grafts might be more
suitable in ACL reconstruction.

Method: This preliminary study included 10 adult male New Zealand
white rabbits, divided into two groups of 5 animals (A and B). In both
groups there was an ACL reconstruction using an autologous tendon
graft; extrasynovial for group A (extensors digitorum of the foot) and
intrasynovial for group B (flexor digitorum profundus). The animals were
sacrificed 6 weeks postoperatively and specimens from the knee were
obtained for histopathological examination. The specimens were fixed
in formalin, decalcified in nitrous oxide and embedded in paraffin.
Results: H/E sections showed that there was better integration in group B
than in group A. The integration of the graft was evaluated through the
presence of incipient calcification of the tendon and the absence of ne-
crosis or foreign-body reaction at the graft-cartilage junction.
Furthermore, during the sacrifice the intrasynovial graft had better hue
than the extrasynovial graft.

Conclusion: Intrasynovial autografts seem to be promising for ACL re-
construction, though further research is needed.

OFP-10-007
Are postmortem studies necessary in lethal cases of influenza?
V. Zinserling”

University of St. Petersburg, Dept. of Pathology, Russia

Objective: During the epidemics strains of influenza A virus (2009-2016
predominantly HIN1 swine) cause numerous lethal outcomes. The atten-
tion is focused upon the properties of the pathogens, epidemiological and
clinical aspects. Pathological studies are rare and limited to description of
lung lesions.

Method: Detailed histopathological analysis of more than 300 lethal
cases in children and adults during the epidemics in70th-90th, 2009,
2011, 2016 with comparison with virological data (PCR and serology)
has been provided.

Results: In 70th-90th with predominating H3N2 virus typical were the
deaths in infants with generalized infection and in adults with destructive
staphylococcal pneumonias. In 2009-2011 lethal outcomes were only in
adults 1850 years usually with obesity, mostly dyed due to diffuse alve-
olar damage (DAD). More severe course was in pregnant women. In
2016 we noted that majority of lethal outcomes were in adults in the
age 50-80 years with obesity and chronical cardiovascular diseases.

Nearby virus induced changes in lungs (cytopathic and cytoproliferative)
and DAD in more than a half were bacterial superinfection and endothe-
lium damage.

Conclusion: 1) In different epidemics the age prevalence and immediate
courses of death are variable. 2) Histopathological analysis is useful while
discussing single patients and for understanding pathogenesis of influenza.

OFP-10-008
Clinico-pathological parallels in occult viral Hepatitis B
V. Zinserling, E. Esaulenko

University of St. Petersburg, Dept. of Pathology, Russia

Objective: Chronic viral hepatitis B (CVHB) in cirrhotic stage remains
an important cause of death and invalidity allover the world. It has been
accepted that in patients with CVHB HBsAg may constantly or occasion-
ally not be detected in blood. Such variant of the disease was designated
as occult hepatitis. In spite numerous publications concering clinical,
epidemiological and virological aspects of the problem many questions
related to histopathology remain unclear.

Method: In 28 autopsy cases of occult hepatitis nearby analysis of usual
clinical, laboratory, macroscopical and histopathological data has been
provided immunohistochemical (IHC) study with sera against HBsAg
and HBcAg.

Results: All the patients had typical for CVHB clinical and biochemical
symptoms. Macroscopical and microscopical picture was characteristic
for HVHB in cirrhotic stage. Among the histopathological findings we
paid special attention to nuclear polymorphism and inclusions which are
considered to typical for HVHB. In 10 cases was positive reaction with
sera against HBsAg and in 5 of them HBcAg was revealed as well. In
additional 7 cases we have found slightly expressed (+/—) reaction with
HBsAg.

Conclusion: 1) Absence of HBsAg in blood doesn’t exclude death threat-
en course of CHVB. 2) Morphological picture of occult hepatitis is com-
parable with classic one. 3) Pathogenic mechanisms of the disease needs
further complex studies.

OFP-10-009

Characterisation of Epstein-Barr virus associated gastric carcinomas
in Portugal

A. Galaghar*, J. Ribeiro, C. Meireles, A. Silva, A. Oliveira, P. Pimentel-
Nunes, L. P. Afonso, H. Sousa

*Centro de Investigagdo do Instituto Portugués de Oncologia do Porto,
Dept. de Patologica, Portugal

Objective: Epstein-Barr virus (EBV) has been detected in different sub-
types of gastric carcinoma (GC) and EBV-associated gastric carcinomas
(EBVaGC) are thought to account for 10 % of all cases. We intended to
characterize the clinicopathological features of EBVaGCs and evaluate its
impact as prognostic marker. This is the first study to characterize
EBVaGC in Portugal.

Method: 133 consecutive patients (8 |M&52F; mean age 64) submitted
to gastrectomy during 2011 at IPO-Porto were evaluated. EBV presence
was tested with in situ hybridization (ISH) targeting EBV-encoded small
RNA (EBER-ISH). Statistical analysis was performed according to clin-
icopathological data.

Results: EBVaGCs represent 6.8 % of all GC cases. EBV was present in
7.2 %(5/69) of tubular adenocarcinomas, 11.1 %(2/18) of mixed type and
100 %(2/2) of medullary carcinomas; EBV was absent in poorly cohesive
carcinomas. EBVaGC are more frequent in gastric body and antrum.
Patients with infiltrative carcinomas, lymphovascular and perineural in-
vasion had significantly reduced survival (p<0.001); EBVaGC patients
had better survival.

Conclusion: 6.8 % of GC cases are EBV-associated. Despite some sim-
ilarities, our study showed different clinicopathological features when
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compared with previous studies, mainly the absence of EBV in poorly
cohesive carcinomas. The tumour infiltrative growth pattern and the pres-
ence of lymphovascular and perineural invasion are independent predic-
tor factors of poor survival in GC patients.

OFP-10-010

EWS/FLI expression impairs adhesion and promotes motility of
Ewing sarcoma cells

K. Steinestel*, P. Jansen, M. Trautmann, J. Sperveslage, E. Wardelmann,
C. Schaefer, U. Dirksen, W. Hartmann

*Universititsklinik Miinster, Abt. Pathologie, Germany

Objective: Ewing sarcoma (ES) is characterized by oncogenic fusions of
the EWS gene with ETS transcription factor family genes, with EWS/FLI
rearrangements representing the most common fusion (85 % of cases). ES
shows early metastatic dissemination, and generalized disease is associ-
ated with poor prognosis in ES patients. It has previously been shown that
expression of the EWS/FLI oncogene is associated with dysregulated
actin reorganization in ES cells; however, the impact of EWS/FLI on
ES cell adhesion and migration as a prerequisite for metastasis has so
far not been investigated.

Method: Various ES cell lines including a stably transfected EWS/FLI
knock-down line were used to investigate the impact of EWS/FLI expres-
sion on cell morphology and kinase signalling in ES cells by immunoflu-
orescence microscopy and western immunoblotting. Cell adhesion and
migration assays were performed in real-time using the xCelligence
platform.

Results: EWS/FLI expression decreases filopodial outgrowth and cell
adhesion and enhances motility of ES cells. EWS/FLI knockdown de-
creases mitogen-associated protein (MAP) and p70S6 Kinase signalling
that have both been shown to regulate focal adhesion kinase (FAK) ac-
tivity as well as protein composition of focal adhesion complexes.
Conclusion: Our results indicate that EWS/FLI enhances invasive prop-
erties of ES cells via dysregulation of MAPK and p70S6K signalling,
leading to altered composition and activity of focal adhesion complexes.
Since both pathways are possible targets for inhibitors that are already in
clinical use, the results point towards a possible role for kinase inhibitors
to prevent metastatic dissemination of ES cells.

OFP-10-011

Label-free imaging of infectious agents in routine histology and cy-

tology by fluorescence lifetime Imaging (FLIM)

K. Metze", F. A. Borges da Silva, A. P. Racanelli, R. A. Trevisan Pereira
University of Campinas, Pathology, FCM, Brazil

Objective: After stimulation by photons, fluorophores will remain for a
short period “excited”, called lifetime, and then drop to their ground state
emitting fluorescence. Lifetime can be used to create virtual fluorescence
lifetime imaging (FLIM) pictures, where the contrast is created by artifi-
cial colours attributed to different lifetime ranges. The aim of the study
was to apply this technique to the detection of infectious agents in human
material.

Method: Fresh material or unstained cytologic or histologic preparations
were examined from 30 patients with infections by toxoplasma,
trypanosoma, aspergilllus, cryptococcus, enterobius, giardia,
strongyloides or schistosoma species. FLIM images were created by a
confocal microscope using a pulsed laser at 405 nm, and a time-correlated
single-photon counting equipment.

Results: This technique showed precisely morphologic details, generally
superior to that seen in usual special stains. Lifetimes of infectious agents
were often different from those of human tissues thus enabeling their
rapid and easy detection. Signal intensity was usually higher in fresh or
formalin-fixed material than in histologic sections, due to the loss of
intracytoplasmatic fluophores during the embedding process.

@ Springer

Conclusion: The FLIM technique permits rapid and efficient screening
of unstained material and reveals new insights into the histology.

OFP-10-012

Clinicopathological and genomic features of a series of 30
SMARCA4-deficient thoracic sarcomas

F. Le Loarer’, J. Y. Blay, D. Pissaloux, F. Galateau-Salle, F. Thivolet-
Bejui, L. Serre, F. Tirode, J. M. Coindre, D. Ranchere-Vince

*Centre Leon Berard, Pathology, Lyon, France

Objective: We sought to characterize the clinicopathological features of
SMARCA4-deficient thoracic sarcomas (SMARCA4-DTS), a sarcoma
subtype recently identified through combined next generation and path-
ological screenings.

Method: We retrieved 49 cases of thoracic malignancies from our con-
sultation cases suspicious for SMARCA4-DTS (including 12 cases of the
initial paper). Pathological review was performed by pathologists experts
in soft tissue and thoracic pathology fields. Genomic profiling (oncoscan,
Affymetrix platform) and SMARCA4 sequencing (Illumina, Miseq plat-
form) were performed when material was available.

Results: Thirty cases were finally classified as SMARCA4-deficient tho-
racic sarcomas. Patient’s median age and survival were respectively of
42 years old and 8 months. Tumours were located in mediastinum
(n=13), mediastinopulmonary (n=7), pleura (n=10). Morphologically,
tumours were composed of sheets of epithelioid cells dotted with vesic-
ular monomorphic nuclei. By immunohistochemistry, they expressed
consistently CD34, AE1/E3 and/or EMA and SOX2. SMARCA4 and
SMARCA?2 were lost in all cases. All cases displayed complex genetic
profiles and SMARCAA4 inactivating mutations. Differential diagnoses
included SMARCA4-inactivated lung carcinoma (n=5), midline NUT
carcinoma (n=3), SMARCB-deficient rhabdoid tumour (n=3), Ewing-
like sarcomas with CIC rearrangement (n = 3) rhabdomyosarcoma (n= 1)
and unclassified sarcoma (n=2).

Conclusion: This first clinicopathological series of SMARCA4-DTS
highlights these tumours can be reliably diagnosed in routine practice.
They represent aggressive malignancies which should be recognized as
patients are therapeutically benefit from EZH2 inhibitors.

Wednesday, 28 September 2016, 17.15-19.15, Conference Room 1-2
OFP-11 Joint Session: Endocrine Pathology / Head and Neck
Pathology

OFP-11-001

Mutation profiling of BRAF, RAS and TERT on thyroid liquid-based
fine needle aspirations improves diagnostic accuracy

M. Decaussin-Petrucci*, F. Descotes, L. Depaepe, V. Lapras, M.-L.
Denier, J.-C. Lifante, F. Borson-Chazot, J. Lopez

“Lyon Sud Hospital, Dept. of Pathology, France

Objective: Liquid-based fine needle aspiration (LB-FNA) is widely rec-
ognized as a reliable diagnostic method to evaluate thyroid nodules. Use
of molecular biomarkers has been proposed to improve pathologic accu-
racy. Recently TERT promoter mutations were associated with aggressive
thyroid cancers.

Method: We evaluated feasibility and performance of mutation profiling
of BRAF, NRAS, HRAS and TERT on residual material from LB-FNA in
a prospective cohort of 649 cases including 245 atypia of undetermined
significance (AUS), 219 follicular neoplasms (FN), 97 suspicious for
malignancy (SM), and 88 malignant (M).

Results: Overall 159 cases (24.5 %) were mutated: 92 BRAF, 50 NRAS,
16 HRAS and 9 TERT mutations. Surgical samples were available for
319 cases. In the AUS category, 10/18 malignant cases were mutated vs
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9/42 benign cases (p=0.014). In the FN category, 5/16 malignant cases
were mutated vs 8/104 benign cases (p=0.016). In the SM group, 28/61
malignant samples were mutated versus 0/11 benign cases (p=0.005).
Finally in the M group, all samples were malignant with 52/67 mutated
cases. Importantly TERT mutations were present in § cases (2 FN, 1 SM
and 5 M) all confirmed to be malignant (p=0.008).

Conclusion: Mutation profiling can be successfully performed on resid-
ual material of thyroid LB-FNA and may help to improve the diagnostic
accuracy of FNA. TERT mutation is rare but associated with malignancy,
and as so should be systematically tested.

OFP-11-002

High risk Human Papillomavirus (HPV) infection is actively involved
in the etiopathogenesis of a significant subset of sinonasal carcino-
mas: A clinicopathological study with detection of E6/E7 mRNA
transcripts

J. Laco", K. Sieglova, H. Vosmikova, P. Dundr, K. Nemejcova, J.
Michalek, M. Chmelarova, 1. Sirak, M. Vosmik, A. Ryska

*Charles University, Faculty of Medicine, Dept. of Pathology, Hradec
Kralove, Czech Republic

Objective: To investigate prevalence of high risk human papillomavirus
(HR-HPV) infection in sinonasal carcinomas.

Method: Immunohistochemistry, in situ hybridization, and polymerase
chain reaction, detecting p16 expression and presence of HPV DNA and
HPV E6/E7 mRNA, were used.

Results: The study comprised 47 males and 26 females, aged 23-83 years
(median 62 years). Fifty-three percent tumours arose in nasal cavity, 42 %
in maxillary sinus, and 5 % within ethmoid complex. Forty-nine tumours
were squamous cell carcinomas (SCCs). Follow-up period ranged 1—
241 months (median 19 months). A total of 18/73 (25 %) tumours were
HPV-positive (17 SCCs and 1 small cell neuroendocrine carcinoma).
Types HPV16, HPV18, and HPV35 were detected. There was strong
correlation between HPV status and pl6 expression (p<0.005). HPV-
positive SCCs occurred more frequently in smokers (p =0.04), were more
frequently pl6-positive (p<0.0001), and were non-keratinizing
(p=0.02), the latter occurring more commonly in nasal cavity
(p=0.03). Median survival for HPV-positive SCC patients was
30 months, while for HPV-negative SCC patients was 14 months
(p=0.23).

Conclusion: HR-HPV are actively involved in etiopathogenesis of a sub-
set of sinonasal SCCs. p16 may be used as surrogate marker for determi-
nation of HPV status in sinonasal carcinomas.

OFP-11-003

FGFR1 is a potential prognostic biomarker and therapeutic target in
head and neck Squamous Cell Carcinoma (SCC)

K. Koole*, D. Brunen, P. van Kempen, R. Noorlag, R. de Bree, C.
Lieftink, R. van Es, R. Bernards, S. Willems

*Univers. Medisch Centrum Utrecht, Dept. of Pathology, The Netherlands

Objective: Targeting FGFR1 (fibroblast growth factor receptor 1) has
shown to be of great therapeutic value in preclinical models of various
solid tumours. In this study we have investigated the prognostic value of
FGFRI1 expression in HNSCC and the therapeutic relevance of targeting
FGFR with AZD4547.

Method: Immunohistochemistry was applied on tissue microarrays to
investigate FGFR1 protein expression in 452 HNSCC. Sensitivity of
HNSCC cell lines to AZD4547, either as single or combination treatment
with EGFR-inhibitor gefitinib, was assessed using long-term colony for-
mation assays, short-term viability assays, and biochemical analysis.
Results: FGFR1 protein was overexpressed in 82 % of HPV-positive and
75 % of HPV-negative HNSCC. Overexpression was related to poor
survival in HPV-negative HNSCC (HR: 3.07; 95 % CI: 1.74-6.90;

P=0.001). Treatment of high FGFR1 expressing cell line CCL30 with
AZDA4547 reduced cell proliferation and FGFR signaling. Cell lines
SCC147 and BICR16 were resistant to AZD4547 treatment due to
EGEFR signaling. Combined AZD4547 and gefitinib treatment synergis-
tically inhibited proliferation of resistant cell lines.

Conclusion: Here we identify high FGFR1 expression as a candidate
prognostic biomarker in HPV-negative HNSCC. Furthermore, we pro-
vide a rationale for treating FGFR1-expressing HNSCC with FGFR in-
hibitor AZD4547 and for combining AZD4547 and gefitinib in FGFR
inhibitor resistant HNSCC.

OFP-11-004

Molecular profile of nasopharyngeal carcinoma: Analyzing tumour
suppressor gene promotor hypermethylation by multiplex ligation-
dependent probe amplification

M. Ooft", J. van Ipenburg, R. van Loo, R. de Jong, C. Moelans, W.
Braunius, R. de Bree, P. van Diest, S. Koljenovic, S. Willems

*Univers. Medisch Centrum Utrecht, Dept. of Pathology, The Netherlands

Objective: Assessing promoter hypermethylation of tumour suppressor
genes in nasopharyngeal carcinomas (NPC) in relation to clinicopatho-
logical features.

Method: Methylation status of 23 tumour suppressor genes were
assessed in 108 NPCs using methylation-specific multiplex ligation-
dependent probe amplification. Correlation between methylation, clinico-
pathological features and survival were examined.

Results: Hypermethylation of RASSF1A and ESR1 was significantly
more frequent in EBV positive NPC, while hypermethylation of
DAPKI was more frequent in EBV negative NPC. In logistic regression
RASSF1 (p=0.049), with RASSF1 being more frequent in EBV positive
NPC, remained significant. In EBV positive NPC, RASSF1A (p=0.035)
predicted worse overall survival (OS) (HR 3.044, 95 % CI 1.022-9.068,
p=0.046). In EBV negative NPCs, APC predicted worse disease-free
survival (DFS) (HR 6.868, 95 % CI 2.142-22.022, p=0.001).
Conclusion: Important epigenetic differences exist between EBV nega-
tive and EBV positive NPC, with EBV negative NPCs having a more
similar hypermethylation profile to other HNSCC than EBV positive
NPCs. Hypermethylation of RASSF1A seems to be an independent pre-
dictor of worse OS in EBV positive NPC, and may be important in the
pathogenesis of EBV infected NPC. Hypermethylation of APC may be an
independent predictor of worse DFS in EBV negative NPCs.

OFP-11-005

Papillary thyroid carcinomas—adverse prognostic factors

M. Dettmer’, L. Boos, A. Schmitt, H. Moch, P. Komminoth, Y. E.
Nikiforov, M. N. Nikiforova, A. Perren

*Universititsspital Bern, Abt. Pathologie, Switzerland

Objective: Papillary thyroid carcinomas (PTC) are known to have an
excellent survival rate. However, it remains difficult to predict which
patients need to be monitored more closely due to an increased risk of
tumour relapse.

Method: PTCs of 125 patients including 57 patients with an adverse
outcome were immunohistochemically stained for PTEN, VEGF-A,
p27, Galectin-3, HBME-1, Thyroglobulin and the Androgen Receptor.
Forty-four of those tumours underwent miRNA profiling and the results
were examined in the light of tall cell morphology, a phenotype known
for its more aggressive behavior.

Results: Univariate analysis showed a signification correlation between
relapse free survival and an altered expressions for PTEN, p27, Galcetin-
3, VEGF-A and Thyroglobulin. In multivariate analysis including tall
cells as a confounder, only reduced expression of PTEN and an increased
expression of VEGF-A correlated significantly with a shorter relapse free
survival. MiR-362-3p and miR-155-5p were identified as targets for

@ Springer
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VEGF-A and miR-222-3p and miR-17-5p for PTEN. Three of these four
miRNAs harbor significant prognostic patient information as well.
Conclusion: PTEN and VEGF-A can predict patient outcome indepen-
dent from tall cell morphology, age, stage and gender. Several identified
miRNAs may be responsible for this observation.

OFP-11-006

Multinodular goiter and well differentiated thyroid carcinoma in a
child with embryonal rhabdomyosarcoma of the cervix: Another
example of a DICERI1 syndrome

1. Gullo*, R. Batista, P. Rodrigues-Pereira, M. Bom-Sucesso, H. Barroca,
P. Soares, M. Sobrinho Simoes

*Centro Hospitalar de Sio Jodo, Dept. of Pathology, Porto, Portugal

Objective: Carriers of germline DICER1 mutations are predisposed to a
rare cancer syndrome. Botryoid-type embryonal rhabdomyosarcoma
(bERMS), multinodular goiter (MNG) and thyroid carcinoma (TC) are
emerging phenotypes. We report a case of a 12-year-old girl with the
aforementioned conditions.

Method: The patient underwent total thyroidectomy for bilateral, multi-
ple nodules, detected by routine ultrasound examination. She had a
bERMS of the cervix at the age of 7, treated by surgery and adjuvant
chemotherapy. There was a family history of thyroid pathology.
Results: FNAB of two nodules revealed a colloid nodule (Bethesda IT) and
a follicular neoplasm (Bethesda IV). The thyroid gland was enlarged and
multinodular (61 g). Besides numerous encapsulated nodules with variable
degrees of cellularity and brisk mitotic activity (maximum 18/10 HPF) there
was one, larger than the others (2.1 cm), displaying capsular and vascular
invasion. This tumour showed nuclei of the “intermediate type” and was
thus classified as Well Differentiated TC, not otherwise specified. Molecular
testing for BRAF, NRAS and TERT promoter did not reveal any mutation.
Conclusion: This case demonstrates the malignant potential of MNG in
the setting of DICER1 syndrome and highlights the need to understand
this peculiar carcinogenic process that does not fit with the classic divi-
sion in papillary and follicular TC.

OFP-11-007

Detailed genomic characterization identifies high heterogeneity and
histotype-specific genomic profiles in adrenocortical carcinomas

S. Vatrano ', E. Duregon, J. Giorcelli, S. Izzo, 1. Rapa, A. Votta, M.
Terzolo, A. Berruti, G. V. Scagliotti, M. Papotti, M. Volante

*University of Turin, Dept. of Oncology, Orbassano, Italy

Objective: To correlate the mutational profile with clinical and patholog-
ical characteristics in adrenocortical carcinoma (ACC).

Method: Targeted next-generation sequencing and copy number varia-
tion (CNV) analyses for 18 genes most frequently altered in ACC were
performed in a series of 62 cases (including 10 with matched primary and
metastatic/recurrence samples) and correlated with major clinical and
pathological characteristics of tumours.

Results: A total of 433 somatic deleterious genetic alterations (328 gene
mutations and 105 CNV) were identified in 57/62 cases, the remaining
five being wild-type for all genes tested. TERT, CDK4, ZNRF3 and RB1
were altered in more than 30 % of cases. The genotype was significantly
different among histological variants, with the lowest mutation burden in
the oncocytic one (p=0.006) and the highest prevalence of RB1
(p=0.001) and CDK4 (p=0.002) in the conventional and myxoid ones,
respectively. None of the 10 cases with matched samples showed a stable
genotype along tumour progression. Among individual genes, TP53 mu-
tations were associated with high Ki-67 index, high tumour stage and
aggressive disease status (all p<0.02).

Conclusion: The genomic signature in ACC is unstable along tumour
progression and differs among histological variants; moreover, TP53 mu-
tations represent the most relevant prognostic molecular marker.

@ Springer

OFP-11-008

High miR-100a expression is associated with aggressive features and
decreased response to mTOR inhibitors in lung carcinoids

I Raga*, A. Vorra, G. Gatti, S. 1zzo, J. Giorcelli, N. Lo Buono, S. Vatrano,
F. Napoli, M. Papotti, M. Volante

*University of Turin, Dept. of Oncology, Orbassano, Italy

Objective: To analyze in vitro and in vivo the expression and the func-
tional role of miR-100a in lung carcinoids, as an alternative mechanism
targeting mTOR pathway.

Method: miR-100a expression was analyzed by means of real-time PCR
in 92 lung carcinoids and compared with mTOR mRNA expression, as
well as with major clinical and pathological parameters. In vivo, the effect
of miR-100a silencing on the responsiveness to mTOR inhibitors was
assessed in typical carcinoid H727 cells.

Results: miR-100a was inversely correlated with mTOR mRNA expres-
sion (p<0.0001), supporting its effect in the negative regulation of
mTOR pathway in lung carcinoids, in vivo. Moreover, high miR-100a
expression was associated with aggressive features (atypical histotype,
high clinical stage, vascular invasion and aggressive disease status; all
p<0.05) and with shorter survival at univariate analysis (HR 4.5,
p=0.013). Silencing of miR-100a in H727 cells significantly increased
mTOR mRNA expression and sensitivity to mTOR inhibitors, in vitro.
Conclusion: miR-100a actively participates to the regulation of mTOR
expression in vivo and in vitro, and represents a novel candidate prog-
nostic biomarker in lung carcinoids; moreover, repression of its expres-
sion is associated to increased responsiveness to mTOR inhibitors and
might represent a novel tool to sensitize lung carcinoid cells to these target
agents.

OFP-11-009

Validation of the prognostic role of the Helsinki score in 225 cases of
adrenocortical carcinoma

E. Duregon*, L. Ventura, M. Volante, R. Cappellesso, J. Giorcelli, A.
Votta, S. 1zzo, M. Terzolo, G. Scagliotti, A. Fassina, M. Papotti
*University of Turin, Dept. of Oncology, Orbassano, Italy

Objective: The present study aimed to validate the prognostic role of the
newly proposed Helsinki Score for adrenocortical carcinoma.

Method: 225 adrenocortical carcinomas were reclassified using Weiss
Score and Helsinki Score (3% mitotic count + 5% necrosis + Ki-67).
Results: At univariate analysis, statistically significant prognostic values
were observed at the log-rank test for mitotic count (cut off values: <6 and
>55; p<0.0001), Ki-67 (cut off values: <20 and >50; p<0.0001), Weiss
Score (cut off values: <5 and >8; p<0.0001), Helsinki Score (cut off
values: <13 and >19; p<0.0001), histological variant (conventional vs
oncocytic; p=0.009), necrosis (p=0.001) and stage (p=0.005). Cox
multivariate analysis using a backward stepwise selection method
retained Helsinki Score and Weiss Score, only, as predictors of poor
prognosis (p <0.0001 and p=0.0005, respectively). The best and equiv-
alent areas under the curve (AUC) to predict the occurrence of disease-
related deaths, determined using ROC statistics, were found for Helsinki
Score (with a threshold of 28,5 points; AUC=0.729, 95 % confidence
interval =0.66-0.79) and Ki-67 (with a threshold of 20,5 %,;
AUC=0.727, 95 % confidence interval =0.66-0.79).

Conclusion: The Helsinki Score is a valuable system to predict prognosis
in adrenocortical carcinoma, outperforming the currently established
prognostic parameters.

OFP-11-010
Granulation tissue-like spindle cell squamous carcinoma (SCSC) of
the larynx. A clinicopathologic study of five cases
V. Ranucci’, O. Gallo, G. Mannelli, A. Franchi
Universita Cattolica Roma, Anatomia Patologica, Italy
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Objective: The diagnosis of spindle cell squamous carcinoma (SCSC) of
the larynx is challenging, because the conventional SCSC component,
may be limited and difficult to recognize. Infact lesions with a prominent
inflammatory infiltrate and reactive vessels, may have a granulation
tissue-like appearance, like post-intubation granulomas or inflammatory
pseudotumours. We analysed the clinico-pathological features of a group
of laryngeal SCSC with granulation tissue-like appearance.

Method: All cases of SCSC between 1996 and 2015 were reviewed and
tumours with a inflammatory infiltrate and abundant capillary vessels
were selected. Immunohistochemistry for cytokeratins AE1/AE3,
CAMS.2 and 5/6, as well as for p63, p40 and ALK1 were performed.
Ten cases of true granulation tissue were controls.

Results: Five cases of granulation tissue-like SCSC were identified. Patients
were males, 5765 years. All lesions consisted of a ulcerated polypoid
proliferation of atypical spindle cells, with a minor component of conven-
tional invasive or in situ squamous carcinoma. The spindle cells expressed
AE1/AE3 or CAMS.2, while cytokeratin 5/6, p63 and p40 were positive
only in the conventional squamous component. ALK1 was negative.
Conclusion: The diagnosis of granulation tissue-like SCSC is challeng-
ing due to the clinical and histological overlap with benign conditions.
The use of an immunohistochemical panel is recommended.

OFP-11-011

Epithelioid osteosarcoma of the maxilla: Review of a rare and
agressive variant

C. Pefia Barreno”, I. Lara Sanz, A. Berjon, J. J. Pozo-Kreilinger, E. Ruiz-
Bravo

*Tres Cantos, Spain

Objective: To analyse clinical, histologic and immunohistochemical fea-
tures of epithelioid osteosarcoma which develops in the maxilla.
Method: 434 patients were diagnosed with osteosarcoma from 1966 to
2015 in Hospital La Paz. Only five were epithelioid variant, three of
which were located in the jaw. The two remaining cases were in the
humerus and femur. Data regarding the objective were obtained from
medical and pathological records.

Results: All patients were female with a mean age of 36 years (range, 21—
56). Microscopically, the tumour was composed of large epithelioid cells
with prominent nucleolus and scattered giant multinucleated cells. The
predominant growth pattern was sheet-like. Cord, rosette-like structures
and hemangiopericitoid pattern were also observed. Osteoid was found.
Cytokeratins were negative. Despite treatment with systemic chemother-
apy and surgery the disease progressed and the patients died.
Conclusion: Epithelioid osteosarcoma is a rare aggressive variant.
Differential diagnosis includes small cell-type osteosarcoma, metastatic
neuroblastoma, PNET, metastatic carcinoma and malignant neoplasias
with epithelioid characteristics. The osteoid formation by neoplastic cells
is the most important key. The usual treatment consists in preoperative
chemotherapy followed by surgery. It has been predominantly reported in
the long bones of young people and only few cases have been reported in
the jawbones, therefore more studies are required.

OFP-11-012

Human papillomavirus-related carcinoma with adenoid cystic-like
features: Characterization of the Danish material

S. Andreasen”, K. Kiss

Rigshospitalet, Otolaryngology Head & Neck, Copenhagen, Denmark

Objective: Human papillomavirus-associated carcinoma with adenoid
cystic-like features (HPV-related ACC-like carcinoma) is a recently de-
scribed entity of the sinonasal tract. Only 9 cases have been reported world-
wide, and information on the clinicopathologic features and prognosis are
warranted. We set out to investigate the prevalence, clinicopathologic fea-
tures, and outcome of these patients in the Danish national material.

Method: Morphological mimics of HPV-related ACC-like carcinoma
from the sinonasal tract were collected from Danish pathology depart-
ments from 1990 to 2015 and histopathologically reviewed. HPV screen-
ing was performed with PCR using GP5+/6+ primers. Positive cases were
genotyped by sequencing and in situ hybridization.
Immunohistochemistry was used for evaluating p16 status and morpho-
logical characterization.

Results: Seven HPV-related ACC-like carcinoma cases were identified: 5
in the nasal cavity, 2 in the paranasal sinuses. Four were female and 3
were male. One case was treated 20 years previously and experienced a
local recurrence after 11 years. This patient has now remained recurrence-
free for 9 years. All remaining cases were diagnosed in 2012 or later with
no recurrences. One case harbored HPV-16, 2 cases HPV-33, 2 cases
HPV-35, 1 case HPV-56 and 1 case HPV-68.

Conclusion: We present a large material of this newly described, rare
tumour of the sinonasal tract. The incidence seems to have risen dramat-
ically through recent years, paralleling what is seen for HPV-positive
oropharyngeal SCC. Only one case had long-term follow-up, and this
patient experienced a local recurrence. However, the prognosis seems
more favorable than for other sinonasal malignancies.

Wednesday, 28 September 2016, 17.15-19.15, Conference Room 4
OFP-12 Haematopathology

OFP-12-001
Tumour initiating cells of the follicular lymphoma
T. Yoshino", K. Takata, T. Takata

University of Okayama, Dept. of Pathology, Japan

Objective: Follicular lymphoma (FL) is an indolent lymphoma but rather
frequently recurs. It is very important to know its tumour initiating cells
(TIC) and we sought to find the TIC of FL.

Method: We examined immunohistology, response to anti-cancer drugs,
transplantablity.

Results: TRA-1-60 positive cells were found in non-neoplastic germinal
centers, which may be related to reprogamming by AID. TIC of FL recog-
nized by TRA-1-60 were located mainly at interfollicular area, and stayed
next to vessels“Niche”. They were positive for CD20 and with t(14;18) and
negative for Ki67. In surgically resected samples, TRA-1-60 positive cells
increased in number at the recurrence after chemo-therapy with rituximab.
Unexpectedly, TRA-1-60-positive population was increased in number re-
sistant to rituximab-treatment. TRA-1-60-positive cells showed high level
of drug resistant gene. TRA-1-60 positive tumour initiating cells highly
frequently form transplantable tumours in NOD-SCID mice, and the size
of the transplanted cells was much larger than TRA-negative population.
Conclusion: We strongly believe TRA-1-60-positive cells of FL are
tumour-initiating cells, which is crucial to get the best therapeutic way.
As far as I know, this is the first report of TIC of FL.

OFP-12-002

Diagnostics of splenic diffuse red pulp B-cell lymphoma

A. Kovrigina", S. Korzhova, L. Al-Radi, I Jakutic, U. Julhakyan, A.
Sudarikov

*NRCH Russian Federation, Dept. of Pathology, Moscow, Russia

Objective: Splenic diffuse red pulp B-cell lymphoma (SDRPL)- rare and
insufficiently studied entity with challenging diagnostic criteria. During
2013-2015 the splenectomy specimens was analyzed compare with pre-
operational BMB in 87 pts who were under observation with massive
splenomegaly and receiving treatment at NRCH.

Method: BMB and splenectomy specimens were formalin fixed and
paraffin embedded. IHC study was performed using antibodies to CD3,
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CDS5, CD20, CD23, CD25, CD27, CD76 (DBA.44), CD103, CD123,
TRaP, Annexinl, cyclin D1. Mutational analysis of BRAF (exon 11
and 15), MAP2K1 (exons 2-3, 11), NOTCHI1 was performed by
Sanger sequencing. Tumour DNA was obtained from frozen tissues.
Results: Splenic B-cell lymphoma was diagnosed in 71/87 (81,6 %) pts,
predominantly SMZL (70 %). 5/71 cases (ratio m:f 1:1.5; median age
55 years, normal or high level leukocytosis) were characterized by similar
splenic morphology and heterogeneous expression of CD11c, TRaP,
CD103, CD123 without expression CD25, CD27, Cyclin DI,
Annexinl. In 4/5 cases predominantly intravascular CD20+ lymphoid
infiltrates in BMB were revealed. Using cytology nucleoli were invisible,
the number of villous lymphocytes ranged 12-60 %. MutBRAF V600E
or NOTCH1 were not found. Sequencing MAP2K1 showed the presence
of activating mutations of the gene G128D MAP2KI1 in one patients
Conclusion: SDRPL was diagnosed in 7 % of splenic B-cell lymphomas
(2013-2015). Using molecular study for BRAF, MAP2K 1, NOTCH sus-
tainable mutations have not been identified.

OFP-12-003

Functional single nucleotide polymorphisms in IL2 and IL10 alter
predisposition to mantle cell lymphoma, as well as its progression and
imune antitumour response

G. Mendon(;a*, R. Rocha, R. Secolin, S. Nonogaki, M. Delamain, A.
Alves, G. Colleoni, F. Soares, C. Souza, C. Lima, J. Vassallo
*Universidade Estadual de Campinas, Dept. of Pathology, Brazil

Objective: To assess mantle cell lymphoma (MCL) tumour-host interac-
tion dependent on IL2 and IL10 by genotyping functional single nucleo-
tide polymorphisms (SNPs) to evaluate risk for tumour onset, prognosis
and cellular microenvironment composition.

Method: We selected 100 consecutive patients with MCL and 151 blood
donors as controls. Genotyping for rs2069762, rs6822844 (IL2),
rs1800872, rs1800890 and rs3024491 (IL10) was performed using
Tagman® Openarray® technology. Paraffin-embedded tumour tissue was
submitted to immunohistochemistry (IHC) for CD68, CD163, iNOS,
FOXP3, IL2 and IL10. Slides were analyzed using the Aperio® system.
Results: A higher frequency of IL10 AGA haplotype was found in MCL
patients as compared to controls (p=0.06 after correction for multiple
comparisons). AA genotypes of both rs2069762 and rs3024491 were
independently associated with unfavorable overall (p<0.01 and
p<0.001, respectively) and event-free survivals (p=0.03 and p=10.06,
respectively). Patients carrying rs3024491 AA genotype showed in-
creased levels of FOXP3 (p=0.06) and iNOS-positive macrophages
(p=0.01) in tumour biopsies. Neither IL2 nor IL10 expression seemed
modulated by the respective SNPs.

Conclusion: Our data suggest that a 3-SNP haplotype in IL10 might
predispose to MCL. Moreover, the AA genotype of 1s3024491 may in-
crease T-reg lymphocyte and cytotoxic macrophage levels in MCL.
Finally, both rs3024491 and rs6822844 are independently associated with
unfavorable prognosis in this lymphoma.

OFP-12-004

AIDS related Non Hodgkins lymphomas: A report on 320 cases from
single institution addressing gray zones in diagnosis

T. Shet*, M. Sengar, S. Epari, S. Sawant, H. Jain, S. Laskar, H. Menon, S.
Gujral, A. Alahari

“Tata Memorial Hospital, Dept. of Pathology, Mumbai, India

Objective: AIDS related lymphomas (ARL) form a unique and interest-
ing spectrum of tumours. Not many papers have highlighted the gray
zones in diagnosis given the uncommon nature of the disease.

Method: This study on 320 ARL focused on evaluating these tumours
using a wide panel of antibodies and attempting to segregate the clear
from unclear tumours or gray zone areas.

@ Springer

Results: Of the 320, 122 were diffuse large B cell lymphoma(DLBL), 152
Plasmablastic lymphoma(PL) and 46 Burkitt lymphoma. There were no T
cell lymphomas during the study period. In 308 cases detailed immunohis-
tochemistry could be performed after which there were 102 DLBL, 129 PL,
42 BL and 35 tumours were gray zone cases. The gray zone areas included a
gray zone between DLBL/BL(4), tumours that expressed markers like
plasmablastic lymphoma but morphologically were Burkitt’s lymphoma
(Blastic BL/PL. 7), large B cell lymphomas that expressed markers like PL
but were morphologically DLBL(14), and unclassifiable lymphomas that
expressed only LCA(10). When stratified by original diagnosis PL Showed
poor OAS/ overall survival but using the revised definition a significant better
survival of PL as compared to the gray zone cases was seen(p - 0.013).
Amongst other factors affecting OAS were CD4 counts (p - 0.0001), site
of disease(p - 0.006)), HAART therapy (0.0001) and type of chemotherapy.
Conclusion: Gray zones exists in ARL and there is tendency to overcall
PL and the gray zone entities need to be weeded out for better patient
management.

OFP-12-005

Stathmin-1, a marker of problematic cases in folicular lymphoma
S. Akturk*, G. Kaygusuz, H. Kivrak, S. K. Kése, Y. Sahin, I. Kuzu
Ankara University, Pathology, Turkey

Objective: The aim of this study was to assess stathmin-1 status, its
correlation with clinicopathological parameters and with 1p36 gene rear-
rangement, and its role as a diagnostic marker in follicular lymphoma.
Method: This study included 81 follicular lymphoma cases. Stathmin 1
was evaluated by immunohistochemistry on tumour tissue macroarrays.
Besides, 1p36, bcl-2, bel-6, IgH gene rearrangement by FISH analysis
was performed.

Results: Stathmin 1 expression was detected in 88,9 % of cases. There
was a positive correlation between the histologic grade and Stathmin 1
positivity (p=0.001, Chi-Square test). All BCL2- cases (n=13) were
positive for Stathmin 1 whereas, 8/9 of CD10- cases were positively
stained. FISH analyses are pending.

Conclusion: We showed that Stathmin 1 was helpful in detecting BCL2-
and CD10- follicular lymphomas, and it could be a novel diagnostic
marker for those problematic cases.

OFP-12-006

The incidence & prognostic impact of ASXL1 mutations/protein ex-
pression in myeloid stem cell diseases with concurrent bone marrow
fibrosis and concordance between Sanger sequencing &
immunohistochemistry

D. Vuralli Bakkaloglu*, H. Sentiirk Ciftci, O. A. H. Muslumanoglu, S.
Ekizoglu, C. Kekik Cinar, M. C. Ar, N. Tuzuner

*Cerrahpasa Medical Faculty, Pathology Dept., Istanbul, Turkey

Objective: The aim of the study is to determine the incidence& prognos-
tic impact of ASXL1 mutations and protein expression in myeloid stem
cell diseases with concurrent bone marrow fibrosis.

Method: The bone marrow aspirations&biopsies of 84 adult patients
diagnosed as MDS-F, MDS/MPN-F and PMF-SF at Cerrahpasa Faculty
of Medicine, Pathology Department between the years 2008-2013 were
included in the study. Patients were evaluated according to
clinicomorphological parameters& ASXL1 mutations/protein expression
and their prognostic value were investigated.

Results: Immunohistochemistry(IHC) was found to be concordant with
sequencing in terms of detecting nonsense mutations
(100%sensitivity&specifity). ASXL1 mutations/protein expression short-
en the OS and were significantly associated with male gender, anemia,
high blast count, dysplasia in >2 lineages, increase in stromal plasma cells
and leukemic transformation, but not correlated with fibrosis. This is the
first study investigating the associations between ASXL1 mutations/
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protein expression and morphological parameters and comparing the
ASXL]1 mutational status and protein expression. Two nonsense, 5 mis-
sense unannotated mutations and 2 novel genetic alterations on 3’'UTR
have been discovered.

Conclusion: The algorithm to be chosen to detect the ASXL1 mutational
status could be screening the protein expression by IHC and if score 2/3
staining is observed, molecular method could be performed to define the
specific mutation.

OFP-12-007

MicroRNA expression in enteropathy associated T-cell lymphoma
type 1

L. Clarke”, P. Smyth, G. Blackshields, M. Jeffers, F. Quinn, J. O’Leary, E.
Vandenberghe, O. Sheils, R. Flavin

*St James’s Hospital, Histopathology, Dublin, Ireland

Objective: Enteropathy-associated T-cell lymphoma type 1 (EATL) is a
leading cause of mortality in adult-onset coeliac disease. While miRNA
expression has been investigated in other T-cell lymphomas, the objective
of this pilot study is to elucidate the miRNA signature of EATL.
Method: A search of the laboratory information system of two university-
affiliated hospitals was carried out to identify cases of EATL over a 14-year
period (2000-2014). Available histological and molecular features were
reviewed by two histopathologists. An extensive meta-analysis of miRNA
associated with T-cell lymphoma and T-cell function was carried out and a
shortlist of 95 miRNAs was created. RNA was extracted and quantified from
20 paraffin-embedded samples (10 EATL and 10 controls, comprising 5
samples of small bowel without enteropathy and 5 samples with coeliac
disease), and assays were run, using customised TLDA cards. Statistically
significant miRs were identified, using a t-test on R bio conductor software.
Results: Findings included identifying an increase in the expression of
vertebrate-specific miRNAs, miR-196a and miR196b. An eight-fold in-
crease in the expression of miR-127, known to be associated with the
regulation of genes involved in apoptosis, was identified. An eight-fold
reduction in the expression of miR-141 was identified.

Conclusion: This pilot study has identified candidate miRNAs potential-
ly involved in the pathogenesis of EATL.

OFP-12-008

Label-free imaging of routine bone marrow smears by autofluores-
cence permits identification of erythroid precursors in human bone
marrow

K. Metze*, A. P. Racanelli, F. A. Borges da Silva, I. Lorand-Metze
University of Campinas, Pathology, FCM, Brazil

Objective: Fluorescence lifetime imaging (FLIM) creates images by
measuring the delay of the fluorescence photon emission at each image
pixel reflecting differences in molecular structures and their physico-
chemical environment. We investigated the utility of this technique for
diagnosis in routine bone marrow (BM) smears.

Method: We used unstained BM smears: 13 normal, 10 acute myeloid
leukemias, 5 megaloblastic anemias, 3 acute erythroid leukemias and 2
sideroblastic anemias. Images were captured with a confocal microscope
and a HPM-100-40-Hybrid detector, with an excitation at 405 nm (diode
laser,80 MHz). Images were compared with May-Griinwald-Giemsa
(MGQG) stained smears.

Results: We obtained highly contrasted FLIM images. Different cell
types could be easily recognized by their similarity with MGG images.
Erythrocytes exhibited short lifetimes (hemoglobin component) with sim-
ilar values in all groups except for those with sideroblastic anemia.
Nuclear lifetimes were higher than those of cytoplasm, which showed
intermediate values, similar to the protein background. Nuclei and cyto-
plasm of granulopoetic precursors had values considerably higher than
those of erythroblasts.

Conclusion: The FLIM technique was easily applicable on routine
smears without stain. The images had good quality permitting cell iden-
tification. FLIM values allowed to distinguish different lineages of cells
thus suggesting relevant physicochemical differences of the nuclear and
cytoplasmic organization.

OFP-12-009

Bone marrow histopathology in patients with myelofibrosis following

allogeneic stem cell transplantation: Single institution experience

V. Baykov', A. Botina, M. Barabanshikova, E. Morozova, B. Afanasyev
St Petersburg 1st Medical Univ., Pathology, Russia

Objective: To assess hematopoietic reconstitution and regression of bone
marrow (BM) fibrosis in patients with myelofibrisis (MF) following al-
logeneic stem cell transplantation (alloHSCT).

Method: At our institution 12 pts were treated with alloHSCT for MF
between 2012 and 2015, in 7 cases BM trephines at diagnosis and at
follow-up (days +40+ 10 and +100 + 10) were available. These pts were
aged 36-57 years. 5 pts had primary MF, 1 - post-PV MF, 1 -post-ET MF.
3/6 were JAK-2+, 1/2 were CALR+. 6 pts are alive in remission at the
present time with median follow-up 13 months, one patient died from
graft failure and infectious complications. Bone marrow samples were
fixed in 10 % buffered formalin, decalcified in EDTA and processed
routinely. H&E, Giemsa and Gomori stains were done.

Results: At diagnosis all pts showed features of corresponding myelo-
proliferative neoplasm with severe MF, consistent with grade 2—3 accord-
ing to European consensus approach. At day +40 MF was reduced by 1
grade, and at day +100 5 of 7 pts showed MF grade 0—1 with restoration
of normal BM architecture.

Conclusion: AlloHSCT is an effective treatment modality for myelofi-
brosis. By day +100 we observed restoration of normal BM architecture
with MFO-1 in 5 of 7 pts included in the study.

OFP-12-010
Myeloid sarcoma: Clinicopathological evaluation of 40 cases
D. Demir’, N. Ozsan, M. Hekimgil

Manisa State Hospital, Pathology, Turkey

Objective: Myeloid sarcoma (MS) is a tumour mass consisting of mye-
loid blasts presenting at an anatomical site other than the bone marrow
(BM). It can be seen de novo or in association with acute myeloid leuke-
mia (AML), myeloproliferative neoplasias (MPN), or myelodysplastic
syndrome (MDS). The aim of this study was to evaluate the presenting
features, morphological and immunohistochemical features of MS cases
diagnosed in our institution, in view of the literature.

Method: We searched the medical records of our institution for the pa-
tients diagnosed as MS between 1999 and 2015. Fourty cases were found
and reevaluated.

Results: Median age was 37.9 years (range: 5 months—84 years); 26 were
male, 14 were female. The most commonly involved sites were the lymph
nodes, soft tissue, bone, and skin. Immunohistochemically, CD68-KP1 was
the most commonly expressed marker (31/34; 91 %), followed by CD33
(7/9; 77.7 %), MPO (25/36; 69.4 %), CD117 (18/28; 64 %), lysozyme (18/
29; 62 %), CD68-PGM1 (2/4, 50 %), and CD34 (12/33; 36.3 %). BM
examination revealed AML in 13 cases (only five cases manifested with
preceding or coincidental AML); MPN or MDS in 11 cases, and none were
found in 9 cases. Four cases showed central nervous system involvement in
cerebrospinal fluid. Three cases manifested in multiple sites.

Conclusion: MS is a rare extra-medullary tumour mass composed
of immature myeloid cells. It may present with variable morpho-
logical and phenotypic features in addition to pathological diag-
nostic challenges. Extensive immunohistochemical panel may be
necessary for accurate differential diagnosis which is critical for
appropriate therapy.

@ Springer
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OFP-12-011

Flow cytometry and fine needle aspiration cytology in the screening
of lymphoproliferative diseases: Ten years experience

0. Cambero Moratalla”, L. Castillo-Fernandez, M. Lopez-Carreira, J.
Tardio, A. Moreno

*H. U. de Fuenlabrada, Dept. of Pathology, Madrid, Spain

Objective: To determine the accuracy of fine needle aspiration cytology
(FNAC) complemented by flow cytometry (FC) for the diagnosis of
lymphoid lesions.

Method: Consecutive 252 FNACs of lymphoid lesions studied with com-
plementary FC, over a period of 10 years, were retrieved from our files and
correlated with histology and/or clinical follow-up if available. FC was
performed with the following antibodies in a panel: CD45, CD19, CD3,
CD4, CD8, CDS, CD10, CD23, FMC-7, Kappa and Lambda chains.
Results: 198/252 (78,6 %) FNACs were diagnosed as reactive, 32/252
(12,7 %) as aberrant phenotypic trait (suspicious), 20/252 (7,9 %) as
malignant and 2/252 (0,8 %) as inconclusive. The results of histological
examination were available in 18/20 malignant lesions, in 23/32 suspi-
cious cases, in the 2 inconclusive cases and in 28/198 reactive cases. 16/
18 (88,9 %) malignant lesions, the 2 (100 %) inconclusive cases and 10/
23 (43,5 %) suspicious cases were diagnosed as malignant. In 23/28
(82,1 %) reactive cytological cases, a benign process was diagnosed by
histology. Correlation with histology showed a sensitivity of 86 % and a
specificity of 90 %.

Conclusion: FC is an important additional tool in the cytological diag-
nosis of lymphoproliferative disorders, being the combined approach a
useful technique for distinguishing reactive lymphoid proliferations from
malignant lymphomas.

Thursday, 29 September 2016, 08.30—12.00, Conference Room 5
OFP-13 Thoracic Pathology

OFP-13-001

Preoperative detection of circulating epithelial cells in non-neoplastic
pulmonary pathology. Pitfalls and limits of the CellSearch method
E. Denis*, E. Long, V. Hofman, E. Selva, M. Ili¢, P. Hofman

“CHU Pasteur, Pathology, Nice, France

Objective: The detection of circulating “tumour” cells (CTCs) by
the CellSearch (CS) system is the only method approved by the
FDA for the follow-up of patients with metastatic breast, prostate
or colon cancer. The CS assay uses anti-EpCAM ferrofluid mag-
netic particles to capture and anti-CK8/18/19 to visualize CTCs.
This approach entails potentially false negatives given the
epithelial-mesenchymal transition in some CTCs. The absence of
cytopathological criteria on isolated cells does not assert their
tumour nature. We evaluated the CS specificity in patients with
non-neoplastic lung disease.

Method: The CS analysis was performed in 37 patients before
surgery for non-tumoural thoracic pathology: infectious diseases
[tuberculosis (n=6); actinomycosis (n=1), aspergillosis (n=2),
abscess (n=3); bronchopneumonia (n=2)], inflammatory and de-
generative diseases (n=15); and various other thoracic non-
tumoural diseases (n=38).

Results: 5/36 (14 %) patients had at least 2 epithelial cells detected by the
CS method. One patient had prior history cancer but progression was not
observed. No patient developed cancer pathology after 6 years of clinical
follow-up.

Conclusion: CS technique can detect non-tumoural epithelial cells
and gives false positive results of CTCs. “CTCs” terminology
may seem overused when reporting results. The lack of precise
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cytomorphological criteria with the CS method is a strong limit to
this technology.

OFP-13-002

Sphingosine kinase 1 and epithelial-mesenchymal transition in lung
adenocarcinoma

P. Fouret”, L. Castelain, H. Le Stunff

Pitié-Salpétriere (APHP), Dept. de Pathologie, Paris, France

Objective: To uncover copy-number deregulated genes that drive pheno-
types in lung cancer.

Method: An integrated analysis of copy-number aberrations and
gene expression profiles in 105 lung adenocarcinomas was used
to uncover genes associated with coordinated gene expression
profiles. Gene expression levels were validated by qPCR. Gene
products were localized by Immunolabeling in tumour tissues.
Results: Sphingosine-kinase 1 (SphK1) was overexpressed in cases
with gains of 17q compared to cases with diploid 17q (p<0.05).
SphK1 overexpression correlated with a signature that overlapped
with the epithelial-mesenchymal transition (EMT) hallmark signa-
ture (q value 1 E-67, GSEA, Broad Institute). Genes in the
SphK1-associated signature included EMT inducers (SNAII,
SNAI2 and TWIST1), many collagens and fibroblast activation
genes (FAP, POSTN). Using monoclonal antibodies that reacted
specifically with SphK1 or SNAI2—the EMT inducer that most
strongly correlated with SPHK1 expression -, we could localize
the proteins to tumour cells. These results were confirmed by
showing the localization of SphK1 or SNAI2 to cells overexpress-
ing TP53.

Conclusion: Deregulated SphK1 in tumour cells was associated with 17q
gains and an EMT signature in lung adenocarcinomas. This suggests that
overexpression of SphK1 in tumour cells can contribute to an EMT in
lung cancers.

OFP-13-003

PD-L1 expression in primary tumour and circulating tumour cells in
patients with advanced non-small cell lung cancer

M. Ilié*, E. Szafer-Glusman, V. Hofman, E. Long, S. Lalvée, E. Selva, C.
H. Marquette, M. Kowanetz, P. Hedge, E. Punnoose, P. Hofman
*Centre Hosp. Universitaire de Nice, France

Objective: Expression of PD-L1 in tumour and immune-cells has
demonstrated predictive value to atezolizumab treatment in
NSCLC patientsl, and emerged as a promising biomarker for
the selection of patients to cancer immunotherapies. Given the
difficulty in obtaining tissue for biomarker assessment in
NSCLC, we investigated the utility of circulating tumour cells
(CTCs) as a non-invasive method to evaluate PD-L1 status in
advanced NSCLC patients.

Method: CTCs were enriched from peripheral blood samples from
80 NSCLC patients (ISET platform, Rarecells). PD-L1 expression
in CTCs and matched-tumour-tissue was evaluated by ITHC
(SP142, Ventana), and quantified in tumour and white blood cells.
Results: CTCs ranged from 2 to 268 CTCs/4 ml, with median 65
CTCs/4 ml. 6 patients (7.5 %) showed >1 PDL-1 positive CTC,
and 16 patients (20 %) showed >1 % PDL-1 positive tumour cells
in tissue with 93 % concordance between tissue and CTCs. 46
patients (58 %) showed >1 % PDL-1 positive immune infiltrates
in tissue, and 39 patients (49 %) showed >1 % PDL-1 positive in
circulating WBC, with 80 % concordance between blood and
tissue.

Conclusion: PD-L1 status in CTCs and WBCs correlated well with PD-
L1 status in tissue, revealing the potential of CTCs as a non-invasive real-
time biopsy to evaluate PDL-1 expression in NSCLC.
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OFP-13-004

Prognostic value of Fibroblast Growth Factor Receptor (FGFR) 1
gene amplification and FGFR2/FGFR3 driver-mutations in patients

with Squamous Cell Carcinoma (SCC) of the lung

F. Flockerzi", B. Holleczek, F. Langer, C. Roggia, J. Schope, R. M. Bohle
Universitit des Saarlandes, Inst. fiir Pathologie, Medizinische Fakultit,

Homburg, Germany

Objective: ANp63/p40-positive resected SCC of the lung (n=101) were
analyzed for FGFR1 gene amplification and driver-mutations in FGFR2/
3 genes to investigate their prognostic value.

Method: FISH-analysis was performed on formalin-fixed paraffin em-
bedded tissues. For the detection of K660N/K660E (FGFR2) and R248C/
S249C (FGFR3) mutations, tumour DNA was sequenced by Sanger
sequencing.

Results: Twenty-two of 101 (22 %) samples were amplification positive
based on a FGFR1/CENS ratio 2.0 or higher. In advanced stages (III-1V),
patients carrying the amplification showed significantly longer overall sur-
vival (p=0,006). Among women, amplification was significantly associated
with longer overall survival (p=0,023). The FGFR1 gene amplification sta-
tus was associated with younger patient age (65 versus 69 years, p=0,046);
there was no association with gender, tumour stage, histologic subtype, tu-
mour grade or ANp63/p40-immunoreactivity. In one out of 101 cases (1 %)
the S249C mutation was identified, there was no indication that it influences
overall survival; the K600ON, K660E or R248C mutations were not identified.
Conclusion: In SCC of the lung, FGFR1 gene amplification is a frequent
genetic alteration whereas K660N/K660E (FGFR2) and R249C/S249C
(FGFR3) are rare events. In SCC of the lung, FGFR1 gene amplification
appears not to be a negative but rather a favorable prognostic factor for
women and particularly for patients with advanced tumours.

OFP-13-005

End-stage sarcoidosis: Radiologic-pathologic correlation

A. Khoor*, J. Phelan, C. Keller, T. Colby, K. Leslie, A. Lee
Mayo Clinic, Dept. of Pathology, Jacksonville, USA

Objective: To correlate radiologic and pathologic findings in patients
who received lung allografts for a clinical diagnosis of end-stage
sarcoidosis.

Method: From 2001 to 2016, 20 patients (4 % of our total) were
transplanted for presumed end-stage pulmonary sarcoidosis. Pre-
transplant high-resolution computed tomography (HRCT) images of the
chest were reviewed by a thoracic radiologist. The explants were
reviewed for the type of fibrosis and the presence of granulomas.
Results: The HRCT opinions were as follows: likely sarcoidosis, likely
usual interstitial pneumonia (UIP), and other. The “likely sarcoidosis”
HRCT category (15 cases) histologically corresponded to sarcoid type fi-
brosis with granulomas in 11 cases and without granulomas in 4 cases. The
“likely UIP” HRCT category (4 cases) histologically corresponded to UIP
pattern in 3 cases and sarcoid type fibrosis with granulomas in 1 case.
Multidisciplinary discussion concerning these latter cases resulted in a di-
agnosis of idiopathic pulmonary fibrosis (IPF) in 3 cases and sarcoidosis in
1 case, respectively. Finally, “other” HRCT findings (1 case) represented
sarcoidosis-related pulmonary veno-occlusive disease histologically.
Conclusion: (1) End-stage sarcoidosis may lack granulomas. (2) Patients
presumed to have end-stage sarcoidosis may show UIP pattern. This may
be due to the development of IPF in a patient with a clinical history of
sarcoidosis.

OFP-13-006

Morphological and functional features of pulmonary embolism

R. Kalinin", M. Mnikhovich, L. Kaktursky, A. Gallyamova, V.
Pechnikova, 1. Vasin, S. Snegur

*Ryazan State Medical University, Dept. of Pathology, Russia

Objective: To study morphological features of pulmonary embolism.
Method: Autopsy examination.

Results: 2926 autopsies served as the material for the analysis (1568 men—
48.1 %, 1358 women—>51.9 %), which were obtained from postmortem
studies in Moscow and Ryazan. Among the sources of all thromboembolic
complications by frequency of occurrence in the first place are the veins
(venous sinuses) of crus and thigh (femoral popliteal-iliac-segment) (50.1 %
of both men and women), in the second—the right heart cavity (18.7 %).
Other separate systems of vena cava inferior (pelvic, hemorrhoidal, hepatic
veins and vena cava inferior itself) were the source of thrombosis in 9.8 %.
With genetically determined factors the state of thrombophilia is associated,
clinical implementation of which is induced by external influences.
Acquired factors predisposing to thrombosis are many conditions that can
be grouped by the pathogenetic principle: activation of coagulation factors
and fibrinolysis violation; pathology of platelets; deceleration and/or blood
flow disturbance; changes in blood rheology; damage to the endothelium
and vascular wall; drug therapy. For example, thrombin increases the ex-
pression of cell adhesion molecules. Also, we can indicate that the throm-
boembolic process is associated with the expression of cell adhesion mole-
cules such as P-selectin, ICAM-1 (CD54) and VCAM-1 (CD106).
Conclusion: At this level of study leading factor in this pathology is
mechanical obstruction of the pulmonary arterial system. Pathologic pic-
ture of death by pulmonary embolism is made by complex of pathological
changes. The main of them is the presence of thromboembolism in the
gaps of pulmonary trunk system, the second—the source of thromboem-
bolism, the third—the macro and / or microscopic reactive changes.

OFP-13-007

Association of Type V collagen regulated genes and isoforms chains
with systemic sclerosis-related pulmonary fibrosis

W. Rosolia Teodoro*, I. Begalli, A. P. Pereira Velosa, P. Martin, S.
Carrasco, A. Ab’Saber, E. Roger Parra, V. Capelozzi

“Universidade de S3o Paulo, Medical School, Dept. of Rheumatology,
Brazil

Objective: Type V collagen (COLV) can be a possible trigger involved in
the pathogenesis in early stages of systemic sclerosis (SSc). This study aimed
to analyze morphological and molecular features of «1(V) and «2(V) chains
and the role of COL5A1, COL5A2 gene expression in fibrillogenesis in a
cohort of patients with early SSc-related pulmonary fibrosis.

Method: Pulmonary biopsies were obtained from 7 patients with SSc-
related fibrosis and 7 healthy controls. Morphometry, immunofluores-
cence and qPCR were performed to characterize microscopic changes
of «1(V) and &2(V) protein and levels of RNA COL5A1, COL5A2.
Results: Lung immunofluorescence and qPCR data distinguished
patients with SSc-related pulmonary fibrosis from healthy con-
trols. In lungs of patients with SSc-related fibrosis who had ab-
normal histoarchitecture, immunofluorescence confirmed increased
markers of «1(V) protein around the alveolar septa and capillaries
resulting in a fine net pattern on collapsed areas and overexpres-
sion of «2(V) in capillaries and vessels. qPCR revealed increased
COL5A1 and COL5A2.

Conclusion: These results highlight major pathogenic pathways relevant
to lung in SSc-related fibrosis suggesting that a post-translational modi-
fication of «1(V) chain and up-regulated expression of COL5A1-
regulated gene can interfering with the normal extracellular matrix lung
parenchyma. Further studies on the inhibition of «1(V) chain are neces-
sary to test if gene therapy can attenuate effects of this disease.

OFP-13-008
Micropapillary carcinoma has the worst prognosis among stage Ia
lung adenocarcinomas
T. Zombori', D. Urban, R. Nemedi, L. Tiszlavicz, J. Furak
University of Szeged, Dept. of Pathology, Hungary
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Objective: In view of the new WHO classification of lung neoplasms, we
analyzed the survival of resected stage la adenocarcinomas according to
their histological type.

Method: Between 2004 and 2013, 183 stage la adenocarcinomas were
resected from 72 men and 111 women (mean age: 62.3 years). The subtypes
of the adenocarcinomas were as follows: in situ adenocarcinoma 11 (6 %),
minimally invasive 9 (5 %), lepidic 31 (17 %), acinar 45 (24 %), papillary 29
(16 %), solid 47 (26 %) and micropapillary carcinoma 11 (6 %). The subtypes
of adenocarcinomas and the overal survival were compared between the low
grade (in situ, minimally invasive, lepidic), intermediate grade (acinar, papil-
lary) and the high grade (solid and micropapillary) adenocarcinoma groups.
Results: The 5-year Kaplan-Meier estimates of overall survival were as
follows: in situ (100 %), minimally invasive (88.9 %), lepidic (87.7 %),
acinar (89.6 %), papillary (85.8 %), solid (65.5 %) and micropapillary
(27.3 %) with a significant difference between the low+intermediate and
high grade (55.6 %) groups (p=0.001), and inside the high grade group
between solid and micropapillary carcinomas (p=0.001).

Conclusion: Micropapillary adenocarcinoma had the worst survival
among the different subtypes of stage la adenocarcinomas, therefore ad-
juvant treatment should be considered even in stage Ia.

OFP-13-009

Diffuse idiopathic pulmonary neuroendocrine cell hyperplasia syn-
drome versus carcinoid tumours with/without neuroendocrine cell
hyperplasia: A clinicopathologic, imaging and immunomolecular
comparison study

M. C. Mengoli*, A. Cavazza, R. Franco, F. Zito Marino, M. Migaldi, L.
Gnetti, E. M. Silini, L. Ampollini, M. Tiseo, F. Lococo, G. Rossi
*Azienda Ospedaliero-Universita, Anatomic Pathology, Modena, Italy

Objective: To evaluate similarities and differences between diffuse idio-
pathic pulmonary neuroendocrine cell hyperplasia syndrome
(DIPNECH) and carcinoid tumours with/without NECH.

Method: Clinical and imaging data (gender, age, symptoms, respiratory
function, smoking habit, computed-tomography/CT pattern), pathologic
features (histotype, tumour size, and stage, mitotic rate, necrosis, central/
peripheral site), immunohistochemical findings (TTF-1, hormonal recep-
tors, CD10, chromogranin, synaptophysin, CD56, p40, napsin, GRP/
bombesin, ACTH, p70S6K, mTOR, SSTR2, Rb, ALK) and molecular
gene mutations (EGFR, KRAS, c-KIT, PDGFRs) were collected from 19
DIPNECH and 132 pulmonary carcinoids.

Results: Overall, there were 77 females and 74 males with a median age
of 57 years. Fifty-eight percent were non-smokers, 49 % were symptom-
atic. One-hundred forty-one were typical carcinoids (93.4 %), 110 in
stage A and 82 showed a central/peri-hilar location. Neither molecular
alterations nor ALK expression were detected. Patients with DIPNECH
significantly differed in terms of gender (all females, p<0.0001), smoke
(non-smokers, p=0.021), presence of symptoms, obstructive/mixed re-
spiratory function, peripheral location and air-trapping with histology-
confirmed constrictive bronchiolitis (p <0.0001). Among immunohisto-
chemical markers, DIPNECH was statistically correlated with higher ex-
pression of TTF-1, CD10 and GRP/bombesin-like peptide (p <0.0001).

Conclusion: No single biomarker may distinguish DIPNECH from car-
cinoids with/without NECH, but patients with DIPNECH syndrome are
significantly associated with symptomatic small airway alterations.

OFP-13-010

Epidermal growth receptor mutations and TTF-1 status in Turkish
non-small cell lung carcinoma cases

M. Musayeva, S. Dizbay Sak, S. Boyacigil, O. Coskun, Z. Gencturk
Ankara University, Pathology, Turkey

Objective: To investigate the incidence of Epidermal Growth Factor
Receptor (EGFR) mutations in Turkish non-small cell lung carcinoma

@ Springer

(NSCLC) patients and to evaluate the associated pathological and immu-
nohistochemical features.

Method: 600 primary and metastatic therapy-naive NSCLC cases (biop-
sy, cytology, resection specimens) were evaluated for EGFR mutation by
Sanger sequencing. H&E and immunohistochemical sections were exam-
ined; available cases were stained for TTF-1 and NapsinA by forming a
tissue array.

Results: Sequencing was successful in 532 (88.6 %) cases. A total of 74
mutations were detected in 70 patients (13.1 %) (61.4 % woman, 38.6 %
man). The distribution of mutations was 6.8, 51.3, 8.2 and 33.7 %; in
exons 18, 19, 20 and 21 respectively. All EGFR mutant cases, except for
one case was positive for TTF-1. All mutant cases were also positive for
Napsin A, except for two cases.

Conclusion: EGFR mutation rate is lower than that of Asia Pacific in
Turkish NSCLC cases. Mutation rate and distribution are similar to other
European countries. TTF-1 negativity is a good predictor of a wild type
EGFR. We think that, TTF-1 status could be incorporated in molecular
algorithm of NSCLC cases in resource poor countries.

OFP-13-011
What pathologies have we found in the mediastinum these past
25 years?
M. Rassy , E. Bitar, S. Naderi, G. Tabet, C. Ghorra
Saint Joseph University, Dept. of Pathology, Beirut, Lebanon

Objective: To report, for the first time in Lebanon, the descriptive epide-
miology of pathologies diagnosed in the mediastinum.

Method: All 1039 patients with a mediastinal pathology exam at Hotel-
Dieu de France University Hospital from January 1991 to December
2015 were included.

Results: 628 (60.4 %) had a mediastinal neoplasm. Most cases were
lymphomas (33.3 %) with a mean age of 34.0 years, or metastases
(32.3 %) with a mean age of 59.8 years. Those were followed by thymic
neoplasms (17.5 %), ectopic tumours (8.0 %), mesenchymal tumours
(5.9 %), germ cell tumours (1.6 % with a mean age of 29.6 years), and
other rare tumours (1.4 %). A striking male predominance was found for
metastases and mesenchymal tumours (Male/Female sex ratios of 1.9 and
2.1 respectively). Within thymic neoplasms, thymomas represented
71.8 %. Of the 411 non-tumoural patients (39.6 %), 42.1 % had a gran-
ulomatous reaction, 9.0 % a thymic hyperplasia or cyst, and 4.4 % a cyst
(bronchogenic/pericardic/enteric). The remaining 44.5 % cases had no
specific diagnosis (mostly lymph nodes and thymectomies). The mean
age of patients with a granulomatous reaction was 46.4 years, compared
to 31.1 years for the cysts.

Conclusion: Reporting the descriptive epidemiology of mediastinal pa-
thologies establishes the basis for further investigations. The adopted
diagnostic procedures efficacy can now be evaluated.

OFP-13-012

Blood sample-based New Generation Sequencing detects circulating
free MicroRNA from chronic thromboembolism pulmonary hyper-
tension (liquid biopsy)

A. T. Fabro", H. R. Cruvinel, P. d. Santos Ledo, A. L. dos Santos, J. R.
Machado, C. Bueno, R. A. Oliveira, C. A. Rainho, H. H. Bok Yoo, V. L.
Capelozzi

"FMRP/USP, Pathology, Ribeirio Preto, Brazil

Objective: Chronic thromboembolic pulmonary hypertension (CTEPH)
is characterized by thrombus organization, pulmonary remodeling and
increased pulmonary vascular resistance. Our aims was to determinate a
plasma circulating microRNA profile as a diagnostic and prognostic bio-
marker of CTEPH.

Method: 12 CTEPH patients, 10 patients with pulmonary hypertension
of other causes and 10 healthy volunteers were sequentially studied in
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2016. All relevant clinical data from medical records, the V/Qscan and/or
angiotomography, and right heart catheterization results were analyzed.
An optimized protocol for RNA extraction from plasma samples by
Qiagen mirneasy serum/plasma kit in combination with the Vac-Man®
Vacuum Manifold were used. The Illumina TruSeq Small RNA-Seq
Sample Prep Kit was used to generate small RNA library directly from
total RNA. Clustering and sequencing was accomplished using the
Illumina NextSeq500. Further databases and software used for analysis
were the Diana software.

Results: The New York Heart Association Functional Classification and
the levels of N-terminal-pro-brain-type natriuretic peptide did not differ
between pulmonary hypertension groups. High-quality RNA were ex-
tracted. Circulating microRNAs were differentially expressed and asso-
ciated with prognostic outcome (p <0.05).

Conclusion: The MicroRNA profile might reflect pathogenesis of
CTEPH, providing some clue for biomarker screening, however it still
needed to be validated to clinical practice.

OFP-13-013

Inflammatory cell characterization and localization in malignant
pleural mesothelioma

F. Lunardi’, G. Pasello, N. Nannini, S. Vuljan, L. Urso, V. Polo, L.
Bonanno, P. Conte, G. Marulli, F. Rea, F. Calabrese

*University of Padova, Italy

Objective: Malignant pleural mesothelioma is a pleural tumour associat-
ed with asbestos exposure and subsequent chronic inflammation.
Epithelioid mesothelioma is associated with a better patient prognosis
compared with sarcomatoid/biphasic subtypes. The aim of this study
was to characterize inflammatory cell infiltrates in mesothelioma samples
and to correlate morphological features with clinical data.

Method: Peritumoural and intratumoural inflammatory cells were char-
acterized by Immunohistochemistry and quantified in 34 mesotheliomas
(17 epthelioid and 17 sarcomatoid/biphasic) and expressed as percentage
of neoplastic area. Overall (OS) and progression free survival (PFS) after
standard first-line platinum/pemetrexed were also evaluated.

Results: Higher inflammation percentages were seen in epithelioid me-
sotheliomas both in intra and peritumoural areas (p=0.03 and p=0.05).
B lymphocytes were mainly detected in peritumoural area, while T lym-
phocytes and macrophages were present both at the intra and
peritumoural level. Epithelioid mesotheliomas seem to be characterized
by higher values of peritumoural B lymphocytes, while sarcomatoid/
bipahasic samples showed higher percentages of intratumoural T lym-
phocytes and macrophages. A significant correlation was found between
total inflammation and PFS (p=0.03) and between intratumoural macro-
phage infiltration and OS (p=0.05).

Conclusion: Epithelioid and sarcomatoid/biphasic mesotheliomas are
characterized by different inflammation patterns that might impact sur-
vival. A confirmatory study on a larger sample size and correlation with
asbestos exposure is currently ongoing.

OFP-13-014

Next Generation Sequencing of lung adenocarcinoma of smokers
with and without Chronic Obstructive Pulmonary Disease (COPD)
F. Lunardi*, G. Nardo, N. Nannini, S. Vuljan, M. Schiavon, M. Tebaldi,
D. Calistri, F. Rea, S. Indraccolo, F. Calabrese

*University of Padova, Italy

Objective: Few recent works report some different morphological fea-
tures of lung cancer in smokers with and without COPD. To date it is
unknown if COPD-associated lung cancer has a different molecular pro-
file. We aimed to analyze gene mutations in adenocarcinoma samples
from smokers with COPD versus smokers without COPD by using next
generation sequencing (NGS).

Method: 27 surgical specimens of lung adenocarcinoma (8§ COPD and 19
non-COPD) were analyzed using a 30-gene NGS panel on MiSeq
platform.

Results: COPD and non-COPD smokers showed a median value of 1.5
and 2 mutations for each patient. When considering only mutations with
well known pathogenetic role, at least one gene was altered in 75 % of
COPD, 79 % of non-COPD smokers, and the most affected genes were
KRAS (48 %), PTEN (19 %), P53 (19 %), EGFR (11 %) with no signif-
icant differences among the groups. Sporadic mutations in MET, STK11
and PIK3CA were detected only in non-COPD smokers.
Adenocarcinoma of non-COPD smokers showed a higher prevalence of
solid/papillary pattern and proliferation index.

Conclusion: NGS analysis revealed a partially different molecular profile
in lung adenocarcinoma of smokers with and without COPD. The signif-
icance of sporadic mutations detected in non COPD smokers and their
influence on the different histological pattern of adenocarcinoma should
be confirmed by larger scale studies.

OFP-13-015

An expression signature as an aid to the histologic classification of
non-small cell lung cancer

L. Girard", J. Rodriguez-Canales, C. Behrens, D. M. Thompson, 1. W.
Botros, N. Rekhtman, W. D. Travis, I. I. Wistuba, J. D. Minna, A. F.
Gazdar

UT Southwestern Medical Center, Hamon Center, Dallas, USA

Objective: Most non-small cell lung cancers (NSCLCs) are diagnosed
from small specimens, and classification using standard pathology methods
can be difficult. This is important as many therapies and clinical trials are
histology-dependent. Our objective was to develop an RNA signature as an
adjunct test for histo-pathological classification of NSCLCs.

Method: A microarray dataset of resected adenocarcinomas (ADCs) and
squamous cell carcinomas (SCCs) was used to develop an ADC-SCC
classifier. Another dataset of ADCs and non-malignant lung was used
for a Tumour vs Nonmalignant classifier. Sample classification was de-
termined by a nearest distance approach.

Results: We developed a 62-gene expression signature that contains many
genes used in immunostains for NSCLC typing. It includes 42 genes that
distinguish ADC from SCC and 20 genes differentiating non-malignant
lung from lung cancer. Testing of the TCGA and other public datasets
resulted in high prediction accuracies (93-95 %). A prediction score was
derived that correlates both with histologic grading and prognosis. Using
the HTG EdgeSeq technology (HTG Molecular Diagnostics, Inc. (HTG))
the classifier can be applied to FFPE specimens and core-needle biopsies,
demonstrating the potential for deployment in standard clinical practice.
Conclusion: Our classifier provides an objective, quantitative method for
the pathological classification of NSCLC.

Thursday, 29 September 2016, 14.00—16.00, Congress-Saal 2
OFP-14 Molecular Pathology

OFP-14-001
H3K27me3 immunohistochemistry highlights the inactivated X chro-
mosome (Xi) and predicts sex in nonneoplastic tissues
1.-M. Schaefer”, A. Minkovsky, J. L. Hornick
Brigham and Women’s Hospital, Dept. of Pathology, Boston, USA

Objective: Histone 3 trimethylation at lysine 27 (H3K27me3), a crucial
epigenetic silencing mark, is detectable by immunohistochemistry (IHC).
In mammalian female cells, dosage compensation is achieved by tran-
scriptional silencing of one X chromosome (Xi) by complex epigenetic
modifications including H3K27me3. The aim of this study was to eval-
uate H3K27me3 THC in nonneoplastic tissues for the detection of the Xi.

@ Springer
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Method: Tissue samples (lymph node, bone marrow, liver, kidney, lung,
colon, skin, and breast) from 14 female and 14 male patients, 2 patients
with Turner syndrome (45,X), and one with Klinefelter syndrome
(47,XXY) were stained using a monoclonal anti-H3K27me3 antibody.
Results: H3K27me3 IHC highlighted the Xi as an eccentric intranuclear
dot in all karyotypically normal female but none of the male patients.
Interestingly, the Xi was detected in hematopoietic cells in bone marrow
from a male patient who had received a female bone marrow transplant
2 years before. Xi was detected in 47,XXY but not in 45,X patients.
Conclusion: H3K27me3 IHC detects the Xi with high sensitivity and
specificity. With prior knowledge of patient sex, this may be useful for
detecting extent of mosaicism in Turner syndrome, clarifying sample
identity, and possibly also assessing chimerism after gender mis-
matched transplant.

OFP-14-002

Impact of Kras mutant subtypes on PD-L1 expression in lung
adenocarcinoma

A. Falk", N. Yazbeck, L. Thon, V. Hofiman, K. Zahaf, K. Washetine, C.
Cohen, C. H. Marquette, P. Brest, M. Ili¢, P. Hofman

*Ircan, inserm ul081/umr cnrs, FHU OncoAge, Nice, France

Objective: Clinical responses to immunotherapy by anti-PD-1/PD-L1
antibodies in NSCLC may be associated with PD-L1 expression. We
investigated the activation of Kras-mutant subtypes as a mechanism of
PD-L1 regulation in lung adenocarcinoma (LUAD).

Method: PD-L1 expression was evaluated by IHC (SP142 clone,
Ventana) on 117 LUAD (KrasWT, n=51; Krasmut, n=66). Stable cell
lines were generated by transfection of Kras-G12D, G12V, G12C and
WT plasmids into Beas2B bronchial cells.

Results: IHC analysis showed higher expression of PD-L1 in both tumour
and immune cells in Kras-mutant LUAD compared with KrasWT tumours
(37 vs. 18 %; P=0.005). Kras-mutant PD-L1+ tumours had increased
CD66b+neutrophil infiltrates and lower CD8+ T-cell content than PD-L1
— tumours. In vitro, mutant Kras led to significantly higher cell-surface PD-
L1 expression and PD-L1 transcripts, notably in KrasG12C and KrasG12V
cells, suggesting PD-L1 transcriptional regulation. There was differential
activation of NF-kB, ERK and Pi3k/Akt pathways between Kras-mutant
subtypes. PD-L1 was upregulated 3-fold by stimulation with IFNvy, inde-
pendently of the Kras codon subtypes. Instead, hypoxia significantly in-
creased PD-L1 expression in KrasG12C and KrasG12D cells only.
Conclusion: PD-L1 may be a therapeutic target in Kras-mutant LUAD.
According to the Kras mutation subtype, potential drugs targeting the NF-
kB, ERK or Pi3k/Akt pathways may increase the antitumour adaptive
immune responses.

OFP-14-003

Liquid biopsy testing in routine clinical management of advanced
non-small cell lung cancer: Clinical validation in a single
biopathology laboratory

M. Ili¢", E. Long, V. Tanga, V. Lespinet, O. Bordone, M. Allegra, C.
Ribeyre, M. Poudenx, C.-H. Marquette, V. Hofman, P. Hofman

*Centre Hosp. Universitaire de Nice, France

Objective: We carried out clinical validation of liquid biopsy/ctDNA
testing in patients with advanced NSCLC in ISO15189-accredited
biopathology laboratory.

Method: We performed (i) ctDNA analytic validation in 170 NSCLC
patients; and (ii) real-time evaluation of EGFR mutations before anti-
EGFR treatment in 16 patients, and resistance mutations in 34 refractory
patients under treatment. EDTA and BCT tubes (Streck) were used for
blood collection. Mutation status was assessed by (i) EGFR RGQ kit
(Qiagen), and (ii) NGS assay with Oncomine panel (>1800 mutations;
22 genes) on lon PGM sequencer (ThermoFisher).

@ Springer

Results: The analytic validation demonstrated 70 % sensitivity and 98 %
specificity for the ctDNA assays (limit-of-detection <5 %). ctDNA yield
was not affected by storage in BCT tubes for up to 3 days. Real-time
longitudinal ctDNA analysis showed that among 18 % of initially EGFR
mutated patients, 33 % acquire T790M resistance mutation during treat-
ment. 74 % of patients had at least one somatic alteration detected by
NGS assay, with druggable alterations in various genes (e.g. MET,
FGFR3). Mean turnaround time was 13 [4-22] days for tumour tissue
and 6 [1-11] days for ctDNA analyses.

Conclusion: Rigorously validated ctDNA assays is an alternative ap-
proach for tumour tissue molecular analysis and may enable longitudinal
examination of molecular profiling in NSCLC patients.

OFP-14-004
Molecular oncology: Structural and functional impact of mutations
in RAS gene family
T. Mustansar, T. Mirza, M. Hussain
Dow University Health Sciences, Dept. of Pathology, Karachi, Pakistan

Objective: Structural and functional impacts of mutations on RAS genes
encoded protein namely KRAS, HRAS and NRAS.

Method: Full length molecular models of wild type RAS proteins were
constructed using iterative threading alignment. The models were refined
for the structural parameters and thermodynamic parameters.
Subsequently, cavity analysis and molecular docking was conducted be-
tween GTP/GDP and RAS proteins.

Results: Superimposition of RAS proteins with its mutants at tertiary
structure level did not show any considerable differences with RMSD
deviation ranging from 0.06 to 0.10 A. However, mutant residues super-
imposition showed noticeable differences in the spatial orientation. For
example in KRAS, KSE, K5N, G10GG, G13D, Q22E, 136M, Q61H,
Y71H, K117N, K147E, F1561 and F156L showed considerable change
in the orientation of residues. Similarly, wildtype GTP/GDP binding cav-
ity holds volume and surface area as 680.64 A3 and 1062.48 A2. Where
volume of G10GG, Y71H and K117N are 1123.71 A3, 974.59 A3 and
954.37 A3 respectively. Similarly, surface area of the GTP/GDP binding
region increased to substantial scale compared to wildtype. Subsequent
molecular docking analyses verified this notion.

Conclusion: The present data report for the first time the molecular im-
pact ensued by the structural perturbation due to mutations in RAS pro-
teins.

OFP-14-005

Therapeutic implications of PDL1 (CD274) copy number alterations:
Definition of core regions, correlations with gene expression and mu-
tational loads across 22 major cancers

A. Stenzinger*, M. Bockmayr, C. Denkert, F. Klauschen, S. Groschel, J.
Leichsenring, M. Dietel, S. Frohling, W. Weichert, P. Schirmacher, J.
Budczies

*Medizin. Universitit Heidelberg, Inst. fiir Pathologie, Germany

Objective: Targeting the PDL1 (CD274)—PD-1 axis prevents evasion of
tumour cells from the host’s immune response. While PDL1 immunohis-
tochemistry was introduced as a predictive biomarker with variable pow-
er, data on PDL1 copy number changes (CNVs) are limited.

Method: Employing The Cancer Genome Atlas (TCGA) datasets, we
comprehensively analyzed 22 major cancer types for PDL1 CNVs includ-
ing core amplified and deleted regions and relations to mutational loads as
well as gene expression.

Results: PDL1 deletions were more prevalent than gains, and CNVs were
differentially distributed across cancer types. Moreover, we observed sig-
nificant correlations between PDL1 CNVs and mRNA expression levels
for many cancer types. Tumours with PDL1 gains were associated with
significantly higher mutational loads compared to normal cases. Core
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amplified and deleted regions shared by more than 80 % of the cancer
cases contained many genes with biological implications: e.g. CDKN2A,
JAK2, KDMAC, class I interferons, IL33, among others. Our analysis
indicates indicates different natures of PDLI expression, i.e. ‘adaptive'
vs. ‘oncogenic', and demonstrates that PDL1 CNVs are frequent across
major cancer types, are associated with higher mutational loads, and
influence PD-L1 expression levels.

Conclusion: In conclusion, PDL1 CNVs might be suitable predictive
biomarkers for immunotherapy regimens across cancer types.

OFP-14-006
The importance of NFATc1 in the pathogenesis and survival of B cell
lymphomas
K. Murti*, A. Avots

UNSRYI, Faculty of Medicine, Dept. of Anatomic Pathology, Palembang,
Indonesia

Objective: To examine the functional role of NFATc1 in the pathogenesis
and survival of B cell lymphomas (BCLs).

Method: An Ep-Myc transgenic mouse cell line was crossed with a
mouse cell line harboring conditional deletion of NFATc] to create a cell
line in which B cells have Myc over expression and NFATc1 gene dele-
tion. The immunophenotype of Eu-Myc BCLs was analysed by Flow
cytometer. The nuclear localization of NFATc1 was assessed by western
blotting and confocal microscopy. Analysis of RNA was performed in
MYC induced BCLs.

Results: The B cell lymphomas developed in Ep-Myc mice showed an
immature B-cell phenotype with constitutive nuclear localization of
NFATc1. NFATc1 was also overexpressed and localized in the nuclei of
human BCL cell lines. These findings suggest that NFATc1 expression is
of importance in the pathogenesis of BCLs. Increased apoptosis in tu-
mour cells with abolished NFATc1 indicates that NFATc1 is essential for
the survival of tumour cells. In MYC induced BCLs, NFATc1 protein
expression is regulated by post-transcriptional and post-translational
levels.

Conclusion: NFATc1 has an important role in the pathogenesis and sur-
vival of BCL. Our findings showed that this component of the CN-
dependent Ca2+/NFAT signalling pathway may be a promising target in
therapeutic strategies of B cell lymphomas.

OFP-14-007

Comparing PD-L1 expression using mRNA in situ hybridization
assay (RNAscope) and immunohistochemistry in squamous cell lung
cancer

J. Adam*, J. 1. Gomez Escalante, R. Hsu, C. Kim, A. Paulus, V. Thomas
de Montpreville, O. Mercier, E. Fadel, J.-Y. Scoazec, M.-S. Tsao
“Institute Gustave Roussy, Dept. de Pathologie, Villejuif, France

Objective: Evaluation of PD-L1 expression by immunohistochemistry
(IHC), a new predictive factor for therapies targeting PD1 and PD-L1,
relies on several assays and semi-quantitative assessment by pathologists.
We evaluated in situ hybridization at the mRNA level (RNAscope) as a
new method to assess more quantitatively PD-L1 expression and com-
pared results with IHC in a series of squamous cell lung cancer (SQCC).
Method: 181 cases of resected SQCC were collected on tissue microar-
rays. In situ mRNA detection of PD-L1 in tumour cells was performed
using a chromogenic RNAscope assay (Advanced Cell Diagnostics)
combined with image analysis (Spot Studio software). PD-L1 IHC was
performed with EIL3N and SP263 clones.

Results: PD-L1 expression in IHC was highly concordant with the 2
antibodies used. PD-L1 mRNA expression was detected at various levels
(average number of spots per cell: 0.741, range 0.01-9.61) and strongly
correlated with immunohistochemistry (Spearman’s rank correlation co-
efficient: 0.803).

Conclusion: In situ hybridization (RNAscope) is feasible to evaluate PD-
L1 expression in tumour cells using formalin fixed paraffin embedded
tissue samples, and strongly correlates with [HC. It may provide a quan-
titative and standardized assessment of PD-L1 expression in tumour cells
using FFPE samples. Clinical relevance of this approach remains to be
evaluated.

OFP-14-008

Comparative analysis of lung adenocarcinoma cases tested for ALK
Immunohistochemistry (IHC) and Fluorescent in situ Hybridization
(FISH)

P. Wagle*, N. Jambhekar, K. Prabhash, R. Kumar, C. S. Pramesh, V.
Noronha, A. Joshi, G. Karimundackal, S. Ghosh laskar, J. P. Agarwal
“Tata Memorial Centre, Dept. of Pathology, Mumbai, India

Objective: To compare ALK THC test with ALK FISH test in 200 lung
adenocarcinoma specimens.

Method: One hundred lung adenocarcinoma Formalin fixed paraffin
embedded (FFPE) specimens were tested to validate ALK IHC test
(Validation arm) and 200 were tested post validation (Test arm). The
ALK THC test was performed using anti-ALK (D5F3) primary antibody
with OptiView detection system (Ventana). The ALK FISH results were
available for all validation specimens and all ALK THC positive cases of
test arm. The ALK IHC performance was compared with ALK FISH.
Results: The validation arm revealed 96.4 % sensitivity, 94.4 % speci-
ficity and 95 % accuracy. Five specimens (5 %) were discordant; four of
these were ALK IHC positive FISH negative and the fifth was IHC
negative FISH positive. The test arm revealed 16 % ALK IHC expres-
sion. Four specimens were discordant with ALK THC positive but ALK
FISH negative. All ALK THC negative specimens were also negative for
ALK FISH . There was 100 % Sensitivity, 90 % Specificity and 93.75 %
accuracy.

Conclusion: Thus ALK IHC negative results were concordant with ALK
FISH results whereas ALK THC positive results may be subjected to ALK
FISH test. The observed discordance could represent wider range of de-
tection by ALK THC.

OFP-14-009

Detection of somatic mutations in plasma allows for non-invasive real

time therapy response monitoring of lung cancer patients

J.L. Costa’, G. Fernandes, J. Reis, V. Hespanhol, J. C. Machado
i3S/Ipatimup, Porto, Portugal

Objective: The aim of this study was to establish a comprehensive strat-
egy for the detection of clinically relevant somatic mutations in plasma of
lung cancer patients both at diagnosis and during disease follow-up.
Method: Plasma samples from controls were used to optimize the exper-
imental approach. To evaluate our strategy, plasma samples obtained at
different stages of disease were collected from 100 lung cancer patients.
Different enrichment strategies where tested. All amplified products were
used to prepare libraries and sequenced using lon Torrent systems. Digital
PCR was used to confirm results.

Results: In plasma isolated from lung cancer patients, tumour derived
genetic mutations could be identified in as little as 10 ng of cfDNA.
Mutations identified in cfDNA mirrored mutations identified in tumour
biopsies. Mutations with VAF <0.1 % could be detected in cfDNA and
confirmed using Digital PCR. Response to therapy could be observed by
tracking specific mutations in cfDNA and detection of tumour relapse
could be anticipated up to 2 months when compared to standard
methodologies.

Conclusion: In conclusion, the comprehensiveness and speed of the NGS
methodology, combined with the high sensitivity of detection, delivered a
protocol for detection of somatic mutations in cfDNA for non-invasive
real time therapy response monitoring of cancer patients.

@ Springer
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OFP-14-010

Liquid biopsies in lung and skin cancer—a comparison of digital
PCR and NGS methodologies

K. Kashofer”, L. Brcic, A. Thueringer, A. Aigelsreiter, H. Popper, G.
Hoefler

*Medizin. Universitit Graz, Inst. fiir Pathologie, Austria

Objective: Tumours release mutated DNA into the blood, which can be
analyzed by sensitive molecular methods. This “liquid biopsies” are in-
teresting in lung cancer pathology, for follow-up and monitoring of pa-
tients under TKI. There is not yet a gold standard for mutation testing of
liquid biopsies. We have compared the Biorad QX200 droplet digital
PCR and the Ion Torrent Semiconductor sequencing for analyzing muta-
tions in liquid biopsies of lung and skin cancer patients.

Method: DNA was extracted from blood samples of patients suffering
from lung or skin cancer using the Qiagen QIAamp circulating nucleic
acid extraction kit. Mutation analysis was performed with the Biorad
QX200 and the Ion Torrent Proton sequencer (Ion Ampliseq Colon/
Lung; Cancer-Hotspot panel).

Results: The Ion Ampliseq panel analysis was able to detect a range of
hotspot mutations in a single sample. Noise ratio of the sequencing ap-
proach was 0,5 % in formalin fixed samples and 0,1 % in liquid biopsies.
Digital PCR had a lower noise ratio and slightly higher sensitivity. It was
able to determine the reliability of the measurement in each analysis by
counting molecules. However, only single mutations can be detected per
PCR reaction.

Conclusion: Both approaches are valid methods to detect mutations in
circulating tumour DNA. The additional sensitivity of digital PCR comes
at the cost of using nearly all available DNA for a single hotspot analysis.
NGS is sensitive enough to detect biologically relevant levels of mutated
DNA offering the advantage of analyzing a range of mutations in parallel.
This data suggests lon Torrent Ampliseq as the most suitable methodol-
ogy for the plasma analysis of multiple tumour markers.

OFP-14-011

Complete workflow for detection of somatic mutations at 0.1 % fre-
quency from cell-free DNA using Ion Torrent platform

D. Brinza", C. Guillen Rovira, J. Gu, R. Chien, D. Dhingra, J. Au-Young,
F. Hyland, K. Bramlett

“Thermo Fisher Scientific, South San Francisco, USA

Objective: To demonstrate a research use only workflow that includes
blood collection, cfDNA isolation, library preparation, sequencing, and
data analysis to enable detection of rare DNA variants in blood plasma
samples. Such workflow provides a non-invasive approach to monitor
cancer status and evaluate cancer evolution in the future.

Method: Blood samples were collected using EDTA tubes followed by
plasma preparation and cfDNA isolation using MagMAX cfDNA
Isolation Kit. Library preparation was performed using Lung cfDNA
Assay. Barcoded libraries were pooled and sequenced on Ion Torrent
sequencing platform. For data analysis, we developed an analysis algo-
rithm that models errors accumulated during amplification and sequenc-
ing, and accurately reconstructs sequence of original DNA molecules
based on tagged next generation sequencing reads. Analysis enables sen-
sitive and specific detection of somatic mutations to 0.1 % allele ratio. We
demonstrated the analysis in control and archived cfDNA research sam-
ples where 157 biomarkers relevant to non-small cell lung cancer were
interrogated simultaneously.

Results: We achieved ~90 % detection sensitivity at 0.1 % fre-
quency or 100 % sensitivity at 0.5 % frequency using engineered
cfDNA samples. We validated the workflow on a set of research
samples from matched tumour FFPE and blood plasma collected
from research subjects with NSCLC. Results indicate high sensi-
tivity of the workflow and high concordance between variants
detected in the two types of research samples.

@ Springer

Conclusion: We demonstrated a highly sensitive and reliable research
workflow to detect rare somatic mutations in circulating cfDNA samples.
Significant overlapping of mutations discovered in FFPE tumour and
cfDNA samples suggests that this workflow may be used to monitor
tumour dynamics in NSCLC and potentially other tumours in the future.

OFP-14-012

Expression of programmed death ligand (PD-L1) in different tu-
mours: Comparison of several current available antibody clones

S. Kintsler, T. Braunschweig

University Hospital RWTH, Pathology, Aachen, Germany

Objective: PD-L1 is a surface molecule of cancer cells, which contacts
with PD1 molecule of T cells and inhibits the cytotoxic effect of lympho-
cytes against tumour cells. The modern target therapy uses this interaction
to inhibit the PD-1 molecule of T cells to facilitate tumour cell death. The
immunohistochemical stain against PD-L1 seems to be important for
stratification of patients for these check-point therapies. The aim of this
study was to evaluate different primary antibodies against PD-L1 next to
lymphocyte characterization, PD1 and PD-L2 expression and PD-L1
amplification.

Method: Frequent types of carcinoma next to mesothelioma were select-
ed and stained by immunohistochemistry, immunofluorescence and fluo-
rescence in-situ hybridization. For primary antibodies, current available
antibodies against PD-L1 (DAKO, Cell Signaling, Ventana, Biolegend,
Abcam, Zeta), PD-L2 and PD1 were established and analyzed by light/
fluorescence microscopy and polyspectral microscopy (Perkin Elmer
Vectra). In addition, stains to detect intratumoural lymphocytes (CD3,
CD20, CD8, CD57) were used.

Conclusion: Concurrent detection of all this markers on one section with
different color signals helps to understand the different staining charac-
teristics of a broad spectrum of PD-L1 antibodies, next to evaluation of
additional, possibly therapy relevant expression patterns.

Thursday, 29 September 2016, 14.00-16.00, Conference Room 5
OFP-15 Dermatopathology

OFP-15-001

Expression of histone deacetylase 2 in Spitz tumours

M. Bosic*, L. Bakic, M. Barovic, S. Cirovic, D. Brasanac
Faculty of Medicine Belgrade, Inst. of Pathology, Serbia

Objective: The lack of clear histological criteria and reliable immunohisto-
chemical markers prevents clear determination of atypical Spitz nevi (ASN)
toward Spitz nevus (SN) or Spitzoid melanoma (SM). Expression of histone
deacetylase 2 (HDAC?2) in Spitz tumours has not been studied so far.
Method: We evaluated HDAC2 expression in 78 cases of Spitz tumours
(SN, ASN and SM) using immunohistochemistry. The percentage of
positive was analyzed in epidermal, superficial and deep dermal parts
and compared with clinical (sex and age of patients, localization and
tumour size) and histological characteristics (histological type, thickness
and depth of invasion of SM and mitotic count).

Results: High expression of HDAC2 was observed in all tumour parts
(82.9+12.60, 79.8+15.33, 74.1 £ 15.31). HDAC2 expression was not as-
sociated with different clinical parameters. Moderate positive correlation of
HDAC?2 expression in different tumour parts was found. No difference in
the HDAC?2 expression was found between histological types of Spitz tu-
mours. Huge variations in HDAC2 expression were found in SM, but no
association with thickness, depth of invasion and mitotic count was found.
Conclusion: The expression of HDAC2 in Spitz tumours is high and
homogeneous throughout, and it could be present from the early stages
of their development.
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OFP-15-002
Expression of HMGA2 in actinic keratosis, Bowen’s disease and in-
vasive Squamous Cell Carcinoma (SCC) of the skin
S. Cirovic", M. Bosic, D. Brasanac
Medical Faculty Belgrade, Inst. of Pathology, Serbia

Objective: High mobility group protein A2 (HMGAZ2) is architectural tran-
scription factor which plays important role in cell differentiation and stem cell
maintenance. Its expression in actinic keratosis (AK). Bowen’s disease (BD)
and invasive squamous cell carcinoma (SCC) has not been studied so far.
Method: We examined 78 AK, 48 BD and 173 SCC using immunohis-
tochemistry. The level of HMGA2 expression was evaluated semiquan-
titatively as low (<30 % of positive cells) and high (>30 % of positive
cells). Distribution of positive cells was evaluated as non-diffuse and
diffuse.

Results: Low expression was frequent in AK (80.8 %) and BD (68.8 %)
compared to SCC (36.4 %) (p 0.001). Diftuse distribution was often seen
in SCC (70.1 %), while non-diffuse was frequent in AK (80 %) and BD
(51.5 %) (p 0.001). The level of HMGA2 expression wasn’t associated
with SCC grade, diameter or thickness. Diffuse distribution was often
present in moderately (74.5 %) and poorly differentiated SCC (89.1 %)
compared to well differentiated SCC (53.7 %) (p 0.001).

Conclusion: The increase in HMGA2 expression could play significant
role in the development of invasive SCC of the skin, but the role in its
progression could be less important.

OFP-15-003

Optimisation of tissue and plasma assessment of BRAF mutational
status in metastatic malignant melanoma by the IDYLLA system

E. Long*, M. Ilié, V. Tanga, O. Bordone, M. Allegra, H. Montaudié, P.
Bahadoran, P. Hofman

*CHU Pasteur, Pathology, Nice, France

Objective: The objective of this study was to evaluate the feasibility and
analytical performance of the Idylla™ (Biocartis) system for i) character-
ization of V600 BRAF mutations at diagnosis and ii) minimal residual
disease monitoring.

Method: FFPE sections and cfDNA from plasma of 20 patients with met-
astatic malignant melanoma was tested for V600 BRAF mutations, before
and after targeted or systemic treatment, using the fully integrated real-time
PCR-based platform (Idylla™, Biocartis, Mechelen, Belgium). Results were
compared to pyrosequencing mutation analysis (Qiagen, Hilden, Germany)
and BRAFV600E immunohistochemistry (VE1 clone, Ventana, Tucson,
AZ) on tumour tissue from the ISO15189-accredited laboratory.

Results: The analysis on tumour tissue with the ISO15189-reference
method yielded 90 % agreement. The concordance rate between tumour
tissue and plasma cfDNA was 70 % before treatment. None of the patients
showed residual BRAF mutation after Vemurafenib treatment. Overall,
the turnaround time was quick (<90 min).

Conclusion: The Idylla™ system is a highly reliable, rapid and sensitive
platform for detection of V600 BRAF mutations both in tissue and plas-
ma samples, providing an efficient alternative to conventional diagnostic
methods, particularly for routine diagnostics laboratories with limited
experience in molecular pathology.

OFP-15-005

Nodular superficial thrombophlebitis: A study of clinical and histo-
pathology spectrum of 34 cases

P. Sitthinamsuwan ', P. Hutachuda, S. Hanamornroongruang, P.
Chanyachailert, P. Pattanaprichakul

*Siriraj Hospital Bangkok, Dept. of Pathology, Thailand

Objective: To determine clinical manifestations and histopathology spec-
trum of nodular superficial thrombophlebitis (ST).

Method: Retrospectively review of 34 skin biopsies diagnosed as ST.
Clinical manifestations and histopathology features were described.
Results: All 34 cases of ST, The most presention was multiple generalized
bilateral leg nodules (32 patients). Ulceration, group arrangement and linear
pattern were found in few patients. Histopathlogy revealed mostly septal
panniculitis with inflammatory cell infiltration in muscular wall of vein and
thrombosis in the lumen. We found predominantly granulomatous phlebitis
(35 %), predominantly lymphocytic phlebitis (32.5 %), predominantly neu-
trophilic phlebitis (26.5 %) and mixture of neutrophil and granulomatous
phlebitis (6 %). Small-vesseled vasculitis was found (11.7 %). One showed
aneurysmal change. Immunofluorescence demonstrates superficial vessel
wall deposition of IgM and /or complement (53 %)).

Conclusion: Cutaneous manifestations and inflammatory response of
nodular ST were similar to cutaneous polyarteritis nodosa (c-PAN).
Although, vasculitis was present, this was not indicated of c-PAN.

OFP-15-006

Unusual distribution of Type V collagen isoforms determines the
cutaneous fibrosis in scleroderma

W. Rosolia Teodoro®, J. Morais, A. P. Pereira Velosa, P. Martin, S.
Carrasco, I. Camargo, C. Goldenstein-Schainberg, V. Capelozzi
*Universidade de Sdo Paulo, Medical School, Dept. of Rheumatology,
Brazil

Objective: Our goal was to analyze morphological, ultrastructural and
molecular features of «l1(V) and «2(V) chains and COL5A1, COL5A2
gene expression in fibrillogenesis from patients with early systemic scle-
rosis (SSc)-related cutaneous fibrosis in order to understand the protein
and molecular pathways implicated in cutaneous disease.

Method: Skin biopsies were obtained from 5 consecutive patients with
SSc-related fibrosis and treatment-naive, and 5 healthy controls.
Immunofluorescence and immune electron microscopy were performed
to characterize microscopic and submicroscopic changes of «1(V) and
«2(V) chains. COL5A1 and COL5A2 mRNA was evaluated by qPCR.
Results: In skin of patients immunofluorescence and immunoelectron
microscopy confirmed increased markers of «1(V) and «2(V) chains in
reticular dermis, in addition to marked loss of «1(V) in the papillary
dermis and overexpression of «2(V) in capillaries and vessels.
COLS5A1 and COL5A2 mRNA expression was increased, nevertheless
relative level of a1 (V) expression was significantly reduced in cutaneous
fibroblasts. Interestingly, inhibition of COL5A2 gene was associated with
increased expression of COLSA1 gene.

Conclusion: These results highlight major pathogenic pathways relevant
to skin in SSc-related fibrosis: a post-translational modification of «1(V)
chain, thus interfering with the normal extracellular matrix formation in
papillary dermis. Further studies on the inhibition of «1(V) chain are
necessary to test if gene therapy can attenuate effects of this disease.

OFP-15-007

Expression of a long non-coding RNA NEATT1 is significantly higher in
MCPyV-positive Merkel cell carcinomas than MCPyV-negative ones
G. Akizuki”, K. Imamura, T. Yamada, R. Mizutani, M. Matsushita, T.
Iwasaki, D. Nonaka, S. Kuwamoto, K. Nagata, K. Hayashi, N. Akimitsu
“Tottori University, Dept. of Medical, Yonago, Japan

Objective: Merkel cell polyomavirus (MCPyV) is monoclonally inte-
grated into about 80 % of Merkel cell carcinoma (MCC), an aggressive
neuroendocrine skin cancer. In this study, we investigated the involve-
ment of NEAT1, a nuclear long noncoding RNA participating in the
immune-regulation upon viral infection, in the MCC.

Method: In 15 MCPyV-positive and 12 MCPyV-negative MCCs, expres-
sion level of NEAT1 was determined by RT-qPCR. Pasraspeckles were
visualized by RNA-FISH. Expression profiles of MCPyV-related or
NEAT1-regulated genes were compared based on public microarray data.

@ Springer
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Results: We firstly quantified expression of NEAT1 and SFPQ, a tran-
script factor, in MCPyV-positive and -negative MCCs. NEAT1 expres-
sion level was upregulated at almost two times in MCPyV-positive MCC
comparing with MCPyV-negative ones (P <0.05). Paraspeckle numbers
of MCPyV-positive and -negative MCCs were approximately 2:1. 15
genes including immune-related genes overlapped among two profiles
of gene expressions we sited.

Conclusion: Our findings suggest that NEAT1 regulates some genes
including immune-related genes in MCPyV-positive MCCs by forming
more number of paraspeckle. This is the first report of NEAT1 expression
which may play as an actual regulator of genes in MCC.

OFP-15-008
BRAF V600E inter- and intra-tumour heterogeneity in primary mel-
anoma and corresponding metastases
L. B. Nielsen", J. Lade-Keller, T. Steiniche, H. Schmidt
Aarhus University Hospital, Pathology, Denmark

Objective: To examine the extent of inter-and intra-tumoural heteroge-
neity of BRAF V600E in primary tumours and their corresponding
metastases.

Method: Using BRAF V600E immunohistochemistry and Hematoxylin-
Eosin stained slides inter-tumoural heterogeneity were studied in 255
samples from 56 patients (56 primary melanomas and 199
correspondingmetastatic samples) and intra-tumoural heterogeneity were
studied in 482 samples from 224 patients.

Results: Complete BRAF V600E inter-tumoural homogeneity was found
between the primary tumour and their corresponding metastases in all 56
examined patients. We found BRAF V600E intra-tumoural heterogeneity
in 17 cases: 3 with a positive clone in a negative tumour, 5 with a negative
clone in a positive tumour, 9 with focal areas staining with other intensi-
ties than the majority of the tumour. All of the found nevus remnants
(n=9) had a positive BRAF V600E expression and so had their corre-
sponding primary melanoma. In one case we incidentally found a BRAF
V600E positive nevus in close relation to a wild type primary melanoma.
Conclusion: Primary tumour tissue can be used just as safely as metasta-
tic tissue for BRAF V600E mutation analysis since inter-tumoural het-
erogeneity does not exist. Intra-tumoural heterogeneity and coexisting
nevi do exist in some cases and may influence BRAF inhibitor therapy
response.

OFP-15-009

Fibril and network-forming collagen may influence crosslinked den-
sity of skin in diabetic rats

W. Rosolia Teodoro*, V. Protocevich Toledo, S. Catanozi, A. P. Pereira
Velosa, A. dos Santos-Filho, V. Capelozzi

*Universidade de Sdo Paulo, Medical School, Dept. of Rheumatology,
Brazil

Objective: Considering the poor healing of diabetic wound-repair process
of diabetic our aim was to clarify whether the fibril and network-forming
collagen may influence crosslinked density of skin in diabetic rats.
Method: Diabetes was induced in Wistar male rats, by streptozotocin
inoculation. The animals were submitted to euthanasia at 7 (n=10,
DG7d) and 30 days (n= 10, DG30d). Matched control groups were inoc-
ulated with saline (n= 10, CG7d; n= 10, CG30d). The skin biopsies were
analyzed by immunofluorescence and morphometry for fibril (I, III, V)
and network (IV, VI) forming collagen.

Results: DG7d showed collagen type I relatively decreased, type V al-
most unchanged and types III, IV and VI highly expressed, compared to
controls. In DG30d the expression of types I and V collagen decreased.
Already types III and IV decreased slightly in relation to DG7d, but was
more expressed that controls groups. However, type VI collagens were
highly expressed in DG30d. Statistic value p<0.0001.

@ Springer

Conclusion: The present study revealed significantly increase levels of
types III, IV and VI collagen and decrease levels of types I and V in early
stage of diabetic skin, thus suggesting decrease in the wound tensile
strength. New approaches should be done to evaluate whether these col-
lagen modulation provides a potential strategy for wound healing to ame-
liorate the ulceration in diabetic populations.

OFP-15-010

T cell landscape in primary melanoma predicts the survival of pa-
tients with metastatic disease after their treatment with dendritic cell
vaccines

A. Halilovic", A. Vasaturo, K. Bol, D. Verweij, W. Blokx, C. Punt, P.
Groenen, H. van Krieken, J. Textor, J. de Vries, C. Figdor

"Radboud Univers. Medisch Centrum, Dept. of Pathology, Nijmegen,
The Netherlands

Objective: Tumour infiltrating lymphocytes appear to be a predictor of
survival in many cancers, including cutaneous melanoma. We applied au-
tomated multispectral imaging to determine whether density and distribu-
tion of T cells within primary cutaneous melanoma correlate with survival
of metastatic melanoma patients after dendritic cell (DC) vaccination.
Method: CD3+ T cell infiltration in primary tumours from 77 metastatic
melanoma patients treated with DC vaccination was quantified using the
ratio of intratumoural versus peritumoural T cell densities (I/P ratio). To
evaluate I/P ratio as a predictive biomarker, we also analyzed 19
chemotherapy-treated patients.

Results: Patients with longer survival after DC vaccination had stronger T
cell infiltration than patients with shorter survival in a discovery cohort of
19 patients (p=0.000026) and a validation cohort of 39 patients
(p=0.000016). I/P ratio was the strongest predictor of survival in a multi-
variate analysis including M substage and serum LDH level. Longer sur-
vival times of DC-vaccinated compared to chemotherapy treated patients
was observed for high (p=0.000566), but not low (p=0.154) I/P ratios.
Conclusion: In conclusion, T cell infiltration into primary melanoma is a
strong predictor of survival after DC vaccination in metastatic melanoma
patients. The infiltration remains predictive even after adjustment for late-
stage prognostic markers. Our findings suggest that the I/P ratio is a
potential predictive biomarker for treatment selection.

OFP-15-011

Association between a synonymous EGFR polymorphism and EGFR
expression in non melanoma skin cancer

H. Tounsi Guettiti*, 1. Ben Ayed, A. Jaballah, H. Yaiche, M. Kacem, N.
Mezghani, A. Maaloul, S. Abdelhak, S. Boubaker, H. Yacoub

“Institut Pasteur of Tunis, Pathology, Tunisia

Objective: In non melanoma skin cancer (NMSC), as in several tumours,
the epidermal growth factor receptor (EGFR) has been established as an
important therapeutic target. However, the benefit from EGFR inhibitors
appears to be limited to a subset of patients. It has been recently demon-
strated that EGFR single nucleotide polymorphisms (SNP) are signifi-
cantly associated with increased EGFR copy number and therapies re-
sponse. Therefore, we aimed to evaluate genetic variations impact on
EGFR expression in NMSC patients.

Method: This study enrolled 12 patients with NMSC subdivided in two
groups according to EGFR gene polymorphism rs 1050171 mutation: six
heterozygous for the mutation (G/A) and six homozygous for the muta-
tion (A/A). The expression of EGFR protein was investigated by immu-
nohistochemistry on formalin fixed paraffin embedded sections using
monoclonal antibody (NCL-EGFR-384, Novocastra). Scoring took into
account the percentage of stained tumour cells and the staining intensity.
Results: The results showed that all sections had membranous staining.
Over expression of EGFR was found in all patients with GA genotype
and in 3 of 6 patients with AA genotype.
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Conclusion: This observation suggests that a simple SNP analysis might result
in a an improvement in the selection of patients amenable to anti-EGFR therapy.
Further studies are necessary to validate our findings in larger cohorts.

OFP-15-012

A clinicopathological features and treatment outcome of cutaneous
polyarteritis nodosa in Thailand

P. PattanaErichakul*, S. Hanamornroongruang, P. Chanyachailert, P.
Hutachuda, P. Sitthinamsuwan

"Siriraj Hospital, Dermatology, Bangkok, Thailand

Objective: To evaluate clinicopathological features and treatment out-
come of cutaneous polyarteritis nodosa (cPAN).

Method: Twenty-five cases of cPAN were retrospectively reviewed of
clinical presentation and treatment outcome. Histopathologic finding
were evaluated by consensus of two dermatopathologists.

Results: Seven men and 18 women were included with the average age of
34 years (14-52 years). Majority of cases presented with multiple nodules on
both legs (92 %). Antinuclear antibody (ANA) was detected in 4 cases (4 %)
and none of the cases showed systemic autoimmune/connective diseases.
Histopathologically, detection of internal elastic lamina using Verhoeff-Van
Gieson (VVG) elastic stain was the most common key features found in our
study (68 %) followed by fibrinoid necrosis of muscular walls (56 %) and
small-vessel vasculitis (32 %). Concentric continuous smooth muscle pattern
was the supportive feature for diagnosis of arterial involvement in cPAN,
however; we found one case of discontinuous wreath pattern of muscular
wall despite the present of internal elastic lamina. Most cases were treated
with oral anti-inflammatory agent as colchicine (81 %), NSAIDs (68 %) and
prednisolone (36 %). None of the cases developed systemic PAN. Fifty-six
percent of cases showed clinical improvement during follow-up period.
Conclusion: Cutaneous polyarteritis nodosa shows benign clinical course
with favorable treatment outcome. The presence of vasculitis involving
medium-sized arteries remains the key feature for histological diagnosis
of this entity.

Poster Sessions

Monday, 26 September 2016, 09.30-10.30, Hall 11.3
PS-01 Breast Pathology

PS-01-001
Role of Galectin-3 in breast carcinoma chemoresistance
S. Al-Salam”, M. Bashir, M. Jallodi
College of Medicine and Health Sciences, Dept. of Pathology, Alain,
United Arab Emirates

Objective: Breast carcinoma is the most common malignant neoplasm and
the second cause of cancer death in women worldwide. Galectin-3 is a
member of the beta-galactoside-binding family that plays a role in cell
proliferation, adhesion, and migration. A prospective study was done to
determine the role of galectin-3 in breast cancer chemoresistance with the
aim of establishing galectin-3 expression as a biomarker for drug resistance.
Method: In total, 75 cases of breast carcinoma treated with neo-adjuvant
therapy were collected and tissue samples from pre-neo-adjuvant therapy
as well as tissues from post-neo-adjuvant therapy of those cases were
collected and stained with immunohistochemistry.

Results: Almost one quarter of the cases show complete pathological re-
sponse with complete disappearance of the tumour following neoadjuvant
therapy, while three quarters of the cases show incomplete pathological
response. Approximately, 70 % of cases with complete response show no

expression of galectin -3 in breast cancer cells in pre-neo-adjuvant biopsies
and 61 % of residual cancer cells show high expression of galectin-3.
Conclusion: There is a significant correlation between the expression of
Galectin-3 by breast carcinoma cells and resistance to chemotherapy.

PS-01-002
Clinicopathological profile and receptor status in breast carcinoma:
Single institutional North Indian experience
A. Jain", V. Maheshwari
Jains Diagnostic Centre, Aligarh, India

Objective: To evaluate the clinicopathological prognostic parameters and
correlate them with estrogen receptor (ER), progesterone receptor (PR)
and Her 2neu receptor status in females diagnosed with breast cancer.
Breast cancer incidence has increased in India, but the prognosis is still
poor with high mortality. Majority of the patients present at higher stage,
possibly due to inadequate awareness and screening programmes. The
analysis of receptor status is still not being done in all cases especially the
cases being diagnosed and treated at periphery. We aim to present the
Indian breast cancer scenario emphasizing upon the importance of recep-
tor status evaluation in all cases.

Method: The 3 year study (2012-2015) included all cases of breast
cancer diagnosed on histopathology in department of pathology of our
medical college & hospital, situated in North India and catering to the
urban, sub-urban as well as rural population. The clinicopathological data
of all cases was collected. Receptor status for ER, PR and Her 2neu was
done using immunohistochemistry.

Results: Breast carcinoma in our population presented at a younger age
then western countries. Invasive ductal carcinoma- Not otherwise speci-
fied, grade III and triple negative (ER-, PR-, Her 2neu-) were the
commonest histological type, grade and receptor status respectively.
Conclusion: The breast carcinoma profile in north indian population has
a histologically aggressive phenotype with possible lower responsiveness
to conventional hormonal and targeted antibody treatment. However,
there is a need for receptor analysis in all cases so as to identify the cases
with better therapeutic response.

PS-01-003

Analysis of BMI and the molecular profile of the primary tumour in
patients with invasive Breast Carcinomas (BC)

S. Stolnicu”, O. Bauer, M. F. Coros, D. Moncea, C. Moldovan, R.
Georgescu

*University of Medicine, Dept. of Pathology, Targu Mures, Romania

Objective: The aim of this study is to assess the association be-
tween patient’s BMI and molecular profile of the primary invasive
BC.

Method: We retrospectively reviewed the invasive BC (2012-2015).
Molecular profile included the assessment of the ER, PR, Ki 67 and
HER?2 status. Patients were divided into normal weight (NW), overweight
(OW) and obesity (OB) group based on the WHO criteria.

Results: 173 consecutive patients: 55 (31.79 %) NW, 60 (34.68 %) OW and
58 (33.52 %) OB. Out of the 173 cases, 58 were Luminal A-type (51.72 %
OW and 27.58 % OB), 66 were Luminal B-Her 2 negative-type (28.78 %
OW and 36.36 % OB), 21 were of Luminal B-Her2 positive-type (23.8 %
OW and 42.85 % OB), 5 were of Her2 positive-type (none in the OW group
and 20 % OB) and 23 were of triple negative-type (26.08 OW and 34.78 OB).
OW/OB patients presented significantly higher ER expression (but NSS) and
OW were more likely of Luminal A-type of breast cancer (p=0.035), while
NW patients were more frequently of Luminal B-Her2 negative-type.
Conclusion: In contrast to previous studies, in our series the OW groups
was strongly associated with Luminal A-type of tumours, while OW/OB
patients were ER-positive, which might have a better prognosis, with
good response to anti-hormonal treatment.
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PS-01-004

Androgen Receptor (AR) expression in invasive Male Breast
Carcinoma (MBC): An international multi-institutional review of
168 cases

S. Stolnicu*, D. Moncea, A. Dema, S. Geambasu, C. Moldovan, M.
Comanescu, S. Voidazan, R. Georgescu, 1. Alvarado-Cabrero, E.
Resetkova, R. Buiga

*University of Medicine, Dept. of Pathology, Targu Mures, Romania

Objective: This study aims to evaluate the expression of AR in invasive
MBC in correlation with clinical-pathological parameters and molecular
biomarkers in order to identify the potential use of AR as a therapeutical
target.

Method: 168 cases (1999-2015) were identified and prevalence of AR
positivity was assessed in correlation with: age, clinical and pathological
stage, histological tumour type and grade, molecular biomarkers (ER, PR,
Ki67, HER2).

Results: Mean age of patients was 62 (range: 30-85). Most of the cases
were of NST histological type (83 %), G2 histological grade (52 %),
Luminal B molecular subtype (52 %) and T2N2MO stage (75 %). AR
was the most frequently expressed among molecular biomarkers with
positivity in 94 %, followed by ER 91 %, PR 86,3 %, HER2 11.3 % of
cases. A high Ki-67 proliferation index was present in 67 % of cases. Out
of the 168 tumours evaluated 5 (2,9 %) were TN (ER-, PR-. HER2-), 3
(1.7 %) were QN (ER-, PR-, AR-, HER2-), while 135 (80 %) were + for
ER, PR, AR, 13 (7.7 %) were QP (ER+, PR+, AR+, HER2+) and 22
cases (13 %) were TP (ER+, PR+, HER2+). All TN cases were AR
positive.

Conclusion: We strongly support the routine assessment of AR in all
MBC as they may benefit from anti-androgen therapy.

PS-01-005

Is radiation essential to breast conserving therapy? Twelve year
follow-up results with a systematic shaved margin assessment

S. Ichihara’, S. Moritani, T. Nakai, A. Iwakoshi, M. Hasegawa, H.-S.
Yoon, A. Kada, N. Ito, A. Saito, C. Ohbayashi, M. Sanada

*Nagoya Medical Center, Dept. of Pathology, Japan

Objective: The aim of this cohort study is to demonstrate that true local
recurrence is rare even though radiation is omitted, if a systematic assess-
ment of the tangential shaved margins guarantees complete removal of
carcinoma.

Method: A precision method of margin assessment was developed for
wide local excision using an adjustable mold to prevent the three dimen-
sional specimen from distorting during fixation. We prospectively studied
consecutive 108 wide local excisions of breast carcinomas (Stage 0=13,
Stage [ =56, Stage 1A =29, Stage [IB =8, Stage IIIA =2) examined by
this method during a 2-year period between June 2003 and May 2005.
Results: Cases with negative shaved margin (Group A, n=80,
74.1 %) were followed up without radiation treatment; those with
positive shaved margin (Group B, n=28, 25.9 %) were treated
with a combination of various treatments including surgery, radi-
ation and pharmacotherapy. To date 5 cases (4 %) of Group A
and 6 cases (21.3 %) of Group B developed ILR (log-rank test,
p<0.01). Based on the histopathologic, topological and molecular
analysis, 4 ILR cases of Group A were considered as new primary
breast carcinomas and one patient with ILR of Group A was
considered due to lymphatic spread. All 6 ILR cases of Group
B were true recurrences from remaining carcinoma. With regard
to distant metastasis (cancer-related death), Group A developed 4
(2) and Group B 2 (1) such cases, respectively (the difference not
statistically significant).

Conclusion: The patients showed very much lower recurrence rates after
breast conservation surgery alone without radiation therapy if the nega-
tive margin is assured by a systematic and precision margin assessment.

@ Springer

PS-01-006
Immunohistochemical profile of male breast cancer in Nigerians
N. Orah*, D. Adetola
Lagos University Teaching Hospital, Dept. of Anatomic and Molecular
Pathology, 1di Araba, Nigeria

Objective: There are no known published literature on the immunohis-
tochemical profile of male breast cancer in Nigerians. This objective of
this pilot study was to characterise the histologic and immunohistochem-
ical profile of male breast cancer (MBC) seen over a 10-year period in a
Nigerian tertiary healthcare institution.

Method: The formalin fixed, paraffin embedded MBC tissue received
between 2003 and 2013 were retrieved and stained with routine
Hematoxylin and Eosin (H&E). Subsequently Oestrogen receptor (ER),
Progesterone receptor (PR) and HER2 immunohistochemistry was done.
The immunohistochemistry stains were interpreted using the Allred score.
Results: There were 25 cases of MBC diagnosed between 2003 and 2013.
This comprised 1.6 % of the total number of breast cancer diagnosis in the
institution during this period. Eighteen blocks were suitable for analysis. Age
ranged from 44 to 78 years with peak incidence between 61 and 70 years. 16
(88.9 %) of the cases were invasive ductal carcinoma (not otherwise speci-
fied), with one case each of intracystic papillary carcinoma and mucinous
carcinoma. 17 (94.4 %) cases were positive for ER and negative for PR,
16(88.9 %) cases were positive for ER and PR, while all the cases were
HER?2 negative. There was a solitary case of triple negative carcinoma.
Conclusion: MBCs in African men are largely hormone receptor positive
and will benefit from hormonal therapy. Triple negative phenotypes are
not as prevalent as those seen in Nigerian female breast cancers.

PS-01-007

Apocrine carcinoma as triple-negative breast cancer: Novel defini-
tion of apocrine-type carcinoma as estrogen / progesterone receptor-
negative and androgen receptor-positive invasive ductal carcinoma
S. Makni", R. Kallel, S. Charfi, M. Kosontini, M. Mellouli, M. Triki, H.
Mnif, T. Sellami Boudawara

*Habib Bourguiba Hospital, Dept. of Pathology, Sfax, Tunisia

Objective: Apocrine breast carcinoma expresses androgen receptor, but
often lacks estrogen receptor and progesterone receptor. In this study, the
authors analyzed the significance of apocrine-type carcinoma as triple-
negative breast cancer.

Method: We collected 38 triple-negative invasive ductal carcinomas from
420 cases of breast cancers sampled in the period from January 2008 and
December 2011. There 38 carcinomas, using tissue microarrays, were im-
munostained for androgen receptor, CK5/6, EGFR, C-kit, p53 and Ki-67.

Results: Invasive ductal carcinomas in the triple-negative breast cancer
(TNBC) (n=38) were divided into androgen receptor-positive (apocrine-
type carcinoma, n=3, 13 %) and quadruple-negative (non-apocrine-type
carcinoma, n=35, 87 %). Basal-like phenotype was observed in
apocrine-type (2/3 =66 %) and in non-apocrine-type (26/35=74 %).
P53 overexpression was more often seen in the apocrine-type TNBC
(3/3=100 %) than in non-apocrine-type TNBC (27/35=77 %). Ki-67
labeling was higher in the non-apocrine-type (15/35=42 %) than in the
apocrine-type (1/33=33 %).

Conclusion: Androgen receptor should be added to immunohistochem-
ical panels, since apocrine-type invasive ductal carcinoma, resembling
basal-like phenotype, should be distinguished from the basal-like
TNBC because of their favorable prognosis.

PS-01-008

Breast infiltration by haematological malignancie: Report of four
cases

S. Makni*, R. Kallel, N. Abid, M. Triki, M. Mellouli, N. Gouiaa, H. Mnif,
T. Sellami Boudawara

“Habib Bourguiba Hospital, Dept. of Pathology, Sfax, Tunisia
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Objective: Breast haematological malignancies (BHM) are rare. Most
lymphomas involving the breast are of B-cell lineage, T-cell phenotype
is rare. Breast multiple myeloma is exceptional. Our aim is to highlight
the clinical and the pathological features of this rare entity.

Method: We report four cases of BHM occurring in four women, in the
period from 2003 to 2015.

Results: Mean age of patients was 54 years (range 36-80 years). One
among the four women was known to have chronic lymphocytic leukemia
treated with chemotherapy; the second woman was known to have T-cell
lymphoma involving lymph nodes and pancreas while the two other cases
had no previous medical history. Clinical presentation was a unilateral
breast mass in three cases with an inflammatory skin appearance in one
case; in the fourth case, the patient presented with swelling and hardening of
her both breasts. Histological and immunohistochemical examination re-
vealed breast involvement with diffuse large B-cell lymphoma in two cases;
T-cell lymphoma and multiple myeloma in the other cases.

Conclusion: BHM demonstrate a variable clinical presentation and ra-
diological features similar to those of carcinoma. Diagnosis is based on
histological and immunohistochemical findings. Treatment includes che-
motherapy and radiation. Prognosis is dependent on histological type and
staging of the disease.

PS-01-009

Triple negative invasive breast carcinomas with comedo necrosis
have a better prognosis than the majority of other triple negative
tumours

T. McFarlane”, S. Shousha

Imperial College London & NHS, Tissue Bank / Histology, United
Kingdom

Objective: Triple negative invasive breast carcinomas are a group of tu-
mours with different microscopic appearances. A characteristic microscopic
feature of a sub-group of these tumours is the presence of comedo-type
necrosis. This study aimed at comparing the demographic features and prog-
nosis of this subgroup of tumours with the rest of triple negative carcinomas.
Method: The study included 65 triple negative invasive breast carcino-
mas which were divided into 2 groups: those with comedo necrosis (23)
and those without (42). Cases were compared as regards the immunohis-
tochemical expression of cytokeratin (CK) 5, CD10, Maspin and Claudin
1, 3 and 4, as well as patients’ ages, size of tumours, axillary lymph node
status and incidence of recurrences.

Results: There was no statistically significant difference as regards age,
tumours size or the expression of CK 5, CD10, Maspin or Claudin 3 and
4. Claudin 1 was significantly less expressed in tumours with comedo
necrosis (13 vs 26 % for tumours with no comedo necrosis) and also
showed a significantly less incidence of axillary lymph node metastasis
(13 vs 52 %) and recurrences (14 vs 27 %).

Conclusion: Triple negative invasive breast carcinomas with comedo
necrosis have a better prognosis than the majority of other triple negative
tumours.

PS-01-011

Assessment of discordance of immunohistochemistry and in SITU
hybridization HER?2 testing results in breast cancer specimens: A
regional slide-exchange ring study

N. Basheska”, L. Latinovic-Tadic, L. Amidzic, 1. Jovanic, Z.
Milovanovic, G. Petrushevska, T. Ivkovic-Kapicl, S. Usaj-Knezevic
"UCRO Skopje, Dept. of Histopathology and Cytology, Republic of
Macedonia

Objective: A regional slide-exchange ring study with four testing rounds
was designed in order to assess immunohistochemistry (IHC) and in situ
hybridization (ISH) interlaboratory consensus of HER2-testing in breast
cancer among four experienced testing centers.

Method: In each round, one center selected and sent to the other centers
two specimen sets (one for IHC, and one for ISH) consisting of four breast
cancers. Institutions could participate irrespective of the staining methods,
protocols, and antibodies used for IHC or ISH testing of HER2 status.
Results were analyzed by an independent coordinator.

Results: After the IHC testing complete consensus among the four insti-
tutions was achieved for 7 (43.8 %) of the 16 specimens. Retesting by
ISH of the 8 specimens scored as equivocal by at least one laboratory,
increased the concordance rate to 68.8 % (11/16), while a diagnostic
discordance was found in two cases. A complete concordance between
testing centers for ISH was found for 9 (56.3 %) of the 16 specimens. The
group of discordant findings consisted of 4 cases having borderline
HER2-positivity determined by at least one center, and one case with
diagnostic discordance.

Conclusion: The current regional ring study in which the level of con-
sensus among the testing centers for HER2 testing by both IHC and ISH
was similar to already reported in previous studies, in spite of the unstan-
dardized conditions, highlights the usefulness of implementing such
slide-exchange programs as an additional instrument for external quality
control.

PS-01-013
TTF-1 expressing primary Small Cell Carcinoma (SCC) of the
breast, present initially as a lymph node metastasis
B. Mollamehmetoglu”, E. Fidan
Kanuni Training Hospital, Dept. of Pathology, Trabzon, Turkey

Objective: Thyroid transcription factor 1 (TTF-1) 1 expression in breast
small cell carcinoma has been reported only rarely. This reported case is
unique because of the first diagnosed in the axillary lymph node metas-
tasis of unknown primary.

Method: A 60-year old women presented with a palpable mass in the
right axillary region. A PET/CT Scan revealed a markedly FDG avid right
axillary lymph nodes. PET/CT Scan showed no other malignancy other
than axillary lymph nodes. As no origin for the tumour was found, a
lymph node biopsy was performed.

Results: Microscopic investigation showed typical appearance of a small
cell carcinoma with sheeds, irregular nests and trabeculae of small to
medium sized cells with minimal cytoplasm, hyperchromatic nuclei,
and inconspicuous nucleoli. By immunohistrochemistry the invasive car-
cinoma cells were positive for neuroendocrine markers: synaptophysin
and CD56, were positive for TTF-1, E-cadherin, CK5/6. The carcinoma
cells were positive for estrogen receptor, but negative for progesterone
receptor, GCDPF-15, HER2/neu. As a result, the initial investigations of
the biopsy gave suspicion of metastasis from breast cancer. The patient
underwent a right radical mastectomy. In the upper iner quadrant there
was multple firm irregularly shaped small nodules with largest diammeter
15 mm. Sixteen axillary lymph nodes examined were all involved by
metastatic tumour.

Conclusion: We report a case of primary small cell carcinoma of the
breast with coexisting carcinoma in situ in which the invasive and in situ
component both showed a diffuse and strong positive reaction to TTF-1
and neuroendocrine markers.

PS-01-014
Lysyl oxidase (LOX) contribute to formation of intratumoural fibrot-
ic focus (FF) by inflammation in invasive breast cancer
H.-K. Oh", W.-J. Sung, J. W. Jung, Y. J. Jeong, S. H. Park
Catholic University of Daegu, Dept. of Pathology, Republic of Korea

Objective: LOX is an ECM enzyme that catalyzes the cross-linking of
collagens. LOXs are related to tumour fibrosis and progression. FF was
associated with poor prognosis in breast cancer. Inflammation precedes
fibrosis and is related to tumourigenesis. Our hypothesis is that LOXs
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contribute to the formation of FF, which is related to inflammation, and
play a significant role in breast carcinogenesis.

Method: 291 invasive breast cancer TMAs were stained for LOX, LOX-
like (LOXL)-1, -2 and -3. The FF, intratumoural (IT) and peritumoural
(PT) lymphocytic infiltration were assessed. The clinicopathologic char-
acteristics were evaluated from the medical records.

Results: The percentage of FF was 37.5 % and LOX was 49.1 %. LOXs
were not associated with FF. FF was associated with IT and PT, stage, LN
metastasis, high grade, larger size, and OSR. LOX was associated with IT
and PT. LOXL-3 was associated with ER, PR, and molecular subtype.
LOXL-1 and -2 show no correlation with clinicopathologic parameters.
Conclusion: FF and LOXs were associated with inflammation in breast
cancer. However, there was no association between FF and LOXs. FF
was associated with poor prognostic markers of breast cancer. Our results
suggest that LOXs may contribute to the formation of a FF indirectly by
inflammation in breast cancer.

PS-01-015
The diagnostic utility of cell block in fine needle aspiration cytology
of palpable breast lesions in a Nigerian tertiary hospital
F.J.N. Obia'ulu*, N. Ikeri, A. Daramola, C. Anunobi, A. Banjo

Barts and the London Medical School, Molecular Pathology and
Genomics, United Kingdom

Objective: The objective of this study was to determine the diagnostic
utility of cell block preparations in FNAC of palpable breast lesions
among female patients in Lagos University Teaching Hospital, Lagos,
Nigeria.

Method: Cell blocks were prepared using 10 % neutral buffered formalin
from the residual breast aspirates of 100 consecutive female patients
attending the FNAC clinic of the Lagos University Teaching Hospital,
Nigeria. The slides of the conventional smears, cell block preparations
and excisional biopsies were examined and results were analysed using
the Statistical Package for Social Sciences, version 20 (SPSS20).
Results: Cell block preparations had lesser equivocal cases. In all, a
definitive diagnosis was achieved in 76 % of cases on conventional
smears and 84 % of cases on cell blocks. Of the 100 patients that had
FNAC, 44 (44 %) had excisional biopsy performed. All cases that were
benign on cell block were confirmed to be benign on histology as com-
pared to 95.2 % of cases on conventional smears. There is increased
cellularity and additional yield of 13 % for malignancy on cell block,
with the preservation of cellular architecture pattern even with excessive
blood. Cell block preparations enhanced the sensitivity, specificity, posi-
tive and negative predictive values of breast FNAC from 76.5 to 100 %,
91.7 to 100 %, 86.7 to 100 % and 91.6 to 100 % respectively.
Conclusion: Cell block preparations remarkably improve the diagnostic
accuracy of breast FNAC. We recommend that cell block techniques be
incorporated in routine breast cytology examinations.

PS-01-016

Expression patterns of GATA3 and the androgen receptor are
strongly correlated in patients with triple-negative breast cancer
S.-H. Kim", W.-S. Lim, B.-I. Moon, S.-H. Sung, S. Kim

*CHA Bundang Medical Center, Dept. of Pathology, Seongnam,
Republic of Korea

Objective: GATA3 is a diagnostically useful immunohistochemical
marker of breast cancer, however, which has markedly reduced sensitivity
in triple-negative breast cancer (TNBC). We evaluated GATA3 expres-
sion by TNBC subtype as defined by surrogate immunohistochemical
markers.

Method: We constructed a tissue microarray using a large series of
TNBCs. A total of 205 TNBCs were classified into 23 molecular apocrine
types, 21 claudin-low types, 91 basal-like types, 62 mixed types, and 8
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null types. The GATA3 scores (staining intensity X proportion) were
categorized as negative (0), focally positive (1-10), or positive (11-300).
Results: The rate of focal positivity or positivity for GATA3 was signif-
icantly higher in the molecular apocrine type (73.9 %, 17/23) than in other
types of TNBCs (p =0.001). The mean GATA3 score of molecular apo-
crine type TNBC was significantly higher than that of the other types
(p=0.001) and differed significantly between AR- positive and -
negative TNBCs (p<0.001).

Conclusion: In conclusion, GATA3 expression was correlated strongly
with AR- positive, molecular apocrine type TNBCs. Co-expression of
AR and GATA3 is a specific feature of molecular apocrine type TNBC,
which may serve as a diagnostic aid for cancer of unknown primary.

PS-01-017

Bilateral breast fibromatosis in context of classic familiar adenoma-

tous polyposis and breast implants: Case report

A. Felix, S. Rodrigues Silva, P. Lage, F. Cabral, R. Alves, S. Andre
Instituto Portugues Oncologia, Dept. of Pathology, Lisboa, Portugal

Objective: Breast fibromatosis is a benign fibroblastic proliferation ac-
counting for 0.2 % of breast tumours. It presents sporadically, with breast
implants representing a risk factor or as a manifestation of familial ade-
nomatous polyposis (FAP). Fibromatosis in FAP may develop in patients
with APC mutations anywhere through the gene, with an increased risk
downstream codon 1400.

Method: We report a case of a 33 years old woman, with bilateral breast
fibromatosis after breast implants, in a context of classic FAP.

Results: APC mutation (codon-935) was detected at 16 years of age. In
the same year, a thyroidectomy for papillary carcinoma (pT1) was per-
formed. Seven years later, a prophylactic total colectomy revealed more
than 100 adenomas. At the age of 30 years she performed breast silicone
implantation and, 1 year after, breast bilateral tumours were diagnosed in
core biopsy as fibromatosis (nuclear (3-catenin+, estrogen receptors-).
Bilateral mastectomy was performed and fibromatosis relapsed in the
right thoracic wall 1 year later.

Conclusion: This rare case illustrates a bilateral relapsed breast
fibromatosis, very likely related to surgery and continuous implant trau-
ma, in a FAP context. The increased risk of developing fibromatosis in
patients with FAP should be considered in the decision to place breast
implants.

PS-01-018

St. Gallen 2013 Consensus for molecular subtyping of breast carci-
nomas: Can pathologists (still) help to predict complete response to
neoadjuvancy?

A.Saco’, A. Armengol, A. Nadal, I. Alonso, X. Caparros, G. Santamaria,
X. Bargallo, M. Velasco, M. Fontanillas, M. Muiioz, P. L. Fernandez
"Hospital Clinic Barcelona, Dept. of Pathology, Spain

Objective: Molecular classification is revolutionizing diagnosis and
management of breast cancer. Our objective was to establish the correla-
tion between the St. Gallen Consensus surrogate molecular classification
of breast carcinomas and response to neoadjuvancy.

Method: Ninety four infiltrating breast carcinomas were
immunohistochemically analyzed for the expression of hormone recep-
tors, Her2 and ki67 and classified according to the 2013 St. Gallen guide-
lines (luminal A-B, Her2-enriched, basal-like). Neoadjuvancy consisted
in hormone therapy for luminal A, taxanes +/— anthracyclin for luminal
B, anthracycline+taxanes+Trastuzumab for Her2+ and anthracycline+
taxanes for basal-like. Complete pathological response (CPR) was con-
sidered when no residual infiltrating carcinoma was detected.

Results: Forty cases (42 %) showed CPR and this occurred more fre-
quently in Her2+ and basal-like carcinomas (11/17 =64 %; 19/28 =67 %
respectively, Chi- square, p<0.00003) and this significance increased



Virchows Arch (2016) 469 (Suppl 1):S1-S346

S49

when luminal cases were grouped and compared with the rest: CPR in 10/
49 (20 %) vs 30/45 (66 %) (Fisher’s test, p=0.000008). Moreover,
Luminal B cases responded significantly more than Luminal A (28 %
vs 0 %, Chi-square, p <0.05).

Conclusion: Surrogate molecular subtyping correlates with response to
neoadjuvancy, with less frequent CPR in luminal cancers, being useful as
a predictive parameter and it is readily available in most institutions.

PS-01-019

Pathological complete response after cisplatin neoadjuvant therapy
is associated with the downregulation of DNA repair genes in
BRCAT1-associated triple-negative breast cancers

P. Domagala”, J. Hybiak, J. Rys, T. Byrski, C. Cybulski, J. Lubinski
Pomeranian Medical University, Dept. of Pathology, Szczecin, Poland

Objective: Pathologic complete response (pCR) after neoadjuvant che-
motherapy is considered a suitable surrogate marker of treatment efficacy
in patients with triple-negative breast cancers (TNBCs). However, the
molecular mechanisms underlying pCR vs. pathological partial response
(pPR) as a result of such treatment remain obscure.

Method: Using real-time PCR arrays, the expression levels of 120 genes
involved in the main mechanisms of DNA damage repair were identified
in pretreatment biopsies.

Results: Altogether, 25 genes were significantly differentially expressed
between tumours exhibiting pCR and pPR, and these genes were down-
regulated in the pCR group compared to the pPR group. The NHEJ and
NER pathways of DNA repair showed the most significant relevance.
Expression profile of DNA repair genes associated with pCR was differ-
ent in the node-positive and node-negative subgroups. PARP1 and
PARP3 were upregulated in the node-positive subgroup with pPR.
Conclusion: Although BRCAI1 germline mutations are the principal de-
fects in BRCA1-associated TNBC, our results indicate that the additional
downregulation of other genes engaged in major pathways of DNA repair
may play a decisive role in the pathological response to cisplatin neo-che-
motherapy. The results suggest that patients with node-positive BRCA1-
associated TNBCs that do not exhibit pCR after cisplatin neoadjuvant che-
motherapy may be candidates for subsequent therapy with PARP inhibitors.

PS-01-020
Triple negative breast carcinoma arising in Microglandular Adenosis
MGA)
A. Shalaby”, B. Tietz, C. Brodie, S. Phelan
Galway University Hospital, Dept. of Histopathology, Ireland

Objective: Microglandular adenosis (MGA) is a rare but important entity,
which mimics well-differentiated carcinoma clinically and pathologically
and carries a strong association with malignancy.

Method: A 65-year-old woman presented with a palpable S4 mass in the
left breast, with a corresponding mammographic density.
Ultrasonography revealed an ill-defined area with variable
echogenicity(BIRADS 4).

Results: Core needle biopsy showed tubular glands lined by single layer
of cells, lacking a myoepithelial cell layer, embedded in sclerotic stroma.
ER and PR were negative. S100 was positive. The differential diagnosis
included tubular carcinoma and MGA and on the basis of absent hormone
receptor expression and S100 positivity, the latter was favoured.
Subsequent wide local excision showed a 4 cm mass, demonstrating a
spectrum of MGA and atypical MGA, merging with invasive carcinoma.
Centrally, a 2 cm area showed unequivocal features of invasive ductal
carcinoma grade 2, negative for ER, PR, Her2, CK5/6 and CK14 while
positive for S100, Actin, AE1/3 and p53(weak). The sentinel node was
negative for metastasis. Margins were extensively involved, necessitating
subsequent mastectomy. The patient underwent systemic chemotherapy
and remains well 3 years later.

Conclusion: Carcinoma arising in MGA appears to have a relatively
favourable prognosis, despite often showing high grade features and a
triple negative phenotype.

PS-01-021
Significance of cancer stem cell markers in mammary phyllodes
tumour
M.-J. Jung", Y.-O. Kim, D.-C. Kim, H.-K. Yoon
Kosin University, Gospel Hospital, Busan, Republic of Korea

Objective: We determined immunohistochemical expression of cancer
stem cells markers that influence the clinical outcome of phyllodes tu-
mour of the breast.

Method: We retrospectively collected surgically treated phyllodes tumours
from two institutions. We constructed tissue microarrays for immunohisto-
chemical staining for CD44HIGHCD24-/LOW, GD2, and ALDHI1. We
analyzed the immunoreactivity that influenced clinical outcomes.

Results: A total of 190 phyllodes tumours were enrolled. The cancer stem
cell markers were expressed in phyllodes tumour (3.2 to 11.1 %), and they
were not significantly associated with tumour grade. Subsequent recurrence
were occurred in 29 phyllodes tumours, and it was not significantly associ-
ated with cancer stem cell markers. CD44HIGHCD24-/LOW was the in-
dependent factors associated with recurrence-free interval in recurrent phyl-
lodes tumour with previous history by univariate analysis, however not in
the multivariate analysis. Metastasis and death were developed in only one
patient, and her two phyllodes tumours was positive for CD44HIGHCD24-/
LOW and tended to have higher grade (p=0.004), more stromal overgrowth
(p=0.018), more mitotic count (p=0.002), more CD44HIGHCD24-/LOW
phenotype (p=0.012) by Chi-square test for trend.

Conclusion: In this study, CD44HIGHCD24-/LOW immunoreaction
were significant for clinical outcome of phyllodes tumour in particular
clinical settings.

PS-01-022

Gene-protein assay for assessing breast cancer HER2 status

T. Tot", H. Nitta, F. Akiyama, R. Horii, H. Tsuda, S. Masuda, S. Nielsen,
C. Sotiriou, J. Reis-Filho, M.-P. Chenard, G. Viale, A. Sapino

*Central Hospital Falun, Dept. of Pathology, Sweden

Objective: The novel gene-protein assay (GPA) allows simultaneous
demonstration of protein expression and gene status in a single slide
combining immunohistochemistry (IHC) with dual bright-field in situ
hybridization (ISH) technique.

Method: We reviewed recent publications dealing with validation of the GPA
method and compared the results with the experience of one of our centers.
Results: The GPA results were concordant with fluorescence ISH results
in 96.2 and 98 %, with chromogen ISH in 100 % and with silver ISH in
96 %, while the concordance with IHC alone was lower. In IHC2+ cases,
the concordance between GPA and fluorescence ISH was 82 %. ATMA
study including 589 cases found 95 % of IHC 3+, 60 % of 2+ and 0.6 %
of 0/1+ cases being amplified in GPA slides. GPA used as diagnostic
routine on whole slides generated similar results: 94 % (47/50) of the
ITHC3+ cases and 0.4 % (2/498) of the IHCO0/1+ cases were amplified
and the number of equivocal cases was low 1 % (6/567).

Conclusion: GPA is an elegant method of assessing HER2 status in
breast carcinomas, with reliability equal to the other more established
IHC and ISH techniques and with the advantage of a direct cell-to-cell
comparison of protein expression and gene amplification status.

PS-01-023
Expression of p40 in different molecular subtypes of breast cancer
and in metaplastic breast carcinomas
B. P. Kovari', A. Bathory, D. Bihary, G. Cserni
University of Szeged, Dept. of Pathology, Hungary
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Objective: p63 is used as an immunohistochemical marker of squamous,
myoepithelial, prostate basal and urothelial cells in histopathology prac-
tice. p40 is reported to be superior to p63 as a squamous carcinoma
marker in the differential diagnosis of lung cancer, and equal to p63 as
a myoepithelial marker in breast lesions. We investigated the p40 expres-
sion of breast cancer tumour cells in molecular subtypes, and in meta-
plastic breast cancer subtypes reported to express p63 frequently.
Method: Breast carcinomas of each surrogate immunohistochemistry
classified molecular subtypes and 20 metaplastic breast carcinomas were
retrospectively evaluated for p40 expression by immunohistochemistry
using a monoclonal antibody.

Results: p40 expression was detected in 5/37(14 %) of luminal A-like,
5/30(17 %) of luminal B-like, 7/33(21 %) of HER2-enriched and 40/
52(76 %) of triple-negative cytokeratin 5 expressing carcinomas corre-
sponding to basal-like breast cancer (BLBC). Positivity was weak and
focal in all molecular subtypes. p40 expression in metaplastic breast can-
cer is less frequent (5/20;25 %), weaker and focal compared to p63
(9/20;45 %).

Conclusion: These results suggest that p40 expression is rare and focal in
breast cancer cells, with BLBC being the most frequently positive. p40 is
not an ideal BLBC marker. p40 is less sensitive marker of metaplastic
squamous cell and spindle cell breast cancer compared to p63.

PS-01-027

Expression of microRNAs in molecular breast cancer subtypes

V. Kometova®, N. Kolesnikov, Y. Veryaskina, V. Rodionov, M.
Rodionova, M. Torosyan, Y. Dergunova

*Research Center for Obstetrics, Pathology Dept., Moscow, Russia

Objective: The aim of the study was to determine differences in miRNAs
expression levels of invasive breast carcinoma (BC) and normal tissue, as
well as to analyze the variable of miRNAs expression in different BC
molecular subtypes.

Method: We determined differences in mRNA expression in 35 tumour
tissue biopsies and 35 biopsies of adjacent conventionally normal breast
tissue by RT-PCR. Molecular subtype of BC was defined by IHC. We
assessed the expression levels of miRNA-21, 221, 222, 155, 205, 20a,
125b and 200a.

Results: A significant increase in oncogenic miRNA-20a (p<0.0001)
and miRNA-221 (p=0.038) expression levels in triple negative cancer
in comparison to luminal A and luminal B HER2-negative BC subtypes
was established. Assessment of the results significance was conducted
using ROC analysis. For miRNA-221 AUC value was 0.772, for
miRNA-20a—0.949.

Conclusion: The obtained results suggest the possibility of using the
levels of miRNA-21, 155, 205, 125b expression in tumour tissue in order
to assess a malignant potential of BC. The levels of oncogenic miRNA-
221 and miRNA-20a expression are increased in TNBC compared to
luminal A and luminal B HER2 -negative breast cancer subtypes.

PS-01-029

Breast cancer in young women: Data from the Epirus region of
Greece

7. Evangelou”, A. Papoudou-Bai, S. Kamina, A. Batistatou, D. Stefanou
Toannina, Greece

Objective: The aim of the present study was the identification of the
special clinicopathological characteristics (if present) of infiltrative breast
carcinomas arising in women younger than 40-years-old.

Method: We thoroughly searched the electronic archival files of our
Pathology laboratory, during the years 20072015 and downloaded all pa-
thology reports of women younger than 40-years-old, who were diagnosed
with breast cancer. In addition, we recorded the total number of pathology
reports each year for breast cancer in women, irrespective of age.
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Results: We found in total 104 breast cancer patients younger than 40-
years of age, with mean age 35 years (range 20—40 year), three of which
were pregnant at that time. Most carcinomas were invasive NST (86.5 %).
The majority was grade 3 (47.5 %), 43.5 % were grade 2 and 9 % were
grade 1. Ten of the carcinomas (9.6 %) were multifocal. The mean diam-
eter was 2.8 cm (0.2—13 cm). Lymph node metastases were diagnosed in
58.2 % of patients. Ten of the carcinomas (9.6 %) were triple negative
(ER-,PR-,HER2/neu-), while in 18 (17.3 %) there was overexpression of
HER2/neu. Breast carcinomas on young women comprised yearly ap-
proximately 5-8.5 % of total breast carcinomas diagnosed in the
Department of Pathology of the University Hospital of loannina, during
the years 2007-2015, without increasing trend.

Conclusion: Breast cancer in young women attracts much attention, but
does not differ substantially from carcinomas arising in older patients. In
addition, at least in the area of Epirus, Greece, there is no recorded in-
crease in incidence during recent years.

PS-01-030
The expression and significance of Ki-67 in the primary tumour and
lymph nodes metastases in breast cancer patients
V. Kometova*, V. Rodionov, Y. Dergunova, M. Rodionova
Research Center for Obstetrics, Pathology Dept., Moscow, Russia

Objective: To identify correlations between proliferation activity of
tumour/metastatic lymph nodes and clinicopathologic features of breast
cancer (BC).

Method: The analysis of clinical, pathological and immunohistochemical
data of 30 patients with breast cancer with clinical stage T1-2N1-3M0
was performed. Ki-67 was determined in primary BC and metastatic
lymph nodes by IHC using MIB-1 antibody. Integral pathological indi-
ces—Nottingham Prognostic Index (NPI) and Integrated Pathological
Prognostic Index (IPPI)—were assessed. IPPI is the sum of micromor-
phological tumour parameters and can range from 6 to 20 points.
Results: The number of involved lymph nodes ranged from 1 to 14 (mean
3.77+3.14). Mean of Ki67 expression level in primary tumour site was
16.93+£11.76 % (6+53), in lymph node metastases—15.80+£9.68 %
(4+37). A statistically significant correlation was found between tumour
grade and Ki-67 in primary BC (p=0.015), but no such relationship was
found in regional metastases (p > 0.05). There were no significant corre-
lations between Ki-67 in primary BC and lymph node metastasis with the
number of lymph nodes involved, HR expression levels, Her2-status,
histological subtypes, patients’ age (p>0.05). There was a significant
correlation between Ki67 level in lymph node metastases with IPPI and
NPI (p=0,012 u p=0,038, respectively), unlike Ki67 in primary BC. It
was also shown that Ki-67 index in lymph node metastasis is significantly
higher in case of NPPI values >16 (p <0.05).

Conclusion: Ki-67 in the regional metastases has more important prog-
nostic value than in the primary BC lesion.

PS-01-031

Regulation of H-ras expression and caspase-3 apoptotic cell death in
breast cancer epithelial MCF-7 cells by cadmium

D. Anestakis”, S. Petanidis, E. Gkika, E. Zagelidou, N. Raikos, A.
Salifoglou

*Aristotle Univers. of Thessaloniki, Laboratory of Forensic Medicine,
Dept. of Histopathology, Greece

Objective: Identify the molecular pathway used by carcinogenic cadmi-
um in tumour propagation through H-ras signaling in breast cancer.
Method: The effect of cadmium metal ion (Cd(Il)) was investigated, in a
concentration-dependent fashion, on cell viability, cell
proliferation,caspase-3 mediated apoptosis and H-ras gene expression in
human breast cancer epithelial MCF-7 cells transfected with the H-ras
oncogene (wild type and G12V mutation).



Virchows Arch (2016) 469 (Suppl 1):S1-S346

S51

Results: The findings show a significant modulation effect of cadmium
on H-ras gene expression accompanied by up-regulation of caspase-3-
related apoptosis in the concentration range of 100-1000 nM cadmium.
Concurrently, there is a decrease in MCF-7 proliferation and up regulation
in p21 protein expression.

Conclusion: Collectively, the results a) indicate an interplay of cadmium
with H-ras (wt and G12V), with cadmium exhibiting a significant
concentration-dependent effect on the modulation of H-ras expression,
cell viability and proliferation, and b) project distinctly interwoven roles
for both cadmium and H-ras in aberrant physiologies in cancer cells. As a
consequence, ample insight is gained into the modulating interplay
among cadmium, H-ras(wt)/H-ras(G12V) and cellular media in MCF-7
cells, that contribute considerably to our understanding of that metal ion’s
(bio)chemical potential toward tumourigenesis.

PS-01-032

Comparison of HER2 status determination methods: Fluorescent in
Situ Hybridization (FISH) vs. dual silver enhanced in Situ
Hybridization (SISH)

B. Pehlivanoglu*, O. Zekioglu, L. Yeniay, R. Yilmaz, E. Gokmen, N.
Ozdemir

"University of Adiyaman, Research and Training Hospital, Dept. of
Pathology, Turkey

Objective: HER2 amplification has been demonstrated in 15-25 % of
invasive breast carcinomas and can be assessed using immunohistochem-
ical and in situ hybridization methods. Here, we compared the accuracy of
dual SISH to FISH in HER2 (2+) breast carcinoma and evaluated the
feasibility of dual SISH method in routine practice.

Method: Sixty HER2 (2+) consecutive tumour samples diagnosed be-
tween January 2009 and February 2013 were selected. Demographic,
histological and immunohistochemical features and FISH results were
recruited from patient records and compared to dual SISH results.
Results: Nine (15 %) of 60 tumour samples were excluded from statisti-
cal analysis due to lack of interpretable SISH signals. HER2 staining
percentages differed between 20 and 80 %. HER2 amplification was
shown in 7 (13,7 %) and 8 (15,7 %) patients by FISH and SISH, respec-
tively. Very good agreement was observed between FISH and SISH
methods (kappa value: 0,92). Significant correlation was found between
HER?2 staining percentage and FISH positivity, in contrast to SISH pos-
itivity (p=0,012 vs. p=0,069).

Conclusion: Our results are consistent with previously reported literature,
indicating SISH can be used to determine HER2 status. However,
preanalytical problems may cause inadequate or uncountable signals,
making interpretation impossible for the pathologist and highlighting
the importance of standardization and quality control programs.

PS-01-034

Her2/neu expression in breast cancer patients who have a combina-
tion of low grade progesterone receptor with high grade estrogen
receptor status

D. Karseladze™, G. Chemeris, M. Byakhova

N.N. Blokhin RONC, Dept. of Pathology, Moscow, Russia

Objective: The aim of the study was to establish correlation between
Her2/neu status and the rate of expression progesterone and estrogen
receptors.

Method: 136 patients with breast cancer who have been treated in the
N.N. Blokhin Russian Cancer Research Center. The methods included
ICH and FISH reaction (primary antibodies and detection system from
DAKO and probe ON ERBB2, Her-2/Neu (17q12)/SE 17 (Kreatech)).
Results: The obtained results show that the Her2/neu amplification in 78
cases out of 136 (58 %) was associated with high level expression of
estrogen reception and low level expression of progesterone receptors.

In 23 cases (16 %) Her2/neu was not amplified but these patients showed
polysomy of the chromosome 17. In 35 case (26 %) neither polysomy the
chromosome 17, nor Her2/neu amplification were revealed.

Conclusion: The results of our study pursuit us to suppose that there is an
inverse correlation between Her2/neu amplification and polysomy of the
chromosome 17 with low level expression of progesterone receptors.
These patients still show high level of estrogen receptors. Further study
of the connetion between progesterone receptor and Her2/neu may lead to
important correlations in the treatment of patients with breast carcinoma.

PS-01-035
Evidence for the association of Epstein - Barr virus in breast cancer
in Indian patients using in-situ hybridization technique
S. Desai*, T. Pai, M. Gurav, S. Tambe, P. Walecha, S. Gupta
Tata Memorial Centre, Dept. of Pathology, Mumbai, India

Objective: Epstein - Barr Virus (EBV) is etiologically linked to Burkitt
lymphoma, nasopharyngeal carcinoma, post-transplant lymphomas,
Hodgkin’s disease, gastric carcinoma, etc. However, the association of
oncogenic EBV with breast carcinoma (BC) is still controversial and a
matter of debate. We aimed to study the presence of EBV genome in BC
cases in Indian patients and its association with the clinicopathological
features.

Method: Histologically proven 83 cases with primary invasive BC were
studied for the presence of EBV by in-situ hybridization (ISH) technique
using RISH Epstein Barr Encoded RNA (EBER) probe kit (Biocare,
USA) with appropriate controls. Nuclear reactivity within the tumour
cells was considered as positive result. Correlation of EBER-ISH positiv-
ity with clinicopathological features was performed using Fisher exact
test and p value <0.05 was considered as significant.

Results: Eighty three BC cases were comprised of 47 (56.5 %) triple
negative breast cancers (TNBC), 17 (20.5 %) hormone positive and 19
(22.9 %) HER2 positive cases. Frequency of EBER-ISH positivity was
30.1 % (25/83). EBER-ISH positivity was statistically associated with
larger tumour size (p=0.014) and with TNBCs (p=0.001).
Conclusion: A possible causal association of EBV in BC cases in Indian
patients is suggested by high frequency of EBER-ISH positivity noted in
our study. This might have therapeutic significance because of the possi-
ble role of EBV specific cytotoxic T cells in targeting EBV associated
tumour cells and can be considered as a potential targeted therapy.

PS-01-036

Microvascular proliferation is significantly associated with the HER2
positive, triple negative, and basal-like phenotypes in breast
carcinoma

S. Aziz', E. Wik, G. Knutsvik, L. Akslen

Centre for Cancer Biomarkers, Dept. of Clinical Medicine, Bergen,
Norway

Objective: Angiogenesis is important for tumour growth and metastasis.
To quantify tumour angiogenesis, microvascular density (MVD) has been
widely used. Here, we wanted to explore the prognostic significance of
microvascular proliferation in a large series of breast carcinoma.
Method: A population-based cohort of 462 breast cancers was used as
part of the prospective Norwegian Breast Cancer Screening Program
(1996-2003). Microvascular proliferation was evaluated on full sections
using dual immunohistochemical staining of Factor VIII and Ki-67 and
estimated by vascular proliferation index (VPI); the ratio between the
number of vessels containing proliferating endothelial cells and total
number of tumour microvessels.

Results: High VPI was strongly associated with several aggressive fea-
tures in breast cancer, such as high histologic grade (P <0.001), negativity
for estrogen and progesterone receptors (P <0.001), positivity for HER2
status (P <0.001), high tumour cell proliferation by Ki-67 (P <0.001),

@ Springer



S52

Virchows Arch (2016) 469 (Suppl 1):S1-S346

and a basal-like phenotype (P <0.001). Among molecular subtypes,
HER?2 positive breast carcinomas showed the highest VPI (P <0.001).
High VPI was significantly associated with adverse outcome in univariate
and multivariate survival analysis (P=0.006, P=0.004, respectively).
Conclusion: Microvascular proliferation is a novel marker of active an-
giogenesis and is highly associated with aggressive features in breast
cancer.

PS-01-037

HER2/neu overexpressing Primary Breast Squamous cell
Carcinoma: A case report of an

K. Koulia", A. Tsavari, A. Apostolopoulos, G. Sotiropoulou, T.
Vasilakaki, K. Manoloudaki, E. Arkoumani

“Tzaneio General Hospital, Dept. of Pathology, Pireas, Greece

Objective: Primary breast squamous cell carcinoma (B-SCC) is a sub-
type of metaplastic carcinoma and a rare (<0.1 % of all breast carcinomas)
malignancy. <BR>Nearly all B-SCC are “triple negative” for ER/PR
receptors and HER2/neu and over-express high molecular weight
cytokeratins:CK5/6,CK14,CK343E12 and EGFR. <BR>HER2/neu
overexpressing B-SCC is extremely rare.

Method: An 89-year old woman presented with a right breast mass.
Investigational CT showed no other lesions. Due to advanced age and
co-morbidities a lumpectomy was performed.

Results: A circumscribed (10 x 8cm) friable grey tumour with little adja-
cent breast tissue and over-lying skin was received. Microscopically ob-
served an intermediate-high grade invasive tumour composed entirely of
squamous carcinoma cells. Stromal inflammation, abscesses, necrosis,
perineural invasion and lymphovascular infiltration were observed also.
Immunoprofile: CK5/6, CK14, CK343E12, p63 and EGFR positivity.
HER2/neu was evaluated, 3+ positive. Ki67: high ER/PR receptors: neg-
ative. Considering these findings and having ruled out other adjacent
cutaneous or metastastic SCC, the diagnosis of HER2/neu over-
expressing B-SCC was made. Four months post-operatively multiple
lung, liver and lymph node metastasis were identified on CT.
Conclusion: HER2/neu overexpressing B-SCC is an extremely
rare,aggressive, treatment refractory,frequently recurrent tumour with
limited reports in the literature. Identification is important for appropriate
patient management.

PS-01-038
Benign tumours of the breast in Kano, Northern Nigeria: A 10 year
experience and review of literature
S. Raphael”, 1. Ibrahim, Y. Ibrahim

University of Abuja, Dept. of Pathology and Forensic Medicine,
Gwagwalada, Abuja, Nigeria

Objective: Benign breast tumours are common worldwide and various
reports suggest an increasing incidence in Nigeria which necessitates an
urgent need to differentiate it from malignant tumours. The study was
carried outto classify and determine the pattern, frequency, age and sex
distribution of benign breast tumours seen in a tertiary hospital.
Method: This was a 10-year retrospective study of all benign breast
tumours diagnosed at the pathology department of a teaching hospital
from 1Ist January 2001 to 31st December 2010.

Results: A total of 1566 breast tumours were diagnosed during the study
period, 1035 cases of benign breast tumours constituting 66.3 % of all
breast tumours were seen. The female to male ratio was 72.9:1. The
overall mean age for benign breast tumour was 29 years with a peak
age occurrence in the third decade. Fibroadenoma was the commonest
benign breast tumour followed by fibrocystic change and they accounted
for 47.1 and 25.4 % of benign breast tumours with mean age of 24.7 and
33.4 years respectively. Fibroadenoma has a peak occurrence in the third
decade while fibrocystic change has a peak occurrence in the fourth

@ Springer

decade. Other major tumours encountered were tubular adenoma
(6.0 %), lactating adenoma (5.6 %), benign phyllodes (4.8 %), sclerosing
adenoma (3.3 %) and blunt duct adenoma (2.5 %). Gynaecomastia
(1.4 %) was the only benign breast tumour seen in males.

Conclusion: Benign breast tumours are quite common, presenting mostly
as fibroadenoma and fibrocystic change. The tumours are seen in both
sexes with a striking female preponderance and occurred predominantly
in young females with a peak in the third decade.

PS-01-039
Prevalence of different molecular subtypes of invasive breast cancer:
Early experience in Armenia
A. Mkhitaryan”, V. Sahakyan, T. Goldmann
YSMU Clinical Hospital, Dept. of Clinical Pathology, Yerevan, Armenia

Objective: Classification of breast cancer into different molecular subtypes
using immunohistochemistry is used in routine practice to provide important
clinical information. The aim of this study was to have an insight into the
pathological characteristics of invasive breast cancer in Armenian patients.
Method: We reviewed a histological and immunohistochemical results of
541 cases of invasive breast cancer, diagnosed between January 2013 and
October 2015 in Davidyants laboratories.

Results: In our study group the average age of patients was 48 year.
Luminal Type “B” cancer was the most prevalent type 45.28 %, followed
by Luminal Type “A” 41.77 %. The HER2neu positive type was diag-
nosed in 16.26 %, and Triple negative type in 6.65 %. The peak incidence
of Luminal Type “A” cancers was in age 41-50 years. (39.4 %). The most
diagnosed subtypes of breast cancer in age 51-60 years. were HER2neu
positive (34 %) and Luminal Type “B” (32.6 %). The highest incidence of
Triple negative cancers was in patients with age more than 61 year.
Conclusion: Our data shows that the incidence of clinically more aggres-
sive, Luminal “B” Type of breast cancer was higher in our patients group
than Luminal Type “A”, which could be a reflection of peculiar gene profile.

PS-01-041

The role of tenascin-C in triple-negative breast cancers

A. Ivanov’, O. Popova, S. Bogomazova, T. Danilova

First Moscow State Med. University, Res. Institute of Mol. Medicine,
Russia

Objective: Triple-negative breast cancers (TNBC) are a heterogeneous
set of tumours characterized by absence of actionable therapeutic targets.
Increased aggressiveness of TNBC, as well as a resistance to standard
therapies, may be associated with the presence of cancer stem cell (CSC)
populations within the tumour, the role of which and a prognostic value in
TNBC is still debatable.

Method: We analised the relationships between CD44/CD24 CSC cell
phenotype, expression of tenascin-C, described as an extracellular marker
for CSC niche, parameters of tumour progression and a pathologic re-
sponse to neoadjuvant chemotherapy. We evaluated TNBC specimens of
30 patients who received neoadjuvant chemotherapy with platinum
agents. The protein expression of CD44, CD24 and tenascin-C was de-
tected by immunohistochemistry.

Results: Our results didn’t reveal any correlation between CSC markers
and tumour characteristics, such as Ki-67, nodal status and distant metas-
tasis. Tenascin-C was found to be highly associated with the CD44+/
CD24-/low phenotype and a chemotherapy sensitivity. All tumour cases
where CD44+/CD24-/low phenotype combined with a prominent
tenascin-C expression had a poor pathologic response and exhibited the
chemotherapy resistence. All other pattern combinations of CSCs
markers didn’t relate to negative response to chemotherapy.
Conclusion: Our results highlighted a potential prognostic role for
CD44+/CD24-/low/ tenascin-C+ tumour phenotype in TNBC resistance
to neoadjuvant chemotherapy with platinum agents.
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PS-01-042
Radiation-induced angiosarcoma and atypical vascular lesion of the
breast: Case report and meta-analysis of observational studies
N. Myles”, K. B. Berg, K. Chiu, J. L. Wright, R. Worburton

University of British Columbia, Dept. of Pathology, Port Moody,
Canada

Objective: Angiosarcoma is a rare complication of radiation therapy (RT)
for breast cancer. Knowledge of its epidemiology and natural history is
useful for multi-disciplinary breast management teams, but not readily
available in the literature. Aims: To present a case of radiation-induced
angiosarcoma and synthesize evidence on incidence, relative risk (RR),
number needed to harm (NNH), and prognosis of radiation-induced
angiosarcomas and atypical vascular lesions (AVL) of the breast.
Method: A 10 year evidence search was conducted using DynaMed and
MEDLINE.

Results: We present a case of breast angiosarcoma in a 77-year old
woman 12 years after RT for invasive lobular carcinoma. The evidence
search identified 119 references; 8 contained extractable numeric infor-
mation at evidence level 3 (Oxford system). We calculated relative risk of
post-radiation breast angiosarcoma of 3 to 6 and number needed to harm
of 1500 to 3000, after a median latency of 7 years. The prevalence of
radiation-induced breast angiosarcoma is 36/1000, compared to 6/1000
for primary breast angiosarcoma. The median survival for radiation-
induced breast angiosarcoma is 35-49 months (5-year survival 38—
54 %), compared to 48 months for primary angiosarcoma (5-year survival
46 %). Survival is not statistically different from post-radiation
angiosarcoma (1 study). AVL: in one study of 30 patients diagnosed with
AVL (median latency 48.5 months), 2 patients developed angiosarcoma.
Conclusion: RT for breast cancer carries an increased RR of
angiosarcoma, but minimally increased absolute risk due to disease rarity.
The prognosis of radiation induced breast angiosarcoma is not different
from primary breast angiosarcome. Evidence on clinical course of AVL is
very limited.

PS-01-044

Cancer stem cell and epithelial-mesenchymal transition interactions

in Phyllodes Tumours: Outcome analysis in relation to clinical fea-

tures and patient survival

S. S. Ahmed”, J. Igbal, A. A. Thike, J. C. Tatt Lim, P. H. Tan
Singapore General Hospital, Dept. of Pathology, Singapore

Objective: We evaluated immunohistochemical expression of EMT and
CSC markers in PTs in relation to their expression to various clinicopath-
ological parameters and survival outcomes.

Method: Immunohistochemistry was performed on 360 PTs using
tissue microarray sections. The expression of molecules related to
EMT (S100A4) and CSCs (ALDH1) was assessed in stromal cells
of tumours. Biomarker expression was correlated with clinicopath-
ological parameters and disease free survival (DFS) and overall
survival (OS) calculated.

Results: 360 tumours were assessed. Of these 241 (67 %) tumours were
benign, 87 (24.2 %) borderline and 32 (8.9 %) malignant. Stromal ex-
pression of ALDHI1 and S100A4 was observed in 52.5 and 22.5 % of
cases. Combined expression of both markers was seen in 13.3 % of
tumours. Tumour grade, stromal cell atypia and increased stromal mitoses
were associated with increased expression of ALDHI1 and S100A4
(p<0.001). Patients whose tumours expressed ALDH Idisclosed a trend
of poorer OS but this was not statistically significant (p=0.160) whereas
anear significant decrease in OS was noted in patients whose tumours co-
expressed ALDHI1 and S100A4 (p=0.065).

Conclusion: Determination of EMT and CSC markers provides
significant biological insights into breast PTs. These markers
may promote new therapeutic paradigms in management, especial-
ly for malignant PTs.

PS-01-045
Bioinformatics analysis of multi-omics (transcriptome and proteomic)
reveals molecular pathways that inhibit tumour growth after nicotin-
amide treatment in a triple negative breast cancer cell line model
H.-S. Ryu", D.-H. Han, J.-J. Jang

Seoul National University Hospital, Dept. of Pathology, Republic of
Korea

Objective: Triple negative breast cancer (TNBC), which is characterized
by no specific molecular targeted agents. Nicotinamide has been proven to
have protective effects in reducing the rate of skin cancer without toxicity.
Method: The Illumina sequencing (Hiseq 2500) and iTRAQ LC-MS/MS
techniques were employed for transcriptomic and proteomic analyses,
respectively, of TNBC cells treated with and without 25 mM nicotin-
amide. Obtained samples were utilized in network-based approaches to
identify altered representative molecules of such pathways. In vitro func-
tional tests were conducted to evaluate biologic functions in a cell.
Results: By KEGG enrichment analysis of the transcriptome, seven path-
ways, including those of chemokines, metabolism and growth factor
binding sites, cell cycle, DNA repair, and apoptosis, showed significant
differential expression of genes between the two groups. KEGG enrich-
ment analysis showed that among the 5028 proteins identified, 346 and
168 genes showed altered expression and pathway network interactions
were derived between the differentially expressed genes. In vitro func-
tional experiments validated the results of the Omics analysis.
Conclusion: This study highlights the landscape of genetic and protein
alterations after nicotinamide treatment in TNBCs by identifying alter-
ations in numerous molecular pathways of nicotinamide and provides a
rationale for identification of a therapeutic drug for TNBC.

PS-01-046
Next generation proteomic analysis reveals suppression of Bmi-1 me-
diates molecular pathways for inhibiting tumour progression in tri-
ple negative breast cancer
H.-S. Ryu’, D.-H. Han, J.-J. Jang, 1.-A. Park

Seoul National University Hospital, Dept. of Pathology, Republic of Korea

Objective: Bmi-1 has been correlated with tumour aggressiveness.
Clinical trials with Bmi-1 inhibitors are currently underway. However,
much still remains unknown regarding the landscape of genomics and
proteomic molecular pathways in triple negative breast cancer (TNBC),
which is characterized by no specific molecular targeted agents.
Method: We conducted proteomics of TNBC cells treated with or with-
out a Bmi-1 siRNA by using the iTRAQ LC-MS/MS technique to iden-
tify differentially expressed proteins between the two groups. Enrichment
analysis was conducted and biological network analysis was performed
Finally, the selected proteins were validated for their clinical significance
in a TNBC tissue microarray (n=319).

Results: Among the 7890 proteins identified, 722 differentially expressed
proteins were obtained. By Panther analysis, 13 pathways, including those for
kinases and the cell cycle, showed significant differential expression between
the two groups. Pathway networks from functional interactions revealed tu-
mour suppressive networks mediated by Bmi-1 suppression. Increased ex-
pression of Bmi-1 related proteins was related to aggressive clinical course.
Conclusion: These findings shed light on the complex mechanisms un-
derlying Bmi-1 by using proteomic analysis and provide pilot data nec-
essary to support the role of Bmi-1 in TNBC and the application of a Bmi-
1 inhibitor as a potential therapeutic to target TNBC.

PS-01-047

Iron regulation in the breast carcinoma microenvironment

0. Marques*, G. Porto, A. Réma, F. Faria, A. da Cruz Paula, M. Gomez-
Lézaro, P. Silva, B. Martins da Silva, C. Lopes

*ICBAS - UP, Unit of Multidisciplinary Bioscience, Porto, Portugal
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Objective: To analyze particular ‘iron-phenotypes’ of stromal inflamma-
tory cells and their possible role in the regulation of iron in the breast
tumour microenvironment.

Method: Immunohistochemistry for hepcidin, ferroportin, transferrin recep-
tor 1 and ferritin was performed in primary breast tissues and axillary lymph
nodes to dissect the ‘iron-profiles’ of epithelial cells, lymphocytes and mac-
rophages. Breast carcinoma core biopsies were subjected to imaging flow
cytometry to confirm FPN1 expression in the cell types previously evaluated.
Results: We confirm previous results by showing that breast cancer ep-
ithelial cells present an ‘iron-utilization phenotype’. On the other hand,
lymphocytes and macrophages infiltrating primary tumours and from
metastized lymph nodes display an ‘iron-donor’ phenotype, with in-
creased expression of ferroportin and ferritin, concomitant with an acti-
vation profile reflected by a higher expression of transferrin receptor 1
and hepcidin. A higher percentage of breast carcinomas, compared to
control mastectomy samples, present iron accumulation in stromal in-
flammatory cells, suggesting that these cells may constitute an effective
tissue iron reservoir. The expression of iron-related proteins in epithelial
cells, lymphocytes and macrophages is associated with clinicopatholog-
ical markers of breast cancer prognosis and behavior.

Conclusion: These results reinforce the importance of analyzing the tu-
mour microenvironment in breast cancer, extending the contribution of
immune cells to local iron homeostasis.

PS-01-048

Tumour associated macrophages are strongly related to vascular in-
vasion, non-luminal molecular subgroups and interval breast cancer
T. A. Klingen", Y. Chen, H. Aas, E. Wik, L. A. Akslen

*Vestfold Hospital, Dept. of Pathology, Tensberg, Norway

Objective: Tumour-associated macrophages (TAMs) resemble M2 mac-
rophages, promote tumour invasion and show strong expression of
CD163 in breast cancer. The association between CD163-positive mac-
rophages and vascular invasion, molecular subgroups, mode of detection,
and outcome was investigated.

Method: A population-based retrospective study of invasive breast can-
cer was performed using data from the Norwegian Breast Cancer
Screening Program, including 200 screen-detected and 82 interval can-
cers. The percentage of CD163-positive macrophages was quantified
using immunohistochemistry and considered as high (upper quartile)
and low expression. Lymphatic (LVI) and blood vessel invasion (BVI)
were recorded by immunohistochemistry.

Results: High levels of CD163-positive TAMs were associated with BVI
(p<0.001), LVI (p<0.001) and interval cancers (p<0.001). Median
levels of CD163-positive cells were 42 % (Luminal A), 42 % (Luminal
B, Her2 neg.), 50 % (Luminal B, Her2 pos.), 59 % (Her2 pos.) and 62 %
(triple-negative tumours) (p<0.001). Survival analyses showed cases
with high level of CD163-positive cells to be associated with reduced
disease-specific survival (p=10.005).

Conclusion: High levels of CD163-positive TAMs in breast cancer is
strongly associated with blood and lymph vessel invasion, as well as screen-
ing interval presentation. Furthermore, high levels of these macrophages are
associated with non-luminal molecular subgroups and poor prognosis.

PS-01-049

Clinicopathologic features of Triple Positive Breast Cancer (TPBC):
An experience from Mexico

L. Alvarado Cabrero”, S. Stolnicu, J. De Anda Gonzalez, A. Mantilla
Morales, 1. Cuadra Garcia, R. Valencia Cedillo

*Oncology Hospital IMSS, Dept. of Pathology, Mexico City, Mexico

Objective: Initially, an inverse association was described between HER-2

positivity and the presence of hormonal receptor (HR), but subsequently
it was reported that 50 % of the patients with HER-2 positive tumours are
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also HR positive. (J Natl Cancer Inst 2003;95:142-153) The aim of the
study was to investigate the frequency, clinical and pathological features
of TPBC.

Method: Using our institutional data base, we retrospectively evaluated
1528 cases of primary breast cancer (2000-2009). Immunohistochemical
studies for ER, PR and HER2/neu amplification by SISH testing were
done to identify 302 (19.7 %) cases of triple positive carcinomas. Clinical
information was retrieval from the records.

Results: Mean age was 62 years, and 5 % of patients were diagnosed at
<40 years old. One hundred and two patients (33.7 %) were normal
weight and 200 patients (66 %) were overweight (BMI>30). The mean
tumour size was 4.9 cm. 10 % were T1, 46 % were T2, 32 % T3 while
12 % were T4. 82 % of the patients had axillary lymph node metastases.
267 (88 %) tumours were classified as invasive ductal carcinomas of no
special type, and 35 (12 %) as micropapillary carcinomas.

Conclusion: We conclude that TPBC in a Mexican population harbor
adverse pathobiological features and is mainly present in obese post-
menopausal women.

PS-01-050

Are heterogeneity and cellularity important in behavior of phyllodes
tumour - A comparative study of WHO classification with a modified
WHO classification including heterogeneity - cellularity

M. Kothixa*, T. Shet, N. Nair, S. Desai, A. Patil, T. Wadasadawala, R.
Badwe

“Tata Memorial Hospital, Dept. of Pathology, Mumbai, India

Objective: This retrospective study sought to evaluate various histologic
features especially stromal heterogeneity and cellularity that may impact
behavior of phyllodes tumour (PT).

Method: A total of 216 PTs were studied for histologic features impacting
prognosis. As heterogeneity cellularity emerged significant in impacting
behavior it was added to the WHO 2012 classification with a scoring
system to divide PTs as benign, low grade and high grade malignant.
Results: Parameters were scored as: A) Tumour borders: circumscribed/
partly infiltrating (0), infiltrative (1). B) Stromal overgrowth at 4X: absent
(0), present (1). C) Stromal heterogeneity—cellularity: uniform/
heterogeneous with low cellularity (0), heterogeneous with intermediate
cellularity (1), uniform intermediate or high cellularity (2). D) Stromal nu-
clear grade: 1, 2, 3. E) Mitosis/10hpf: <5 (1), 6-9 (2),>10 (3). Final score for
benign was <5, low grade malignant PT was 6-9 and >10 for high grade
malignant PT. Both the WHO and modified system documented that after
excluding incomplete excisions none of the benign PTs recurred. All 38 high
grade PTs were equally classified by both systems, 7 PTs labeled as low
grade by WHO were labeled as benign by modified system and two labeled
as low grade by modified system were labeled as benign by WHO but none
of discrepant cases had recurrence or death. A slightly better prediction of
death was seen with modified system then traditional WHO classification.
Conclusion: Though the WHO classification predicts events accurately,
our study indicates that prediction may improve with addition of scores
and heterogeneity and cellularity.

PS-01-051
Breast metastasis from ovarian serous micropapillary carcinoma
A.N. Akatli*, N. Sahin, N. Kaplan, H. Gokce

Inonu University, Turgut Ozal Medical Center, Dept. of Pathology,
Malatya, Turkey

Objective: Metastases to the breast from extramammary neoplasms are
uncommon, and metastatic ovarian carcinoma to the breast is rarely
encountered.

Method: We presented a 33-year-old female with metastasis of ovarian
serous micropapillary carcinoma to the breast occuring 10 months after
the initial diagnosis of the ovarian tumour.
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Results: Clinical examination revealed a palpable and firm mass in her
left breast. Both tru-cut biopsy and fine needle aspiration cytology were
performed. The cytological, histopathological and immunohistochemical
examination revealed similar findings with the tumour of the ovary and it
was consistent with invasive micropapillary carcinoma.

Conclusion: It is important to distinguish primary breast carcinoma from
metastases because the treatment modality and the prognosis between them
are different. Clinical history, histopathological features, such as the pres-
ence of micropapillary pattern, and using an appropriate immunohisto-
chemical pannel would be helpful in establishing the accurate diagnosis.

PS-01-052
Review of columnar cell lesions in fibrocystic changes of the breast: A
10 year retrospective study
A. Jimoh", A. Daramola, O. Oguntunde
Mecure Health Care Ltd., Dept. of Histopathology, Lagos, Nigeria

Objective: The Objective was to estimate the occurrence of Columnar
Cell Lesions (CCLs) in Nigerian women using Fibrocystic changes
(FCC) as a surrogate lesion and to determine the range of CCLs found
using standard histologic criteria.

Method: All consecutive breast biopsies that were diagnosed with FCC
within a 10-year period at the department were reviewed by the authors.
Results: Thirty cases of CCLs were identified among the 559 cases of
FCC found. The ages ranged from 16 to 63 years, the age group with the
highest incidence was in the 5th decade (26.7 %), while the least inci-
dence is in the 2nd decade of life (9.8 %). The commonest pattern was
Columnar Cell Change(CCC) at 66.7 %, Columnar Cell Hyperplasia at
16.7 %, CCC and CCH occurring together at 16.7 %. No case of flat
epithelial atypia (FEA) was found.

Conclusion: This study shows that CCLs occur among Nigerian. The
absence of FEA in our cohort maybe because of the restriction of study
material to fibrocystic changes. The age distribution of our patients was
similar to those reported among Caucasian women. We recommend larg-
er studies be carried out when mammography becomes widely available.

PS-01-053

Heterotypical Cell Cannibalism (CC) in breast cancer tumour cells
V. Pechnikova”, V. Zagrebin, M. Mnikhovich, M. Ben Ammar, V.
Luchinin

“Institute of Human Morphology, Moscow, Russia

Objective: Study a possibility of heterotypical CC in mammary gland
cancer and also analyze internalized cells within «cannibal»-cells in
heterotypical CC.

Method: Tests were conducted on samples of mammary gland cancer
tissues, received from 23 females, aging from 36 to 85 years old,with
confirmed morphological diagnosis of infiltrative ductal mammary gland
cancer. In our study we used methods of light and fluorescence micros-
copy, scanning and transmission electron microscopy.

Results: In all examined sections we discovered cells that were inside of
another cells. With the help of scanning electron microscope the localiza-
tion of internalized cell within “cannibal”-cell in homotypical CC was
proven. Entosis is defined by invasion of one tumour cell inside the other,
with forming of vacuole in cytoplasm of the absorbing cell. Internalized cell
has a round shape. Internalized cell localizes inside gigantic vacuole in
cytoplasm of a host-cell. Nucleus of a host-cell has a crescent form and
dislocated to the periphery of cytoplasm. Later cells dissapear by means of
lysosomal degradation. In some cases internalized cells undergo cell divi-
sion within cannibal cell or they can be released. Entosis is provoked by the
loss of attachment to extra-cellular matrix(ECM), that leads to internaliza-
tion of one sell within the other by means of actin-myosin contraction.
Generally, the result of entosis is a lysosome-mediated degradation of in-
ternalized cell or,in some cases their release from the host-cell.

Conclusion: We have proved the posibility of «cell-in-cell» phenomenon
in breast cancer.

PS-01-054
Features of cell adhesion molecules expression in primary breast
cancer cells and its metastases
A. Gallyamova®, M. Mnikhovich, L. Kaktursky, V. Luchinin
Institute of Human Morphology, Dept. of Pathology, Moscow, Russia

Objective: Immunohistochemical analysis of expression features, distri-
bution and interaction of E-cadherin and 3-catenin proteins in primary
tumours of mammary gland.

Method: Immunohistochemistry

Results: In our test group there were 32 (n=32) matching
cases(primary mammary gland tumours) and their metastases in
lymphatic nodes (n=4) and liver (n=8). Expression of E-
cadherin, (3-catenin in mammary gland cancer cells was defined
by of immunohistochemical method with specific antibodies us-
age. In our resaerch we discovered that reduction and total ab-
sence of E-cadherin expression more frequently occured in mam-
mary gland cancer patients with developed in different periods
metastases in liver (70 %) than patients without metastases
(30 %) (p=0,014). The increase of cytoplasmic immunoreactivity
and nuclear translocation of {3-catenin was found in more than
80 % mammary gland cancer cases, following the development
of metastases.

Conclusion: These changes in E-cadherine and (3-catenin expression in
tumour cells can be considered as factors of unfavorable prognosis in
mammary gland cancer. 3-catenin expression appearance indicates sig-
naling pathway activation, which is triggered by aberrant expression of
epithelial cadherins, which leads to the increase of mobility and invasion
of tumour cells.

PS-01-055
Expression of PD-L1 in triple-negative breast cancer based on differ-
ent immunohistochemical antibodies
H.-M. Kim", W.-Y. Sun, Y.-K. Le, J.-S. Koo
Severance Hospital, Dept. of Pathology, Seoul, Republic of Korea

Objective: The aim of this study was to evaluate the expression of
PD-L1 by 3 different immunohistochemical antibodies in TNBC.
Method: Interpretation of all three PD-L1 antibodies showed good
concordance among three readers (kappa value >0.610) in both
cancer cells and immune cells. Using a tissue microarray (TMA)
constructed from 218 cases of TNBC, we performed immunohis-
tochemical staining using 3 the most popular commercially used
PD-L1 monoclonal antibodies (clones 28-8, EIL3N, and SP142)
in cancer cells and immune cells.

Results: Using various cut-off values of previous studies (1, 5, 10,
and 50 %), the expression rates in cancer cells were: PD-L1
(EIL3N) (14.7, 14.7, 11.0, 2.3 %), PD-L1 (28-8) (13.3, 12.4,
10.1, 1.8 %), and PD-L1 (SP142) (11.5, 11.0, 6.9, 0.5 %), respec-
tively. At the 5 % cut-off value, the discordance rate among the
three antibodies was 6.0-10.6 % and was highest between PD-L1
(SP142) and the other two antibodies. The expression rates in
immune cells were PD-L1 (E1L3N) (37.6 %), PD-L1 (28-8)
(36.7 %), and PD-L1 (SP142) (19.3 %), and the discordance rate
among the three antibodies ranged from 13.8 to 24.8 % and was
also highest between PD-L1 (SP142) and the other two
antibodies.

Conclusion: PD-L1 detection in cancer cells and immune cells
varied by antibody clone. The concordance rate among monoclo-
nal PD-L1 antibodies was higher between PD-L1 (28-8) and PD-
L1 (EIL3N).
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PS-01-056

Invasive carcinoma of no special type arising from an atypical
microglandular adenosis of the breast: A case report and review of
the literature

S. Onder”, E. Ozkurt, S. Tuzlali, R. Ilhan, E. Yavuz

Istanbul Medical Faculty, Dept. of Pathology, Turkey

Objective: Microglandular adenosis of the breast is a rare proliferative
lesion that mimics invasive carcinoma. Herein, we report a case of inva-
sive carcinoma arising from MGA with a review of the literature.
Results: Segmental mastectomy was performed in a woman aged
57 years. Histologically, it was a high-grade invasive carcinoma of no
special type arising from microglandular adenosis. The patient also had
metastases in 4 of 11 axillary lymph nodes. Immunohistochemically, all
the epithelial cells of the microglandular adenosis and invasive tumour
showed positivity for cytokeratins (LMWCK, CK 14, and focal CK 5), no
reactivity with estrogen receptor, progesterone receptor, HER-2, p63, and
smooth muscle actin (SMA). EGFR and p53 was absent in this invasive
tumour. Reticulin and collagen-IV staining highlighted the basal mem-
branes. Ki67 was found to increase with the severity of lesions to invasive
carcinoma. Absence of S-100 expression, which is rare in invasive carci-
nomas arising from microglandular adenosis, was observed in the present
case. There was no evidence of recurrence or distant metastasis after
96 months of clinical follow-up.

Conclusion: MGA remains to be solved in terms of pathogenesis and
malignant potential, so more cases with long follow-up like our case are
needed to clarify the uncertainties.

PS-01-057

Robustness of scoring stromal features in ductal carcinoma in SITU
of the breast: An inter-observer variability study

M. van Bockstal*, K. Lambein, A. Smeets, P. Neven, I. Nevelsteen, M.-R.
Christiaens, L. Libbrecht, G. Floris

*Ghent University Hospital, Dept. of Pathology, Belgium

Objective: This study aims to determine a cut-off for assessment of
stromal architecture in ductal carcinoma in situ (DCIS), based on inter-
observer variability. Robustness of scoring myxoid stroma is compared
with reliability of other histopathological features.

Method: Hematoxylin/eosin stained sections of 213 DCIS patients were
retrieved from the Department of Pathology of Leuven University
Hospital. The following features were independently assessed by two
pathologists: nuclear atypia, intraductal calcifications, necrosis, DCIS
architecture, stromal architecture and stromal inflammation. Stromal ar-
chitecture and stromal inflammation were classified into four categories
(0 %, 1-33 %, 33-66 % or >66 % myxoid stroma or stromal inflamma-
tion). Kappa values were determined to assess inter-observer variability.
Results: The kappa value for scoring stromal architecture was
highest by dichotomization with a 33 % cut-off (k0,604), com-
pared to k0,494 and k0,578 when using a 1 and 66 % cut-off,
respectively. A similar analysis for stromal inflammation revealed
that the highest kappa value (k0,731) was obtained by dichotomi-
zation as ‘absent to mild’ versus ‘moderate to extensive’ inflam-
mation (33 % cut-off). Inter-observer variability for stromal fea-
tures was similar to inter-observer variability for the other histo-
pathological characteristics.

Conclusion: Adequate prognostic markers require robustness of assess-
ment. This study demonstrates the robustness of dichotomous scoring of
both stromal architecture and stromal inflammation.

PS-01-058

Breast cancer intratumour heterogeneity in routine practice

L. Moskvina®, Y. Andreeva, L. Zavalishina, M. Ilatovskaya, G. Frank
*Russian Medical Academy, Dept. of Pathology, Moscow, Russia

@ Springer

Objective: Intratumour heterogeneity denotes the coexistence of subpop-
ulations of tumour cells that differ in their characteristics within the pri-
mary tumour and metastasis. Cell clones evolving independently from
each other leading to the spatial and temporal heterogeneity. of this study
was to evaluate the inter- and intratumour heterogeneity of breast cancer
(BC) using standard IHC characteristics (ER, PgR, Her2/neu and Ki67).
Method: We studied 20 primary BC, ¢T2NO and 10 BC and metastasis
cT2N1/2 using 7-punched core-biopsy. Tumour type, grade and immu-
nostaining were analyzed by three pathologists.

Results: No heterogeneity of tumour type or grade was evaluated, con-
cordance between experts was 100 %. Intraclass correlation coefficient
between immunostaining measured by different pathologists were high
(0, 94); the lowest (0,89) were obtained in Ki67 expression. Intratumour
heterogeneity of ER-expression was observed in 8/30 primary cases
(26 %) and in 2/10 (20 %) cT2N1/2 tumours, PgR-expression—in 12/
30 (40 %) and 6/10 (60 %) respectively, were higher in percentage than in
intensity for both markers. Intratumour heterogeneity of Ki67 expression
was observed in 17/30 primary cases (56 %) and in 1/10 (10 %) of
c¢T2N1/2; HER2—in 4/30 (13 %) and in 0/30 respectively.

Conclusion: Intratumour heterogeneity should be manshioned when BC
is diagnosed, it is important to study optimal volume of tissue.

PS-01-059

Multiple subcutaneous papillomas of the chest caused by needle tract
seeding from the breast

T. Nakai’, S. Ichihara, M. Sanada, T. Fujii, Y. Ohta, T. Wakasa, M.
Yukawa, C. Ohbayashi

*Nara Medical University, Dept. of Pathology, Japan

Objective: latrogenic epithelial cell displacement in the breast is a recent-
ly described complication of needle procedures. However the fate of the
tiny epithelial fragments displaced in the needle tract remains unknown.
Here we describe a case of multiple subcutaneous papillomas of the chest
presumably caused by needle tract seeding from recurrent mammary
papillomas.

Method: Morphological, topological, immunohistochemical (CK5/6,
ER, CD10, p63) and molecular (Mitochondria DNA D-loop direct se-
quence) features are compared between subcutaneous and mammary
papillomas.

Results: After 4 needle manipulations during 16 months, the patient
underwent wide local excision for the mass in the right breast. The
resected tissue revealed a mammary papilloma measuring 19.5 mm (A)
and two subcutaneous papillomas measuring 10.5 and 8.5 mm (B), which
situated in the same straight line. Two year later, she underwent an exci-
sional biopsy which contained a subcutaneous papilloma measuring
3 mm (C). These three papillomas (A,B,C) were identical in morphology,
topology, immunohistochemistry and molecular features.

Conclusion: 1) Our results indicate that the subcutaneous papillomas
develop from the needle tract seeding from the breast papilloma.
Awareness of such a phenomenon is important in diagnosing papillomas
in an unusual location because such lesions may lead to confusion about
its malignant potential, histogenesis, terminology and treatment if the
patients’ past history of needle procedure is missed. 2) The cystic spaces
that contain the papillomas are not necessarily the preexisting ducts or
lobules but may be newly generated by the stem cells of papilloma. A
mechanism analogous to “ductneogenesis” for ductal carcinoma in situ
proposed by Tibor Tot (2007) may also work in papillary lesions of the
breast.

PS-01-060
HER? in situ hybridization analysis from 0 and 1+ immunohisto-
chemistry in breast cancer
P. Heikkili", M. Kero, S. Remes, A. Stahls
Helsinki University Hospital, Dept. of Pathology, Finland
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Objective: HER?2 analysis should be performed from all primary invasive
breast carcinomas. Srong 3+ positive cases with immunohistochemistry
(IHC) receive anti-HER2 therapy like trastuzumab. 2+ positive cases
show less intense and fragmented staining and are retested by in situ
hybridization (ISH). 0 or 1+ IHC are considered negative, and ISH is
not obligatory.

Method: We analysed HER?2 status from 750 consecutive breast cancer
patients operated between 1.10.2014 and 31.5.2015 in Helsinki
University Central Hospital Breast Unit. Both IHC and silver-enhanced
in situ hybridization (SISH) analysis were performed.

Results: 400 tumours were 0 or 1+ in HER2 IHC. 398 of these were also
negative in SISH, but two were positive. 279 tumours showed 2+ posi-
tivity in IHC. 242 out of these were negative in SISH and 37 were positive
in SISH. 71 tumours were 3+ in IHC and 68 were also positive in SISH.
Three cases were not amplified in SISH.

Conclusion: Our study showed that a small number of 0 or 1+ IHC
positive breast tumours have also HER2 gene amplification. Similar num-
bers have been previously described in literature.

PS-01-061
Tumour-suppressive effects of oregano in N-methyl-N-nitrosourea-
induced mammary carcinogenesis in female Sprague—Dawley rats
K. Kajo", P. Kubatka, D. Vybohova, K. Machalekova, M. Adamkov

St. Elisabeth Oncology Institut, Dept. of Pathology, Bratislava, Slovakia

Objective: Nowadays the anti-tumour effects of some natural plant foods
are extensively studied. One of them, oregano is rich in phenolic com-
pounds and monoterpenoids with high antioxidant capacity. The effects
of lyophylized oregano were evaluated in N-methyl-N-nitrosourea-
induced mammary carcinogenesis in female Sprague-Dawley rats.
Method: Animals were randomly divided into three experimental groups
(n=25 per group): 1/ control group without chemoprevention; 2/ group
with chemoprevention with oregano at a concentration of 0.3 %; and 3/ at
concentration of 3 %. The experiment was terminated after 14 weeks of
carcinogen exposal. Various macroscopic (tumour-bearing animals, tu-
mour frequency, incidence and latency, tumour volume), histological (tu-
mour type, grade) and immunohistochemical parameters (caspase-3, Bax,
Bcl-2, Ki67, VEGF, VEGFR and some cancers stem cell markers) were
evaluated.

Results: In both treated groups histology was similar and demonstrated
decrease in the ratio of high-/low-grade carcinomas compared to control
group. In group with 0,3 % of oregano there was reduced tumour frequency
by 55,5 %, tumour incidence by 44 %, and tumour volume by 44.5 %
compared to control group. Immunohistochemistry confirmed in both treat-
ed groups decreased expression of VEGFR-2, CD24 and EpCAM and
increased positivity of caspase-3. Moreover, the lower dose group had
decreased proliferative activity and the group with 3 % of oregano had
increased latency by 12.5 days and decreased expression of Bcl-2.
Conclusion: Results our study show a distinct tumour-suppressive effects
of oregano in the breast cancer model characterized by antineoplastic
impact on tumour stem cells, as well as pro-apoptotic, antiangiogenic
and antiproliferative activity in breast cancer.

PS-01-063
The effect of heavy metals accumulation on morphological and im-
munohistochemical features of breast cancer
M. L ndin*, A. Romaniuk, R. Moskalenko
Sumy State University, Dept. of Pathology, Ukraine

Objective: The chemical composition determination of neoplastic breast
tissue, study of prognostic-important receptors expression in the breast
cancer cells, establishing linkages between all the derived indicators.

Method: We used the following methods: studying of the chemical com-
position of breast cancer tissue (94 cases) by atomic absorption

spectrophotometry and energy-dispersion spectrometer; immunohisto-
chemical study of ER, PR, HER2/neu, p53, Ki-67, E-cadherin, MMP1,
VEGF, OPN, hsp90 and MGMT receptors; statistical analysis of the
results.

Results: The total number of heavy metals (zinc, iron, copper, chromium,
nickel and lead) in breast cancer tissue ranged from 51.21 to 84.86 mkg/g
(average 72.44 mkg/g). There is an interrelation between the accumula-
tion of the above elements with the degree of cancer malignancy. Their
number was higher in the parenchymal component of tumour tissue. The
growth of heavy metals in neoplastic tissue is accompanied with the
increase of HER2/neu, p53, Ki-67, MGMT, MMP1, VEGF, OPN,
hsp90 expression and decrease of ER, PR and E-cadherin expression
(p<0.05).

Conclusion: The heavy metals stimulate tumour anaplasia, inhibit the
expression of prognostically-favorable receptors and activate negative
intracellular proteins, which negatively affects the morphogenesis of neo-
plastic process in the breast and reduces its sensitivity to treatment.

PS-01-065

Increased CD4+ and CD8+ lymphocytic infiltration in patients with

triple negative breast cancer suggests susceptibility to immune

therapy

M. A. Qureshi*, B. Sikandar, S. Khan, I. D. Ujjan, T. Mirza, M. Zahid
Dow University of Health Science, Karachi, Pakistan

Objective: To investigate tumour-associated immune cell densities in
TNBC patients.

Method: Samples from 104 breast cancer patients were investigated by
IHC using antibodies against ER, PgR and Her-2, CD3, CD20, CD4 and
CD8. Immune cell densities were quantified as cell/mm2 using the CAP
guidelines. Correlation of immune cell densities with tumour sub-types
was undertaken using paired t-test, ANOVA and Chi square.

Results: A total of 27(25 %) patients had TNBC and 77(74 %) were non-
TNBC patients. Patients with TNBC showed significantly increased in-
filtration of lymphocytes (T and B cells) compared to the patients with
non-TNBC, while myelocytic infiltration was not significantly different.
Within the TNBC group, infiltration of T-lymphocytes was significantly
higher compared to B-lymphocytes. However, CD4 and CDS infiltration
was not significantly different within the TNBC group.

Conclusion: Patients with TNBC show increased lymphocytic (both T
and B lymphocytes) infiltration compared to the patients with non-
TNBC. Moreover, TNBC are heavily infiltrated with T lymphocytes
compared to the B lymphocytes. This suggests higher immunogenicity
of TNBCs and may indicate a higher responsiveness of these cancers to
immunotherapy.

PS-01-066

Breast adenoid cystic carcinoma: A case report

L. Bahi", M. Khmou, M. Rais, J. Kharmoum, S. El-Abbaoui, B. El-
Khannoussi

*National Institute of Oncology, Dept. of Pathology, Rabat, Morocco

Objective: Report a case of an adenoid cystic carcinoma (ACC) of the
breast. Present a brief review of its different characteristics in light of
existing literature.

Method: A 50-year-old postmenopausal woman, with no significant
medical history, presented with a palpable right breast lump. The physical
examination found a 1 cm sized, irregular shaped, and firm lump at her
left breast. Mammography and breast ultrasonography showed an ill-
defined 8 x 7mm sized lump with irregular borders at the upper quadrants
of right breast. A core biopsy was performed and identified an ACC. The
patient underwent lumpectomy with axillary lymph node dissection.
Results: The pathological examination showed a 6,2 x 3 x 1,5 cm sized,
irregular shaped lesion Microscopic examination revealed small basaloid
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cells arranged in variable architecture with cribriform, trabecular and
tubular patterns. The SBR grade was I. Tumour cells tested negative for
estrogen receptors (ER-), progesterone receptors (PR-), and HER2/neu.
None of'the 6 axillary lymph nodes excised were positive for malignancy.
Conclusion: ACC of the breast is a rare entity that should be differenti-
ated from other types of invasive breast carcinomas; Although hormone
receptors and HER2 are typically negative in ACC of the breast, it is
defined as a carcinoma of low malignant potential by the WHO classifi-
cation.

PS-01-067
Evaluation of Ki67 expression in breast cancer (pT1-2N0) using tis-
sue microarrays and image analysis
A. Kudayber enova*, R. Paltuev
St. Petersburg, Russia

Objective: Ki67 index in breast cancer seems to be strongly prognostic
and according last St. Gallen recommendation can predict response to
chemotherapy. However, there is no consensus on counting areas or
cut-off values for patient stratification.

Method: We examined a retrospective series of breast cancer pT1-2NO
treated within 20002009 years (n=733) using TMA. After whole slide
scanning TMA blocks was constructed using 2 mm punches and TMA
master device (3DHistech, Budapest). The percentage of Ki67 positive
nuclei was evaluated by image analysis within each core.

Results: Mean of tumour cells in breast carcinoma in 1 mm2 of histology
slide was 6828,981 +\\- 207,5860 cells, median—6413,727 cells. Mean
of Ki67 positive cells in 1 mm? was 1360,73+/~92.91 in absolute num-
bers of cells. Ki67 index = 19,92 %+/—1,36.

Conclusion: For breast cancer TMAs (with big diameter core) are an
efficient and reliable alternative to WS IHC staining for Ki67. This tech-
nique allow reduce time, reagent and finally cost of each type of analysis.
Using image analysis for evaluation of Ki67 index is essential.

PS-01-069

Benign hepatocellular nodule as regression of a breast cancer liver
metastasis: Case report

D. Vinha Pereira’, P. Chaves, S. André

TPO Lisboa Francisco Gentil, Dept. of Anatomical Pathology, Lisbon,
Portugal

Objective: The surgical excision of breast cancer liver metastasis
(BCLM) is a relative uncommon procedure. Consequently, the report of
the histological features of the regression of BCLM after neoadjuvant
chemotherapy (NACh) is almost unknown.

Method: We report the case of a patient with BCLM confirmed by biopsy
with histological complete regression after NACh with features of a re-
generative hepatic nodule.

Results: A 43 years-old woman was diagnosed with a cT2 NO,
G3, breast invasive carcinoma, estrogen receptors positive
(100 %) progesterone receptors negative, ERBB2 3+, with a syn-
chronous liver metastasis with 16 mm by ultrasonography, con-
firmed by biopsy. After NACh, the liver metastasis reduced to
10 mm by ultrasonography, and the patient underwent hepatecto-
my and breast lumpectomy. Histologically, a breast tumour bed
with 6 mm with 5 % of overall cancer cellularity, and a 10 mm
hepatocellular nodule with steatohepatitis and regenerative fea-
tures, were found. Posterior radiologic evaluation of the liver
confirmed the surgical excision of the metastatic nodule. The pa-
tient is alive and well 6 months after surgery.

Conclusion: We illustrate a regenerative hepatic nodule as a form of total
BCLM regression. The histologic re-evaluation of BCLM after NACh
may be as important as the re-evaluation of the primary tumour to ap-
praise the degree of regression.

@ Springer

PS-01-070
Breast cancer incidence, demographic, and pathological characteris-
tics in Bosnia and Herzegovina
F. Skenderi®, N. Ibisevic, J. Topcagic, N. Bilalovic, S. Vranic
Clinical Center Sarajevo, Dept. of Pathology, Bosnia and Herzegovina

Objective: Breast cancer is a leading cause of cancer morbidity and
mortality in women in less developed countries. No epidemiological,
pathological, and clinical data for breast cancer in Bosnia and
Herzegovina have been published so far. In addition, there is no screening
program for breast cancer in our country. We present 10 years data from a
tertiary level institution covering a representative population of Bosnia
and Herzegovina.

Method: Medical records from the Department of Pathology, dating from
2005 to 2015, were searched for breast cancer cases. Demographic, path-
ological, and molecular characteristics of the cases were recorded.
Epidemiological data were approximated based on the population number
covered by our institution.

Results: There were 296 new cases per year, per 438 000 population
covered (crude incidence rate 68/100 000 persons/per 10 years). The
average age of the patients was 58.4 years (range, 26-99 years). The most
affected age group was 51-60 years (28 %), followed by age 61-70
(24 %), 41-50 (22 %), while 7 % of the affected women were less than
40 years old. The most frequent histotype was invasive ductal carcinoma
NOS (70 %), followed by lobular carcinoma (10 %), mixed type carci-
noma (5 %), and all special types (15 %). The majority of the tumours
were Nottingham histologic grade 2 (47 %), followed by grade 3 (40 %)
and grade 1 (13 %). The most frequent tumour stage was pT2 (53 %),
followed by pT1 (27 %), pT4 (11 %), and pT3 (9 %). Her-2/neu overex-
pression was observed in 15 % of the cases. The most common molecular
type was Luminal A (74 %), followed by triple negative cancer (11 %),
Luminal B (8 %), and Her2 enriched type (7 %).

Conclusion: Higher pT stage at initial presentation is due to lack of
effective screening for breast cancer in Bosnia and Herzegovina. Other
histopathologic and molecular characteristics from our cohort are in line
with the published data.

PS-01-071
Decreased immunoexpression of vav2 could be a potential marker in
breast carcinoma progression
H.-W. Hwang’, S.-Y. Cho, E.-Y. Cho
Samsung Medical Center, Dept. of Pathology, Seoul, Republic of Korea

Objective: The oncoprotein Vav2 has been demonstrated to be
expressed in human breast cancer cells, however its association
with the clinicopathologic parameters and clinical outcome re-
mains uncertain.

Method: We investigated Vav2 expression by immunohistochemistry in
tumour tissue from 250 breast cancer patients who underwent curative
resection in Samsung medical center. The median H-score was used to
evaluate Vav2 expression, and the score was calculated separately in
ductal carcinoma in situ and invasive carcinoma portion. The association
of Vav2 expression with clinicopathologic variables, such as molecular
phenotype (ER, PR and HER?2 status), tumour size, nuclear grade, histo-
logic grade, pN stage, overall survival, and recurrence free survival was
analyzed.

Results: The Vav2 was strongly expressed in all normal breast duct and
ductal carcinoma in situ. Invasive carcinoma showed significantly de-
creased expression in comparison with DCIS(p=<0.0001). In addition,
the Vav2 expression was significantly higher in ER(and/orPR)-positive
group than ER(and/orPR)-negative group(p =0.011). The other variables,
including tumour size, nuclear grade, histologic grade and pN stage were
not significantly associated with Vav2 expression. No significant corre-
lation was found between Vav2 expression and overall survival and re-
currence free survival.
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Conclusion: The results showed that Vav2 expression was significantly
decreased in invasive carcinoma as compared with non-invasive carcino-
ma. We also found statistically significant correlation between Vav2 ex-
pression and ER/PR positivity. ER-positive carcinomas which are mostly
well differentiated and have more indolent disease course, showed sig-
nificantly higher Vav2 expression. Our findings suggest that Vav2 might
play a relevant role in the invasive tumour progression, warranting further
investigations.

PS-01-072

Male breast cancer: Clinicopathological and immunohistochemical
characteristics

I Saguem*, R. Kallel, N. Gouiaa, S. Charfi, I. Ayedi, O. Boudawara, T.
Boudawara, H. Mnif

“H.B. University Hospital, Dept. of Pathology, Sfax, Tunisia

Objective: Male breast carcinoma (MBC) is an uncommon neoplasm
accounting for less than 1 % of all breast cancers. In this study, we
reviewed the clinicopathological and immunohistochemical characteris-
tics of this rare entity.

Method: We retrospectively collected 35 cases of MBC between 1997
and 2016.

Results: The mean age at diagnosis was 60 years. All patients presented
with a palpable mass. They all underwent surgery and only four of them
had neoadjuvant-chemotherapy. Twenty-seven patients had mastectomy
and eight had lympectomy. Twenty-eight patients underwent axillary dis-
section. Macroscopic examination revealed a cystic cavity with
endoluminal papillary lesion in two cases and a firm nodule measuring
from 1.5 to 9 cmin 31 cases. Histopathology found invasive carcinoma of
no special type (NST) in 27 cases while the other cases were: two
intacystic papillary carcinomas with invasion, two micro-invasive carci-
nomas, one invasive lobular carcinoma, one mixed invasive NST and
lobular carcinoma with melanotic features, one mucinous carcinoma
and one neuroendocrine carcinoma. Angiolymphatic and perineural inva-
sion were found respectively in 18 and 15 cases. Tumours were associ-
ated with ductal carcinoma in situ in 11 cases, with gynecomastia in six
and with a Paget disease in five. Tumour grade was mostly G2. Axillary
status was pN+ in 18 patients. Estrogen and progesterone receptors were
respectively positive in 22 and 26 patients. HER-2 was overexpressed in
two patients.

Conclusion: MBC’s diagnosis is often made at advanced stages.
Consequently, patients were submitted to more aggressive treatments,
with poorer clinical responses.

PS-01-073

Clinical, histological and immunophenotypical features of high-
grade adenosquamos carcinomas of the breast

S. Abdullazade”, S. Ekmekei, F. Baran, K. Kosemehmetoglu, G. Guler
Tepecik Education and Research Hospital, Dept. of Pathology, Izmir,
Turkey

Objective: Metaplastic breast carcinoma represents a heterogeneous
group of disease, including adenosquamous carcinomas.
Clinicopathological data are limited for high-grade adenosquamous car-
cinoma of breast (HGASC).

Method: Clinicopathological features of 17 cases of HGASC were
reviewed. ER, PR, c-erbB2, EGFR and CK5/6 immunostainings were
performed and evaluated accordingly.

Results: Mean age was 59 (39-85). Mean tumour size was 5.8 cm (1.5—
16 cm). Morphologically, 4 cases showed a nested growth pattern and 5
cases showed low grade adenosquamous like pattern, while 8 cases did
not follow a specific pattern. Ductal carcinoma in situ was accompanying
in 7/17 (41 %) cases. ER and PR were positive in 4/17 and 2/17 cases,
respectively. C-erbB2 was 3+ in 3/17 cases. EGFR was overexpressed

(3+) in 37 % of cases, mainly showed cytoplasmic staining in ductal
component, in contrast to membranous staining in squamous component.
CK5/6 was positive in squamous component of all cases at least focally.
7/11(63 %) cases showed lymph node metastasis, while 4/17(23 %) had
distant metastasis. 3/16(18 %) cases were dead after a mean of 12 months.
Conclusion: HGASCs are morphologically and immunophenotypically
heterogeneous tumours with relatively poor prognosis. Triple negative
phenotype predominates; however, HER2 positive and ER positive cases
are also present. EGFR expression is present in a significant number of
cases.

PS-01-074

Comparative study of OSNA method and conventional method in
axillary staging in breast cancer

M. Lépez Zambrano”, N. Ruiz, T. Soler, M. J. Pla, J. Perez Martin, A.
Petit, M. Varela, A. M. Benitez, L. Ferrazza, E. Condom, X. Matias Guiu
"Hospital de Bellvitge, Dept. de Anatomia Patologica, L’Hospitalet de
Llobregat, Spain

Objective: The aim of our study is to compare sentinel lymph node
staging (SLNS) obtained by OSNA method with the one obtained by
the conventional method (CM).

Method: 1124 patients with breast cancer and SLN study were collected
during the years 20092010 and 2012-2013. 590 SLN were studied by
CM and 534 by OSNA. We analysed different clinicopathological param-
eters. Statistical analysis was performed using SPSS using chi-square
tests.

Results: SLNS was: pNO: CM 349 (59.2 %) and OSNA 335 (62.7 %);
pNOi+: CM 74 (12.5 %) and OSNA 14 (2.6 %); pNImi: CM 59 (10 %)
and OSNA 77 (14.4 %); pN1: CM 108 (18.3 %) and OSNA 108 (20.3 %).
Statistically significant differences between the SLNS by OSNA and CM
(p<0.001) were found, due to the rates of pN1mi and pNOi+. To deter-
mine whether this statistical significance could be attributed to different
clinicopathological features, 226 patients were selected from the initial
series with SLNS pN1mi and pNOi+.

Conclusion: In our series, the OSNA method shows a significant increase
of pNImi (84.6 vs 44.4 %) and decrease of pNOi+ compared to the
conventional study. Those differences are not conditioned by clinicopath-
ological parameters. Most cases (75 %) with pN1mi by OSNA shows less
than 1000 copies.

PS-01-076

The importance of immunohistochemical expressions of GATA3 and
Fli-1 in triple negative breast carcinomas and their relationship with
clinicopathological parameters

C. Boyaci*, C. Kelten Talu, C. Leblebici, D. Can Trabulus, S. Aksoy, U.
R. Gursu, D. Karacetin

“Istanbul Research and Training Hospital, Dept. of Pathology, Turkey

Objective: Triple negative breast cancer (TNBC) is a heterogenous group
of tumours that are in need of potential markers for specific therapies. In
this study, we aimed to detect the expression levels of GATA3 and Fli-1
(nuclear transcription factor) in TNBC, and the relationship of these levels
with clinicopathological parameters.

Method: The study included 53 TNBC examined during 5 years. Fourty
eight cases, whose blocks were available, were stained with GATA3 and
Fli-1 immunohistochemically. A H-score was detected for each tumour,
between 0 and 300.

Results: We detected nuclear positivity in 71,4 and 85,7 % of tumours
with GATA3 and Fli-1, respectively. There was a statistically significantly
positive relationship between GATA3 and Fli-1 H-score. Cases with
higher Fli-1 H-score relapsed sooner. Cases younger than 40 years and
cases with lymph node metastasis had statistically significantly higher
GATA3 H-score comparing those cases older than 40 years and cases
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without lymph node metastasis, respectively. We couldn’t determine any
relationship between other pathological parameters and GATA3 as well as
Fli-1.

Conclusion: Fli-1 may cooperate with GATA3 on the same pathway.
GATA3 may be a marker to determine TNBC with potential metastases
to axillary lymph nodes. Fli-1 may be a marker to give information about
relapse time.

PS-01-077

Progesterone receptor antibody clone 1E2 specificity and binding
characterization and comparison to other progesterone receptor an-
tibody clones

A. Hanlon Newell”, E. J. Walker, D. Tast, M. Smith, J. DeGnore, J. Tan, J.
Patel, K. Lo, B. Holmes, R. T. Jones

*Ventana Medical Systems, Inc., Dept. of Medical Affairs, Tucson, USA

Objective: Determine the epitope and binding characteristics of the
VENTANA CONFIRM anti-Progesterone Receptor (PR) (1E2) Rabbit
Monoclonal Primary Antibody compared to other PR antibody clones.
Method: Epitope mapping for VENTANA anti-PR(1E2), Leica(1A6),
and Dako(636) antibodies performed using a JPT microarray and a
Roche Nimblegen PEPARRAY 61. Western blots incubated with the
three antibody clones were performed on AbCam T47D whole cell lysate
and recombinant PR. Immunoprecipitation performed on T47D lysate
with Ventana Anti-PR(1E2) and mass spectroscopy on identifiable bands.
Immunofluorescence localization and confocal analysis was conducted
with VENTANA anti-PR(1E2) and Leica(1A6) or Dako(636) with
TAMARA and FITC secondary antibodies on FFPE breast tumour tissue.
Results: Epitopes for all three clones are unique but all are present in PR
isoforms A, B, and C. Immunoprecipitation with 1E2 identified no nota-
ble proteins beyond PR. Western blot shows all three clones identify
isoforms A, B, and C. Intensity of Western staining is strongest with
1E2. 1E2 co-localizes to the same nuclei as 636 and 1A6, but at different
regions.

Conclusion: The VENTANA anti-PR(1E2) identifies the PR isoforms A,
B, and C and immunoprecipitates no unexpected proteins. Variation in
different PR antibody clone staining intensities can be explained by dif-
fering epitopes, affinities, and regions of detection within cells.

PS-01-078
Papilloma with ductal carcinoma in situ with osteoclastic giant cells
of the breast: Case report
E. Kilic Ba ir*, A. Acikalin, M. Ergin, S. Zorludemir

Cukurova University, Faculty of Medicine, Dept. of Pathology, Adana,
Turkey

Objective: Breast carcinoma with osteoclastic giant cells (OGCs) is an
uncommon neoplasm, described in less than 2 % of breast cancer. OGCs
can be seen in invasive ductal, lobular, papillary, or squamous types of
breast carcinoma. In situ component may also be present in these tu-
mours, but OGCs within in situ carcinoma without an invasive compo-
nent have been reported in a few cases.

Method: We present a 42 years old woman who has admitted with a
palpable mass in the left breast. Histopathologic examination revealed
papilloma with ductal carcinoma in situ with OGCs.

Results: Microscopically, multiple nodules of intermediate-grade ductal
carcinoma in situ within papilloma were observed. There were scattered
OGCs within the neoplastic ducts. Invasive carcinoma was not present.
Immunohistochemically, in situ ductal carcinoma cells were strongly pos-
itive for Estrogen, Progesterone, and Synaptophysin. Myoepithelial cells
were preserved by p63. The OGCs were strongly positive for CD68,
TRAP and VEGF.

Conclusion: Approximately 200 cases of carcinoma with OGCs have
been reported in several organs such as gallbladder, liver and thyroid,
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other than pancreas and urinary tract. The mechanism of formation of
OGCs is still unknown. Studies have suggested a less favorable prognosis
for patients with carcinoma with OGCs.

PS-01-079

Molecular classification of breast carcinomas correlates with distant
metastases and local recurrence: A big study

P. Ravazoula”, K. Kekempanou, E. K. Nikolatou, D. Koumoundourou, E.
Mpota

“University Hospital of Patras, Dept. of Pathology, Greece

Objective: Various clinical and pathological factors have been studied
that could influence the rate of local recurrence and distant metastases in
breast carcinomas. These have included age, tumour size, nuclear grade,
histological subtypes, margin status and nodal involvement. The purpose
of our study was to correlate the new molecular classification (StGallen
2013) of breast carcinomas with distant metastases and local recurrence.
Method: We studied 846 carcinomas (collected during the last 6 years at our
pathology lab) with a follow-up period of 2 to 6 years. The molecular ex-
pression was evaluated using immunohistochemistry. All carcinomas were
classified as Luminal A, Luminal B, Her-2 enriched and Triple Negative.
Results: Presence of distant metastases was strong correlated with
Luminal B (p<0,0015) Triple Negative (p <0,0020) and Her-2 enriched
(0,0038) breast carcinomas. Her-2 immunophenotype and lobular histol-
ogy carcinomas were correlated with local recurrence (p <0,005).
Conclusion: Luminal B and ripple Negative breast carcinomas seems to be
the most aggressive subtype in the rate of distant metastases whereas Her-2
enriched and lobular histology subtypes correlate with local recurrence.

PS-01-080
Correlation between Her2 results in core needle and excision breast
biopsy of breast cancer
F. Vukmirovic*, M. Golubovic, L. Vuckovic

Clinical Center of Montenegro, Dept. of Pathology, Podgorica,
Montenegro

Objective: To correlate immunohistochemical results of Her2 in needle
biopsy and excision biopsy of breast cancer in patients biopted and oper-
ated in Clinical Center of Montenegro.

Method: We correlate Her2 result in needle biopsy and the one obtained
after the operation of breast cancer in 74 patients who were biopted and
operated in Clinical Centre of Montenegro in 2015. Her2 results are
classified into categories: 0 and 1+ (negative), 2+ (borderline) and 3+
(over-expressed).

Results: Her2 negative carcinomas in needle biopsy were 43 (58.1 %) and
in excision biopsy 42 (56.7 %). Borderline result showed 16 carcinomas
(21.6 %) in needle and 18 (24.3 %) in excision biopsy. Over-expression was
found in 15 (20.2 %) needle bioptied carcinomas and 14 (18.9 %) in
surgically removed carcinomas. In 2 cases of needle biopsy the result was
3+ and 2+ in excision biopsy, while in one case the result of needle biopsy
was 2+ and 3+ in excision biopsy. Discrepancy of the Her2 status between
negative and borderline result in needle and excision biopsy was found in 6
cases (6.75 %), while discrepancy between negative and over-expresion
result of the needle and excision biopsy was not found.

Conclusion: HER? status determined in needle biopsy shows high cor-
relations with Her2 status in excision biopsy.

PS-01-081

Expression of Sema4D in invasive breast ductal carcinoma, NOS in
relation to tumour angiogenesis and tumour-associated macrophages
E.S. Ch'ng", S. E. Tuan Sharif, H. Jaafar

Universiti Sains Malaysia, Adv. Medical and Dental Institute, Penang,
Malaysia
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Objective: In vitro and in vivo studies have shown involvement of
Sema4D, a Class IV semaphorin, in tumour progression. This study
aimed to investigate the relationship between the expression of Sema4D
in human invasive breast ductal carcinoma in relation to tumour angio-
genesis and tumour-associated macrophages (TAMs).

Method: Expression of Semad4D in 94 patients diagnosed of invasive
ductal carcinoma, NOS was evaluated immunohistochemically on
paraffin-embedded sections based on 3-hotspot and whole-section inten-
sity distribution scores (IDS). Microvessel density (MVD) and TAMs
were assessed by immunohistochemical staining for CD34 and CD68,
respectively.

Results: There was no significant correlation between expression of
Sema4D and MVD as a surrogate marker for tumour angiogenesis
(p>0.05). In relation to TAMs, higher levels of Sema4D expression by
the whole-section IDS were observed in lower grades of tumour stromal
macrophages (p=0.001). This inverse relationship between the grade of
tumour stromal macrophages and categorical Sema4D expression
remained significant either by the average 3-hotspot IDS or the whole-
slide IDS (both p<0.01). Sema4D expressions had no significant rela-
tionship with the tumour nest macrophage counts (p>0.05).
Conclusion: Sema4D expressed in breast carcinomas might have an in-
hibitory effect on the tumour stromal macrophages. In contrast to experi-
mental studies, proangiogenic properties of Sema4D could not be validated.

PS-01-083

Primary Small-cell Neuroendocrine Carcinoma (PSCNC) of the

breast: A case report

A. Nikolaidou”, E. Galidis, F. Chatzinikolaou, J. Gosevska, F. Patakiouta
Ageneion Cancer Hospital, Dept. of Pathology, Thessaloniki, Greece

Objective: PSCNC of the breast is a rare entity, accounting for less than
0,1 % of primary breast cancers. Its diagnosis requires the exclusion of
non-mammary primary sites and/or histopathological demonstration of an
in situ component.

Method: We present a case of PSCNC of the breast, occurring in a
woman aged 71 years. Mammography revealed a tumour in the right
breast. The patient underwent a modified radical mastectomy after a core
biopsy diagnosis of breast cancer was established. Systemic CT detected
no other suspicious lesions.

Results: Gross examination revealed a solid, indurated, whitish and par-
tially reddish, ill-defined tumour, beneath the nipple, with a mean diam-
eter of 4 cm. On microscopic examination the cells appeared small and
round, with hyperchromatic, oval nuclei and scant cytoplasm.
Immunohistochemically, they were Ker8/18+, Ker7+, CD56+,
synaptophysint+, CD117/c-kit+, Ker20-, TTF-1(-), chromogranin-, ER-,
PR-, c-erbB-2(-), with a Ki-67 index of approximately 80 %.
Conclusion: Differential diagnosis includes lymphomas, certain sarco-
mas and metastatic carcinomas. PSCNC is considered an aggressive neo-
plasm, yet early stage tumours may have a more favorable prognosis. No
standard treatment exists. The most effective therapeutic option seems to
be surgical removal followed by adjuvant chemotherapy.

PS-01-085
Ki67 and estrogen receptor changes in breast cancer local metastases
K. Konyshev", A. Brilliant, S. Sazonov

Institute of Medical Cell Tech, Ural State Medical University,
Ekaterinburg, Russia

Objective: To investigate association between ki67 level of primary tu-
mour and changes of this marker and estrogen receptors (ER) expression
level of local metastases in breast cancer (BC).

Method: ER and ki67 immunohistochemical study (clones 1D5 and
MIB-1, Dako, Denmark) of primary tumour and local metastases by 83
BC patients without neoadjuvant therapy was performed using the Dako

autostainer. ER expression was evaluated according to Allred score,
ki67—as the percentage of stained tumour nuclei. ER and ki67 status
switches and expression level shifts while metastasizing were registered.
Regression analysis (method of least squares, Gretl soft) was used (de-
pendent variable—primary tumour ki67 level, predictors—primary tu-
mour ER-status, ER and ki67 status switches and expression level shifts
in metastases). Model’s goodness of fit was evaluated.

Results: ER expression shift and ki67 status switch of metastases were
considered insignificant (p>0.05). Significant association with primary
tumour ki67 level was detected for primary tumour ER status (regression
coefficient —24,8, p <0.001), ER status switch (—13,2, p=0.02) and ki67
level shift (12,7, p=0.002). The adjusted R2 for this model was 0.42.
Conclusion: Higher primary tumour Ki67 level correlates with higher
probability of its shift, saving ER status and lower ER expression in
primary tumour when breast cancer metastasizes.

PS-01-086

Age-related gene expression patterns and subtype profile in breast
cancer

A. A. Svanee’, G. Knutsvik, I. Stefansson, K. Kriiger, M. Mannelqvist, S.
Aziz, B. Davidsen, T. Aas, L. A. Akslen, E. Wik

*Bergen, Norway

Objective: Breast cancer in adolescents and young adults (AYAs; 15—
49 years at diagnosis) is associated with aggressive tumour features. Here,
we explored pathologic and biological characteristics of the AYA group.
Method: Three cohorts were analyzed: two population based cohorts of
FFPE tissue: one AYA series (n=378), one series of patients aged 50—
69 years (n=546), and a TCGA gene expression data set (n=1520), in-
cluding BRCA1/2 germline mutation data.

Results: The AYAs associated with aggressive histopathologic tumour fea-
tures, ER negativity, locally advanced disease (p=0.02), the basal-like phe-
notype, BRCA1 germline mutations, and shorter disease specific survival
(all p<0.004). Genes differentially expressed between AYAs and patients
>50 years identified one AYA cluster that associated with BRCA1 germline
mutations (p=0.02) and ER/PR negative tumours (p <0.0005). All basal-
like cases were included in this subcluster (OR =21, 95 % CI=9.1-50.0).
Gene expression programs reflecting ER loss, stem cell profiles, and hered-
itary breast cancer were enriched in this subcluster.

Conclusion: In a population based series, we confirm aggressive tumours
in AYA breast cancer. An age-related gene expression signature identified
all basal-like AYA cases, and points to programs reflecting ER-related
biology, stemness and hereditary breast cancer.

PS-01-087
Assessment of cell density in initial, intermediate CNB and in resec-
tion specimen after neoadjuvant chemotherapy
A. Kudaybergenova®, V. Bashlyk, A. Artemyeva
St. Petersburg, Russia

Objective: cell distribution and cell density are the main characteristic for
tumour pathology especially in neoadjuvant settings. We performed im-
age analysis tool to characterize cell density within tumour before, during
and after neoadjuvant therapy.

Method: The study included 52 breast carcinomas before, during and
after neoadjuvant therapy. We analyzed a total number of tumour cells
in breast cancer from a 1 sq mm sample of histology slide.

Results: Mean absolute tumour cells in 1 mm?2 of histology slide was in
first sample of breast cancer before neoadjuvant therapy was 6332.78/
mm?2, in intermediate CNB after 2-3 cycles of neoadjuvant therapy cell
density come down to 4963,03/ mm?2 and in final resection specimen
there was different level of cell dencity reduction from 4052/mm2 (no
response) to 432/mm2 (complete response) according Miller and Payne
grading system.
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Conclusion: image analysis is a good and objective tool to determinate
cell density in neoadjuvant settings.

PS-01-089

Unusual presentation of metastatic breast cancer

A.-R. Dicu”, A. Dema, D. Anderco, M. Iacob, S. Taban, M. Cornianu, A.
Muresan, L. Daminescu

“Timisoara, Romania

Objective: The most common locations of breast cancer metastasis are
lung, bone, liver and brain. This paper aims to present few unusual sites of
metastatic breast cancer.

Method: We performed a retrospective analysis of metastatic breast can-
cer with particular location diagnosed between 2010 and 2016. To deter-
mine the origin and the type (ductal vs. lobular) of the tumours, immu-
nohistochemical stains with mammaglobin, Ck7, ER, PR, and E-cadherin
were performed.

Results: We identified four patients with unusual sites of metastatic breast
cancer (53, 58, 69 and 75 year-old). First case was an incidental breast
cancer discovered due to ureterostenosis produced by metastatic tumour;
the second patient presented with kidney tumour (renal cell carcinoma)
and after radical nephrectomy was diagnosed with ureteral, lymph node
and periadrenal tissue involvement by metastatic breast cancer. The other
two patients, already known with primary breast cancer, presented, both,
with gastro-intestinal symptoms and ascitic syndrome and secondary in-
volvement of epiploon and stomach in the former, and stomac and colon
in the later.

Conclusion: Metastatic breast cancer in stomach, colon, epiploon and
ureter is possible, even uncommon, and pathologists must consider it in
their practice, as a primary manifestation or as a late dissemination of
disease, many years after de diagnosis of primary tumour.

PS-01-090

Digital quantification of Ki67 in breast cancer

M. D. Rosario Taco*, T. Soler, A. Petit, X. Perez, C. Falo, X. Matias-Guiu
Bellvitge University Hospital, IDIBELL, Dept. of Pathology, Barcelona,

Spain

Objective: Ki-67 index is a predictive and prognostic factor in breast
cancer (BC). Standarize its determination and establishing a relevant
cut-off point is still under debate. The aim of this study is to evaluate
the concordance between Ki-67 obtained by visually assessment and
automated digital image analysis (DIA).

Method: We evaluated 154 biopsies of patients diagnosed of BC in 2010.
Ki-67 immunostained slides were eye ballen assessed (EB) with optic
microscopy in hot spot, by general pathologists (GP) and 2 breast pathol-
ogists (BP) and DIA by one BP considering 500 cells in hot spot.
Results: Comparing EB between GP and BP, the difference in Ki-67 mean
value (MV) was 7 points. Concordance (Kappa), classifying Ki-67 into
three groups (0-14/15-29/30-100), was 0.42. The difference in Ki-67 MV
among EB of GP and DIA was 19 points and Kappa 0.26. The difference in
Ki-67 MV using EB of BP and DIA was 12 points and Kappa 0.36.
Conclusion: There are major differences regarding the mean value and
Kappa of Ki-67, both among GP, BP and digital quantification. These
results throw into question the use of Ki-67 cut-off points for clinical
treatment and the need to standardize its assessment.

PS-01-091

Touch imprint cytology of sentinel lymph nodes in breast cancer:
One institution’s experience

T. Ivkovic-KaEicl*, M. Panajkovic, T. Vasiljevic, S. Knezevic-Usaj, Z.
Nikin

*Oncology Institute of Vojvodin, Pathology, Sremska Kamenica, Serbia
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Objective: To asses touch imprint cytology (TIC) of sentinel lymph node
(SLN) as intra-operative diagnostic tool for breast cancer patients.
Method: We analysed 120 SLN from 99 patients. The excised sentinel
lymph nodes were freshly examined and bisected longitudinally or seri-
ally sectioned at 2 mm intervals on the long axis. Each cut surface was
imprinted on the glass slide. Cytology smears were air dried and stained
with May-Griinwald-Giemsa (MGG Quick stain). Results of touch im-
print cytology were compared with permanent histology sections.
Sensitivity, specificity, positive predictive value (PPV) and negative pre-
dictive value (NPV) and accuracy were calculated.

Results: The comparation between TIC and permanent sections showed
102 (85 %) true negative imprints, and 13 (10,8 %) true positive imprints.
There were 5 (4,1 %) false negative imprints (2 macrometastasis and 3
micrometastasis). The overall sensitivity was 72 %, specificity 98 %, PPV
87 %, NPV 95,3 % and accuracy was 95,83 %.

Conclusion: TIC is simple, rapid and inexpensive diagnostic method in
intra-operative evaluation of SLN metastases with breast cancer patients.
However, it also has a series of limitations, especially in detecting
micrometastases.

PS-01-092
Evaluation of Caveolin-1 expression in molecular subtypes of breast
cancer
G. Diniz*, Z. Yildirim Ekin, G. Akoz, M. Uncel, G. Ekin
Tepecik Research and Education, Pathology, Izmir, Turkey

Objective: Development of breast carcinoma is regulated by many fac-
tors. CAV1 is a protein that humans is encoded by CAV1 gene. The
scaffolding protein encoded by this gene is the main component of the
caveolae plasma membranes found in most cell type. Recent studies have
shown the loss of stromal CAV1 expression in breast carcinomas may
have a prognostic importance. In our study, we purposed to evaluate the
interactions between stromal CAV 1 loss and its association with different
pathological and clinical parameters status in breast carcinomas.
Method: CAV 1 expressions were studied in 297 formalin-fixed, paraffin-
embedded breast carcinoma specimens and its association with different
pathological and clinical parameters was evaluated.

Results: Loss of stromal CAV1 expression was detected in 196 (72.3 %)
0f297 cases. Statistical significant association was found between loss of
stroman CAV1 expression and large tumour size and tumour volumes ve
lenf node involvment (p <0,001).

Conclusion: Identification of specific biomarkers is very important for
prediction of clinical outcome in breast tumours. We demonstrated loss of
stroma CAV1 expression in breast cancer correlate with tumour size,
HER?2 amplification, stage and lenf node involvement. These results sug-
gest that CAV1 may play a role in the biology of breast cancers.

PS-01-093

Percutaneous radiofrequency ablation in breast cancer: Assessing
cell death

C. Chappuis de Oliveira”, A. Petit Montserrat, T. Soler Monso, A. Guma
Martinez, A. Valdivieso Ortiz, A. Garcia Tejedor, M. J. Pla Farnos, X.
Matias-Guiu

“Hospital de Bellvitge, Pathology, L’hospitalet de Llobregat, Spain

Objective: To evaluate the effectiveness of Radiofrequency Ablation
technique (RFA) in Breast Cancer using different cell viability staining
methods.

Method: Patients diagnosed on core biopsies of Infiltrating Breast
Carcinoma of No Special Type with tumour size <2 cm underwent
RFA. A new core biopsy pre-RFA was performed followed by lumpec-
tomy. NADH, COX and SDH staining were made using frozen sections,
and in paraffin embedded sections H-E, TUNEL, CK19 and CK18 were
performed.
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Results: Fifteen patients were included. NADH was positive in 12/12
pre-RFA and negative in 9/12 post-RFA. CK18 was positive in 14/15
pre-RFA and negative (10) or focally positive (4) in 14/15 post-RFA.
CK19 was positive in 15/15 pre-RFA and negative (12) or focally positive
(3) in 15/15 post-RFA. TUNEL was negative in 13/15 pre-RFA and
positive in 14/15 post-RFA. COX was positive in 10/12 pre-RFA and
negative in 10/12 post-RFA. SDH was positive in 11/11 pre-RFA and
negative in 7/11 post-RFA.

Conclusion: Breast Cancer treated with RFA exhibits a decreased expres-
sion of NADH, COX and SDH and increased TUNEL positivity.
Cytokeratins 19 and 18 have an excellent correlation with the results
obtained by the rest of the markers, all of which are indicators of cell
death.

PS-01-094
Changes in ER, PgR and HER?2 after neoadjuvant chemotherapy
A. Kudaybergenova®, E. Turkevich, A. Artemyeva

St. Petersburg, Russia

Objective: After NCT tumours, which do not achive pCR can became
new characteristics and change preview.

Method: 145 patients with primary operable breast cancer who received
NACT at Petrov oncology institute. Oestrogen receptor (ER), progester-
one receptor (PR) and HER2 status were compared between pre-
treatment and post-treatment residual samples.

Results: Pathological complete response (path CR) was achieved in 21
cases (14.5 %) of patient. In rest 124 cases there were change in ER/PR/
HER?2 status occurred in 15, 14 and 19 % of cases, respectively, as a
switch from negative to positive status for ER and PR in half (8 and
6 %) of the cases and from negative to positive status for HER2 in
13 % cases.

Conclusion: Changes in hormone receptors and HER2 status in 15-19 %
cases occur after NACT. Assess of changes after NCT lead to re-testing
all of those markers.

PS-01-095

Breast cancer molecular subtypes defined by estrogen receptor pro-
gesterone receptor and human epidermal growth factor receptor
type 2 status: Association with clinicopathologic parameters in
Ivorian patients

A. Effi", N. Aman, B. Koui, K. Koffi, Z. Traore, M. Kouyate
*University of Bouake, Anatomic Pathology, Ivory Coast

Objective: To determine the prevalence of molecular breast cancer sub-
types and to assess their associations with classical clinicopathologic
parameters for better therapeutic decisions in breast cancer patients.
Method: Formalin-fixed and Paraffin-embedded blocks of primary breast
carcinoma patients were subjected to immunohistochemical assay for the
assessment of estrogen receptor (ER), progesterone receptor (RP), and
human epidermal growth factor type 2 (HER2) expression. The one-way
analysis of variance and the chi-square test were used to compare tumour
subtypes with clinicopathologic prognostic parameters.

Results: The positivity rate of ER, PR, and HER2 was 56, 49, and
15.6 %, respectively. Half of patients (51.6 %) had luminal A
followed by triple negative (32.1 %). Other subtypes were luminal
B (10.1 %) and non-luminal HER2+ (6.3 %). Tumour subtypes
were not significantly associated with mean age (p=0.52), men-
opausal status (p=0.76), histological type (p=0.59). However,
breast cancer subtypes were closely correlated with tumour grade
(p<0.00001).

Conclusion: The current study should primarily contribute to the reeval-
uation of the systematic use of adjuvant hormonal therapy and has prog-
nostic and therapeutic implications for the breast cancer management in
Ivory Coast.

PS-01-096

Accuracy of the duration of tissue formalin fixation and the molecu-
lar profiles of primary breast cancers in a tertiary hospital of
Rwanda

L Izimukwixe*, M. C. Ndayisaba, V. Bigirimana, J. d. Dieu Baryabagaya,
A.Y. Nsenguwera, N. Niyikora, B. Rugwizangoga

*CHUK, Dept. of Anatomic Pathology, Kigali, Rwanda

Objective: Breast cancer (BC) is the second most commonly diagnosed
cancer in women in Rwanda. BC molecular profile requires optimal tissue
fixation duration; no corresponding study yet published in Rwanda. The
aim is finding out effect of fixation duration on BC receptors in Rwanda
for good clinical and laboratory practices.

Method: Were included 45 BC cases diagnosed from 2013 to 2015 in a
tertiary hospital in Rwanda. Optimal fixation duration was defined to be 24—
48 h. Histological typing, grading, oestrogen receptor, progesterone receptor
and HER2/neu receptor status was evaluated through blind reviews. Data
analysis used Stata 13.0. Two-tailed (P <0.05) was considered significant.
Ethical clearance was obtained from Hospital Ethics Committee.

Results: Mean age was 51.9 (35-74) years. Tissue fixation duration was
optimal in 24.4 %, [mean 141.8 (24-720) hours]. Histological types were
ductal carcinoma (75.6 %), lobular carcinoma (13.3 %) and metaplastic
carcinoma (4.5 %). Most cases were grade 111 (42.2 %). Molecular types
were luminal A (45.2 %), luminal B (19.4 %), HER2+ (6.5 %) and triple
negative (29.0 %). No significant association seen between age and BC
molecular type; molecular type and adequacy of fixation or between
molecular type and histological type.

Conclusion: Larger studies are recommended to determine the optimal
fixation duration for consistent BC molecular profile.

PS-01-098
Quantification of Cytokeratin 19 mRNA burden and correlation
with axillary dissection positivity in breast cancer patients
H. Oliveira Coelho*, G. Martins-Coelho, M. J. Brito
Hospital Garcia de Orta, Surgical Pathology, Almada, Portugal

Objective: The study of sentinel lymph node by cytokeratin 19 mRNA
quantification using One-Step Nucleic Acid Amplification (OSNA) in
patients with breast cancer may be useful to decide axillary dissection.
This study analyzes tumoural burden as a predictor of metastasis at axil-
lary dissection specimen.

Method: We reviewed 54 cases of breast cancer patients who underwent
surgery with sentinel lymph node macrometastasis determined by OSNA
and examined the results of axillary dissection from those patients.
Results: Cases presented 1 to 4 sentinel lymph nodes positive for
macrometastasis. Axillary dissection was positive for macrometastasis
in 27 cases (50 %). Mean CK 19 mRNA tumoural burden was 472,620
copies/puL for cases with negative axillary dissection and 1,520,485
copies/uL for cases with positive axillary dissection (p=0,11).
Conclusion: We found no statistically significant difference between the
two study groups in axillary dissection positivity. Previous studies sup-
port that high tumoural burden correlates with positive axillary lymph
nodes after dissection. This method may be helpful when deciding which
patients may undergo axillary dissection.

PS-01-099

Angiosarcoma of the breast: A single-institution experience

S. Dias Carvalho®, F. D. Menezes, N. Coimbra, A. Pires-Luis, J.
Guimaraes, M. Soares, S. Conde, C. Leal, M. Afonso

*Portuguese Oncology Institute, Porto, Portugal

Objective: Breast angiosarcoma (BA) is a rare and aggressive tumour.

Our aim was to characterize all cases of BA diagnosed at Portuguese
Oncology Institute-Porto (IPO-Porto).
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Method: Retrospective review of BA diagnosed at IPO-Porto between
2000 and 2016. Clinical and follow-up data were collected. All slides
were re-evaluated and additional immunohistochemistry was performed
in some cases. When possible, tumours were graded according to Rosen’s
method.

Results: Fourteen cases were identified: 3 primary BA (2 high-grade, 1
intermediate-grade), 10 radiation-therapy (RT) associated BA (7 high-
grade, 1 low-grade) and 1 case associated with Stewart-Treves syndrome
(high-grade). Average post-RT time interval was 86.8 months. All pa-
tients were female, average age was 59.2 years-old (range 29-89) and
average tumour size was 5.75 cm (1.8—14). Twelve patients were treated
surgically and 7 underwent adjuvant treatment. Average follow-up time
was 22.3 months (range 0-74). Local recurrence occurred in 2 patients (2
and 4 months after diagnosis) and two developed metastasis (7 months
after diagnosis). So far, 5 patients have died of disease (average
19.6 months after diagnosis).

Conclusion: The majority of BA diagnosed at our Institution was RT-
associated. There were no clinical or histological differences between
primary and secondary tumours. In our series, all local recurrences and
metastases occurred in high-grade BA.

PS-01-100

Secretory breast carcinoma: Clinical, pathological and molecular
analysis

S. Dias Carvalho”, J. Vieira, A. Pires-Luis, M. Caldas, C. Meireles, N.
Coimbra, C. Bartosch, M. Afonso, C. Leal

"Portuguese Oncology Institute, Porto, Portugal

Objective: Characterization of secretory breast carcinoma(SBC) cases
diagnosed at Portuguese Oncology Institute-Porto(IPO-Porto).

Method: Retrospective review of SBC cases diagnosed and treated at
IPO-Porto (2000-2016). Clinicopathological data was retrieved. All
slides were re-evaluated. Immunohistochemistry study with hormonal
receptors (ER, PR, AR), HER2 and GCDFP-15, and fluorescent in situ
hybridization (FISH) for ETV6 gene rearrangements was performed.
Results: Five cases were identified: all female; median age: 57 years
(range 41-75); median tumour size: 16 mm (range 8-25); 4 cases were
Nottingham gradel and one was grade2. All presented ETV6 rearrange-
ment. ER expression was low (1-10 %) in 3 cases; 2 cases were triple-
negative. AR was negative in 4 cases and one had low expression (1-
10 %). All were positive for GCDFP-15. Initial treatment was surgical (4
lumpectomy with radiotherapy and 1 mastectomy); sentinel lymph node
was negative in all patients. One patient was submitted to additional
chemotherapy and two to hormonotherapy. All remain disease-
free(median follow-up 36 months, range 21-108).

Conclusion: SBC is a rare breast carcinoma with specific histological and
genetic features, usually with favorable prognosis. Traditionally seen as a
triple-negative low grade carcinoma, there are increasing reports of higher
histological grades, low expression of hormonal receptors(ER and AR) and
positivity for GCDFP-15. Our series also parallels the treatment heteroge-
neity reported, precluding conclusive statements on its effectiveness.

PS-01-101
Expression of MDM2 and CDK4 in liposarcoma arising in malignant
phyllodes tumour—a case report
M. Narasimhamurthy”"

University of Botswana, Faculty of Medicine, Pathology, Gaborone,
Botswana

Objective: Malignant Phyllodes tumours (MPT) are rare fibroepithelial
tumours of the breast with infrequent heterologous sarcomatous differen-
tiation including liposarcoma, fibrosarcoma, osteosarcoma and rhabdo-
myosarcoma. There is limited published literature on molecular profile of
these sarcomatous elements. We report a case of malignant phyllodes

@ Springer

with liposarcomatous differentiation. Understanding their molecular pro-
file may have important therapeutic implications for such tumours. The
aim of this study was to find the MDM2 and CDK4 gene expression in
liposarcomatous elements in MPT.

Method: A 21 year old pregnant lady presented with left breast mass.
Biopsy of the mass confirmed the malignant phyllodes tumour.
Subsequently, she underwent simple mastectomy which showed malig-
nant phyllodes tumour with liposarcomatous differentiation. MDM?2 and
CDK4 which are used in identifying primary soft tissue liposarcoma were
performed on a formalin-fixed paraffin-embedded sample.

Results: Despite being histologically identical to the primary soft tissue
liposarcoma, MDM2 and CDK4 were negative underlying a different
molecular pathogenesis.

Conclusion: Our results suggest that the heterologous liposarcomatous
differentiation in MPT lack the expression of MDM2 and CDK4, char-
acteristic of primary soft tissue liposarcoma. This possibly favours the
concept that heterologous differentiation may have originated from meta-
plasia of stromal cells that underwent a malignant change negating the
potential use of MDM?2 inhibitors and CDK4 antagonists.

PS-01-102

Breast cancer in young women: A clinicopathological study of an
argentinian population

A. A. Cabrera Cantoni’, M. P. Roses Videla, A. Videla de Roses

"CIAP, San Juan, Argentina

Objective: Breast cancers in young women (diagnosis before 40 years)
are a biological and genetic distinctive subset of tumours with more
aggressive course. In our population the clinicopathologic characteristics
hasn’t been yet described.

Method: 52 cases where retrieved from our files in a 9 year period. A
retrospective and descriptive study was performed with clinicopatholog-
ical prognostic factors according WHO criteria.

Results: The mean age was 36 years. The great mayority were ductal
NOS (67.3 %) with high nuclear grade (87 %), high histological archi-
tecture (81 %) and medium mitotic activity (36.5 %). 61.3 % show
angiovascular invasion and 76.9 % low TIL response. T2 stadium was
the more frequent (42.3 %) with mean size 2.36 cm, 36.2 % has no lymph
node metastasis. The predominant phenotype by immunohisotchemistry
was Luminal B (39,13 %).

Conclusion: As others studies, these subset of cancers exhibit more ag-
gressive features including a distinct predominant phenotype not yet de-
scribed in other studies.

PS-01-103

Digistain: A novel biomarker imaging platform for grading breast
DCIS using routinely processed paraffin sections

H. Amrania’, C. Phillips, S. Shousha, K. Goddard, C. R. Coombes, C.
Yoo

“Imperial College London, Blackett, United Kingdom

Objective: “Digistain” is a new and validated imaging technology that
enables the quantification of a newly conceived biomarker that is present
in routinely processed, and unstained FFPE sections. By using a unique
optical signature to analyse the chemical make-up of the biopsy quanti-
tatively, the technique circumvents the subjectivity inherent in grading.
Within minutes of loading a slide it yields a highly reproducible and user
independent numerical score reflecting the Nuclear: Cytoplasmic ratio.
We term this the Digistain Index (DI).

Method: In a double-blinded study, 42 breast DCIS biopsies were
reviewed and graded by an experienced breast pathologist. A new section
was cut from each block, left unstained and loaded into the Digistain
instrument. A region of interest (ROI) defined by the pathologist was
analysed to generate a DI for each case.
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Results: A positive correlation is seen between DI score and histological
grade (as assessed by the pathologist) thus validating this index as a viable
indicator of histological grade.

Conclusion: We believe the new Digistain approach provides for the first
time, a cost effective, reproducible and quantitative measure of breast
DCIS grade. This technique can be further developed to deliver an effec-
tive assessment of prognosis and recurrence risk that reaches beyond
traditional qualitative measures based on H & E staining.

PS-01-104

Intratumoural heterogeneity can impact on the definition of the
HER?2 “double equivocal” category in breast cancer

C. Marchio”, F. Geyer, L. Verdun di Cantogno, M. Rondon Lagos, C.
Dell’Aglio, P. Gugliotta, L. Annaratone, B. Alessandria, A. Balagna, L.
Casorzo, A. Sapino

*University of Turin, Dept. of Medical Sciences, Italy

Objective: To investigate whether prevalence and pattern of
intratumoural HER2 genetic heterogeneity in breast cancer may affect
the definition of the HER2 equivocal category.

Method: We collected 131 score 2+ carcinomas that underwent
fluorescence in situ hybridization (FISH), scored according to
the ASCO/CAP 2013 guidelines. HER2 and CEP17 copy num-
bers, HER2/CEP17 ratio, prevalence/type of heterogeneity were
recorded for each case. For cases displaying HER2 genetic het-
erogeneity FISH results were reported as a whole (mean of HER2
and CEP17 copy numbers of amplified and not amplified cells) as
well as discrete populations (mean HER2 and CEP17 copy num-
bers calculated within the two populations).

Results: Ninety-seven (74 %) cases were FISH-negative, 34 (26 %) were
FISH-positive, of which 27 displayed heterogeneity of HER2 amplifica-
tion (range: 11-43 %). In the latter subgroup, when FISH raw values were
calculated in the entire population 4 were still positive based on
HER2/CEP17 ratios > =2, whereas 23 were labeled “equivocal”
(HER2/CEP17 ratio <2, HER2 copy number 4-6).

Conclusion: Presence of >10 % of HER2 amplified cells (HER2 >=6) in
a tumour population may lead to equivocal ISH results. Interpretation of
type of heterogeneity (discrete clone versus scattered cells) is crucial to
diagnose these cases either as equivocal (“double equivocal”) or positive
for HER2 amplification in a subpopulation of tumour cells.

PS-01-105

Expression of Human Epididymal Secretory Protein 4 (HE4) is neg-

atively correlated with HER2 status in breast carcinomas

G. Diniz*, G. Akoz, S. Ekmekei, Z. Yildirim Ekin, M. Uncel, S. Yardim
Tepecik Research and Education, Pathology, Izmir, Turkey

Objective: Epididymal Secretory Protein 4 (HE4) is originally de-
scribed as an epididymis specific protein but more recently sug-
gested to be a putative serum tumour marker for some tumours
including the breast carcinomas. In this study, we purposed to
investigate the interactions between HE4 expression and molecu-
lar subtypes of breast carcinomas.

Method: HE4 expressions were studied in 258 formalin-fixed, paraffin-
embedded breast carcinoma specimens and its association with different
pathological and clinical parameters was evaluated.

Results: Decreasing HE4 expression rate was 34.64 %, while diffuse
strong expression rate was 10.8 %. We demonstrated that there were no
associations between the HE4 expression in breast cancer with tumour
size, stage, survive and lymph node involvement. It was only detected
that HE4 expression was negatively correlated with HER2 amplification
and/or CErbB2 expression (0.009).

Conclusion: Identification of specific biomarkers such as HER2 is very
important for prediction of clinical outcome and therapy responce in

tumours. In this study, we demonstrated the significant association between
HE4 and cErbB2 expressions. These results suggest that HE4 may be a
predictor for behavior of breast cancers.

PS-01-106

Loss of nuclear ARID-1A expressions is associated with status of
hormon receptors in breast carcinomas

G. Diniz", M. Uncel, S. Sayhan, G. Akoz, Z. Yildirim Ekin, S. Yardim
Tepecik Research and Education, Pathology, Izmir, Turkey

Objective: Breast cancer is the most common cancer among wom-
en worldwide. Development of breast carcinoma is regulated by
many factors. AT-rich interactive domain IA (ARIDIA) is a tu-
mour suppressor gene involved in chromatin remodeling and it
encodes the ARIDIA protein. Recent studies have shown the loss
of ARIDIA expression in different carcinomas may have a prog-
nostic importance. In our study, we purposed to evaluate the in-
teractions between ARIDIA loss and molecular subtypes of breast
carcinomas.

Method: ARIDIA expressions were studied in 292 formalin-fixed,
paraffin-embedded breast carcinoma specimens and its association
with different pathological and clinical parameters was evaluated.
Results: Loss of ARIDIA expression was detected in 89 cases. Mean
nuclear expression percentage of ARID-1A was 70. There was no statis-
tical association between ARID-1A expression and molecular subtype of
breast carcinomas. Contrary, there was significant association between
ARIDIA expression and presence of estrogen (P =0.003) or progesterone
receptors (p=0.002).

Conclusion: Identification of specific biomarkers is very important
for prediction of clinical outcome in tumours. In addition, some
parameters such as HER2 also provide therapeutic benefits. In this
study, we demonstrated loss of ARIDIA expression positively
correlate with status of hormone receptors. These results suggest
that ARIDIA may play a role in the biology of breast cancers
especially of triple negative subtypes.

PS-01-108

Comparison of prognostic factors and survival rate of primitive
breast sarcoma and sarcoma phyllodes

M. Mhiri*, O. El Amine El Hadj, S. Thabet, A. Goucha, J. Ben Hasouna,
1. Bettaieb, O. Adouni, K. Rahal, A. Gamoudi

“Bennan, Tunisia

Objective: Compare the prognostic factors, the overall survival
(OS) and the recurrence-free survival (RFS) between Sarcoma
phyllodes of the breast (SP) and Non-phyllodes primary breast
sarcoma (NPS).

Method: A retrospective study conducted at the Institute Salah Azaiz
between 2004 and 2013 has allowed to collect 18 SPs and 12 NPSs.
We studied the correlation between these histological subtypes and the
clinicopathological criteria.

Results: An analytical study of the parameters age, tumour size,
mammographic features, presence or absence of metastases and
locoregional recurrence showed no correlation with histological
type (p>0,05). In univariate analysis, the median OS was
10 months for SP against 60 months for NPS. The influence of
the histological type was not significant (p=0,08). RFS was
7 months for SP and 23 months for the NPS. The influence of
the histological type was not significant (p=0,081). In multivari-
ate analysis, the retained independent prognostic factors for OS
were age (p=0,06) and tumour necrosis (p=0,02).

Conclusion: The same therapeutic strategies must be indicated for SP and
NPS. Surgical treatment is the most important. The role of radiotherapy
and chemotherapy are debated.
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PS-01-109

Increasing diagnostic accuracy of fibroadenoma and benign phyl-
lodes tumour in core biopsy using histopathologic scoring system
W. Yusnita*, E. Hardjolukito, P. Wuyung

Bhayangkara R.S Sukanto Hospital, Anatomical Pathology, Jakarta,
Indonesia

Objective: Fibroadenoma is very difficult to differentiate from benign
phylllodes tumour especially in core biopsy. This study was aimed to
identify histopathological features needed to differentiate those tumours
and to verify whether using scoring system on those histological features
will improve diagnostic accuracy in core biopsy.

Method: 57 cases with paired core biopsy and excision/mastectomy with
diagnosis of fibroadenoma and benign phyllodes tumour were included in this
Study. Reassessment of histological features were done blindly, with and
without scoring system, and excision/mastectomy served as the gold standard.
Histopathologic features which assessed were stromal cellularity, nuclear
atypia, tissue fragmentation, fat infiltration, mitotic figure, stromal heterogene-
ity. The scoring system were very mild (0), mild (1), moderate (2) for stromal
cellularity and nuclear atypia; low (1), moderate (2), marked (3) for mitosis;
none (1) and present (2) for fat infiltration, stromal heterogeneity and tissue
fragmentation. Analytical statistic, diagnostic test and accuracy test were done.
Results: Stromal cellularity, stromal heterogeneity and tissue fragmenta-
tion mostly found in benign phyllodes tumour compare to fibroadenoma
(p=0,001; p=0,000; p=0,021). The Specificity in scoring system in-
creased by 17,9 % whereas positive predictive value, negative predictive
value and accuracy increased in scoring system (11,9 and 5,1 %). Area
under curve increased by 8,9 %.

Conclusion: Scoring system improve the diagnosis accuracy of
fibroadenoma and phyllodes tumour as shown by the increasing specific-
ity, positive predictive value, accuracy and AUC. This can be used as
reference to diagnose and differentiate fibroadenoma and benign phyl-
lodes tumour especially in core biopsy.

PS-01-110
Neoadjuvant chemotherapy in young breast cancer in women of
western Algeria: Survival study
N. N. Benchiha®, L. Houti
Djillali Liabes University, Pharmacy, Sidi Bel Abbes, Algeria

Objective: The aim of this study is to define the impact of neoadjuvant
chemotherapy (NCT) on survival patients of less than 39 years of age.
Method: A retrospective analysis was made on survival data of 84 patients
with operable breast cancer, admitted from January 2008 to June 2014 in the
oncology department of Sidi Bel Abbes (Algeria), for NCT cures followed
by surgery and adjuvant treatments. Patients were stratified into three age
groups (group 1, <39 years; group 2, 4044 years; group 3, >45 years). The
overall survival (OS) and the disease free survival (DFS) were calculated
using the Kaplan-Meier method. The 5-year survival was analyzed accord-
ing to age at diagnosis. The log-rank test was used in univariate comparison.
Results: The median follow up was 30.5 months. The 5-year disease free
survival rates were 42.9 % in the youngest patients, compared with 80 and
70 % in groups 2 and 3, respectively (P =0.014), with a median 5-year DFS
of 48 years (95 % CI 8.316-87.684). Group 1 patients also had significantly a
lower 5-year overall survival rates (50 % versus 90 % and 72 %; P =0.045).
Conclusion: The patients in the youngest age group remained at a high
risk for recurrence and a worse overall survival.

PS-01-111
E-cadherin, P-cadherin, beta-catenin and p120-catenin expression in
Luminal B (HER-2 positive) subtype of invasive lobular breast
cancer
N. Kazantseva', S. Sazonov, Y. Brilliant, A. Brilliant

Sverdl. Reg. Oncologic. Hospital, Pathomorphology, Ekaterinburg, Russia

@ Springer

Objective: The aim of the research was to study a relation between E, P-
cadherins, beta- and p120-catenins in HER-2/neu, ER, PR-positive sub-
type of breast cancer.

Method: 50 cases of Luminal B (HER-2 positive) subtype of breast
cancer were explored. IHC study was conducted with use of automatic
staining systems Ventana (USA) and DAKO (Denmark) and specific
antibodies to E-cadherin (Clone EP700Y, Cell Marque, USA), 3-
catenin (Clonel4, Ventana, USA), p120-catenin (Clone98, Ventana,
USA), P-cadherin (Clone56C1, Monosan, the Netherlands), c-erb-2/
HER-2 (Clone4BS, Ventana, USA), KI-67 Antigen (CloneSP6, Spring
Bioscience, USA), ER (CloneSP1, Spring Bioscience, USA), PR
(CloneSP2, Spring Bioscience, USA).

Results: Loss of E-cadherin expression was found in 2 (4 %) cases. We
observed cytoplasmic {3-catenin staining in 16 (32 %) cases, p120-caten-
in—in 50 (100 %) cases. Coexpression of E- and P-cadherins was found
in 48 (96 %) cases. The correlation was determined between [3-catenin
and pl20-catenin (V=0.32, p<0.05), PR (V=0.32, p<0.05), HER-2
(V=0.20, p<0.05); p120-catenin and PR (V=0.28, p<0.05).
Conclusion: The results speak about appearance of aberrant P-cadherin
expression connected with E-cadherin expression in Luminal B (HER-2
positive) subtype of breast cancer, destruction of cadherin-catenin com-
plexes and release of (3-and p120-catenin molecules which activate sig-
naling pathways leading to increase of motility, migration, invasion and
proliferation of breast cancer cells.

PS-01-112

Do NY-BR-1 and CD10 have a prognostic participation in invasive
ductal breast carcinoma? An immunohistochemical correlational
study

E. A. Hasby Saad”, R. Oreby

Tanta Faculty of Medicine, Pathology Dept., Egypt

Objective: To study immunohistochemical expression of NY-BR-1 and
CD10 in invasive mammary ductal carcinoma, correlate their expression
to different clinicopathological parameters to elucidate their effect on
prognosis.

Method: Eighty cases of invasive mammary carcinoma were classified
according to their ER, PR and Her-2 expression into luminal, Her-2
Positive and triple negative groups. NPI was calculated and pathological
stage was recorded for each individual case and cases were classified into
different prognostic groups. NY-BR-1 and both stromal & tumour cell
CD10 expressions were evaluated immunohistochemically, their expres-
sion compared to DCIS & normal breast tissue, and correlated to different
prognostic variables.

Results: NY-BR-1 and both stromal & epithelial cell CD10 expression
varied significantly between studied groups. Invasive ductal carcinoma
cases showed NY-BR-1 positivity in >70 % of tumour cells in 57.5 % of
cases. NY-BR-1 showed a significant correlation to NPI, tumour stage,
hormonal and her-2 immunoprofile. CD10 expression in tumour epithe-
lial cells correlated significantly to hormonal and her-2 immunoprofile,
while CD10 stromal expression had a significant correlation to LN status
and tumour stage.

Conclusion: NY-BR-1 is a differentiation antigen of the breast, which is
present in normal and tumourous mammary epithelium. High prevalence
of both NY-BR-1 and CD10 in hormone negative tumours and higher
stages indicate that they could be a valuable targets for development of
novel therapies.

PS-01-113

Expression of MHC class II-associated invariant chain (Ii; CD74) in
invasive breast carcinoma: Its relation to Nottingham prognostic in-
dex, hormone-receptors’ & Her-2 immunoprofile

E. A. Hasby Saad”, R. Khalifa, M. El-Rashidy

“Tanta Faculty of Medicine, Pathology Dept., Egypt
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Objective: To study the immunohistochemical expression of CD74 in
series of invasive breast carcinomas classified according to their ER,
PR & Her-2 immunoprofile and explore its correlation to Nottingham
prognostic index (NPI) and tumour pathological stage to determine if it
has a prognostic value.

Method: One hundred and sixty cases of mammary carcinoma were clas-
sified broadly according to their ER, PR and Her-2 expression into luminal,
Her-2 Positive and triple negative groups. NPI was calculated and patho-
logical stage was recorded for each individual case and cases were classified
into different prognostic groups. CD74 expression was evaluated
immunohistochemically and correlated to different prognostic variables.
Results: CD74 immunohistochemical expression in invasive breast car-
cinoma was significantly higher in triple negative tumours, higher tumour
grade, presence of lymph nodal metastasis, higher tumour stage and
higher Nottingham prognostic index score.

Conclusion: CD74 immunohistochemical expression in invasive breast
carcinoma was significantly higher in triple negative tumours, higher
tumour grade, presence of lymph nodal metastasis, higher tumour stage
and higher Nottingham prognostic index score.

PS-01-116
Breast sebaceous carcinoma - a rare entity. Clinicopathological de-
scription of two cases
T. Maia", I. Amendoeira
Centro Hospitalar de Sdo Jodo, Dept. of Pathology, Porto, Portugal

Objective: To describe clinicopathological features of two cases of pri-
mary breast sebaceous carcinoma (BSC) managed at our institution and
compare them with the only 11 cases reported.

Method: We reviewed the histologic slides, patients’ clinical data and
pertinent articles indexed in PubMed.

Results: Two women with 65 and 71 years-old presented with a palpable
nodule with 70 mm (patient 1) and 37 mm (patient 2). Grossly, both
tumours were well-circumscribed, yellow-tan. Histologically, they were
lobulated, with solid and nested pattern, composed of high-nuclear-grade
clear cells with abundant microvacuolized cytoplasm rich in lipids
(RedOil), coexisting with smaller darker cells at the periphery.
Immunohistochemical profile (ER, PR, Her2) was discordant between
the cases, except for diffuse EMA expression. At diagnosis: patient 1 =
pN2; patient 2 = pNO, without evidence of distant metastasis. Patient 1
refused further treatment, and died 9 months after surgery, due to recur-
rence. Patient 2 is alive with no signs of recurrence after 90 months of
follow-up. No microsattelite instability (MSI) was found in the tumour.
Conclusion: Our cases support that BSC has a distinct morpholo-
gy, variable immunoprofile and may behave aggressively, al-
though it is unknown if it differs from other high grade carcino-
mas. MSI is not characteristic of BSC, contrasting with cutaneous
counterpart.

Monday, 26 September 2016, 09.30-10.30, Hall 11.3
PS-02 Cardiovascular Pathology

PS-02-001
Interaction of persistent chlamydiapneumoniae infectionin endothe-
lial cell swithcell-mediated immune response on the surface of human
atherosclerotic plaques
N. Solovjeva*, A. Lysenko

University of Moscow, Dept. of Pathology, Russia

Objective: Examining inflammatory cells interaction during Chlamydia
pneumoniae(CP) persistence in endothelial cells (EC).

Method: Autopsy material collected from 46 patients aged 35-92. It
received imprints of fatty streaks, plaques and unaffected surfaces of 46
aortas subjects. Samples were stained on Romanovsky-Gimsa. CP-
infected EC and inflammatory cells and microerosions number were de-
tected. Statistical data were processed using Fisher method.

Results: CP was detected in EC aortas in 26 (56.5 %) from 46 patients. In
39 cases, death cause was cardiac, of which 19 patients had persistent EC
CP inclusion forms. Inflammatory infiltration was detected in 17 patients
and in 13 patients (76.5 %) coincidence with CP positive identification in
EC (p=0.04) was registered. 14 patients (82.3 %) from 17 patients with
inflammatory infiltration showed coincidence with positive identification
of microerosions on aortic intima (p=0.009). Connection between EC
CP identification and microerosions on aortic intima was also statistically
significant. Thus, 19 (48.7 %) from 39 patients had persistent EC CP,and
15 patients (78.9 %) demonstrated coincidence with positive identifica-
tion of microerosions (p =0.046).

Conclusion: Statistically significant relationship between persistent
Chlamydia pneumoniae in endothelial cells, chronic inflammation and
development of microerosions on the surface of human atherosclerotic
plaques was discovered.

PS-02-002
Cardiac papillary fibroelastoma: 15 years’ experience of a central
institution
S. Ortiz", F. Tortosa
Centro Hospitalar Lisboa Norte, Dept. of Pathology, Lisbon, Portugal

Objective: Primary tumours of the heart are very rare (0.02—
0.28 %). Papillary fibroelastoma (PFE) is the third most frequent
cardiac tumour (7 %), usually found in the valves. We present a
study that evaluates the incidence of these tumours in a central
Institution and correlates them with embolic manifestations as
form of presentation.

Method: A retrospective analysis of cardiac tumours was performed over
a period of 15 years (2001-2015) in Centro Hospitalar Lisboa Norte,
being selected (with review of different variables in clinical processes)
those which histological diagnosis was PFE.

Results: A total of 103 patients with cardiac tumour, 15 (14.56 %) had
PFE: 6 female and 9 male, mean age 64.8 £ 15.5 years. Seven of them had
cerebral embolic events. The diagnosis of cardiac tumour was made by
echocardiography (in 14 cases), transthoracic and/or transoesophageal,
and in intraoperative consultation (1 case). The definitive diagnosis was
made in histopathological sections. Treatment was surgical removal of the
tumour mass, with valve replacement in 5 cases.

Conclusion: The analysis realized in our Institution verified the rarity of
this diagnosis. Although PFE is a benign tumour, its high embolic poten-
tial can cause life-threatening complications, so early diagnosis is impor-
tant because surgical removal is curative.

PS-02-003
Aortic stenosis and regurgitation of the elderly follow different pro-
cesses of collagen ageing
K. Miura", Y. Egawa, T. Moriki

Hamamatsu University, School of Medicine, Dept. of Health Science,
Japan

Objective: To investigate the mechanism of collagen alteration in aortic
valves (AV) due to aging we compared stenosis (AS), regurgitation (AR)
and normal aortic valves.

Method: To estimate the stiffness of AV, speed-of-sound (SOS) through
fibrosa of AV was measured by scanning acoustic microscopy (SAM). To
detect protease susceptibility, SOS after collagenase digestion was com-
pared. Collagen distribution of type 1 and 3, degree of glycation and
stabilization were analyzed by immunostaing.

@ Springer
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Results: The AS group displayed significantly less SOS values compared to
the AR group with an exception of calcified areas. The AS group showed
significantly decreased SOS values following protease digestion, whereas the
AR showed little reduction. The AS group presented type III collagen in the
fibrosa and the ventricularis. In the AR group, both type I and III collagens
coexisted at the fibrosa and ventricularis. By advanced glycation end-products
staining, the AS group showed sparse, weak staining, whereas the AR group
presented a strong positive reaction on the fibrosa. By lysyl oxidase staining
the AS group showed scattered positive staining on the fibroblasts, while the
AR group displayed negative staining.

Conclusion: AS displayed tissue remodeling with destruction and repair,
while AR showed static chemical alterations with slow turnover of collagen.

PS-02-004

Can increased intraplaque microvessels predict acute coronary
event? A pathologic study of coronary arteries in 894 human autopsy
cases

A. Seki”, K. Chida, T. Sugiyama, H. Kitahata, A. Hamamatsu, M.
Sawabe, Y. Matsuda, K. Nonaka, K. Harada, T. Arai

“Tokyo Metropolitan Geriatric Hosp., Dept. of Pathology, Japan

Objective: Previous studies suggested that increased intraplaque
neovessels were associated with intraplaque hemorrhage and plaque vul-
nerability. Our aim was to investigate the relationship between
intraplaque microvessels and culprit plaque morphology in acute myo-
cardial infarction (AMI).

Method: Hearts were obtained from consequent autopsies (n=894; me-
dian 82.0 years; 497 M) from 2005 to 2015. We only included patients
who died of AMI without PCI or CABG. After serial step-sectioning
(total 48,901 cross sections), 26 culprits were classified as erosion
(n=14), plaque rupture (n=5), calcified nodule (n=4), and stenosis
without thrombus (n=3). The most stenotic culprits were assessed using
micro-computed morphometry.

Results: Intraplaque hemorrhage was found in 96.2 % of culprits. The
numbers of intraplaque microvessels were medians of 53.5 (range, 8—
118) in erosion, 71 (34-83) in plaque rupture, 22 (0—24) in calcified nodule,
and 22 (8-121) in stenosis w/o thrombus, respectively. Intraplaque
microvessels were significantly increased in erosion (p=0.01) and plaque
rupture (p=0.01) when compared with calcified nodule; however, there
was no significant difference between erosion and plaque rupture
(p=0.25). The number of microvessels was not associated with severity
of stenosis, intraplaque hemorrhage, or necrotic core size.

Conclusion: Intraplaque hemorrhage was common in any types of coro-
nary culprits; however, not all coronary culprits were associated with
increased intraplaque microvessels.

PS-02-006

Histopathological characteristics and clinical correlations in type A
acute aortic syndromes patients

A. Foé*, A. Corsini, S. Soflai Sohee, F. Vagnarelli, G. Norscini, G.
Melandri, D. Pacini, R. Di Bartolomeo, C. Rapezzi, O. Leone
*University Hospital Palermo, Dept. of Cardiology, Ttaly

Objective: The aim of this study was to assess the histopathological
characteristics and the clinical correlations of type A Acute Aortic
Syndromes (AAS).

Method: Our study population was composed by 158 type A AAS surgi-
cally treated patients, for whom we described the aortic medial layer de-
generative, inflammatory and atherosclerotic lesions. Moreover, we corre-
lated these findings with the patients’ baseline clinical data, long-term fol-
low-up for mortality, major aorta-related and non-aorta-related events.
Results: We identified two histopathological patterns: 122 patients with
degenerative alterations (77.2 %) and 36 (22.8 %) with mixed
degenerative-atherosclerotic lesions. Patients with moderate/severe
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overall degenerative alterations showed a higher prevalence of
translamellar mucoid extracellular matrix accumulation (T-MEMA), lam-
inar collapse and severe elastic fibre fragmentation. Patients with mixed
alterations were older and presented a higher prevalence of translamellar
collagen increase (TCI). Non-significant differences were found between
the two subgroups with respect to 6-year mortality and major aorta related
events, although the mixed group showed a trend to a poorer prognosis.

Conclusion: although degenerative medial alterations are the essence of
AAS, atherosclerosis is a relevant finding among older patients. TCI (i.e.
fibrosis) increase showed a strong correlation with atherosclerotic lesions
while MEMA was more prevalent among the degenerative subgroup.
Elastic fibre fragmentation was an ubiquitous finding.

PS-02-008

Phospholamban immunostaining is a highly sensitive and specific

method for diagnosing PLN p.Argl4del cardiomyopathy

W. P. Te Rijdt", Z. J. van der Klooster, A. Vink, A. J. Suurmeijer
Univers. Medisch Centrum Groningen, Dept. of Pathology and

Exp. Cardiology, Netherlands

Objective: The pathogenic p.Argl4del phospholamban (PLN) mutation
has been identified in 12-15 % of Dutch patients with arrhythmogenic
cardiomyopathy and/or dilated cardiomyopathy. Recently, we showed
that PLN p.Argl4del cardiomyopathy may be diagnosed by PLN immu-
nohistochemistry which allowed microscopic detection of PLN-contain-
ing aggregates that were concentrated in cardiomyocytes in dense
perinuclear aggresomes. The objective of this study was to determine
the sensitivity and specificity of PLN immunohistochemistry to diagnose
PLN p.Argl4del cardiomyopathy in a cohort of 26 diverse genetic car-
diomyopathies with known pathogenic mutations.

Method: Included were apical left ventricular myocardial specimens, har-
vested during left ventricular assist device (LVAD) implantation, from 26
well-documented genetic cardiomyopathy cases (5 PLN p.Argl4del cases
and 21 cardiomyopathy cases with other pathogenic mutations).
Immunohistochemistry (IHC) with monoclonal phospolamban antibody
2D12 (1:10000, Abcam, Cambridge, MA, USA) was used to visualize
PLN protein aggregation. Blinded histologic assesment of PLN aggregates
in LVAD samples was performed by 2 independent observers.

Results: THC analysis revealed typical dense perinuclear globular PLN-
positive aggregates (representing aggresomes) in all 5 PLN p.Argl4del
cases. In 20 cases no IHC staining was observed and one case was
inconclusive.

Conclusion: In this genetic cardiomyopathy cohort, PLN IHC analysis in
LVAD samples was found to have a very high sensitivity (100 %) and
specificity (95 %) for demonstration of PLN protein aggregates in PLN
p-Argl4del cardiomyopathy.

PS-02-009

Aortopathy: A surgical pathological analyses of 34 cases

S. Singaravel*, P. Vaideeswar, P. Wadhwa, S. Marathe, S. Yadav, P.
Mishra

*Seth GS Medical College, Dept. of Pathology, Mumbai, India

Objective: Aortopathy refers to non-atherosclerotic and non-
inflammatory changes that occur in the media, which are implicated in
producing several thoracic aortic diseases. These not only occur in the
young population, but are also devastating and fatal. We present our
experience on aortic excisions for aortopathy over a period of 8 years.
Method: The clinical and pathological features of aortectomies performed
for aortopathy between January 2008 and December 2015 were analyzed.
The degree and extent of histological characteristics of aortopathy
(Extracellular matrix alterations, Elastic fiber alterations, Smooth muscle
cell alterations and Collagen alterations) were studied, and were correlated
to the underlying risk factors and the clinical manifestation.
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Results: Among the 34 cases encountered, Marfan syndrome, bi-
cuspid aortic valve and hypertension were the most common pre-
disposing conditions for the aortopathy. The patients manifested
as ascending aortic aneurysms and surprisingly as chronic type A
dissections.

Conclusion: With improved imaging techniques along with suc-
cessful surgical outcomes, a need towards increased screening
and a lower threshold for elective surgery is becoming the current
protocol.

PS-02-010
Autopsy study of pediatric Takayasu’s Disease
S. Singaravel”, P. Vaideeswar
Seth GS Medical College, Dept. of Pathology, Mumbai, India

Objective: To study the clinico-pathological features of Pediatric
Takayasu’s Disease (PTD).

Method: Autopsy records of 25 years (1991-2015) were reviewed and
cases of PTD (ages < 18 years) were retrieved. Demographic characteris-
tics and clinical features were noted. The pattern of involvement of the
aorta was classified as localized, multifocal or diffuse.

Results: Of the 55 cases of Takayasu’s disease diagnosed at autopsy in
25 years, 23 patients were less than 18 years of age (range of 2 to 18 years,
mean of 9.3 years) and included 10 males and 13 females. Four cases had
been diagnosed in the ante-mortem period. Localized disease was seen in
11 cases; arch localization in 3 and thoraco-abdominal localization in 8.
Multifocal disease was seen in 5 cases, while 7 had diffuse disease. The
manifestations were varied, but common modes of presentation included
chest or abdominal pain, hypertension, fever, breathlessness, vomiting.
Seven cases showed active disease. Pulmonary artery and/or coronary
artery involvement was seen in 10 cases. Three children had concomitant
rheumatic heart disease.

Conclusion: PTD is a rare entity with varied manifestations in
different populations. It often remains unsuspected. Autopsy stud-
ies can establish the diagnosis in unsuspected cases and improve
the understanding of this disease.

PS-02-011
Persistence of left ventricular myocardial sinusoids in an infant
S. Sin aravel*, P. Vaideeswar

Seth GS Medical College, Dept. of Pathology, Mumbai, India

Objective: The fetal heart initially has a sinusoidal vascular pattern.
Epicardial mesenchymal cells undergo vasculogenesis to form the right
and left coronary arteries, which eventually connect to the aorta. As the
vasculogenesis process is completed, the myocardium is compacted and
the primitive sinusoids disappear.

Method: We present the case of a female 10 month old infant with
high grade fever and increased respiratory activity for one day. She
had a history of past admissions with similar complaints at 7 and
9 months of age. The heart rate was 170/minute and respiratory rate
was 68/minute. Bilateral coarse crepitations were auscultated. A
clinical impression was acute bronchiolitis. The child expired with-
in 24 h.

Results: At autopsy the heart was globular in shape with biventricular
dilatation (left more than right). Microscopically, features of dilated
cardiomyopathy were seen. In addition, dilated endothelium-lined
sinusoids were seen in the myocardium of the posterior and lateral
walls but no connection could be demonstrated with the ventricular
cavity or the epicardial coronaries. The lungs showed changes of
bronchopneumonia.

Conclusion: Persistent myocardial sinusoid of the left ventricle is very
rare, and may result in abnormal wall motion or ischemia due to coronary
steal phenomenon.

PS-02-012

Acute metabolic effects of high glucose alter resistance of
cardiomyocytes to oxidative stress

F. Sedlic’, A. Sepac, T. Dzombeta, S. Seiwerth, Z. J. Bosnjak

*School of Medicine Zagreb, Croatia

Objective: The objective of the study is to investigate effects of acute,
high glucose (HG, 20 mM)-induced changes in mitochondrial membrane
potential on cardiomyocyte resistance to oxidative stress.

Method: Metabolic effects of HG were tested in freshly isolated rat
cardiomyocytes by measuring: oxygen consumption, NAD(P)H fluorome-
try, generation of reactive oxygen species (ROS), mitochondrial membrane
potential, opening of mitochondrial permeability transition pore (mPTP)
and cell survival. Cells were preconditioned with isoflurane (APC).
Results: HG increased oxygen consumption, NAD(P)H production and
mitochondrial membrane potential, which indicated rapid metabolism of
excess glucose by cardiomyocytes. This was associated with elevated pro-
duction of ROS, accelerated opening of mPTP and increased H202-induced
cell death. Uncoupling agent dinitrophenol reversed HG-induced mitochon-
drial hyperpolarization, reduced ROS production and reversed cytotoxicity
to cytoprotection by HG. Hyperosmotic mannitol control moderately elevat-
ed ROS production and exerted cytoprotection. HG prevented APC-induced
mitochondrial depolarization and abrogated APC-induced cytoprotection.
Conclusion: HG acutely hyperpolarizes mitochondria leading to exces-
sive ROS production that is detrimental to cardiomyocytes and abolishes
APC. Reduction of ROS production by preventing mitochondrial hyper-
polarization exerts cytoprotection probably via small amount of ROS that
trigger preconditioning.

PS-02-013
Methods of estimation myocardial remodelling in cardiopathy
S. Poletaeva*, D. Rozumniy, A. Suvorov, Y. Yunusova

Samara Medical University, General and Clinic Pathology, Russia

Objective: Pathology anatomy of cardiovascular diseases dominates in
routine work of pathologist. Implementation of new surgery intervention-
al methods of treatment requires to diagnose degree of involvement car-
diac remodeling in thanatogenesis. The aim of our study is objectivization
and documentation special morphological aspects of cardiac remodeling
due to hypoxic, ischemic and diabetic cardiopathy.

Method: Autopsy material of hearts from newborns (n=35), under-1
children (n=32) with hypoxic cardiopathy, from patients 65-75-years-
old, died from ischemic (n=37) and diabetic (n=35) cardiopathy was
analyzed. Comparison groups were hearts of newborns (n=6), under-1
children (n=4) and 60-76-years-old adults (n=9), who were died from
accidents resulting in injuries. Macroscopic investigation, separately
weighing, computer morphometry and 3D-modelling were performed.
Results: Total heart weight and sizes were significantly enlarged in rela-
tion to the same parameters in comparison groups, but cardiac remodel-
ling is performed by different heart chambers: in cases of hypoxic cardi-
opathy in newborns and under-1 children—by right ventricle, in cases of
hypoxic cardiopathy in adults—by left ventricle realized in dilatation
type, in cases of diabetic cardiopathy in adults—by left ventricle realized
in hypertrophic type.

Conclusion: 3D-modelling offers the possibility to get significant dates,
to prognose type of cardiopathy and estimate its involvement in
thanatogenesis.

PS-02-014

The influence of clinical determinants on cardiac wall geometry: An
autopsy morphometric study

L E. Plesea’, M. Albu, C. D. Uscatu, M. S. Serbanescu, A. A. Ancuta, R.
M. Plesea

*University of Medicine and Ph., Pathology, Craiova, Romania
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Objective: The authors compared heart wall geometry in two distinct
groups, divided by the cause of death (COD) established after autopsy.
Method: The studied material consisted of heart tissue fixed in buffered
formalin from 81 patients deceased during hospitalization and autopsied.
Group A included patients with cardiovascular (CV) COD and Group B,
patients with non-cardiovascular (NCV) COD. The average thickness of
main cardiac wall segments (left and right ventricle and inter ventricular
septum) were determined with an image analysis software.

Results: Clinical profile included a patient, usually man over 60 years
aged in Group A and around 50 years Group B. Overall, the mean thick-
ness of different segments of the cardiac wall was bigger in Group B than
in Group A, in men than women in Group B and in women than men in
Group A. Irrespective the COD, the anterior segment of the left ventric-
ular wall was the thinnest, the thickness increasing towards the posterior
segment of the left ventricular wall and having the highest values in the
interventricular septum.

Conclusion: Cardiac wall undergoes a remodeling process influenced by
gender, the ageing process and the cause of death. Further studies on
larger series are required to validate these observations.

PS-02-015

Pericardial pathology: Biopsy or cytology?
R. Henriques de Gouveia', S. Ramos
"INMLCE, Pathology, Coimbra, Portugal

Objective: The pericardium is frequently involved in cardiac and extra-
cardiac pathology. Yet, the diagnosis is not always straightforward. The
authors intended to evaluate the adequacy of pericardial biopsy (PB) and
pericardial effusion cytology (PC)—each per se or together—as diagnos-
tic tools.

Method: The hospital files of 78 cases, referring to a time-span of
11 years, were retrospectively reviewed, concerning demographic and
clinico-pathologic data; which was afterwards submitted to statistic
analysis.

Results: Patients mean age was 54.1 years (range, 4 months—82 years),
75 were Caucasian and 54 males. There were 64 PB and 43 PC; 26 cases
had both specimens. PB was diagnostic in 18 cases, PC in 11 and both in
6. Concordance with clinical diagnostic hypothesis occurred in 25 PB and
in 18 PC. Pericardial pathology consisted in reactive mechanical alter-
ations, inflammations / infections (acute and chronic) and tumours (pri-
mary and metastatic).

Conclusion: Both specimens, per se, reach conclusive anatomo-
pathologic diagnosis, either concordant or not with the clinico-
imagiologic suspicion. When the pericardial biopsy and pericardial effu-
sion cytology are used together, the diagnostic accuracy may increase.

PS-02-016

Loss of second harmonic generation signal (SHG) in the wall of dis-
sected aortas

K. Metze", G. Vieira-Damiani, F. A. Borges da Silva, R. L. Adam, A. A.
de Thomaz, C. L. Cesar

*University of Campinas, Pathology, FCM, Brazil

Objective: The generation of second harmonic signals (SHG) indicates the
presence of non-centrosymmetric molecules, e.g.collagen, in histologic prep-
arations, but cannot be seen as a surrogate for collagen stains, since collagen
may be present without a SHG-inducing configuration. The aim of this study
was to compare the intensity of the SHG signals in histologic slides of aortas
of normotensives, hypertensives and patients with dissection.

Method: We compared aortas from 22 normotensives, 38 hypertensive
patients and 14 hypertensives with acute dissection. SHG was generated
in paraffin sections by multiphoton laser microscopy using a SHG device.
Results: In all patients there was a sharp increase of the SHG signal at the
outer layers. In dissected aortas this region formed the external border of
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the blood channel. Furthermore, in these patients we noticed an important
loss of SHG signals in all layers.

Conclusion: Non-centrosymmetric collagen might be an important ele-
ment for the srenght and resistance of the aorta. During dissection the
outer layers prevent complete vessel rupture, probably due to their in-
creased content of non-centrosymmetric collagen. The overall decreased
content of SHG-collagen in dissected aortas might be the cause, but also
the consequence of the dissection process.

PS-02-017

A novel method to obtain endothelial cells from coronary arteries in
situ for diagnostic purposes

A. V. Tarasov', V. Yurevich Kravtsov, V. Nikolaevich Khirmanov, V.
Nikolaevna Ellinidi, K. Wassilew

“The Nikiforov Center, EMERCOM of Russia, St. Petersburg, Russia

Objective: Despite their prominent role in the development of atheroscle-
rosis, until now there are no established methods to routinely harvest arterial
endothelial cells in vivo and in situ. The only ethically feasible opportunity
is to investigate endothelial cells adherent to the surface of a balloon cath-
eter after angioplasty using liquid based cytology (LBC) techniques.
Method: A total of 64 patients with acute coronary syndrome who
underwent stenting of the coronary arteries were studied. After the inter-
vention, the surfaces of the balloon angioplasty catheters were used as
probes for obtaining cells from the coronary arteries. The cells were
studied on LBC and further characterized using immunocytochemistry.
Results: About 500, mostly polygonal non-nucleated cells with immu-
nocytochemical features of endothelial cells and scant components of
atherosclerotic plaque as for instance cytoplasm of smooth muscle cells
and cellular detritus of atherosclerotic lipid core were identified from the
surface of each balloon catheter.

Conclusion: During balloon angioplasty, only a small amount of cellular
material could be obtained from the surface of the arterial walls. But by
identifying the presence of cells of atherosclerotic core on LBC prepara-
tions it is possible to confirm the presence of a ruptured plaque and to take
prompt clinical action accordingly.

PS-02-018

Atypical presentation of aortic arch aneurysm associated with
Fallot’s Tetralogy

S. Darouich”, N. Boujelbene, M. Kehila, I. Abbes, R. Ben Ghorbel, D.
Kacem, H. Reziga, S. Gaigi,, K. Mrad, A. Masmoudi

*Foetopathology Unit, Habib Bougatfa Hospital, Bizerte, Tunisia

Objective: Aortic aneurysms are very uncommon in infants and are
regarded as connective tissue disorder. We experienced an unusual fetal
case of a giant aortic arch aneurysm.

Method: We described an aortic arch aneurysm associated with Fallot’s
tetralogy. These malformations were detected in a female fetus at
23 weeks of gestation. The pregnancy was not terminated and the infant
was born at 38 weeks. She died at the first day of life because of cardiac
failure. A complete autopsy was achieved.

Results: On macroscopic examination, a giant assymmetric fusiform an-
eurysm involved the aortic arch. It measured 7 cm in length. Upon open-
ing, the aortic aneurysm was surprisingly multilocular with thickned
walls. On microscopic examination, the lesion was seen to be an aggre-
gate of benign spindle cells with a myofibroblastic appearance. No in-
flammatory or specific degenerative changes were seen. In this fetus, the
lesion was solitary, and the rest of the arterial system was normal.
Conclusion: The combination of Fallot’s tetralogy and aortic arch aneu-
rysm has never been reported in the literature to our knowledge. The
mechanisms underlying aortic aneurysm are incompletely understood.
But, the aspect of the aneurysm in our case suggests that it arises from
hamartoma.
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PS-03-002
Prognostic criteria for pituitary adenomas
L. Mitrofanova", P. Konovalov, O. Raspopova, U. Tsoy
Federal Almazov Centre, Dept. of Pathology, St. Petersburg, Russia

Objective: To determine prognostic criteria for pituitary adenoma de-
pending on hormone production.

Method: We studied the hormonal state and Ki-67 prolifirative index in
142 patients with pituitary adenomas. MRI was used to estimate the
tumour size and to monitor its growth. Tumours exceeding 10 mm in size
were defined as macroadenomas, and those smaller than or equal to
10 mm as microadenomas. Immunohistochemical staining was carried
out with anti-bodies against Ki-67 and 6 pituitary hormones.

Results: Macroadenomas were mainly mammosomatotropinomas or
gonadotropinomas with tumour with invasive growth and recurrence.
Proliferative activities of micro- and macroadenomas were not signifi-
cantly different. The average size of recurrent adenomas was 29
+12 mm (the non-recurrent ones were 17,6 +10 mm, p<0,001), their
proliferative activities did not differ. The proliferative activity of invasive
adenomas was significantly higher than in non-invasive.
Gonadotropinomas were more often recurrent and demonstrated invasive
growth without clinical signs of hormonal hypersecretion.

Conclusion: Our study showed that the most part of gonadotropinomas
did not have any clinical signs. In all the cases they were macroadenomas
and often recurrent. The tumour proliferative activity more than 2,6 % can
be used as a prognostic criterion only for gonadotropinomas.

PS-03-003
Somatostatin receptor subtype 2A and 5 expression in medullary
thyroid carcinoma
V. Delektorskaya”, G. Chemeris, A. Pavlovskaya
Russian Cancer Research Centre, Dept. of Pathology, Moscow, Russia

Objective: The aim of the study was to assess somatostatin receptor
subtype 2A and 5 (SSTR 2A and 5) expression and clinical significance
in Medullary Thyroid Carcinoma (MTC).

Method: Twenty-seven MTC patients were retrospectively evaluated.
Immunohistochemical expression of receptors was studied in the primary
and metastatic tumours using monoclonal antibodies against SSTR 2A
(clone UMB-1) and SSTR 5 (clone UMB-4). The staining results were
correlated with various clinico-pathological and outcome parameters.
Results: The diagnosis of MTC was based on the pathological features and
positive immunoreactivity of the tumours for calcitonin and CEA. We identified
the SSTR 5 as the most frequent receptor subtype in these tumours. SSTR 5
showed positive immunohistochemical expression in 16 of 27 (59.3 %) MTC
samples as compared to 8 of 27 (29.6 %) for SSTR 2A. No case showed only
SSTR 2A expression. Analysis of primary tumours and their lymph node me-
tastases revealed a similar pattem of SSTR immunoreactivity. SSTR 2A and
SSTR 5 protein expression was not related to clinical parameters or outcome.
Conclusion: The presence of SSTR 2A and 5 receptors in MTCs may be
an important indication for the diagnostic procedures and targeted therapy
with somatostatin peptide radioligands. A prognostic value of these
markers should be further evaluated.

PS-03-004

Morphological study of papillary thyroid carcinoma with
biomineralization

R. Moskalenko®, A. Romaniuk, M. Lyndin, A. Rieznik

*Sumy State University, Dept. of Pathology, Ukraine

Objective: Papillary thyroid carcinoma (PTCa) is the most common form
of malignant tumours of this organ, covering approximately 70 % in the
structure of morbidity. One of important prognostic PTCa factors is path-
ological biomineralization. The purpose is to study morphological value
of biomineralization in papillary thyroid cancer.

Method: Histological, histochemical techniques and scanning electron
microscopy with microanalysis and X-ray diffraction were used to study
the samples of PTCa.

Results: The first group of patients included 27 women and 3 men and the
average age was 56.93 +2.18 years old. In patients with symptoms of miner-
alization the largest tumour size was 1,84 +0,13 cm, in seven cases metastases
were found in peripheral lymph nodes. Patients, who had no signs of PTCa
mineralization, made up the second group of 30 people—24 women and 6
men. The largest tumour size averaged 1,44+0,09 cm (p<0.07), in eight
cases metastases were found in peripheral lymph nodes. Comparing the num-
ber of patients with metastases in both groups (7—Group I, 8—Group II) and
describing the size of tumour, subject to presence and absence of metastases in
patients (2,09+0,2 cm and 1,31+0,17 cm), there was significant difference
found between indicators of clinical cases of studied groups (p <0.02).
Conclusion: Mineralized samples of papillary thyroid cancer reach larger
compared to cases without evidence of calcification. Comparing the first
and second series of samples PTCa showed no connection between bio-
mineralization and age of patients. Hydroxyapatite is the main mineral,
which is formed during pathological biomineralization PTCa.

PS-03-005

Synchronous pheocromocytoma and gastrointestinal stromal tu-
mour in a patient with germline mutation in the TMEM127 gene

J. Cameselle Teijeiro*, N. Escudero Garcia, A. Vazquez Boquete, M. Piso
Neira, E. Couso Folgueiras, Y. Rico, J. M. Cabezas Agricola, L. Loidi
*Clinical University Hospital, Dept. of Pathology, Santiago de
Compostela, Spain

Objective: Germline mutations in the TMEM127 (transmembrane pro-
tein 127) gene have been detected in familial pheocromocytoma/
paraganglioma and more recently in familial pheochromocytoma and
renal cell carcinoma syndrome. Carney-Stratakis syndrome (Carney dy-
ad) is characterized by a pheocromocytoma (PHEO)/gastrointestinal stro-
mal tumour (GIST) dyad, secondary to SDHB, SDHC or SDHD gene
mutations. We report a synchronous PHEO and GIST case in an individ-
ual with TMEM127 germline mutation.

Method: A 70-year-old woman presented with both a left adrenal nodule
and a small gastric tumour (antrum wall), incidentally discovered during
follow-up for horseshoe kidney. Both tumours (101 and 35 mm respec-
tively) were excised with pathological, immunohistochemical and molec-
ular studies following.

Results: Pathological examination showed a PHEO immunopositive for
chromogranin, synaptophysin and Ki-67(<1 %) but negative for
cytokeratins (AE1/AE3). The GIST was positive for CD34, CD117(c-
kit), DOG1, smooth muscle actin (focal) and Ki-67 (5 %) but negative
for cytokeratins, desmin and S100. Sequencing analysis was used for KIT
gene screening in the PHEO and for KIT and PDGFRB in the GIST with
negative results. Germline mutational analysis showed a heterozygous
missense mutation in exon 4 of TMEM127: NM_017849.3:¢.620C>T
(p.Ala207Val) (Chr2(GRCh37):2.96919643G>A).

Conclusion: This is the first case of synchronous PHEO and GIST
(Carney dyad) associated with germline mutation in the TMEM127 gene.

PS-03-006

Thyroid findings in a patient with Birt-Hogg-Dubé syndrome

J. Cameselle Teijeiro*, S. Garcia Acuifia, J. Caneiro, M. Sanchez Ares, R.
Pérez Becerra, I. Abdulkader, A. Vega Gliemmo

"Clinical University Hospital, Dept. of Pathology, Santiago de
Compostela, Spain
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Objective: Birt-Hogg-Dubé syndrome (BHDS) is an autosomal domi-
nant genodermatosis caused by heterozygous mutation in the gene
encoding folliculin (FLCN) on chromosome 17p11. BHDS is character-
ized by fibrofolliculomas, renal tumours, and lung cysts with recurrent
pneumothorax, but its association with thyroid nodules is unclear. We
report thyroid findings in a BHDS patient.

Method: A 55-year-old man presented with a left thyroid lobe nodule. He
had a history of Burkitt lymphoma, bilateral renal cell carcinoma, poorly
differentiated nasal carcinoma, facial fibrofolliculomas and lung cysts
with recurrent pneumothorax. Total thyroidectomy was performed after
aspiration biopsy of the nodule indicated follicular neoplasm (class 1V,
Bethesda system).

Results: The thyroid showed a multinodular cut surface. Microscopically,
an encapsulated follicular carcinoma with no vascular invasion (14 mm
diameter), 2 follicular adenomas and C-cell hyperplasia were found in left
lobe, with 4 papillary microcarcinomas), nodular hyperplasia with oncocytic
change and lymphocytic thyroiditis detected in both lobes. Germline muta-
tional analysis showed a deletion of non-coding exons 1 and 2 of the FLCN
gene (NM_144997): c.(? -504) c.(-114_-113)del. No somatic NRAS,
KRAS nor BRAF mutations were detected in follicular carcinoma.
Conclusion: Multiple, bilateral benign and malignant thyroid tumours in
this patient suggest a relationship with BDHS, but more studies are need-
ed to confirm this association.

PS-03-007

Hypercalcemic crisis and oncocytic histology may have risk for ma-
lignant potential in parathyroid neoplasms

N. Kumari®, N. Chaudhary, P. Shukla, R. Pradhan, A. Agarwal, N.
Krishnani

*SGPGIMS, Dept. of Pathology, Lucknow, India

Objective: Diagnosis of parathyroid carcinoma relies either on histologi-
cal documentation of distant metastasis or presence of absolute histological
features of malignancy in primary tumour, even though histological fea-
tures do not accurately predict aggressive behavior. Immunohistochemical
(IHC) markers have been used to differentiate benign from malignant
parathyroid neoplasms (PN) considering histology as gold standard. This
study correlated expression / loss of IHC markers (parafibromin, APC,
Galectin-3 and PGP9.5) with clinicopathological features in PN to find
out if any feature/s that are thought to predict malignancy can indepen-
dently predict expression / loss of these IHC markers.

Method: THC for parafibromin, APC, Galectin-3 and PGP9.5 was per-
formed on 227 PNs and correlated with clinicopathological features.
Results: Parafibromin loss, and Galectin-3 and PGP9.5 overexpression
alone or in combination showed significant association (p value <0.05)
with one or more features—hypercalcemic crisis, low serum vitamin D,
raised serum alkaline phosphatase, diffuse sheet like pattern, predominant
oncocytic cells, macronucleoli, thick fibrous bands, capsular, vascular
and adjacent tissue invasion.

Conclusion: Hypercalcemic crisis (biochemical) and predominant
oncoytic cells (histological) showed significant association with all three
THC markers. These features may be incorporated in the existing criteria
to diagnose risk of malignancy in PN.

PS-03-008

Follicular variant of papillary thyroid carcinoma: Clinico
pathological study at SKMCH

S. Sadaf’, N. Akhtar, S. Mushtaq, A. Loya, U. Hassan, M. Hussain, A.
Hayee

*Shaukat Khanum Memorial Cancer Inst, Dept. of Histopathology,
Lahore, Pakistan

Objective: Follicular variant of papillary thyroid carcinoma (FVPTC) is
most common subtype of papillary thyroid carcinoma. This study is
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institutional based review of FVPTC, described its prognostic and thera-
peutic significance.

Method: 69 Cases of FVPTC were included in study, diagnosed between
1996 and 2015. All cases were reviewed by two experienced pathologists.
Clinico pathological parameters were assessed.

Results: Out of 69 cases, 46(67 %) fulfilled criteria for FVPTC. Among
FVPTC, 35(76 %) were completely encapsulated and 11(24 %) were
unencapsulated. All 35 encapsulated cases had no evidence of
disease(NED)on follow up. Among 11 un encapsulated cases, 7(64 %)
cases showed capsular and vascular invasion, 4 un encapsulated cases with-
out vascular and capsular invasion showed no evidence of disease. Out of
7(15 %) widely invasive cases with both capsular and vascular invasion, 1
patient died, 5 had persistent disease and 1 with NED on follow up.
Conclusion: Encapsulated FVPTC, had very good prognosis. Widely
invasive un encapsulated FVPTC had bad prognosis with lymph node,
lung and bone metastasis.

PS-03-009

Molecular alterations in the cribriform-morular variant of papillary
thyroid carcinoma

J. Cameselle Teijeiro*, D. Peteiro Gonzalez, M. Carreira, I. Abdulkader,
R. Reyes- Santias, R. Celestino, A. Romero Rojas, C. Ruiz Ponte, P.
Soares, F. Casanueva, M. Sobrinho Simdes

*Clinical University Hospital, Dept. of Pathology, Santiago de
Compostela, Spain

Objective: The cribriform-morular variant of papillary thyroid car-
cinoma (CMV-PTC) is an unusual neoplasm usually associated with
familial adenomatous polyposis syndrome (FAPS). The molecular
pathogenesis of sporadic CMV-PTC is not completely understood.
We investigate the typical mutations of sporadic thyroid tumours
and mutations related with the WNT pathway in a series of 10
patients with CMV-PTC.

Method: Out of the 10 patients, there were six sporadic cases (5 female, 1
male), three associated with FAPS (2 female, 1 male), and one without
information. The mean age of patients was 32.2 years (range 1845 years).
Beta-catenin expression was evaluated by immunohistochemistry.
Sequencing analysis was used for screening of BRAF, NRAS, HRAS,
KRAS, TERT, APC and CTNNI1 gene mutations, and fluorescence in situ
hybridization for detection of RET/PTC and PAX8-PPARgamma
rearrangements.

Results: Tumour cells showed cytoplasmic and nuclear staining for beta-
catenin in all cases. Somatic mutations were detected in APC (4 of 10
cases), AXIN1 (2/10), KRAS (1/8), and RET/PTC (1/2). No mutations
were found in CTNNI (0/9), BRAF (0/10), NRAS (0/10), TERT (0/4),
HRAS (0/2), nor PAX8/PPARgamma (0/2).

Conclusion: We describe for the first time the presence of AXIN1 mu-
tations in CMV-PTC, and confirm the role of WNT signaling pathway
molecular alterations in both sporadic and familial CMV-PTC.

PS-03-010

Histopathological profile of papillary thyroid carcinoma in North
East region of Romania (Moldavia)

D. G. Ciobanu Apostol*, S. E. Giusca, L. Lozneanu, C. E. Andriescu
“University of Iassy, Dept. of Pathology, Romania

Objective: The aim of this study was to describe recent trends in the
incidence rates of papillary thyroid carcinoma (PTC) in Moldavia, an
iodine deficient goiter endemic area, and to analyze its histopathological
characteristics.

Method: Clinical and pathologic data of PTC diagnosed in the Pathology
Department of “Sf. Spiridon” Hospital was analised from January 2015 to
Marth 2016. PTC were classified using WHO criteria in PTC
microcarcinomas—MPTC (less than 10 mm) and classical PTC (over
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10 mm) with many histopathological variants. The diagnosis was made
using histochemical and immunohistochemical stains (IHC).

Results: The study included 262 cases of PTC, 201 (76.71 %) diagnosed
as MPTC and 61 cases (23.28 %) as classical PTC. More than half of
MPTC had intraparenchimatous location (64.17 %), minimal capsular
invasion (17.41 %), and rare lymph node metastasis (3.48 %).
Multicentricity was identified in 33.33 % of MPTC and 85.07 % cases
were classified in T1a stage. Classical PTC revealed multicentric involve-
ment in 54.09 %, capsular invasion in 73.77 % and lymph node metasta-
sis in 29.5 % of cases. Almost all PTC cases (90 %) were diagnosticated
in T2-T4 stages.

Conclusion: Our study demonstrates that the increasing trend in the
incidence of PTC is mainly due to the MPTC, allocated to efficient diag-
nostic tools principal to IHC methods.

PS-03-011

Papillary thyroid carcinoma and syncron myofibroblastic sarcoma:
Two different tumour or papillary carcinoma showing sarcomatous
differentiation?

L. Fiilsp", N. Udvarhelyi, E. Toth

National Institute of Oncology, Dept. of Pathology, Budapest, Hungary

Objective: We report a case of syncron papillary thyroid carcinoma and
myofibroblastic sarcoma. Although these tumours have different immu-
nohistochemical pattern, we hypotethised that they share common
origins.

Method: Paraffin embedded tissue blocks, immunohistochemistry in-
cluding Braf VEI antibody. After macrodissection BRAF mutation anal-
ysis with COBAS 4800 BRAF V600 mutation test, also with inhouse
method using mutation specific probe and melting point analysis follow-
ed by Sanger sequencing.

Results: TTF1, PAXS8 and CK8 scored positive on the papillary tumour
but negative on the myofibroblastic sarcoma. The latter was also negative
for S100 and p63, but positive for SMA and calponin. According to the
immunohistochemistry these tumours were diagnosed as different
syncron tumours. Mutation analysis showed the same BRAF mutation
in both tumours.

Conclusion: Presence of BRAF mutation in both tumours proposes that
these tumours share same origin. Soft tissue tumours usually have no
BRAF mutation, except for a low percentage of GIST, MPNST and his-
tiocytic tumours. In our case sarcomatoid melanoma metastasis can be
ruled out. Presence of BRAF mutation in both tumours proposes that
these tumours share same origin and suggests that the myofibroblastic
tumour is a dedifferentiated papillary tumour.

PS-03-012

Comparative study of mitotic count and Ki-67 proliferation index to
grade pancreatic neuroendocrine tumour: Inter-observer agreement
and correlation

L. Scherma.n*, N. Ramdane, B. Carnaille, C. Do Cao, L. Dibombe, F.
Renaud, E. Leteurtre

“Lille, France

Objective: Pancreatic neuroendocrine tumour (P-NET) is a rare tumour
with an increasing incidence and variable prognosis. Prognosis and treat-
ment of P-NET depend on tumour grade, defined by mitotic count (MC)
and/or Ki-67 proliferation index (KI). We compared different techniques
evaluating these factors, to define the most time effective one.

Method: 42 P-NET were retrospectively analysed. MC was assessed in
50HPF (10HPF =2 mm?) and reported as an average number of mitosis
in 2 mm?. KI was counted manually on 2000 tumour cells. We evaluated
inter-observer agreement for both methods, correlation between the two
methods, correlation between both methods and K1 assessed on a printed
picture. Each method was timed.

Results: MC and KI counted manually were concordant (Rho=0.76).
Inter-observer agreement was very good for MC (kappa=0.83) and KI
counted manually (kappa=0.90). MC and KI counted manually were
concordant with the KI on a printed picture (respectively Rho=0.72
and Rho=0.90). MC, KI counted manually and KI on a printed picture
required respectively 15, 12 and 45 min.

Conclusion: KI counted manually displayed better inter-observer agree-
ment, better correlation with the KI on a printed picture and was quicker
than MC. Grade of P-NET could be assessed by evaluation of KI counted
manually alone.

PS-03-013

Clinico-pathological features of papillary thyroid microcarcinoma
with extracapsular extension

M. Nourieh”, A. Pujals, S. Helbert-Davidson, M. Ollier, Y. Allory, P.
Gaulard

*Centre Hosp. Univers. Henri Mondor, Dept. de Pathologie, Creteil,
France

Objective: To describe histological features and clinical outcomes of
papillary thyroid microcarcinoma with extracapsular extension.
Method: Pathological and molecular study of papillary thyroid
microcarcinomas (<10 mm) with extracapsular extension that underwent
surgical resection in our institution between January 2005 and December
2015.

Results: Among 392 papillary carcinomas, we identified 29 Papillary
microcarcinomas with extracapsular extension in 8 males and 21 females
(mean age=155 years). Tumour’s size varied between 3 and 10 mm
(mean = 8). All tumours were stage pT3a, nine bilateral and 15 multifocal.
Vascular invasion and lymph node metastases were seen in 2 and 9 cases
respectively. Tumour was encapsulated in 4 cases. Follicular structures
and oncocytic features were seen in 20 and 9 cases respectively.
Lymphocytic thyroiditis was observed in 13 cases. V60OE-BRAF muta-
tion was identified in all tested tumours (7/7 cases). One patient had early
recurrence in regional lymph nodes. All patients are alive without evi-
dence of thyroid cancer at 5 months—11 years of follow-up.
Conclusion: Papillary thyroid microcarcinomas with extracapsular ex-
tension represent 7 % of papillary thyroid carcinomas in our series. This
tumour is rarely encapsulated and can be associated with vascular inva-
sion and lymph node metastases. V600OE mutation is common. However,
patient’s prognosis seems to be excellent.

PS-03-014

Colorectal neuroendocrine tumours in Japan: Comprehensive multi-
institutional survey data

M. Kojima*, K. Ikeda, N. Sakuyama, K. Koushi, S. Kawano, T.
Watanabe, K. Sugihara, N. Saito, M. Ito, A. Ochiai

"National Cancer Center, Dept. of Pathology, Kashiwa, Japan

Objective: Objective in this study is to assess current status in patholog-
ical diagnosis of NET in Japan, which will contribute to establish optimal
diagnostic system.

Method: We distributed questionnaire to 397 pathology laboratories and
144 institutions affiliated with the Japanese Society for Cancer of the
Colon and Rectum. And current status of pathology diagnosis was
assessed comprehensively. Colorectal NETs in these institutions were
re-evaluated using WHO 2010 and collected to assess clinicopathological
relationships.

Results: Most institutions used formalin for fixation, but non-buffered
formalin was used in 32.7 % of them. Fixation time was also variable.
Most of NETs in Japan were diagnosed using routine immunohistochem-
istry and histochemistry. Vascular invasion was also diagnosed using
them. On the other hand, mitotic count and Ki-67 index were assessed
using less cell numbers and fields than those recommended by WHO.
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Time only to assess mitotic count and Ki-67 index took 18.0 to 27.3 min.
From the data of collected 760 colorectal NETSs, risk of lymph node
metastasis in rectal NET was confirmed even in lesions smaller than
10 mm, and vascular invasion was important predictive factor.
Conclusion: Our basic data will contribute to establish optimal patholog-
ical diagnosis and therapeutic system in the future.

PS-03-015
Differences in the pathological features of papillary thyroid
microcarcinomas of <5 mm versus >5 mm: A retrospective analysis
of 254 cases
A. Nechifor—Boila*, A. Cota, E. Szasz, C. Carasca, A. Borda

UMF Tirgu-Mures, Dept. of Histology, Romania

Objective: The prognostic significance of the tumour size in patients with
papillary thyroid microcarcinomas (PTMC) remains unclear. The purpose
of this study was to compare the pathological features of PTMCs of <5
versus >5 mm in our institution, over a 26 year period.

Method: We performed a retrospective study on 254 PTMCs (123 cases
of <5 mm and 131 cases >5 mm) registered in the Department of
Pathology, Tirgu-Mures Emergency County Hospital between 1990 and
2015. Pathological data were retrieved from database registers and path-
ological reports.

Results: The multifocality (p=0.040), the extrathyroidal extension
(p=0.0001), the positive resection margin (p=0.046) and the presence
of associated thyroiditis (p=0.002) were all found to be significantly
more prevalent among PTMCs of >5 mm, compared to PTMCs of
<5 mm. Other parameters, like tumour histological type or lymph node
involvement did not differ significantly among the study groups
(p=0.458 and p=0.949, respectively).

Conclusion: Our study revealed important differences in the path-
ological features of PTMCs of >5 mm, compared to PTMCs of
<5 mm. Such results might suggest that PTMCs of <5 mm should
be managed in a different way than other PTMCs. Further studies,
on larger number of cases, with long follow-up data are however
needed to confirm this.

PS-03-016

Detection of BRAFV600E point mutation on archived thyroid FNA
smears: Assessment of a feasible, reliable DNA extraction technique,
validated by successful application in downsteam molecular analysis
A. Nechifor-Boila", F. Descotes, M. Decaussin-Petrucci, E. Szasz, A.
Borda

*UMF Tirgu-Mures, Dept. of Histology, Romania

Objective: Molecular techniques have recently emerged as a potential
valuable tool that could improve the diagnostic accuracy of thyroid FNA
biopsy. The aim of our study was to investigate the feasibility of
BRAFV600E point mutation detection using archived thyroid FNA
smears (AT-FNAs).

Method: Eleven AT-FNAs, corresponding to the Bethesda diagnostic
categories II (n=4), Ill (n=2), IV (n=3) and VI (n=2) were included
in our study (one smear/case). The DNA extraction protocol was based on
a precipitation method (MasterPureTM DNA purification kit, Epicentre),
according to the manufacturer instructions and optimized in our labora-
tory. All cases were subject to RT-PCR amplification and high resolution
melting analysis for a housekeeping gene (GAPDH) and for BRAF gene,
respectively.

Results: We successfully isolated good quantity and purity DNA from all
our cases (mean concentration 62.47+37.55 ng/ul; mean purity: 1.47
+0.13). Moreover, the BRAFV600E point mutation could be specifically
amplified in all these cases (2 positive, 9 negative), whereas the GAPDH
target was amplifiable in all cases, except for two (DNA concentration
15.3 and 13 ng/pl, respectively).
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Conclusion: Detection of BRAFV600E point mutation from AT-FNAs is
feasible. Our DNA extraction technique offered a good range of DNA
quality, concentration and purity, allowing reliable applications for further
molecular analysis.

PS-03-017

Biomarkers and microRNA expression on gastroenteropancreatic

neuroendocrine tumours

R. Lopez’, S. Vega, M. M. Torres, L. E. Barrera-Herrera, D. Cafion
Fundacion Santa Fe de Bogota, Pathology and Clinical Lab., Colombia

Objective: To establish the relationship between ATRX, HES1, mTOR,
NOTCHI1, PDGFR-3, VEGFR2 and MGMT expression with predictive
significance on gastroenteropancreatic neuroendocrine tumours (GEP-
NETs) and its correlation with microRNA expression (miR-19a, miR-
96, miR-145, miR-182, miR-200a).

Method: A retrospective evaluation of the total samples diagnosed as GEP-
NETs (period 2003-2016) was conducted, clinical and pathological char-
acteristics were evaluated in all cases. Biomarkers expression was assessed
trough immunohistochemistry using tissue microarrays. Simultaneously,
microRNAs that were possibly regulating biomarkers expression in small
intestine and colon were identified applying a bioinformatic approach. For
the 5 microRNAs identified we measured the expression by gRT-PCR.
Results: 143 cases of GEP-NET average age 55(11-83 years-old).
Mainly from ileum/jejunum (23,8 %), appendix (19.6 %), colon/cecum/
rectum (16,8 %), pancreas (15,4 %) and stomach (14 %) were included.
Expression was positive in Hes1 (95.8 %), Notch 1 (91.6 %), ATRX
(89.5 %), VEGFR2 (74.8 %), PDGFR-f3 (62.9 %), mTOR (39.9 %),
and MGMT (23.8 %). We also found 4 microRNAs upregulated (miR-
96, miR-145, miR-182 and miR-200a) and one downregulated (miR-19a)
in tumour compare with normal tissue. The high expression of
ATRX was correlated with the loss of miR-19a expression and
the downregulation of MTOR and VEGFR2 with the upregulation
of miR-96 and miR-200a respectively.

Conclusion: Our results must conduct to new studies focused on strict
follow up of specific altermnative therapies and biomarkers expression to
evaluate a possible improve in survival rates of this patients. Finally,
epigenetic factors such as microRNA expression regulated key cell sig-
naling pathways involve in GEP-NETs.

PS-03-018

Osteopontin overexpression in papillary thyroid carcinoma with

mineralization

B. Moskalenko”, A. Romaniuk, A. Rieznik, M. Lyndin, S. Sauliak
Sumy State University, Dept. of Pathology, Ukraine

Objective: Pathological mineralization (ectopic calcification) is an often
finding in papillary thyroid carcinoma (PTC). The concept of patholog-
ical mineralization in papillary thyroid carcinoma included
psammoma’s bodies, bone formation, stromal and vascular calcifica-
tion. Osteopontin (OPN) is a glyco-phosphoprotein that is expressed
and secreted by numerous human cancers. Osteopontin is upregulated
at sites of pathologic, ectopic calcification—presumably at least in part
to inhibit debilitating mineralization in these soft tissues. We investigat-
ed the expression of OPN and her correlation with pathological miner-
alization in PTC.

Method: OPN expression was investigated by immunohistochemistry in
tumours and adjacent thyroid tissue of 11 PTCs with mineralization and
10 PTCs without pathological mineralization.

Results: OPN expression was increased in PTC with pathological min-
eralization when compared to those without ectopic calcification
(p <0.045, Mann—Whitney U test).

Conclusion: OPN overexpression may be regarded as a protective tissue
response to the development of ectopic calcification.
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PS-03-019

Involvement of the thyroid gland with lymphoma

L Saguem*, R. Kallel, S. Kallel, S. Charfi, M. Triki, A. Ghorbel, T.
Boudawara, L. Ayadi

"H.B. University Hospital, Dept. of Pathology, Sfax, Tunisia

Objective: Lymphoma within the thyroid gland is rarely encountered,
accounting for only 2—5 % of all thyroid cancers. The aim of the present
study is to review our experience with this uncommon entity.

Method: In our pathology department, we diagnosed 8 cases of thyroid
lymphoma between 1992 and 2016.

Results: There were 7 females and one male; their ages ranged from 17 to
85 years with a mean age of 65.8 years. All patients presented with a growing
mass in the thyroid gland that compressed or invaded adjacent organs. Six
patients had an apparent primary involvement of the thyroid while two pa-
tients had a history of preexisting lymphoma in the cervical lymph nodes. Five
patients had a biopsy performed while three underwent a total thyroidectomy.
Histologically, four patients had diffuse large B-cell lymphoma (DLBCL)
while the others had: MALT lymphoma (1 case), DLBCL with MALT lym-
phoma (1 case), Burkitt lymphoma (1 case) and Hodgkin’s lymphoma (1
case). All the patients diagnosed to have a primary thyroid lymphoma had a
Hashimoto’s thyroiditis associated except for the Burkitt lymphoma.
Conclusion: The diagnosis of primary thyroid lymphoma should be consid-
ered when dealing with rapidly growing goitres. Surgical intervention is often
required to establish the diagnosis and relieve critical airway compression.

PS-03-020

Thyroglobulin needle washout testing in the monitor of patients with
thyroid carcinoma: Analysis of diagnostic accuracy and discrepant
results

E. Bakula-Zalewska*, E. Musial, M. Dedecjus

Memorial Cancer Centre and Inst. for Pathology, Warsaw, Poland

Objective: The aim of this study was the assessment of diagnostic utility
of fine-needle aspiration biopsy needle washout fluids (FNAB-Tg) in the
cases of thyroid carcinoma recurrence and analysis of false-positive and
false-negative results.

Method: Two hundred and 13 FNAB-Tg samples from 199 patients with
a history of differentiated thyroid carcinoma with suspicious lymph nodes
were included in analysis. The wash-out of needle rinsed with 0.5 ml of
normal saline solution, using electrochemiluminescence method-ECLIA
were performed.

Results: In 62 patients elevated FNAB-Tg levels correlated with positive
cytology result. In 13 patients there were no correlation between elevated
FNAB-Tg level and cytology result. Three of these patients had cystic
metastasis of papillary carcinoma. Eight patients with metastases had not
elevated FNAB-Tg levels. In three of them, FNAB revealed carcinoma cells
from other malignancies. Two of patients had metastases of dedifferentiated
thyroid carcinoma and three had differentiated thyroid carcinoma.
Conclusion: FNAB-Tg of the lymph nodes increases accuracy in the di-
agnosis of thyroid carcinoma recurrence, especially in detecting of cystic
variants and micrometastases or in coexisting malignances of other origin.
False-negative FNAB-Tg results may occur in the cases of dedifferentiated
thyroid carcinomas or with high serum anti-Tg antibodies.

PS-03-021

Encapsulated versus non-encapsulated, diffuse follicular variant of
papillary thyroid carcinoma: Two distinct morphological and biolog-
ical entities
A. Nechifor-Boila”, A. Cota, D. Piciu, E. Barbus, A. Borda

UMF Tirgu-Mures, Dept. of Histology, Romania

Objective: Follicular variant of papillary thyroid carcinoma (FVPTC) has
become one of the most common diagnoses in thyroid pathology. The

aim of our study was to examine phenotypic and outcomes differences
between encapsulated (E) and non-encapsulated, diffuse (NE) FVPTCs in
our institution.

Method: We performed a retrospective study on 335 FVPTCs (210 E-
FVPTCs and 145 NE-FVPTCs) registered in the Department of
Pathology, Tirgu-Mures Emergency County Hospital (1990-2015).
Pathological data were retrieved from database registers and pathological
reports, whereas follow-up data were obtained from the Department of
Nuclear Medicine, “Ton Chiricu” Institute of Oncology, Cluj-Napoca.
Results: Compared to E-FVPTCs, NE-FVPTCs revealed a higher rate of
multifocality (p=0.022, 31.7 % versus 21 %) and extrathyroidal exten-
sion (p<0.0001, 11 cases, 7.6 % versus 3 cases, 1.4 %, all with capsular
invasion, two with vascular invasion as well). A persistent disease status
at the last oncological assessment and tumour recurrence were more fre-
quent among patients with NE-FVPTCs (8.2 %, p=0.046 and 0.9 %,
p=0.255, respectively). Only 1 patient (a case of NE-FVPTC) developed
distant metastasis during follow-up (mean 66 months).

Conclusion: NE-FVPTCs seem to present and behave in a more aggressive
fashion, compared to E-FVPTCs. Understanding the differences between
these entities will probably help guiding treatment strategies in the future.

PS-03-022

From breast to “endocrine brain”: The heterogeneous expression of

ErbB family members in pituitary adenomas

A. A. Jitariu”, A. M. Cimpean, A. R. Ceausu, E. Melnic, M. Raica
Universitatea de Medicina si Farmacie “Vicor Babes”, Dept. of

Histology, Timisoara, Romania

Objective: EGFR/HER1 and HER2 assessment related to hormone pro-
file in pituitary adenomas.

Method: 60 retrospective cases of pituitary adenomas, were routine
stained for the histopathologic diagnosis, followed by case selection for
immunoprofiling and EGFR and HER 2 assessment.

Results: More than 1/3 of the examined pituitary adenomas (33, 33 %)
were positive for HER2, exhibiting a membranar pattern in basophilic cells
and a predominantly cytoplasmic, granular pattern in acidophilic cells.
HER?2 expression characterized PRL secreting adenomas (p=0.005).
Correlations between FSH-LH (p<0.001) TSH-FSH (p=0,024) and
TSH-LH (p=0.028) were significant. In situ hybridization confirmed
HER2 gene amplification in 33, 34 % out of all HER2 positive cases.
EGEFR positivity was significant in GH-prolactin (p=0.000) and
prolactin-ACTH (p=0.045) co-expressing pituitary adenomas, but also in
the peritumoural macrophages and folliculostelate cells.

Conclusion: Differential HER2 and EGFR expression correlated with the
hormone profile may be used in order to define different subclasses of
pituitary adenomas. Moreover, it could explain the prognostic and thera-
peutic heterogeneity that occurs in clinical practice. We support the re-
classification of pituitary adenomas based on molecular mapping using
well certified markers with prognostic and therapeutic impact.

PS-03-023

GFAP and S100 protein game in pituitary adenomas: Single player

or multiplayer configuration?

A. A. Jitariu”, A. M. Cimpean, A. R. Ceausu, E. Melnic, M. Raica
Universitatea de Medicina si Farmacie “Vicor Babes”, Dept. of

Histology, Timisoara, Romania

Objective: S100 Protein and GFAP in pituitary adenomas is less known,
few correlations with other prognostic and/or therapeutic factors being
available in this field. We aim to elucidate their involvement in the path-
ogenesis of pituitary adenomas and to correlate their expression with
different growth factors and growth factor receptors.

Method: 61 cases of pituitary adenomas were immunohistochemically
assessed with GFAP and protein S100 in tumour cells and folliculostelate

@ Springer



S76

Virchows Arch (2016) 469 (Suppl 1):S1-S346

(FS) cells in close relationship with the hormone profile. Correlation with
VEGF and EGFR expression, previously studied by our team, was also
examined.

Results: GFAP and protein S100 were expressed in tumour cells and FS
cells. The morphology, distribution and density of GFAP+ FS cells and
S100+ FS cells varied depending on the hormone profile. GFAP and
protein S100 expression in tumour cells was significantly correlated with
the hormone profile and with VEGF and EGFR expression.
Conclusion: GFAP and protein S100 expression in tumour cells from
pituitary adenomas depend on the hormone profile. We support the pres-
ence of two molecular subtypes of FS cells, GFAP+/VEGF+/S100 and
GFAP-/S100+/EGFR+, simultaneously with the classical GFAP+/S100+
variant. S100+/EGFR+ pituitary adenomas may represent a unique group
of aggressive tumours, highly capable of invasion and recurrence.

PS-03-024

Minichromosome maintenance protein 7 as marker of aggressive
pituitary adenoma

A. Coli*, S. L. Asa, G. Fadda, D. Scannone, L. Lauretti, F. O. Ranelletti,
L. Lauriola

*Catholic University Rome, Dept. of Anatomic Pathology, Italy

Objective: Ki-67 labeling index is recognized as a useful prognostic
marker of pituitary adenoma clinical behaviour. However, its relevance
as an indicator and predictor is far from being universally accepted. In
fact, both validations and criticisms are found in the literature.
Minichromosome maintenance family proteins, cell-cycle regulator pro-
teins, have been recently proposed as prognostic marker in several tu-
mours. We investigated the expression of minichromosome maintenance
protein 7 (MCM?7) in comparison to Ki-67 as prognostic marker of clin-
ical behaviour in pituitary adenoma patients.

Method: Pituitary adenomas from patients undergoing transsphenoidal
surgery were studied and the prognostic value of both MCM?7 and Ki-67
has been evaluated by immunohistochemistry. The data have been ana-
lyzed using Cox’s regression and Kaplan-Meier analyses.

Results: Twenty-six of 97 pituitary adenoma patients recurred during the
follow-up period. Interestingly, high nuclear expression of MCM?7 label-
ing index, unlike Ki-67 labeling index, was significantly associated with a
higher risk of recurrence/progression and a poor clinical outcome.
Conclusion: Data from this study indicate that MCM?7 is a prognostic
marker of clinical outcome in pituitary adenoma patients. Addition of
MCMT to the panel of prognostic markers in pituitary adenoma seems
useful, in order to better define the therapeutic choises in each patient.

PS-03-025

Common origin of carcinoids of the lung and gastrointestinal tract

identified by miRNA profiling

Y. lshikawa*, T. Yoshimoto, N. Motoi, N. Yamamoto, M. Fukayama
Japanese Found. for Cancer Research, Cancer Institute, Dept. of

Pathology, Tokyo, Japan

Objective: It is still uncertain whether carcinoids of the lung and gastro-
intestinal tract have a common origin or whether they are closer in origin
to carcinomas of the same organs.

Method: To verify whether formalin-fixed paraffin-embedded (FFPE)
samples retain the expression signature of the tissue, miRNA expression
was compared between FFPE and frozen samples. Then, we selected
surgically resected FFPE samples of pulmonary and gastrointestinal car-
cinoids, as well as other types of tumours and normal tissues from each
organ, and compared miRNAs expression patterns. Data were analysed
by hierarchical clustering and consensus clustering.

Results: The miRNA expression of FFPE and frozen samples correlated
quite well. In the first hierarchical clustering, most of the carcinoids formed
one major cluster with loose subpartitioning into each organ type, while the
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second major cluster mainly comprised adenocarcinomas and normal tis-
sues. The non-negative matrix factorization supported the results.
Additional clustering between carcinoids and small-cell lung carcinomas
(SCLCs), carcinoids formed a distinct cluster, while SCLCs grouped to-
gether with pulmonary adenocarcinomas and normal lung tissues.
Conclusion: Carcinoids had a characteristic pattern of miRNA expression,
suggesting a common origin for pulmonary and gastrointestinal carcinoids.
The expression profiles were different in carcinoids and SCLC.

PS-03-026

BRAF V600E immunoexpression in papillary thyroid carcinoma
and its association with prognostic factors and histopathologic
variant

E. Kristiani", B. Makes, E. Hardjolukito, A. Harahap

Siloam Hospitals Lippo Village, Laboratorium, Tangerang, Indonesia

Objective: The incidence rate of Papillary thyroid carcinoma (PTC) has
increased worldwide and also in Indonesia. Several studies indicated
BRAF V600E mutation was associated with poor prognosis. Our study
using immunostaining with BRAF V600E antibody will provide addi-
tional information regarding the clinicopathological characteristics of
PTC and predict the prognosis.

Method: Fifty patient with PTC were reviewed to determine prognostic
factors microscopically. BRAF V600OE mutation was detected by immu-
nohistochemical staining and assesed with H score.

Results: H score >326.5 was determined as positive BRAF V600E mu-
tation and <326.5 as negative BRAF V600E mutation. BRAF V600E
mutations were detected in 17 (34 %) cases. The cases with positive
BRAF V600E mutation had mean age of 44.71 years, and the size of
the tumour between 0.1 and 4 cm. Six cases of them are male and 11
female. There were seven cases with extrathyroidal extension (ETE) p
0,04, 11 cases with lymph node metastasis (LNM) p<0,001, and 8 cases
with tall cell variant p 0,047.

Conclusion: There are significant correlation between BRAF V600E
mutation with ETE, LNM, and tall cell variant. There are no significant
correlation between BRAF V600E mutation, either with age, gender, or
size of the tumour. BRAF V600E immunohistochemical examination can
be performed to predict the prognosis of PTC patients.

PS-03-027

Histopathological pattern of thyroid carcinoma in Sudanese patients:
Review of 111 consecutive cases

L Abdelmagid*, A. Agaimy, A. Zulfu, O. Ibrahim, T. Ali, W. Haider, A.
Abdella, A. Marghani, Y. Wahaballa, A. Mukhtar, B. Ishag

*National Public Health Laboratory, Dept. of Histopathology and
Cytology, Khartoum, Sudan

Objective: determine the histopathological patterns of thyroid carcinoma
in Sudanese patients.

Method: a descriptive retrospective study of thyroid cancer diagnosed at
the National Public Health Laboratory (STACK), Khartoum, Sudan
(2008-2013). Histopathological reports and archival slides were retrieved
from the Histopathology Department and reviewed.

Results: One hundred and 11 cases of thyroid carcinoma were retrieved.
The age range was 13-80 years (74 % were females). The common
histological type was papillary (54 cases; 48.6 %), followed by follicular
(36 cases; 32.4 %), anaplastic (9 cases; 8.1 %), medullary (9 cases; 8.1 %)
and poorly differentiated /insular (1 case; 0.9 %) carcinoma. Two cases
(1.8 %) represented encapsulated follicular neoplasms of uncertain ma-
lignant potential (equivocal invasion).

Conclusion: This study (the first large series of consecutive thyroid carci-
noma in Sudanese) highlights potential differences in the frequency of the
different thyroid carcinoma subtypes in the Sudanese population with a
tendency towards underrepresentation of papillary and overrepresentation
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of follicular carcinoma compared to the Western population. These aspects
deserve further epidemiological survey to verify the true incidence of the
different subtypes, to exclude inadvertent selection bias, and to explore
possible relationship to ethnic/geographic origin and variation in relation
to iodine deficiency among different regions of the country.

PS-03-028
Importance of immunohistochemical hormone expression in clinical-
ly nonfunctional pituitary adenomas
L Urla®, Y. Ozluk, S. Yarman, B. Bilgi¢
Istanbul Faculty of Medicine, Dept. of Pathology, Turkey

Objective: About 30 % of pituitary adenomas are nonfunctional (NFA)
clinically. Although they are nonfunctional, NFAs may show hormone
expression at varying frequencies by immunohistochemistry. We aimed
to investigate the hormonal distribution among NFAs.

Method: One hundred and eighty pituitary adenomas (WHO grade I)
diagnosed between 2011 and 2016 were evaluated. There were 73
(41 %) women and 107 (59 %) men. The mean age was 49.9 years.
Four patients were younger than 18 years. PIT-1, PRL, GH, TSH,
ACTH, FSH, LH immunohistochemistry were applied to all cases, along
with Pancytokeratin and ER to some cases.

Results: There was no hormone expression in 36 (20 %) cases. One
or more hormones expressed in 144 (80 %) cases, of which 66
(37 %) were FSH and/or LH, 23 (13 %) ACTH, 25 (14 %) PRL,
17 (9 %) GH, 1 (1 %) TSH and 12 (7 %) plurihormonal (10/12 both
GH and PRL).

Conclusion: The most frequent hormone expression is gonadotro-
pins in NFAs. Almost 10 % are corticotroph adenomas, which are
known to have potential of aggressive behaviour. It is reported that
NFAs (corticotroph, somatotroph, thyrotroph) can change from si-
lent to clinically active adenoma. It is recommended to document
hormone profile immunohistochemically for patient follow up and
prognosis prediction.

PS-03-029
BRAF mutation in poorly differentiated thyroid carcinoma
S. Exkilic”, U. Elboga
Gaziantep Universite Sahinbey, Faculty of Medicne, Dept. of Pathology,
Turkey

Objective: Poorly differentiated thyroid carcinoma (PDTC) is a rare
tumour with extremely aggressive behavior. Their comprehensive
genetic background is still unclear. BRAF mutation is considered a
marker of aggressive disease in these tumours, associated with in-
creased cancer recurrence and even loss of radioiodine avidity. The
aim of this work was to investigate the frequency of BRAF mutation
in a cohort of PDTC.

Method: Twenty-eight patients with PDTC were included in the study
between 2004 and 2016. Twenty one of 28 patients were developed from
papillary thyroid carcinoma (PTC). BRAF mutation status was deter-
mined using a real-time PCR (Cobas® 4800 BRAFV600) method and
standard-automated immunohistochemistry procedure (Ventana Anti-
BRAF V600E).

Results: 96.4 % of cases (27/28) did not carry BRAF mutation with real-
time PCR method and immunohistochemistry procedure. BRAF muta-
tion was detected in one patient with both methods in a case that devel-
oped from PTC. Correlation between BRAF mutations and various clin-
icopathological parameters in PDTCs did not reveal any association with
age at diagnosis, gender, tumour size, histological variants of PTC,
extrathyroidal invasion, distant metastasis and radioiodine treatment
resistance.

Conclusion: Our data did not suggest that BRAF mutation could be a
useful marker in patients with PDTC in the cohorts studied.

PS-03-030
Comparison of immunohistochemistry and real-time PCR in detec-
tion of BRAF mutation in papillary thyroid carcinoma

S. Erkilic”, U. Elboga

Gaziantep Universite Sahinbey, Faculty of Medicne, Dept. of Pathology,
Turkey

Objective: BRAF mutation is common in papillary thyroid carci-
noma (PTC), especially in classical variant PTC where high rates
are found (55 %). BRAF mutation is usually detected by molec-
ular techniques, however immunohistochemistry has emerged as
an alternative method. We evaluated the expression of the mutated
BRAF protein in thyroid carcinoma patients using immunohisto-
chemistry (IHC) and real-time PCR methods and compared these
two methods.

Method: We studied 102 patients with classical variant papillary thyroid
carcinoma who were under follow up after radioiodine treatment.
Formalin-fixed paraffin-embedded tissues of PTC were analyzed for
BRAFV600 mutation using real-time PCR (Cobas® 4800) and
standard-automated IHC (Ventana Anti-BRAF V600E) procedures.
Results: BRAF mutations were found in 54.9 % of PTC cases by real-
time PCR and in 63.7 % of PTC cases by IHC technique. Complete
concordance for the two methods was observed for all cases in 90 % of
samples. Furthermore, BRAF mutations were found by only IHC in 10
patients, all of whom had classical papillary microcarcinoma with scle-
rotic stroma.

Conclusion: Our data show that IHC could be used as a first-line method
for BRAF mutation detection in daily practice, because it is rapid and
more sensitive in the evaluation of microcarcinoma foci.

PS-03-031

Evaluation of prognostic value of 2010 WHO classification of gastric

neuroendocrine tumours

0. KuI‘rulan*, N. Turhan, A. Akyol, G. Gedikoglu, C. Sokmensuer
Hacettepe University, Dept. of Pathology, Ankara, Turkey

Objective: We aimed to evaluate the clinical and histopathological fea-
tures of gastric neuroendocrine tumours (NET) and the prognostic value
of 2010 WHO classification.

Method: Fifty-eight patients’ surgical resection material from two insti-
tution (41 patients from Hacettepe University and 17 from Yuksek Ihtisas
Hospital) who were diagnosed as neuroendocrine tumour between
January 2000-October 2015 were re-evaluated histopathologically and
their clinical follow-up was investigated.

Results: Thirty of 58 patients are Gradel, 10 Grade2, 10 Grade3 NET
according to WHO2010 classification and 8 don’t have residue tumour in
resection material. Lymph node metastasis is observed in 13,3 % (4 cases)
of GINET cases. In these four cases with lymph node metastasis, the
diameter of tumour is over 1 cm in three of them and the other smaller
than 1 cm is invading to submucosa. Also age and male-to-female ratio
are increasing with the increase in tumour stage. Four of 10 (%40)
G2NET cases with closer Ki-67 proliferation index (%2—%)3) to threshold
between G1-G2 have lower stage.

Conclusion: From this perspective, tumour diameter and depth of inva-
sion are the points to consider in endoscopic follow-up process. In 2010
WHO classification the threshold for G1 and G2 distinction has a very
narrow range, so it is needed to revise it again and reform the treatment
algorithms.

PS-03-032

FoxAl expression in Medullary Thyroid Carcinoma

D. Nonaka"

The Christie Hospital, Dept. of Histopathology, Manchester, United
Kingdom

@ Springer
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Objective: FoxAl, also known as HNF-3A, regulates a variety of tissues
during embryogenesis and early life. FoxAl is reported to have oncogenic
and tumour suppressive roles depending on tumour type. In thyroid, FoxAl
expression has recently been shown in C cells and medullary carcinoma
(MTC) but not in follicular cells. FoxA1 has also been proposed as potential
oncogene in anaplastic carcinoma (ATC). However, FoxA1 expression has
not been extensively investigated in a spectrum of thyroid tumours.
Method: 62 MTCs were stained with anti-FoxAl antibody, and its ex-
pression pattern was compared with those of other conventional markers.
FoxAl was also performed on a variety of thyroid tumours.

Results: All 62 MTCs showed diffuse and strong FoxA1 nuclear expres-
sion. Expressions of other markers in MTCs were as follows: calcitonin
97.8 %, CEA 94.4 %, chromogranin 100 %, and TTF1 97 %, generally in
variable intensity. FoxAl was completely negative in follicular neo-
plasms, papillary thyroid carcinomas and poorly differentiated carcino-
mas while FoxA1 was variably expressed in 62.5 % of ATCs (30/48).
FoxA1 was also expressed in C cell hyperplasia as well as solid cell nests.
Conclusion: FoxA1 could be a useful ancillary marker for the diagnosis
of C cell hyperplasia and MTC, including atypical MTC (calcitonin neg-
ative MTC).

PS-03-034

Proteomic profiling identifies novel potential prognostic biomarkers
in lung carcinoids

I RaEa*, J. Giorcelli, G. Gatti, A. Votta, S. Izzo, L. Di Gangi, S. Vatrano,
B. Pergolizzi, M. Papotti, M. Volante

*University of Turin, Oncology, Orbassano, Italy

Objective: To identify by means of proteomic profiling novel prognostic
biomarkers in lung carcinoids.

Method: Two-dimensional electrophoresis was applied to screen differ-
ential proteomic profiles in typical (H727) and atypical (H720) lung car-
cinoid cell lines, and the most relevant differentially expressed proteins
were identified using mass spectrometry (Maldi-TOF). Four of these
latter (GSTP-1, HSP27, peroxiredoxin-2 and calreticulin), selected based
on their biological properties and potential role in carcinogenesis, were
validated using immunohistochemistry in a large cohort of 89 lung car-
cinoid paraffin embedded samples.

Results: Over 150 proteins were differentially expressed in H727 as
compared to H720 cells. Among these, 57 were identified by
MaldiTOF and belonged to several cellular pathways. Among the four
validated using immunohistochemistry, low GSTP-1, high nuclear
HSP27 and low peroxiredoxin-2 expression were significantly associated
with shorter survival at univariate analysis (all p<0.02) and two of them
with aggressive disease status (low GSTP-1, p<0.001; high nuclear
HSP27,p=0.003). Interestingly, low GSTP-1 expression was significant-
ly associated with poor outcome also in the group of atypical carcinoids,
only.

Conclusion: GSTP-1, HSP27 and peroxiredoxin-2 are novel candidate
prognostic biomarkers identified by extensive proteomic profiling in lung
carcinoids.

PS-03-036

Proliferation activity and cell cycle regulation in parathyroid pathol-
ogy: An evidence of heterogeneity

L. Strumfa®, A. Abolins, A. Vanags, D. Balodis, G. Kirsakmens, L.
Kolomencikova, P. Prieditis, I. Franckevica, J. Gardovskis

"Riga Stradins University, Dept. of Pathology, Latvia

Objective: To assess the level/heterogeneity of proliferation activity and
cell cycle regulator protein expression in parathyroid pathology.

Method: Retrospectively, cell cycle markers and regulators (Ki-67, p21,
p27, cyclinD1) were detected by immunohistochemistry in 102 parathy-
roid adenomas; 27 cases of primary hyperplasia (PPH); 45 normal glands
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(NG); 5 carcinomas. The lowest (LF), mean and highest (HF) fraction of
500 positive cells was scored by computer-assisted morphometry.
Descriptive statistics and Kruskal-Wallis test were applied.

Results: Significant differences between the groups were disclosed re-
garding the mean fraction of Ki-67 (p <0.001), p21 (p<0.001) and p27
(p=0.005); HF: Ki-67 (p <0.001), p21 (p <0.001), cyclinD1 (p=0.002);
LF: cyclinD1 (p=0.006). Considering heterogeneity, lowest-to-highest
proliferation fraction ranged 0.2-3.5 % in adenomas; 0.0-2.8 % in
PPH, 0.0-11.8 % in carcinomas, and 0.0-1.0 % in NG. The LF-HF of
p21-positive cells ranged 2.4-23.7 % in adenomas, 2.5-29.8 % in PPH,
1.5-15.6 % in carcinoma and 2.3-3.8 % in NG. The heterogeneity of
cyclinD1 is reflected by following data: 3.4-22.8 % in adenomas, 12.2—
42.5 % in PPH, 21.8-41.8 % in carcinoma, 8.8-10.9 % in NG.
Conclusion: The considerable molecular heterogeneity of cell cycle
markers in all parathyroid pathologies suggests that heterogeneity is not
limited to malignant tumours but could represent a biological mainstay of
disease. It must be accounted for in scientific studies and elaboration of
diagnostic cut-offs.

PS-03-037

The landscape of intermediate filaments in parathyroid pathology:
The expression pattern and heterogeneity

. Strumfa”, A. Abolins, A. Vanags, D. Balodis, 1. Franckevica, L.
Kolomencikova, E. Vasko, D. Gailis, J. Gardovskis

*Riga Stradins University, Dept. of Pathology, Latvia

Objective: To assess intermediate filaments in parathyroid pathology.
Method: The expression of cytokeratin 19 (CK19) and vimentin was
immunohistohemically detected in 179 parathyroids: adenoma, 102; pri-
mary parathyroid hyperplasia (PPH), 27; normal glands (NG), 45; carci-
nomas, 5. Applying computer-assisted morphometry, positive parenchy-
mal cell fraction (F) was assessed by intensity level (IL:0-3 scale). The
score was computed as sum of ILXF. Descriptive statistics and Kruskal-
Wallis test were performed.

Results: The mean vimentin score ranged from 0.3 [0.2-0.4] in NG to 1.1
[0.0-2.4] in carcinomas; p>0.05. Cytoplasmic expression was frequent
in positive adenomas: 84.2 % [72.4-91.7] and carcinomas: 100.0 %
[51.1-100.0] but NG: 0 % [0.0-18.2]. Perinuclear expression was dom-
inating in PPH, 85.7 % [64.5-95.9]; and NG: 100.0 % [81.8-100.0].
Heterogeneity was frequent: adenomas, 54.9 %; PPH, 70.4 %; carcino-
mas, 100.0 %; NG, 33.3 %. CK19 was statistically significantly up-
regulated in proliferative lesions (p=0.012), scoring in adenomas: 0.8
[0.7-1.0]; PPH: 0.8 [0.5-1.2], carcinoma: 1.0 [0.0-2.7] and NG: 0.3
[0.2-0.3]. Heterogeneity was observed: in adenomas, 60.8 %; PPH,
88.9 %; carcinomas, 100.0 %; NG, 66.7 %.

Conclusion: Vimentin is expressed in parathyroid tissues in cytoplasmic
or perinuclear pattern and shows a trend to up-regulation in carcinoma.
Proliferative parathyroid lesions are characterised by statistically signifi-
cant up-regulation of CK19.

PS-03-038

Digital analysis of Adrenocortical Carcinomas’ prognostic factors

T. Micsik”, H. Wenjing, R. Ivan, J. Toke, G. Nagy, P. Igaz, M. Toth
Semmelweis University, 1st Dept. of Pathology, Budapest, Hungary

Objective: Adrenocortical carcinoma (ACC) is a rare malignant disease.
Mitotic count (MC) and Proliferation Index (PI) are pathologically deter-
mined probable prognostic factors. We studied clinicopathological and
follow-up data of ACC-patients of the 2nd Department of Medicine of
Semmelweis University.

Method: Of the 63 ACC-patients 28 histological samples were available.
Staging was performed according to ENSAT criteria. MC (HE-stain) and
Manual Proliferation Index (MPI, Ki-67 IHC) were determined on
scanned slides (Pannoramic 250Flash Scanner), and also an
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automatic Digital Proliferation Index (DPI) was counted using
NuclearQuant (3DHistech) Software. Consequently, Kaplan-Meier
survival graphs were calculated.

Results: MPI had prognostic relevance on Overall Survival (OS,
p=0,043) and Progression Free Survival (PFS, p=0,024). DPI had also
prognostic relevance on OS (p=0,035) and on PFS (p=0,029). MC on
whole slides and dichotomizing patients by MC per mm2 had better
prognostic relevance on OS (p=0,011) and on PFS (p=0,023). Best
prognostic factor was MC determined on the most proliferating tumour
regions: OS (p=0,005) and on PFS (p=0,011).

Conclusion: MPI, DPI and MC proved to be prognostic in ACC-patients.
MPI was reliable, still DPI had higher significance on OS. DPI is an objec-
tive, time-sparing and reproducible, standardizable method, which might
improve our pathological reports. The highest significance was found with
MC, counted on the most proliferating regions of the tumour. MC is usually
counted on 10-50 HPF. Thought, for the reliable inter-study comparison,
MC should be rather determined by mm?2, since the commercially available
objectives examine very different areas (0,159-0k,385 mm?2).

PS-03-039
Prevalence of thyroid cancer types among submitted thyroid surgical
specimens: A S-year retrospective study from two referral laborato-
ries in Nairobi, Kenya
A. Kalebi', M. Mungania

Pathologists Lancet Kenya, Dept. of Pathology, Nairobi, Kenya

Objective: There is scant data from Kenya on thyroid cancers. We set out
to determine the pattern of thyroid cancer occurrence, types and demo-
graphic characteristics from a case series at two leading teaching hospital
& private laboratories in Nairobi that receive referral specimens from
across the country >5500 and >10,000 specimens a year.

Method: Retrospective descriptive review of all pathology reports seen in
the two institutions identifying cases diagnosed as thyroid cancer was
carried out. At the Kenyatta National Hospital, manual records were
reviewed while at Pathologists Lancet Kenya electronic data was re-
trieved. The period reviewed was January 2011 to December 2015.
Data was statistically analyzed using Excel.

Results: A total of 151 cancers were diagnosed over the 5 year period
against 1340 thyroid surgical specimens, representing 11.3 % thyroid
malignancy rate. Female were most affected at 83 % with a F:M ratio
0f4.8:1. The average age of occurrence was 44 years. The most common
histological pattern was the papillary carcinoma at 56 %, follicular carci-
noma 28 % and anaplastic carcinoma 9 %.

Conclusion: The rate of thyroid malignancy is quite high in these series.
The pattern of thyroid cancer occurrence is however fairly similar to those
reported in the literature and previous limited case serious in Kenya.

Monday, 26 September 2016, 09.30-10.30, Hall 11.3
PS-04 Infectious Diseases Pathology

PS-04-001
Unusual locations of hydatid disease: A 10-year experience from a
tertiary reference center in Western Turkey
E. Giin', D. Etit, D. O. Buyuktalanci, F. Cakalagaoglu
Izmir Katip Celebi University, Dept. of Pathology, Turkey

Objective: Report on a series of patients with hydatid disease and specify
the unusual locations of the cysts.

Method: The records of patients diagnosed with hydatid disease in our
hospital between 2005 and 2016 were analyzed, retrospectively. The
cases were evaluated and specified by gender, age and the localization
of the cysts.

Results: A total of 329 patients diagnosed over a 10-year period were
included in our study. There were 202 females (61.4 %) and 127 males
(38.6 %). The hydatid cysts were located in the liver in 257 (78.1 %)
patients and in unusual locations in 72 (21.9 %) patients. The most com-
mon unusual site for hydatid cysts was the spleen followed by bones,
central nervous system, soft tissue, the kidney and the gall bladder.
Amongst these 72 patients with hydatid cysts in unusual locations; 33
patients had comcomitant liver hydatidosis, whereas 39 patients had pri-
mary involvement of unusual sites. Two patients with malignancies also
had hydatid cysts in different locations.

Conclusion: Hydatid disease affects many organs in the body and there-
fore it can pose a major diagnostic dilemma and mimic other entities. In
endemic areas, a differential diagnosis of hydatid disease should be con-
sidered for cystic masses in any location.

PS-04-003

Unusually located hydatid cysts: A report of 10 cases

M. A. Bani’, I. Msekni, S. Ben Rejeb, F. Gargouri, D. Ghachem, B.
Laabidi, A. Bouziani

"Military Hospital of Tunis, Dept. of Pathology, Tunisia

Objective: Hydatid cyst (HC) is a parasitic disease caused by
Echinococcus granulosus. Although this parasite can settle in any part
of the human body, it is frequently seen in liver and lungs. Unusual
locations have been rarely reported. In this study, we aimed presenting
unusual located HC regarding 10 patients.

Method: Retrospective study of HC diagnosed between March 2012 and
April 2016. Clinical data were reviewed for each patient.

Results: We had a total of 10 patients between the ages of 30-64 (average
age 46,3), 4 of them were men and the others were women. The cysts
outside of liver and lung were frequently seen in intramuscular (3/10),
spleen (3/10), bone (2/10), kidney (1/10), retroperitoneal (1/10). The most
frequent symptom in our patients was a progressive painless swelling for
intramuscular cysts. The average cyst size was 7.8 cm. Histopathological
examination confirmed the diagnosis in all of the cases. Recurrence was
seen in an intrabony lesion.

Conclusion: Hydatid disease is still a serious public health problem in
our country. Its clinical presentations vary depending on the involvement
of the organ and the size of the cysts. The diagnosis is often suggested by
radiology and confirmed by the pathological examination.

PS-04-004
Diagnostic significance of plasma osteopontin in Hepatitis C induced
hepatocellular carcinoma in Pakistani population
A. Razzak*, T. Roome, M. R. Khanani, M. H. Khan

Dow University of Health Science, Dept. of Molecular Pathology,
Karachi, Pakistan

Objective: Osteopontin (OPN) a secretory chemokine essential for Th-1
immune response initiation, mainly contributes to the pathogenesis of
Hepatitis C virus (HCV) infection. Its protein expression and plasma level
might be a useful marker to predict the HCV and its related HCC disease
progression. The main objective of the present is to verify the clinical
usefulness of OPN as a novel diagnostic, prognostic and therapeutic
biomarker against hepatitis C virus infection and grading of carcinoma
in Pakistani Population.

Method: In this case-control clinical study HCV viral load and ge-
notype was evaluated through Real time PCR among 100 Pakistani
patients including i) normal individuals, ii) HCV infected patients
iii) HCV infected patients with HCC. OPN plasma levels was esti-
mated via ELISA and extent of OPN expression in liver tissues in
HCYV induced HCC patients was established via immunohistochem-
istry and classified according to the percentage and intensity of
staining.

@ Springer
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Results: Osteopontin levels were significantly elevated in patients with
HCC and in HCV patients in comparison to control group. The plasma
OPN level has been correlated well with the severity of liver fibrosis and
inflammation in patients with HCV infection. The sensitivity and speci-
ficity of OPN for prediction of fibrosis (HCV, HCC and healthy control
group) were 85, 73 and 54 %, respectively, at a cutoff value of 4.9 ng/ml
suggesting its good diagnostic accuracy in prediction of hepatic fibrosis
and carcinoma.

Conclusion: We established for the first time clinical demographic data
of Pakistani population showing that, serum and tissue protein expres-
sions of OPN provide the significant clinic-pathological correlation be-
tween the HCV & HCC disease progression and interferon based thera-
peutic response in Pakistani population, thus can be serve as powerful
diagnostic, prognostic and therapeutic biomarker against HCV viral in-
fection and related hepatocellular carcinoma in future.

PS-04-005

Abdominal basidiobolomycosis: A case report

F. Ali", N. Alrahbi, G. Bhatnagar

mal Hospital, Dept. of Histopathology, Muscat, Oman

Objective: Basidiobolomycosis is an unusual fungal infection caused by
basidiobolus- ranarum. It affects immune competent persons.

Method: Casel: A 2 years old male presented with a history of loss of
weight and abdominal mass. Case2: A 10 years old female presented with
fever and abdominal mass.

Results: Investigations revealed blood eosinophilia. Computed tomogra-
phy showed a colonic mass with multiple lymph nodes enlargement.
Laparotomy showed right colonic mass with multiple lymphadenopathy.
Right hemicolectomy was done and the specimen was sent for histopa-
thology. The gross examination revealed thickening of the colonic wall
with multiple lymph nodes ranging in size between 3 and 0.5 cm in
maximum dimension. Microscopy showed a colonic wall with extensive
infiltration by eosinophils and fungal hyphae surrounded by eosinophilic
material and granulomatous inflammation (Splendore Hoeppli phenome-
non). The fungal hyphae were positive to Periodic acid Schiff and
Gomori’s methenamine silver stains. Features were consistent with
basidiobolomycosis, which was confirmed by microbiology. The two
cases were treated by voricocanazole.

Conclusion: Abdominal Basidiobolomycosis should be included in the
differential diagnosis of patients presenting with fast growing abdominal
mass and fever.

PS-04-006

Citologic and molecular study about HPV infection in oropharinge
L. M. de Souza Vianna', R. B. Amorim, A. Bocca, F. F igueiredo, A. B.
Motoyama, F. P. Carneiro

“Universidade de Brasilia, Dept. de Ciencias Medicas, Brazil

Objective: Objective: Considering that AIDS patients are more likely to
develop cancer, this study investigated HPV infection in HIV-positive
oropharynx patients.

Method: Methods: We evaluated 100 patients with AIDS. The clinical and
behave partners habits were assessed. The collect was done with brushes.
The cytological analysis used the Bethesda’criteria for double blind study.
Immunocytochemistry assessed the pl6INK4 protein. The hybrid capture
researched the high and low risk HPV DNA using KIT DAN-PAP Digene.
Results: Results: HPV high and low risk were detected in 8.2 and 16.7 % of
samples. For high-risk and low-risk HPV, the mean + SD (high-low) of the
relationship RLU / CO (estimate viral load) was 2.9 +2.58 (1.09 to 7.87) and
1.61£0.65 (1.07 to 2.68). The heterosexual patients had more HPV(9,5 %)
with predominance in heterosexual women(5.5 %). No smokers, patients
who didn’t consume alcohol and patients with CD4 between 201-500/mm3
had more chance to have HPV. Patients with less than one partner per year
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were associated (p 0.003). There was no association between oral HPV
infection and oral lesion, antiretroviral therapy, marijuana, other drugs, oral
and anal intercourse, condom use and STDs. The conventional cytology
showed atypical cells of undetermined significance in 2 samples.
Conclusion: Conclusion: Cancer was not observed.

PS-04-008
Do not forget the H&E: Power and limitation of histology in the
diagnosis of ID
D. A. Milner jr.”
Brigham and Women’s Hospital, Dept. of Pathology, Boston, USA

Objective: Infectious disease diagnoses are most often suspect from the
H&E appearance of an inflammatory pattern. The goal of this session is to
highlight the value of an H&E for a variety of infectious and address the
real limitations of the H&E for making patient care decisions.

Method: A series of cases will be used to illustrate different types of
infection (bacteria, mycobacteria, fungus, viral, and parasite) with pearls
and pitfalls about each type of organism and the use of the H&E.
Results: Algorithms for how to approach infections on the H&E and how
to word pathology reports with the most helpful clinical impact will be
discussed.

Conclusion: The H&E is the first, most important tool in detecting and
infection which can, with proper approach, yield a great deal of information
for the clinicians to act upon as well as direct ancillary tests for final diagnosis.

PS-04-009
Prevalence of HBV and HCV in Sukkar, Pakistan
S. Khan", B. Ahmed, M. Zahid
DUHS, Ohja Campus, Molecular Pathology, Karachi, Pakistan

Objective: The aim of our study is to determine the prevalence of HBV &
HCYV infection in Sukkur Sindh.

Method: Total 205 Blood samples were collected from the male & fe-
male participants & were screened for the HBV & HCV by ICT/ELISA
followed by PCR . Results were analyzed by using SPSS.

Results: Out of 205 participants, 24 (11.7 %) were positive for Anti-HCV
in which 13 (6.3 %) were male and 11 (5.3 %) were females. On the other
hand 12 (5.8 %) were positive for HBsAg in which 9 (4.3 %) were males
and 3 (1.4 %) were females. Whereas only 1 (0.4 %) was positive for both
Anti-HCV & HBsAg. Out of these 24 Anti-HCV positive samples 17
(8.2 %) were also positive for HCV by PCR in which 8 were males
(3.9 %) & 9 (4.3 %) were females & on the other hand out of 12
HBsAg positive samples 9 (4.3 %) samples were also positive for HBV
by PCR in which 7 (3.4 %) were males & 2 (0.9 %) were females. Only 1
(0.4 %) sample were positive for both HCV & HBV by PCR.
Conclusion: Our results indicates very high prevalence of HCV & HBV
in this region. Which needs to be address immediately. Another interest-
ing finding of this study is that the frequency of these infections are more
in males as compare to females which might be due to the fact that males
are more exposed to the high risk activities.

PS-04-010
Trichinella spiralis impact on mesenchymal stem cells:
Immunohistochemical study by image analyzer in murine model
E. A. Hasby Saad”, M. Hasby Saad
Tanta Faculty of Medicine, Pathology Dept., Egypt

Objective: This study aims to elucidate whether Trichinella spiralis
infection or crude antigens administration can stimulate recruit-
ment of CD105+ve/CD45-ve MSCs in the intestine and skeletal
muscle of experimental BALB/c albino mice, in comparison to
healthy control mice.
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Method: Studied mice were divided into: 20 healthy control, 20 with
orally induced T. spiralis infection, 20 orally received adult worm crude
antigen and 20 received intramuscular larval crude antigen. According to
specific timing schedule, mice were slaughtered and tissue sections were
examined for MSCs density using CD105 and CD45 immunohistochem-
ical staining and image J image analyzing software, to compare different
study groups.

Results: T. Spiralis infection induced a significant increase in MSCs
density in both intestinal and muscle sections, similarly the intramuscular
injected larval crude antigen caused MSCs infiltration in muscles in com-
parison to muscle sections from healthy control mice. However, no sig-
nificant MSCs cell density difference was noticed in intestinal sections
after the orally received adult crude antigen compared to healthy control
mice.

Conclusion: So, injected T. spiralis crude antigen can be a successful
stimulant to MSCs attraction and recruitment in tissues nearby injection
site, which may be beneficial for cell regeneration and tissue repair in case
of presence of a disease induced damage.

PS-04-011

Detection of latent TB among health care workers vulnerable to TB
exposure in Karachi Pakistan

A. Shireen”, S. Khan

"DUHS, Ohja Campus, Molecular Pathology, Karachi, Pakistan

Objective: To screen the health care workers at risk to occupational
exposure for latent TB using QuantiFERON Assay.

Method: 3 ml of whole blood were collected into three specific QFT
tubes. (NIL,TB, Mitogen) from 120 health care workers including phle-
botomists, Medical technologist, nurses, doctors and faculty members
working closely with TB samples or patients. Samples were tested for
detection interferon specifically released against TB according to the
manufacturer QuantiFERON TB Gold protocol.

Results: Out of 137 samples 27 samples were found positive, 5 samples
showed indeterminate result and 105 were found negative. Out of 27
positive samples 20 were from medical technologists working closely
since long time with TB samples or TB patients and 4 were from phle-
botomists collecting samples from patients.

Conclusion: Health care providers usually work with TB infected sam-
ples with minimal infection control measures. This study shows the need
for effective latent TB infection control measures and emphasizes on the
importance to improve over all biosafety precautions during dealing with
the TB patients or samples. The study also provides recommendations for
routine and regular screening and checkup of the health care workers
working with TB to ensure their safety rather safety of all as no one is
safe until everyone is safe.

PS-04-012
Parasites in tropical countries: Own experience from Cambodia
V.S. Chhut", G. Stauch, A. Bankfalvi

University of Health Sciences, Pathology, Phnom Penh, Cambodia

Objective: Tropical parasitic diseases are rare findings in daily work of
pathologists in industrialized countries. However, parasitic disease is one
component in the Tropical Neglected Diseases (TND) by WHO in devel-
oping countries. They are afflicting more than1 billion people. The bur-
den economy in these countries of parasitic diseases and their conse-
quences are higher than all well-known diseases, like TB and Malaria.
With worldwide exploding tourism, these diseases will show up more and
more in Medical institutions in Western Countries and should be known
to avoid treatment delay by wrong diagnosis.

Method: The Authors reviewed the diagnosis of 38 cases of par-
asitic diseases submitted to 3 departments of Pathology in Phnom
Penh, Cambodia, from 2003 to 2015. About 38 cases (29

intestinal and biliary system and 9 soft part parasitoses) were
re-evaluated and reviewed in respect to age, gender and clinical
symptoms and residence of patients.

Results: Total 14 cases of Strongyloid Stercoralis, 6 Schistosomiases, 5
Amibiases, 1 Hookworm, 1 Capillaria Phillipinensis, 2 Clonorchis
sinenses were found in intestinal biopsies respectively in resection spec-
imen and in biliary system and, 6 Cysticercoses, 2 Sparganoses and 1
Filariasis were respectively detected in soft tissue specimens.
Conclusion: Parasitoses are rare findings in routine pathology. Stool
examinations are diagnostic state of art. However, the diagnosis of these
diseases needs experience from clinicians and pathologists. In case of
travelers in developing countries, parasitoses should be always taken into
account of differential diagnosis.
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PS-05-001

Electron microscopic investigation in the diagnostics of
echinococcosis

D. Kalizeva*, M. Tussupbekova, Y. Turgunov, A. Nurbekov, G.
Fedotovskih, A. Alibekov, A. Balikbayeva

*Medical State University, Dept. of Surgical Diseases, Karaganda,
Kazakhstan

Objective: Parasitic diseases, according to WHO, in more than 32 % of
cases are the causes of deaths. In recent years, in the Republic of
Kazakhstan a steady increase in the incidence of echinococcosis were
noted (up to 1000 or more cases per year). We studied 215 cases of
surgically treated liver echinococcosis. One hundred and seventy-nine
patients were operated by traditional methods with an impact on residual
cavity by various antiseptics. Thirty-six patients underwent an
echinococcectomy with cavern sanitation by a physical method that we
developed, with the use of underwater electrical discharge.

Method: We conducted an intraoperative sampling of material for mor-
phological study.

Results: By electron microscopic study of Echinococcus cysts that were
exposed to chemical attack it was found that all membrane structures of
cells of germinal membrane of the hydatid cyst wall were intact and
undergone minor changes. In the materials taken after physical method
of sanitation of the residual cavity a complete destruction of all cellular
elements of brood capsules of Echinococcus were detected. In the cellular
detritus small membrane, vacuolar and granular fragments of nuclei and
cytoplasm of necrotic cells were seen. From completely destroyed
protoscolexes electron-dense debris of hooks and “ghosts’ of vacuolated
and ruined body components were remained.

Conclusion: Physical method of sanitation of the residual cavity with
underwater discharge at surgical treatment is effective in the prevention
of recurrence of echinococcosis. This is confirmed by the materials of
electron microscopic investigation.

PS-05-002

Colorectal liver metastasis: Post-operative nodular regenerative hy-
perplasia and sinusoidal obstructive syndrome in oxaliplatin based
chemotherapy

M. Gomez Dorronsoro”, P. Azcue, M. d. R. Mercado, C. Arean, A. Tarifa,
E. Mata

*Complejo Hospitalario Navarra, Dept. de Patologia, Pamplona, Spain

Objective: Sinusoidal Obstructive Syndrome (SOS) and Nodular
Regenerative Hyperplasia (NRH) seem to be hepatotoxic effects related
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to Oxaliplatin based chemotherapies (OX) in colorectal liver metastasis
(CLM). Our objective was to determine incidence of SOS and NRH in
patients undergoing liver resection due to CLM and its relationship with
chemotherapy regimen. Secondarily, study the correlation of
macroscopical and microscopical liver features, type of resection and
outcome as hepatic insufficiency.

Method: A historic prospective maintained database of 166 patients with
CLM was analysed and followed from January 2007 to December 2014.
Results: Among 130 patients treated with OX 47(38.2 %) presented SOS
(Sinusoidal dilatation 2-3), among them 19(40.4 %) presented peliosis
and perisinusoidal fibrosis. All 6(4.6 %) with NRH, 9(6.9 %) presenting
Blue-Liver Syndrome (BL) and 8(6.1 %) with hepatic insufficiency were
treated with OX. All but one in each category underwent a mayor or
complex resection.

Conclusion: Severe SOS and NRH are not frequent yet they are present.
The only predictive factors for SOS, NRH, BL and/or hepatic insufficien-
cy seems to be OX and the type of surgery performed. Surgeons should
have special attention regarding these findings for recurred CLM.

PS-05-003

The expression and role of nuclear EpICD in hepatocellular
carcinoma

W.-S. Moon", S.-Y. Park, E.-J. Cha, J.-S. Bae, K.-M. Kim, S. Lee

L T — .

Jeonju, Republic of Korea

Objective: Regulated intramembranous proteolysis mediated loss of an
extracellular domain of epithelial cell adhesion molecule (EpEx) and
release of an intracellular domain (EpICD) into the cytoplasm, and the
sequential association of EpICD with FHL2 forms a nuclear complex
with 3-catenin and Lef-1, inducing gene transcriptions involved in acti-
vation of oncogenic potential of EpCAM.

Method: We examined the immunohistochemical nuclear expression of
EpICD in 100 cases of HCC and investigatd the role of EpICD in HCC
cell line using EpICD ¢DNA and small interfering RNA (siRNA).
Results: Nuclear expression of EpICD significantly correlated with nu-
clear expression of (3-catenin, and Ki-67 labeling index. In addition,
nuclear expression of EpICD was associated with higher histologic grade
and advanced T category. Forced overexpression of EpICD using EpICD
c¢DNA in the HCC cell significantly increased the cell proliferation, mi-
gration and invasion. The overexpression of EpICD also increased the
expression levels of the active form of (3-catenin and c-myc and cyclin
DI. Conversely, silencing of EpCAM by siRNA decreased the cell pro-
liferation, migration, invasion and the expression of active form of (3-
catenin, c-myc and cyclin D1.

Conclusion: Our present data suggest that nuclear EpICD plays impor-
tant roles in HCC progression by modulating expression of target genes
of EpCAM.

PS-05-004
Comparative morphometric characteristics of microvessels in hepa-
tocellular carcinoma of different nodes sizes
U. Tumanova', O. Mishnev, A. Shchegolev
Moscow, Russia

Objective: Comparative analysis of morphometric characteristics of
microvessels in hepatocellular carcinoma (HCC) of different nodes sizes.
Method: Studied the surgical specimens of 64 hepatocellular carcinoma
nodes of the liver without cirrhosis: 17 cases—diameter nodes less than
5 cm (SN), 24 cases—5-10 cm (MN), 23 cases—over 10 cm (LN).
Performed immunohistochemical detection of vessels using the CD34
and CD105 and their morphometric analysis.

Results: The greatest number of CD34+ microvessels were in SN HCC,
exceeding by 10.9 and 34,9 % (p <0,05) the figures of MN and LN. The
maximum number of CD105+ microvessels installed in MN: by 8.2 %

@ Springer

greater than in SN and by 31.4 %—LN HCC (p<0.05). The highest
values of the average area of CD34+ microvessels observed in LN, ex-
ceeding by 17.1 and 7.0 % of SN and MN HCC. The maximum values of
the average area of CD105+ microvessels detected in SN: by 0.5 % great-
er than in MN and by 19,9 %—LN HCC (p <0,05). The degree of tumour
vascularization reduced with increasing the size of HCC nodes.
Conclusion: Morphometric characteristics of microvessels in HCC nodes
reflects the processes of tumour angiogenesis, depends on the method of
their detection and nodule size.

PS-05-005

Primary giant cell tumour of the common bile duct: No mutation
H3F3A found

A. Beaufrére*, F. Larousserie, S. Dokmak, E. Pasmant, J. Selves, D.
Cazals-Hatem

*Beaujon Hospital Clichy, Dept. of Pathology, France

Objective: Primitive giant cell tumour (GCT) of the common bile duct is
very rare and share similar pathologic features with GCT of bone.
Recently, H3F3A mutations were found as highly specific of GCT of
bone. The aim of this study was to report a recent observation of GCT
of the common bile duct, and to search for H3F3A mutations in the
present case and in the pancreatic GCT we previously reported.
Method: The bile duct tumour was fixed in 10 % neutral buffered for-
malin and included in totality in paraffin. Paraffin sections of the tumour
were immunostained. Targeted next generation sequencing (NGS) on the
12 histone H3 genes was performed.

Results: The patient (77-year-woman) presented a pedunculated polyp-
oid mass in the common bile duct consisted of mononuclear histiocytic
and stromal neoplastic cells with numerous giant cell stained by CD68
with no reactivity for keratin markers. NGS analysis showed no mutation
in the 12 histone H3 genes, including the H3F3A gene recurrently mu-
tated in GCT of bone.

Conclusion: We reported here a sixth observation of primary GCT of the
common bile duct. The present result suggests that although GCT of the
bone and GCT of extra-osseous location have large similitude, their path-
ogenesis looks different.

PS-05-006

Severity histologic score of acute pancreatitis in murine models:
Preliminary results

P. Silva Vaz, R. Caetano Oliveira*, A. M. Abrantes, J. C. Encaragdo, A.
Gouveia, M. Castelo-Branco, M. F. Botelho, G. Tralhdo

*Centro Hospitalar ¢ Universitario de Coimbra, Dept. de Pathologie,
Portugal

Objective: In acute pancreatitis (AP) five scoring systems have been
identified, each one developed for a specific AP murine model and taking
only in consideration individual parameters. The aim of this study was the
development and validation of a histological score that stratifies the se-
verity of AP severity in several murine models.

Method: 26 Wistar rats were divided into three AP models (caerulein,
duodenal occlusion and pancreatic duct occlusion). Animals were
sacrificed at 10 and 24 h, depending on model. Lipase and amylase were
measured to confirm AP. Histopathologic evaluation for edema, necrosis,
inflammatory infiltrate, hemorrhage and vacuolization of acinar cells was
performed and graded, and then stratified in four AP levels: none, mild,
moderate and severe. The histologic score was correlated with C-reactive
protein and procalcitonin.

Results: Histological changes were observed in 62.5 % of animals. Of
these, 87.5 % were classified as mild AP and 12.5 % as moderate.
Moderate AP was found in the pancreatic duct occlusion model. There
was correlation between histological changes and procalcitonin
(p=0.004).
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Conclusion: Preliminary results seem to validate the proposed histolog-
ical score of AP. This score will allow greater uniformity of AP severity
evaluation in murine models with application in different models for
better understanding the AP pathophysiology.

PS-05-007

Immunohistochemical expression of Cadherin 17 (CDH17) in non

malignant liver tissues and in Hepatocellular Carcinoma (HCC)

D. El-Azab", H. Aiad, A. E.-Nabi Abd El-Nabi, S. El-Gammal
Menofyia University, National Liver Insitute, Dept. of Pathology,
Shebeen El-Kom, Egypt

Objective: This study aimed to evaluate the immunohistchemical expres-
sion of CDH17 in non malignant liver tissues and in hepatocellular car-
cinoma (HCC) with correlation to various clinical and histopathological
parameters.

Method: This retrospective study was carried out on 138 liver tissue
specimens including 98 HCC. The non malignant liver tissues includes
(7 donors, 7 cases of chronic hepatitis C, 2 cases of focal nodular hyper-
plasia, 2 cases of hepatocellular adenoma, 22 cases of cirrhosis and 66
cases of cirrthosis adjacent to HCC). Tissue microarray technique was
used.

Results: The mean percentage of CDH17 expression was signifi-
cantly higher in non malignant cases (80.5+33.8) compared to
HCC cases (55.5+46.7) (P=0.003). Also CDH17 was significant-
ly higher in Cirrhosis without HCC than in Cirrhosis adjacent to
HCC (p<0.001). CDH 17 expression was significantly associated
with presence of vascular invasion (p=0.016). Also, cases with
vascular invasion showed higher H. score (mean=+SD=146.5
+100.3) compared to cases without vascular invasion (mean
+SD=77.3+104.5) (P=0.06). Using correlation coffecience test
there was a significant association between H score of CDHI17
expression and decreased survival time (P=0.002) although this
was not approved using univariate analysis.

Conclusion: CDH17 was significantly higher in non malignant liver
tissue with down regulation in premalignant cirrhosis which may be at-
tributed to a role similar to classic cadherins . Up regulation of CDH17 in
HCC is associated with poor prognostic features such as vascular inva-
sion and shorter survival time.

PS-05-008

Evaluation of centrilobular fibrosis in post-transplant liver:
Preliminary results

R. Saunders”, S. Abou-Beih, S. Masson, F. Oakley, D. Tiniakos
*Newcastle University, Institute of Cellular Medicine, Newcastle upon
Tyne, United Kingdom

Objective: We studied centrilobular fibrosis (CLF) in adult post-
transplant liver biopsies and assessed possible correlations with histopath-
ological features, collagen proportionate area (CPA) and hepatic stellate
cell (HSC) activation.

Method: Thirty seven routine liver biopsies from 20 consented patients
(33-65 years, 8 female) were included. The extent and topography of
fibrosis and CPA were assessed using sirius red fast green stain. HSC
activation was evaluated by « smooth muscle actin (x-SMA) immuno-
staining. The results were quantified by digital image analysis.

Results: CLF was present in 15 (41 %) biopsies from 12 (60 %)
patients. Central vein endotheliitis (CVE) severity was correlated
with central perivenulitis (CPV) severity (p<0.001), total paren-
chymal CPA and the amount of centrilobular x-SMA (p <0.05).
CPV did not correlate with CLF. Centrilobular CPA correlated
with total &« SMA area (p<0.001). CLF did not correlate with
age, gender, acute cellular rejection severity or other histopatho-
logical features.

Conclusion: CLF is common in adult post-transplant liver biopsies af-
fecting the majority of patients. CVE was the only significant histological
feature associated with parenchymal fibrosis and centrilobular HSC acti-
vation indicating that it may play a role in activating HSCs in
centrilobular areas contributing to CLF development.

PS-05-009
Histopathology of the liver in yellow fever after two months of infec-
tion: A case report with literature review
V. Trak-Smayra , C. Kanaan, D. Jaafar, R. Nasnas

Saint Joseph University, Medical School, Dept. of Pathology, Beirut,
Lebanon

Objective: Yellow fever is a mosquito-borne flavivirus infection, preva-
lent in endemic areas and characterized by hemorrhagic fever and rapid
deterioration of function of several organs including the liver. Death usu-
ally follows within few days of the onset. Few reports describe the liver
lesions after the initial acute phase of the disease. We report the case of a
47 year old male patient, traveling to Angola, who presented to our
hospital after two months of infection.

Method: The patient was diagnosed with yellow fever on the basis of
fever, hematuria and jaundice with positive serological markers. After
two month, he was admitted to our hospital for persistent elevation of
liver enzymes and cholestasis. Therefore, a liver biopsy was performed.

Results: Microscopic examination showed moderately active portal and
lobular hepatitis with regenerative features, ballooning of the hepatocytes,
giant cell transformation, hemosiderin laden macrophages and intracellu-
lar lipofuscin pigment. There was no evidence of intranuclear viral inclu-
sions. These features were consistent with nonspecific hepatitis as de-
scribed in surviving liver of yellow fever.

Conclusion: Histological features of yellow fever are well known in the
acute stages. In our case, we describe the state of the surviving liver at two
month and we review the literature on the subject.

PS-05-010

Immunohistochemical expression of alpha smooth muscle actin (o-
SMA) in hepatocellular carcinoma from Egyptian patients and its
relation to various clinicopathological parameters

D. Maher", D. El-Azab

National Liver Institute, Dept. of Pathology, Shebin El-Kom, Egypt

Objective: To investigate tissue expression of x-SMA in hepatocellular
carcinoma (HCC) from egyptian patients and to correlate its expression
with various clinicopathological parameters of HCC.

Method: Hematoxylin and eosin stained slides were re-evaluated in 62
HCC cases to assess tumour type, grade, stage, presence of lympho-
vascular invasion and the status of parenchymal margin (involved or
not). Tissue Microarray construction (TMA) was constructed from paraf-
fin embedded blocks (representative of the tumour) and 4-um sections of
these tissue array blocks were cut and placed on positive charged slides
and applied for immunostaining with x-SMA antibody. The x-SMA
staining in the HSCs within the tumour stroma and perisinusoidal spaces
was qualitatively classified into the following 4 groups compared with
vascular smooth muscle cells (VSMCs): 0, no staining; +1, staining in-
tensity considerably lower than VSMCs; +2, staining intensity lower than
VSMCs; and +3, staining intensity similar to that of VSMCs. Also, «-
SMA staining was quantitatively classified into the following 4
groups: 0, <I positive cell/high power field (hpf); +1, <10 positive
cells/hpf; +2, 10 20 positive cells/hpf; and +3, >20 positive cells/
hpf. Qualitative and quantitative classification was performed by a
fellowship trained gastrointestinal pathologist without matching
knowledge of the clinical data. For statistical analysis, grades 0
and +1 were categorized as low expression and grades +2 and +3
as high expression.
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Results: All cases of HCC were positive for «-SMA expression (100 %)
in hepatic stellate cells from tumoural stroma. High quantitative
(extensive) and qualitative (strong) expression of x-SMA was observed
in 33 and 31 of the studied 62 HCC cases respectively, while low quan-
titative (sparse) and qualitative (weak) expression of a-SMA was ob-
served in 29 and 31 of the studied 62 HCC cases respectively.
Regarding the site of HCC, strong and extensive expression of SMA
showed high significant association with HCC originating from Left
lobes and also from both right and left lobes (P <0.008 and P <0.009)
respectively. Strong expression of x-SMA appear to be associated with
trabecular pattern of HCC but the association is statistically near signifi-
cant (P=0.08). Quantitative and qualitative of x-SMA expression failed
to show any significant relationship with different clinicopathological
parameters of HCC cases.

Conclusion: Expression of Alpha smooth muscle actin («-SMA) was
detected in all HCC cases, mainly those with trabecular pattern, so it
may be used to differentiate HCC from other malignancies in liver wheth-
er primary or secondary. x-SMA expression has no relation to various
clinicopathological parameters of HCC except for tumour site.

PS-05-011

The effect of imatinib in various thioacetamide-induced mouse liver

fibrosis models

A. R()kusz*, A. Sziics, E. Bugyik, V. Szabd, S. Paku, P. Nagy, K. Dezso
Semmelweis University, 1st Dept. of Pathology, Budapest, Hungary

Objective: The deposition of collagenous extracellular matrix is an obli-
gate consequence of chronic hepatic injury. The resulting fibrosis is most-
ly mediated by PDGF-driven hepatic myofibroblasts. Imatinib efficiently
suppresses the activity of PDGFR, thus it is a promising candidate for the
treatment of hepatic fibrosis.

Method: Thioacetamide (300 mg/l) was given for 18 weeks to male
C57BI/6 wild type and transgenic mice, overexpressing TGF-{31 in the
liver. In an additional “therapeutic” experiment thioacetamide was given
to wild type mice for 27 weeks. For test animals imatinib was given daily
(25 mg/kg per os; in the “therapeutic” experiment from the 19th week).
The extent of fibrosis, ductular reaction, the proliferative activity of he-
patocytes and ductular cells was monitored.

Results: Imatinib treatment resulted in a transient inhibition of fibrosis
progression in wild type mice, but failed to achieve this result in trans-
genic mice or the “therapeutic” experiment. In each group the extent of
ductular reaction changed parallelly with the extent of fibrosis, while the
proliferation of hepatocytes remained constant.

Conclusion: Imatinib did not show lasting antifibrotic effect in wild type
mice, and it was completely inefficient besides TGF-{31 overproduction
or preceding fibrosis. The strong correlation between ductular reaction
and fibrosis underlines their close relationship.

PS-05-012

Intrahepatic lymphoepithelioma-like cholangiocarcinoma associated

with Epstein-Barr virus: A case report

A. Sziics”, A. Rokusz, E. Bugyik, V. Szab, S. Paku, P. Nagy, K. Dezso
Semmelweis University, 1st Dept. of Pathology, Budapest, Hungary

Objective: Intrahepatic lymphoepithelioma-like cholangiocarcinomas
(LEL-CC) are rare tumours, and are often associated with Epstein-Barr
virus (EBV). Here we present a case of LEL-CC associated with EBV
infection in an explanted liver.

Method: A 28-year-old male patient with a history of primary
sclerosing cholangitis related cirrhosis was transplanted without
any clinical sign or symptoms of tumour. Formalin fixed, paraffin
embedded liver samples were analysed in detail. In situ hybridi-
zation (ISH) for the EBV-encoded small RNA (EBER) was also
carried out.
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Results: Multiplex tumourous nodules were detected in the explanted
liver. Histologically, the tumour was composed of two components: a
well-differentiated adenocarcinoma and a lymphoepithelioma-like carci-
noma with sheets of undifferentiated epithelial cells and dense lymphoid
stroma. Immunohistochemically, both components were positive for
pancytokeratin and cytokeratin19. ISH for the EBER was also positive.
Tumour cells did not stain with either Glypican-3 or Arginase-1
antibodies.

Conclusion: As far as we know, this is the first case report of
EBV-associated intrahepatic LEL-CC in an explanted liver.
Although this tumour is not very common, based on literature
data it is characterised by favourable overall survival. During
the 2 years follow-up despite immunosuppressive therapy—with-
out additional courses of chemotherapy—the patient did not show
any evidence of tumour progression.

PS-05-013

Expression of adrenomedullin in chronic inflammatory liver diseases
S. Sarcognato*, F. Grillo, S. De Martin, A. Picciotto, V. Guzzardo, F. P.
Russo, M. Guido

*Montebelluna, Italy

Objective: Adrenomedullin (ADM) is a multifunctional neuropep-
tide which seems to play an immunomodulatory role in different
inflammatory processes. Indeed, in a model of rheumatoid arthritis
(known to be an autoimmune disease), the administration of
ADM, reduced inflammatory damage and restored immune toler-
ance, by acting on regulatory T lymphocytes. This study aimed to
evaluate the expression and the role of ADM in chronic inflam-
matory liver diseases (CILD), aspects that have never been inves-
tigated so far.

Method: We assessed, by means of immunohistochemistry, the
tissue expression of ADM in normal liver (10 cases) and in a
series of 49 CILD, including 22 autoimmune and 27 viral, type
C, hepatitis.

Results: In normal liver, ADM was strongly and diffusely
expressed in sinusoidal lining cells and in the hepatocytes. In
CILD, ADM expression was less extensive and weaker in most
cases. In particular, reduced ADM expression in sinusoidal cells
was significantly associated with the autoimmune etiology
(p=0.01). Furthermore, a weaker sinusoidal expression of ADM
significantly correlated with a more severe necro-inflammatory
damage (p=0.04).

Conclusion: This study indicates that expression of ADM is under reg-
ulated in CILD, particularly of autoimmune etiology, suggesting that it
may play an immunomodulant role even in this context.

PS-05-014

Nectin-1 expression in cancer-associated fibroblasts is associated with
poor prognosis of pancreatic ductal adenocarcinoma

K. Hirabazashi*, M. Yamada, A. Hadano, A. Kawanishi, Y. Takanashi, Y.
Kawaguchi, T. Nakagohri, T. Mine, N. Nakamura

"Tokai University, Dept. of Pathology, Ischara, Japan

Objective: Nectins are cell adhesion molecules that regulate the formation
of adherens junctions and tight junctions. In this study, the immunohisto-
chemical expression of nectin-1 was assessed in tumour cells and in cancer-
associated fibroblasts (CAFs) of the pancreatic ductal adenocarcinoma.
Method: Immunohistochemistry for nectin-1 was conducted using tissue
microarray blocks constructed from 258 resected cases of pancreatic duc-
tal adenocarcinoma. The immunohistochemical expression of nectin-1 in
CAFs was compared with clinicopathological parameters. The percent-
age of nectin-1 expression in CAFs was classified as negative/focal at
<30 % and a diffuse at >30 %.
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Results: Immunohistochemical analysis demonstrated diffuse CAF
nectin-1 expression in 64 cases (24.8 %). Diffuse nectin-1 expres-
sion in CAFs is associated with lymph node metastasis
(p=0.016), advanced UICC stage (p=0.016), perineural invasion
(p=0.042), and tumour in the pancreas head (p=0.023). Patients
exhibiting diffuse nectin-1 expression in CAFs had signi_cantly
shorter overall survival times than those with focal/negative ex-
pression of nectin-1 in CAFs (p=0.003). Multivariate analysis
also demonstrated diffuse nectin-1 expression in CAFs to be an
independent prognostic factor.

Conclusion: These findings indicate that diffuse nectin-1 expression in
CAFs of pancreatic ductal adenocarcinoma is associated with metastasis
and patient survival.

PS-05-015

Not only neuroendocrine tumours but also other pancreatic
tumours can be accompanied with serous cystic neoplasms
even in patients without von Hippel-Lindau syndrome
S.-W.Kim", S.-M. Hong, I.-H. Song, S.-Y. An, S.-Y. Kim, H.-J. Kim, K.
B. Song, D.-W. Hwang, S.-C. Kim, E.-S. Yu

"Asan Medical Center, Dept. of Pathology, Seoul, Republic of
Korea

Objective: To evaluate serous cystic neoplasms (SCN) accompanying
other pancreatic tumours.

Method: We compared clinicopathologic features of surgically
resected 15 SCN accompanying other tumours with 259 conven-
tional SCN.

Results: The prevalence of SCN accompanying other tumours was
5 % (15/274). SCN accompanying other tumours had significantly
smaller tumour size (2.2+1.5 cm), than that of conventional sol-
itary SCN (3.6£1.9 cm; P=0.01) and they were more commonly
observed in head (8/15, 57 %), while conventional solitary SCN
were more frequently noted in the body and tail (201/259, 78 %;
P=0.001). However, no difference was found in sex and age of
the patients and gross pattern (microcystic, macrocystic, mixed, or
solid) of SCN. Accompanying neoplasms included 7 intraductal
papillary mucinous neoplasms (IPMN), 1 colloid carcinoma aris-
ing from IPMN, 6 neuroendocrine tumours (NET), and 1 solid
pseudopapillary neoplasm (SPN). Four NET associated with von
Hippel-Lindau (VHL) syndrome had multiple NET, while 2 NET
without VHL syndrome were solitary.

Conclusion: SCN accompanying other tumours are 5 % of entire SCN
and tend to be smaller and located in head. Commonly accompanying
tumours are IPMN and NET and other neoplasms, such as colloid carci-
noma and SPN.

PS-05-017

Role of metalloproteinase in invasive growth in pancreatic ductal
adenocarcinoma

0. Paklina", G. Setdikova, T. Sotnikova

Botkin Hospital, Dept. of Pathology, Moscow, Russia

Objective: The abundant desmoplastic stroma reaction in pancreatic can-
cer, is considered to be an important reason for its aggressive tumour
biology and resistance to chemotherapy.

Method: FFPE -tissue from the pancreatectomy of 100 patients was IHC
stained with «SMA, MMP 2 and 9 and TIMP 1,2 and expression for
haematoxylin-eosin and Masson’s trichrome to assess stroma density.
Results: Tumour stroma in PDA was grading from “loose” in myxoma-
tosis area, “moderate” to “dense” with collagen core. In “loose”—aSMA
1+; in “moderate”—2+ and “dense”—2-3+, but without express in col-
lagen area. Masson’s trichrome was positive in all area, but severity ex-
pression was different. In “loose” stroma we found some thin blue colla-
gen fibers, separated myxomatosis; in “moderate” and “dense”—the

fibers collagen was detected back to back, but in severity areas of collagen
expression was strongly positive glaring blue colors. The expression level
in carcinoma cells varied from negative to strong positivity and had a
tendency to be associated with a low degree of differentiation. There is a
direct correlation between the expression of MMP-2 (r=0,34) and 9
(r=0,67), and the presence of perineural invasion, tumour invasion to
the duodenum, perineural invasion and peripancreatic tissue. In AC tu-
mour cells strongly express MMP-2, MMP-9.

Conclusion: During invasive tumour growth plays a direct role not only
the fact of increasing the production of MMP, create a favorable environ-
ment for tumour growth, but also a marked decrease in expression of their
inhibitors, which in turn favors more invasive growth.

PS-05-018

KRAS mutation analysis using i-densy in the early diagnosis of pan-
creatic ductal adenocarcinoma

A.Hadano", K. Hirabayashi, Y. Kawaguchi, A. Kawanishi, Y. Takanashi,
N. Kato, Y. Miyajima, H. Ito, N. Nakamura, T. Mine

*Tokai University, Hachioji Hospital, Dept. of Gastroenterology, Tokyo,
Japan

Objective: KRAS codon 12/13 mutations have been identified in over
95 % of pancreatic ductal adenocarcinomas (PDACs). The i-densy ana-
lyzer can perform rapid gene analyses, including pretreatment, amplifica-
tion, and detection, automatically on a single platform. We aimed to
evaluate the usefulness of KRAS mutation analysis by i-densy using
cytological material for PDAC diagnosis.

Method: Seventeen patients were enrolled in this study. Fourteen were
patients with clinically suspected PDAC, while the rest of them were chron-
ic pancreatitis patients. KRAS codon 12/13 mutations in pancreatic brush
and/or pancreatic juice samples were analyzed using i-densy and conven-
tional cytological diagnostic method, and the results were compared.
Results: KRAS mutations were detected in 11 and wild-type KRAS in
five patients, using i-densy. The quantity of sample obtained from one
patient was insufficient. Conventional analysis results were positive for
nine, negative for seven, and equivocal in one patient. An almost perfect
agreement between i-densy results and the final diagnosis was observed,
while the agreement between conventional cytology results and final
diagnosis was lower.

Conclusion: The diagnostic accuracy of i-densy KRAS mutation analysis
was shown to be higher than that of conventional cytology, indicating the
potential for its use in clinical applications.

PS-05-019

High accuracy in scoring by digital immunohistochemistry in re-
search pathology in liver cancer

D. Di Capua*, A. Canney, F. Jones, N. Nolan, D. Houlihan, C. Le Roux,
A. Fabre, N. Docherty

*University College Dublin, Ireland

Objective: To determine the effectiveness of digitally scoring
immunohistochemically (IHC) stained slides compared to manual scoring
when evaluating the role of epithelial-mesenchymal transition (EMT) in
hepatocellular carcinoma (HCC) in background hereditary hemochroma-
tosis (HH).

Method: Expression of two EMT markers (E-cadherin and cytokeratin
18), were evaluated by IHC in paraffin-embedded liver tissue (16 HH-
HCC and 4 nonHH-HCC). Manual scoring was conducted by a senior
pathologist using light microscopy; digital scoring was performed with
Imagel software using a color separation and diaminobenzidine (DAB)
quantification method on scanned slides. Results for both methods were
reported using a 0, +1, +2, +3 system combining % of areas and staining
intensity. Cohen’s Kappa coefficient was then calculated to determine the
agreement between both methods.
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Results: EMT is characterised by the repression of epithelial adhesion
molecules E-cadherin and CK18. Analysis using both methods was per-
formed for these markers (membranous and cytoplasmic patterns) re-
vealed loss of epithelial markers E-cadherin and/or CK18 in tumours that
morphologically exhibited greater pleomorphism and/or a mesenchymal
phenotype. E-cadherin and CK18 scoring had agreement in 90.0 % with
kappa of 0.828 [very good agreement] (95 % CI, 0.596 to 1) and kap-
pa=0.785 [good agreement] (95 % CI, 0.504 to 1) respectively. Pooled
results showed agreement in 90 % of cases and a kappa=0.817 (95 % CI,
0.644 to 0.99), indicating very good agreement.

Conclusion: These preliminary results using digital analysis demonstrate
strong agreement with manual scoring and could be a valuable tool in
research pathology. Additional immunohistochemical makers for mesen-
chymal profile are being further evaluated.

PS-05-020

Compromised liver regeneration as an early step in hepatocar-
cinogenesis

A. C. Adam’, R. Biittner

Universititsklinik K6ln, Inst. fiir Pathologie, Germany

Objective: Hepatocellular carcinoma (HCC) develops most often in
association with chronic liver disease like viral hepatitis or alco-
hol toxic cirrhosis. But also in inflammation-free, non-cirrhotic
liver HCC can occur. Here, the underlying pathomechanism is
largely unclear.

Method: We used histochemical activity staining of cytochrome ¢ oxi-
dase (CCO), a component of the respiratory chain and partially encoded
by mitochondrial DNA (mtDNA), to screen for mtDNA damage and to
identify clonal liver cell patches. Mutations of the CCO genes in liver cell
patches were analyzed by sequencing.

Results: These patches represent presumably lineages of regeneratively
active liver cells—potentially stem or progenitor cells. Significantly larg-
er and more numerous patches in HCC-bearing compared to healthy liver
suggest a reduced pool of active regenerating liver cells. MtDNA se-
quencing of the patches demonstrated besides a higher mutational burden
also an homoplasmic state of the mutations. Adjacent patches failed to
show common trunc mutations, indicating probably independent
ancestors.

Conclusion: In conclusion these data suggest a depletion of
regeneratively active liver cells as an possible early stage in the
development of HCC in non-cirrhotic livers. We present a 3D-
reconstruction of liver patches and a model for mtDNA depriva-
tion in liver progenitor cells.

PS-05-021

Combination immunohistochemistry for SMAD4 and Runt-related
transcription factor 3 (RUNX3) may identify a favourable prognostic
subgroup of pancreatic ductal adenocarcinomas

Y.-K. Lee*, H.-J. Lee, H.-J. Park, J.-W. Kim, J.-H. Hwang, J.-H. Kim, Y.-
S. Yoon, H.-S. Han, K.-S. Lee, E. Shin, H.-Y. Kim

*Seoul National University Hospital, Dept. of Pathology, Republic of
Korea

Objective: SMAD4/DPC4 mutations have been associated with
aggressive behavior in pancreatic ductal adenocarcinomas
(PDAC), and recently, it has been suggested using in vitro studies
and animal models that RUNX3 expression combined with
SMAD4 status may predict the metastatic potential of PDACs.
In this study, we evaluated the prognostic utility of SMAD4/
RUNX3 status in human PDACs by immunohistochemistry.
Method: Immunohistochemical stains were performed for SMAD4 and
RUNX3 on 183 surgically resected PDACs, and the results were corre-
lated with the clinicopathological features.
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Results: Loss of SMAD4 expression was associated with poor
overall survival (OS) (p=0.075) and recurrence-free survivals
(RES) (p=0.079), although not statistically significant. Nuclear
RUNX3 expression was associated with decreased OS
(p=0.028) and RFS (p=0.052), and more frequent in poorly dif-
ferentiated PDACs (p=0.018). On combining RUNX3/SMAD4
status, RUNX3-/SMAD4+ PDACs demonstrated longer OS
(p=0.010) and RFS (p=0.005) compared to RUNX3+/SMAD4+
and SMAD4- groups; RUNX3-/SMAD4+ was a significant inde-
pendent predictive factor for both OS [p=0.040, HR 1.817 (95 %
CI 1.028-3.211)] and RFS [p=0.002, HR 2.870 (95 % CI 1.475—
5.584)].

Conclusion: SMAD4-positivity with RUNX3-negativity was a signifi-
cant independent predictive factor for better OS and RFS in PDAC. Thus,
combination immunohistochemistry for SMAD4 and RUNX3 may help
identify a favorable prognostic subgroup of PDAC.

PS-05-022

Exosomal markers (CD63 and CD9) expression by
Immunohistochemistry (IHC) in Pancreatectomy Specimens (PS)

J. Laurini*, M. Khushman, A. Bhardwaj, G. Patel, K. Roveda, M. Tan, S.
Singh, W. Taylor, A. Singh

*University of South Alabama, Dept. of Pathology, Mobile, USA

Objective: Exosomes are important mediators in intercellular communi-
cations that play a role in cancer progression and metastasis. Exosomal
membranes are enriched in endosome-specific tetraspanins (CD9 and
CD63). We explored the expression of CD63 and CD9 utilizing IHC in
PS.

Method: Twenty-nine PS were identified. The pathologic tissue (PT) and
adjacent normal tissue (ANT) in each PS was stained for CD63 and CD9
using IHC. Two pathologists independently scored the expression of
CD63 and CD9. The intensity of staining was graded from 1 to 3. The
percentage of stained cells was estimated in 10 % increments. An average
Q score (Intensity X Percentage of staining) was calculated. Unpaired t
test was used for statistical analysis.

Results: The mean Q score for CD63 and CD9 expression is
higher in PT (209 and 72, respectively) compared to ANT (154
and 24, respectively) (p=0.0044; p=0.0017). The Mean Q score
for CD63 and CD9 expression is higher in the malignant PT (231
and 85 respectively, n=17) compared to ANT (129 and 25, re-
spectively) (p<0.0001 and p<0.0132).

Conclusion: Exosomal markers (CD63 and CD9) expression as-
sessment using IHC is feasible in PS. The expression of CD63
and CD9 is higher in PT and malignant PT compared to their
ANT.

PS-05-023

Comparison between rejection activity index and national institutes
of health grading system in liver biopsies for the diagnosis of graft
versus host

B. Odiit’, S. Z. Aki, A. Armutlu, G. Sucak, U. Kogak, G. Esendagli, Z.
Kaya, G. Akyol

*Gazi University, Dept. of Pathology, Ankara, Turkey

Objective: The aim of our study is comparison between rejection
activity index (RAI) and national institutes of health (NIH)
scoring system in bone marrow transplanted patients’ liver
biopsies.

Method: 20 liver biopsies of 19 bone marrow transplanted patients
were reviewed retrospectively and graded using the rejection ac-
tivity index(RAI) and National Institutes of Health (NIH)
Consensus Development Project on Criteria for Clinical Trials in
Chronic GVHD.
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Results: There were 14 men and 5 women with ages ranging from 4 to
66 years (mean: 26,2 years). The primary diseases were acute myeloid
leukemia,acute lymphoblastic leukemia, nonHodgkin’s lymphoma,
Hodgkin’s lymphoma, thalassemia and multiple myeloma. GVHD affect-
ed multiple organs in 7 patients. Overall survival is ranging from 3 to
112 months after transplantation (mean: 31,3 months). Seven patients
died due to primary disease, transplant related disease and infections.
Grading with NIH criteria, 8 patients had ‘Likely GVHD’, 5 patients
had ‘Not GVHD’, 7patients had ‘Possible GVHD’. There was no differ-
ences between RAI and NIH scoring system.

Conclusion: NIH Consensus Development Project on chronic
GVHD published for defining minimal diagnostic criteria for ac-
tive GVHD and criteria for an adequate histologic sample in sev-
eral organ systems, create a standardized terminology for commu-
nicating histology results.

PS-05-025
Liver metastases from neuroendocrine tumours: Comparison be-
tween neuroendocrine immunohistochemical markers
A. Caroli-Bottino", A. Mauricio, V. Pannain
Federal Uni. Rio de Janeiro, Dept. of Pathology, Brazil

Objective: Liver metastases are the most common form of spread
of neuroendocrine tumours (NET), often being identified before
the primary tumour. This study describes and compares the neu-
roendocrine immunohistochemical markers of liver metastases
from NET.

Method: Immunohistochemical stainings for chromogranin A
(CgA), synaptophysin, CD56 ¢ CD57 were performed in 18 liver
metastases from NET (small bowel = 5; stomach/duodenum = 5;
undetermined = 4; pancreas = 2 and lung = 2). Intensity of mark-
er expression and percentage of positive staining areas were eval-
uated and compared.

Results: The CD57 was expressed in highest number of cases (94.4 %),
followed by CgA (83.3 %), CD56 (52.9 %) and synaptophysin (50 %).
As while CgA showed the highest number of cases with more than 80 %
of positive staining areas (80 %), followed by CD57 (64.7 %),
synaptophysin (55.5 %) and CD56 (33.3 %). CD57 showed moderate/
strong intensity of expression in 100 %, CgA-86.6 %, synaptophysin-
77.7 % and CD56-44.4 % of the cases. The concordance rate between
CgA and CD57 was significant for positive immunostaining (p=0.021)
and for intensity of expression/percentage of positive staining areas
(p=0.014). CgA showed higher expression in small bowel, pancreas
and undetermined; CD56 in pancreas and CD57 in all sites.
Conclusion: CD57 showed results similar to CgA and higher than
synaptophysin and CD56 in the characterization of liver metastases from
NET.

PS-05-026

Pancreatic mixed adeno-neuroendocrine carcinomas (MANECs)
— report of a series of cases

G. PoE*, C. G. Popp, L. Nichita, E. Gramada, L. C. Sticlaru, S. Dutulescu,
A. D. Michire-Stefana, P. I. Stanga, B. Mastalier, F. Staniceanu
“Colentina Clinic Hospital, Pathology, Bucharest, Romania

Objective: Pancreatic MANECS are rare, highly aggressive epithelial
tumours with mixed differentiation: neuroendocrine and adenocarcino-
matous. They represent less than 1 % of the pancreatic tumours.
Identification of neuroendocrine features allows patients to receive a spe-
cific treatment with increase of survival and life quality.

Method: We present five consecutive pancreatic MANEC occurring in
three middle aged men and two women diagnosed in the last 2 years in
our department. They represent about 1.6 % of all pancreatic malignant
tumours diagnosed in this period.

Results: All patients had surgical treatment for pancreatic masses with
jaundice and severe weight loss. No neuroendocrine signs and symptoms
were identified. All specimens were diagnosed as MANEC on micro-
scopic features and immunohistochemical markers as chromogranin A,
synaptophysin neuron specific enolase and CD56. Adenocarcinomatous
component was moderately differentiated, while neuroendocrine compo-
nent was poorly differentiated. Postoperative median survival was
10 months, all patients being in an advanced stage at the moment of
diagnosis.

Conclusion: Poorly differentiated carcinomas of pancreas can mimic
meuroendocrine features, but a thorough microscopic examination and
adequate panel of immunohistochemical assays are critical for diagnosing
real MANEC, with significant impact on patients outcome.

PS-05-028

Microvessels density in liver metastases

S. E. Giusca”, C. Amalinei, E. R. Avadanei, L.-D. Caruntu
U.M.F., Morphofunctional Sciences, lasi, Romania

Objective: Our study focuses on the investigation of angiogenic process
in liver primary and recurrent metastases secondary to colorectal cancer.
Method: 24 cases including eight with recurrent metastases occurred after
a previous treatment by thermonecrosis (group 1) and 16 with primary
metastases treated exclusively by surgery (group 2) were
immunohistochemically investigated using anti-CD31 antibody.
Microvessels density (MVD) was quantified in 5 hot-spots, separately in
intratumoural and peritumoural areas; a mean value was calculated for each
case and group. Student’s t-test was used for all statistical comparisons.
Results: In group 1, intratumoural MVD was 30.58 £13.16, and
peritumoural 58.33 £23.41, whereas in group 2 intratumoural MVD
was 22.26+9.12, and peritumoural 85.03 +£34.68, with statistically sig-
nificant differences intratumoural versus peritumoural for both groups
(p=0.01, and p<0.0001, respectively). In addition, the comparison be-
tween group 1 and group 2 revealed significant differences in MVD only
for peritumoural areas (p=0.03).

Conclusion: Our data points out the differences in angiogenic profile
between recurrent and primary metastases. Peritumoural MVD mean
values, lower in group 1, could be interpreted as a failure of angiogenic
potential in metastatic recurrent disease, subsequently to the biological
changes induced in tumour liver environment by thermonecrosis.

PS-05-029

Hepatocellular adenoma subtypes in Sao Paulo, Brazil: A prelimi-
nary study

R. Tanigawa*, L. Rodrigues de Meirelles, E. Sobroza de Mello, V.
Avancini Ferreira Alves

"HC-FMUSP, Pathology, Sdo Paulo, Brazil

Objective: To examine hepatocellular adenoma (HCA) subtypes distri-
bution in a preliminary cohort from two tertiary referral hospitals in Sao
Paulo, Brazil.

Method: A preliminary and random set of resection specimens of patients
radiologically diagnosed or suspected as HCAs were classified based on
morphological and immunohistochemical analysis defined by the current
WHO criteria. Between 1994 and 2015, 65 patients underwent partial
liver resection and 3 had liver transplantation, accounting for 103 nod-
ules. Our preliminary cohort included 55 nodules from 28 patients in
which immunohistochemical reactions were previously performed.
Results: Seventeen nodules (60 %) were further classified as
Inflammatory type HCAs, 9 (16 %) as HNF1-a inactivated, 12 (22 %) as
unclassified and 1 (2 %) as Beta-catenin activated. One of the liver explant
harbored 16 HNF1-alpha inactivated adenomas. One of the unclassified
HCASs had evidence of malignant transformation to hepatocellular carci-
noma. All HNF1-a inactivated HCA occurred in women (mean 36y).
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Conclusion: Preliminary study of 55 HCAs from Brazil showed higher
incidence of unclassified HCAs. Distinct epidemiological and environ-
mental factors may be responsible for this trend. Further morphological
and molecular analysis of all cases in our institutions is required to better
understand the pathogenesis of HCAs in our country.

Monday, 26 September 2016, 09.30-10.30, Hall 11.3
PS-06 Nephropathology

PS-06-001

Proliferative glomerulonephritis with monoclonal IgG deposits asso-
ciated with membrano-proliferative features

M. Wagrowska-Danilewicz’, M. Danilewicz

"Medical University of Lodz, Dept. of Nefropathology, Poland

Objective: Proliferative glomerulonephritis with monoclonal IgG de-
posits (PGNMID) is a recently described entity. Patients with PGNMID
present nephrotic-range proteinuria or nephrotic syndrome, hematuria and
renal insufficiency. Clinical evidence of multiple myeloma or B-cell lym-
phoproliferative disorders are rare. The disease is featured by glomerular
nonorganized monoclonal immunoglobulin G deposits. In the renal biop-
sy various patterns of microscopic pathology can be observed, including
mesangial, membranous, and membranoproliferative glomerulonephritis.
Diagnostic criteria of PGNMID include the presence of glomerular mono-
clonal IgG deposits restricted to a single IgG subclass and a single light-
chain isotype, the presence of granular deposits by electron microscopy
and the absence of clinical and laboratory evidence of cryoglobulin.
Method: We report two cases of PCNMID with IgG3 monoclonal de-
posits in two females: 44-year-old and 6 1-yeard-old. At presentation both
patients had nephrotic syndrome. Renal insufficiency was seen in an older
woman. None of these patients had detectable levels of serum or urinary
monoclonal IgG or overt multiple myeloma.

Results: Renal biopsy in both patients showed accentuated glomerular
lobularity, mesangial hypercellularity, matrix expansion, segmental
endocapillary proliferation, and segmental glomerular basement mem-
brane duplication. By immunofluorescence, deposits were identified
along capillary loop and focally in mesangium. IgG was the only immu-
noglobulin deposited. Both cases showed light-chain isotype restriction
(sole positivity for kappa or lambda chain). In a similar distribution to the
IgG deposits, glomerular deposition of IgG3, C3 and Clq was detected.
Electron microscopy revealed nonorganized electron-dense
subendothelial and mesangial deposits.

Conclusion: Our study pointed to the utility of immunofluorescence
examination of light chain in the renal biopsy specimens with
membrano-proliferative pattern.

PS-06-002

Differential gene expression pattern in biopsies with renal allograft
pyelonephritis and allograft rejection

A. Satoskar’, S. Oghumu, U. Nori, A. Bracewell, J. Zhang, C. Bott, G.
Nadasdy, S. Brodsky, R. Pelletier, T. Nadasdy

*Ohio State University, Dept. of Pathology, Columbus, USA

Objective: Differentiating acute pyelonephritis (APN) from acute rejec-
tion (AR) in renal allograft biopsies can sometimes be difficult because of
overlapping clinical and histologic features; lack of positive urine cultures
and variable response to antibiotics. We wanted to study differential gene
expression between AR and APN using biopsy tissue.

Method: 33 biopsies were analyzed using Nanostring multiplex platform
and PCR (6 transplant baseline biopsies, 8 AR, 15 APN [8 culture pos-
itive; 7 culture negative] and 4 native pyelonephritis [NP]). Additional 22
biopsies were tested by PCR to validate the results.
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Results: CXCL9, CXCL10, CXCL11, IDO1 were the top differentially
expressed genes, upregulated in AR. Lactoferrin (LTF) and CXCLI1 were
higher in APN and NP. No statistically significant difference in transcript
levels were seen between culture positive and culture negative APN bi-
opsies. Comparing the overall mRNA signature using Ingenuity pathway
analysis however, interferon gamma emerged as the dominant upstream
regulator in both AR and allograft APN, but not in NP.

Conclusion: Our study suggests that chemokine pathways in graft APN
may differ from NP and in fact resemble AR, due to a component of
alloreactivity, resulting in variable response to antibiotics alone. Therefore
cautious addition of steroids might help in resistant cases of graft APN.

PS-06-003

Familial occurrence of fibronectin glomerulopathy

M. L. Gongalves dos Reis Monteiro”, F. Bichuette Custodio, L. Silvano
Aratjo, P. Diego Miranda de Menezes Neves, V. de Paiva Marques, J.
Reis Machado, M. Antonia dos Reis

*Universidade Federal do Triangulo Mineiro, Dept. of General Pathology,
Uberlandia, Brazil

Objective: Introduction: Fibronectin glomerulopathy is a rare genetic
disease which can lead to renal failure and is characterized by proteinuria,
hematuria and hypertension. Inheritance is autosomal dominant and the
occurrence is more frequent in the third or fourth decade of life, but can
affect any age group and both gender. The demonstration of fibronectin
glomerular deposits in kidney biopsy is essential for diagnosis. In this
article, we add to the literature two cases of fibronectin glomerulopathy
that occurred in father and son, both with nephrotic syndrome, hyperten-
sion and hematuria.

Method: CASE REPORT: A 14-year-old male, with nephrotic syndrome
during 8 months associated with hematuria (1 + / 4 +), normal serum
creatinine (0.73 mg / dl) and blood pressure of 165 x 100 mmHg. Renal
biopsy showed all glomeruli with endocapillary hypercellularity, espe-
cially at the expense of mesangial cells, associated with large amount of
eosinophilic/fuccinophilic deposits, negative to silver and Sirius-Red
stains, in the mesangium and subendothelial in capillary loops, with some
foci of basal membrane duplication. Congo Red staining for (3-amyloid
was negative. Immune research by immunofluorescence was negative.
Electron microscopy showed large amount of eletrondense deposits,
which in high power field, had fine granular appearance, located espe-
cially in mesangial and subendothelial in capillary loops, with rare
subepithelial deposits. It was suspected of fibronectin glomerulopathy
due to the characteristics and location of deposits. The immunohisto-
chemistry for fibronectin was marked positive and immunostaining coin-
cided with mesangial and capillary loops deposits. Thus, the case was
diagnosed as fibronectin glomerulopathy. The patient was treated with
angiotensin-converting enzyme inhibitor. Three years later, his renal func-
tion remained stable and 24 h proteinuria was varying between 3.0 and
5.0 g. Two years after the diagnosis of his son, the 24-h proteinuria
research in the parent was 5.0 g and serum creatinine was 1.2 mg / dl.
Scrutiny of 4 years ago already showed 24 h proteinuria of 4.98 g, but he
had not a nephrology follow up. Also, there was hematuria and hyperten-
sion treated with angiotensin receptor blocker. Renal biopsy showed the
same morphological findings of his son. Treatment was instituted with
Losartan 100 mg; however proteinuria levels was the same up to date,
3 months after the biopsy.

Results: DISCUSSION: These cases document the familial occurrence
of fibronectin glomerulopathy. This entity was first described in 1980,
with the name “familial glomerulopathy with giant fibrillary deposits”
due to diffuse deposits, subendothelial, but often transmembranous and
mesangial. In 1995, it was demonstrated deposits immunoreactivity to
fibronectin and the disease was called “familiar glomerulonephritis with
fibronectin deposits”. In 2008, it was associated with mutations in the
gene encoding fibronectin (FN1), located in 2q34, which occurs in 40 %
of cases of disease.
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Conclusion: The diagnosis can be challenging, especially if there is no
clinical suspicion, family history or previous serum tests. Therefore, in
the morphological analysis of renal biopsy, all routine recommended
diagnostic methods should be made. Fibronectin is an extracellular matrix
glycoprotein with multiple functions. The mechanism of fibronectin de-
position in glomerulus not well understood. A circulating form, which is
synthesized by hepatocytes4 is deposited in glomerulus. There is no spe-
cific treatment up to date and prognosis is uncertain.

PS-06-006
Associated glomerular lesion in urologic neoplasm: A study based on
the evaluation of the non-neoplastic kidney
S.-Y. Jin", H.-J. Noh, W.-J. Yang

Soon Chun Hyang University, Dept. of Pathology, Seoul, Republic of
Korea

Objective: Single kidney is one of the relative contraindication to renal
biopsy. Therefore, we evaluated the incidence of glomerular lesion from
non-neoplastic portion of the nephrectomy specimen.

Method: We examined a total of 97 patients with nephrectomy from
urologic neoplasm for 6 years. Twenty-one cases were excluded because
of end stage renal disease. The light microscopic findings of 76 cases of
non-neoplastic kidney were evaluated, with immunofluorescence micros-
copy and electron microscopic examination. The mean age of patients
was 62.1 years and the male to female ratio was 54:22. The diagnoses of
neoplasm included 65 cases of renal cell carcinoma, 9 cases of urothelial
cell carcinoma, one case of angiomyolipoma, and one case of
hemangioma.

Results: The diabetic nephropathy was the most common glomerular
lesion in 19 (25 %), followed by 11 cases of IgA nephropathy (14.4 %),
6 Clq nephropathy (7.9 %), 2 membranous nephropathy, 1 C3 nephrop-
athy, 1 IgM nephropathy, 3 diffuse glomerulomegaly, and 3 hypertensive
nephrosclerosis. Normal appearing kidney was 32 cases (42.1 %).
Conclusion: The glomerular lesion is not infrequent in non-neoplastic
kidney, though most glomerular lesion is early in stage. So, the examina-
tion of non-neoplastic kidney in the nephrectomy specimen is needed.

PS-06-007

Keratin 17 marks a specific subset of tubular cells arising during
renal injury

R. D. Biilow", S. Djudjaj, T. Braunschweig, P. Strnad, J. Floege, P. Boor
*RWTH Universititsklinik Aachen, Institut fiir Pathologie, Germany

Objective: To comprehensively analyse Keratin 17 (K17) expression in
healthy and diseased murine and human kidneys.

Method: Five murine models of renal injury were analysed for K17-
expression using immunohistochemistry, immunofluorescence, qRT-
PCR and Western blotting. Human non-fibrotic and fibrotic kidney were
investigated using immunohistochemistry and immunofluorescence.
Results: In healthy murine kidneys showed no K17 expression. In re-
sponse to injury K17 was expressed de novo in tubular cells, first in single
cells which expanded and later on marked whole tubular cross-sections of
collecting duct and distal tubules. Parietal epithelial cells (PECs) also
showed de novo expression in a glomerular injury model. K17 did not
co-localize with markers of tubular injury or proliferation. In healthy
human kidneys, K17 was expressed at the basolateral side of distal tubu-
lar cells. This changed to a circumferential type of expression in response
to renal injury. PECs, which were negative in healthy kidneys, showed
strong K17 positivity in cases with periglomerular fibrosis. In fetal human
kidney K17 was expressed in ureteric bud segments in a circumferential
manner similar to disease state.

Conclusion: We show that K17 is expressed de novo in response to renal
injury in mice and in human glomeruli and marks a specific subpopula-
tion of tubular cells.

PS-06-008

Pattern analysis in renal amyloidosis: Its role in predicting patient
outcome

S. Kiremitci', Z. Kendi Celebi, B. Ozturk, D. Kankaya, N. Duman, K.
Ates, S. Erturk, G. Nergizoglu, S. Kutlay, A. Ensari, K. Keven

* Ankara University, Medical School, Dept. of Pathology, Turkey

Objective: Detailed histopathologic analysis of renal amyloidosis may
have great impact on predicting patient outcome. We, hereby, propose a
histopathologic pattern analysis of renal amyloidosis in correlation with
clinical findings and prognosis.

Method: This is a retrospective study including 38 patients diag-
nosed as AA amyloidosis by renal biopsy. The pattern of glomer-
ular amyloid deposition was specified as hilar, mesangial, nodular
and membranous. Glomerular enlargement due to amyloid deposi-
tion was evaluated by histomorphometric analysis. Laboratory find-
ings of renal function were retrieved from patient files. Student’s t
and Spearman’s rank correlation tests were used for statistical
analysis.

Results: Mesangial, hilar, nodular, and membranous patterns were
identified in 100, 30.5, 58.3, and 58.3 % of the cases, respectively.
Amyloid in interstitium, tubular basement membrane and peritubular
capillaries were noted in 75, 58.3 and 83.8 % of the cases, respec-
tively. Nodular pattern was significantly correlated with severe protein-
uria (p=0.022). Glomerular enlargement and global involvement were
correlated with higher grades of tubular atrophy, interstitial fibrosis
and inflammation (p <0.05). Multivariate analysis revealed global am-
yloid deposition as the only risk factor for end stage renal disease
(OR=18.75, p=0.01).

Conclusion: Pattern analysis of glomerular amyloid deposition may
aid to predict outcome and is therefore a valuable tool for better
patient care.

PS-06-009

Clinical donor variables and vascular changes noted in pre-implant
donor kidney biopsies have no significant influence on graft survival
rates

E. Keménf, A. Kiss, A. Fricska-Nagy, A. Pintér, K. Boda, B. Ivanyi, P.
Szenohradszky, E. Szederkényi

*University of Szeged, Dept. of Pathology, Hungary

Objective: Morphological studies of “zero-hour” kidney donor biop-
sies have produced controversial findings over what type of vascular
changes, if any, are associated with graft survival. Here, we evaluate
this question.

Method: We examined in 91 pre-implant needle kidney biopsies the
frequency and severity of arteriolar hyalinosis (AH), intimal
fibroelastosis (IFE), tubular atrophy (TA), interstitial fibrosis (IF)
and glomerulosclerosis (GS) semi-quantitatively. The wall
thickness/lumen (W/L) ratio of each vessel was determined by mor-
phometry. Statistical analyses were then carried out to learn possible
clinicopathological correlations. The patients were followed for
12 years.

Results: Graft survival was significantly correlated with recipient
age, early delayed graft function, acute rejection, and levels of
recipient creatinine clearance measured at 6, 12, 18, and
48 months post-transplantation (p>0.05). Neither donor factors
such as age, gender, cause of donor death, HLA mismatch, cold
ischemia time, blood group antigens, terminal creatinine clearance,
nor morphological parameters including AH, IFE, IF, TA, GS,
W/L ratio of vessels significantly influenced the graft survival
rate.

Conclusion: Our results suggest that clinical donor variables and vascular
changes noted in pre-implant donor kidney biopsies have no apparent
influence on graft survival rates.
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PS-06-010

Comparison of the two most frequent morphological patterns, ex-
cluding amyloidosis, of kidney involvement in monoclonal
gammopathy

M. O. Te]:_)e*, Y. Ozluk, M. Sari, H. Yazici, G. Yegen, M. Nalcaci, 1. O.
Dogan, 1. Kilicaslan

*University of Istanbul, Dept. of Pathology, Turkey

Objective: We aimed to investigate renal involvement patterns (exclud-
ing amyloidosis) and clinical features of renal damage of monoclonal
gammopathy(MCG).

Method: Fifty-one patients have been evaluated for clinicopathological
features retrospectively.

Results: The mean age was 54.2 years (26—79). Morphologic patterns
consisted of 21(41.2 %) cast nephropathy (CN), 19(37.3 %) monoclonal
immunoglobulin (mlg) deposition disease (MIDD), 2(3.9 %) isolated
neoplastic infiltration, 2(3.9 %) proximal tubulopathy, 1(%2) proliferative
glomerulonephritis and 6(11.8 %) mixed pattern. mlg was kappa in
74.5 % and lambda in 21.6 %. Comparison of creatinine and proteinuria
levels along with sedimentation rate between CN and MIDD showed
significant difference only for creatinine (7.8 +4.4 vs. 3.17+2.35 mg/
dL, respectively; p<0.001). MIDD had higher rates of kappa monotypia
than CN (89.5 % vs. 57.9 %, p=0.027). Among 30 biopsies in which
both immunohistochemistry and immunofluorescence were performed,
mlg deposition was detected only by immunohistochemistry in 11. The
percentage of cases showing more than 10 % of clonal plasma cell infil-
tration in bone marrow biopsies, 21 of which pathology reports could be
obtained, was 50 and 100 % for cases with MIDD and CN, respectively
(p=0.018).

Conclusion: CN and MIDD are the most frequent morphological patterns
other than amyloidosis for the renal involvement by MCG. The use of
both IHC and IF will increase the rate of definite diagnosis.

PS-06-011

Clinical relevance of TGF-beta signaling pathway downstream effec-
tors expression in kidney biopsies

A. Rakic", M. Zivotic, L. Filipovic, S. Cirovic, J. Vjestica, N. Dimkovic,
M. Tomic, R. Naumovic, C. Mueller, G. Mueller, J. Markovic-Lipkovski
*Institute of Pathology, Medical Faculty, Belgrade, Serbia

Objective: Importance of TGF-3 signaling pathway has been already
recognized in cell culture experiments and in animal models of kidney
fibrosis. However, there is lack of evidence with regard to significance of
TGF-3 effectors (SMAD2, SMAD3, SNAIL) in nephrotic syndrome of
humans and their relations to clinico-pathological parameters.

Method: Clinical and histopathological characteristics of 50 kidney bi-
opsies were analyzed with respect to expression and distribution of
SMAD2, SMAD3 and SNAIL molecules, detected by immunohisto-
chemistry, in order to investigate the relevance of TGF-f3 effectors detec-
tion in kidney biopsies of patients with nephrotic syndrome and isolated
proteinuria.

Results: SMAD2 and SNAIL nuclear expression in proximal tubule cells
correlated with interstitial fibrosis (p<0.001) and tubular atrophy
(p<0.001). Significantly higher urea (p=0.026) and creatinine
(p=0.006) levels were found in patients with tubular nuclear expression
of SMAD2 and SNAIL. These patients had also significantly re-
duced eGFR (p=0.007) and higher CKD stages (p=0.001) at
the time of biopsy. Proteinuria was significantly higher in patients
with SNAIL expression in podocytes (p<0.001). Correlation be-
tween SMAD3 expression and clinico-pathological parameters was
not detected.

Conclusion: Expression of TGF-3 downstream effectors SMAD2 and
SNAIL in kidney biopsies represent immunomorphological substrate of
chronic kidney parenchymal damage, correlating with higher proteinuria
levels and decreased excretory kidney function.
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PS-06-012

Predictors of chronic kidney disease progression and relevance of

NCAM-expressing renal interstitial cells

I Filipovic*, M. Zivotic, A. Rakic, S. Cirovic, M. Tomic, D. Paripovic, R.

l\faumovic, C. Mueller, G. Mueller, J. Markovic Lipkovski, J. Vjestica
Institute of Pathology, Medical Faculty, Belgrade, Serbia

Objective: The role and significance of NCAM-expressing renal intersti-
tial cells in different kidney diseases have not been clarified yet. Thus,
clinical relevance of NCAM-expressing cells detection and predictors of
chronic kidney disease (CKD) progression should be examined.
Method: The study included 69 patients, followed-up for at least 1 year
after kidney biopsy. Clinical data, as well as pathohistological features
defined optico-microscopicaly and by immunohistochemistry using
NCAM antibody, were explored. Predictors of CKD progression were
defined by Kaplan-Meier and Cox’s regression analyzes.

Results: NCAM expressing interstitial cells were detected in 59.4 % of
renal biopsies. The presence of these cells was more frequently observed
in the early stages of interstitial fibrosis than in other stages (p<0.001).
Patients with NCAM cells detected in the renal interstitium had a signif-
icantly lower proteinuria values at the time of biopsy compared to patients
without NCAM interstitial cells (p=0.024). Pathohistological diagnosis
(p=0.026) and the degree of interstitial fibrosis (p=0.002), as well as
serum creatinine (p <0.001) and urea (p=0.007) values were predictors
of CKD stage progression.

Conclusion: The presence of NCAM cells in renal interstitium could be a
morphological characteristic of early stage of chronic kidney diseases and
has been associated with lower degrees of proteinuria.

Monday, 26 September 2016, 09.30-10.30, Hall 11.3
PS-07 Other Topics 1

PS-07-003
C4d deposits and a new diagnostic modality for amyloidosis
W.-J. Sung”, H.-K. Oh, J.-W. Jeung, S.-J. Lee, K.-K. Park
Catholic University of Daegu, Dept. of Pathology, Republic of Korea

Objective: Amyloidosis is characterized by the deposition of misfolded
protein in various organs. The diagnosis of amyloidosis is based on the
detection of amyloid deposits by Congo red stain under polarized micros-
copy. This study was done to investigate C4d deposition in amyloidosis
and to determine whether C4d staining can be used as a new diagnostic
tool for amyloidosis.

Method: This retrospective study included 32 patients who underwent
biopsy at our medical center. The samples were stained by Congo red and
C4d immunohistochemical stain, respectively.

Results: The biopsy samples from 18 patients who had been finally
diagnosed with amyloidosis were included as the amyloidosis group,
and 14 patients diagnosed with fibrosis were included as the control
group. C4d was detected in 94.4 % of amyloidosis patients (n=17). On
the other hand, in the control group, C4d deposit was not observed in any
patient diagnosed with fibrosis.

Conclusion: C4d immunohistochemical staining can be a highly
useful modality for the diagnosis of amyloidosis. Furthermore,
C4d can be applied as a tool for the differential diagnosis of amy-
loidosis and fibrosis.

PS-07-004

Trainee perception of graded responsibility for registrar reporting of
histology specimens

T. Sorkin”, J. Boissiere, C. Guy, O. McKinney, 1. Woodman, D. Zardo
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"Kings College Hospital, NHS Trust, Dept. of Cellular Pathology,
London, United Kingdom

Objective: The Royal College of Pathologists supports a competency
based framework for independent reporting of histology and cytology
specimens. This is achieved using graded responsibilities, roughly
intended to correlate with each year of training. The aim of this project
was to assess the awareness and attitudes of current histopathology
trainees towards such independent reporting.

Method: Prospectively administered structured questionnaire of histopa-
thology trainees in the London training region.

Results: 54 histopathology trainees responded to the questionnaire.
Seventy-five percent were aware of the concept, but only 39 % were
aware of the Royal College document. Awareness and use of the docu-
ment increased with seniority but the majority were not yet reporting
independently (78 %). Many trainees reported they would feel ready to
start reporting independently following completion of Part 1 of the fel-
lowship exam for the Royal College of Pathologists (48 %), but nearly a
quarter would like to start earlier than this (24 %).

Conclusion: Although most trainees are aware of the concept of graded
responsibility for reporting independently, only 22 % are reporting indepen-
dently. Uptake of independent reporting needs the backing of the consultant
body within the department, but most trainees are keen to participate.

PS-07-006

Multiple organ involvement in IgG4-related disease, misidentified as
medical insurance case of asbestosis, leads to sudden death by
endocarditis

L. Ozretic”, T. Blau, A. Brunn, R. Buettner, J. Fries

Universitétsklinik Koln, Inst. fir Pathologie, Germany

Method: A 73-year-old Caucasian male was autopsied, suffering from
diabetes type 2, hypertension, cerebral infarction, colon cancer, unclear
pancreatic tail lesion, and chronic lung disease. Clinical and radiologic
findings were diagnosed as pulmonary asbestosis starting 12 years ago
and being accepted as professionally acquired disease by medical insur-
ance. The patient died unexpectedly in cardiorespiratory failure.
Results: At autopsy, the classic triad of lymphoplasmacytic infiltration,
storiform fibrosis, and obliterative phlebitis was detected. IgG4: IgG ratio
was high (40 %; 50 plasma cells/HPF). Organ involvement included:
pancreas, kidneys, spleen, lungs, heart valves, meninges. Diabetes was
caused through fibrotic islet destruction. No signs of pulmonary asbesto-
sis were found. Pleural plaque—Ilike fibrotic areas were present. A
thrombulcerative endocarditis of the mitral valve enhanced the
preexisting hypertensive cardiac failure.

Conclusion: In patients with unusual clinical manifestations and seem-
ingly unrelated organ damage a high suspicion for [gG4-related disease as
linking disorder is warranted. This case is notable as the first report of
IgG4-related endocarditis with meningeal involvement and death in sep-
tic shock caused by multi-organ targeting of [gG4-related disease mistak-
en as an insurance case of asbestosis related disease, demonstrating the
value of a postmortem analysis.

PS-07-007
BAP1 immunohistochemistry and p16 FISH in the diagnosis of ma-
lignant peritoneal mesothelioma
T. Kawai ', K. Kameda, K. Nakanishi, K. Hiroshima
Toda Central Medical Laboratory, Dept. of Pathology, Japan

Objective: Peritoneal malignant mesothelioma (PMM) is an uncommon
tumour, only 7-9 % of all mesothelioma in Japan. Differential diagnosis
between PMM and primary peritoneal serous carcinoma (PPSC), a high-
grade serous carcinoma, may be difficult, and separating reactive meso-
thelial hyperplasia (RMH) from PMM can be even more challenging.

Method: To help differentiate PMM from PPSC and RMH, we used
immunohistochemistry to examine BAP1, and FISH to examine for ho-
mozygous deletion of 9p21. We used formalin-fixed, paraffin-embedded
blocks from 22 PMMs (M:F = 18:4; subtypes: 16 epithelioid, 6 biphasic),
11 PPSCs, and 10 RMHs.

Results: Seventeen of the mesotheliomas were classified as diffuse, while
5 were localized. Loss of BAP1 was seen in 10/21 (45 %) of PMM, but all
PPSC and all RMH were BAP1-positive. For the differentiation of PMM
from PPSC and RMH of'the peritoneum, the sensitivity and specificity for
BAP1 in mesothelioma were 43 and 100 %, respectively. FISH analysis
revealed homozygous deletion of the 9p21 locus in 11/13 (85 %) of
PMM, but in none of RMH.

Conclusion: BAP1 loss is not a sensitive test, although specificity is very
high for differentiating PMM from both PPSC and RMH. Homozygous
deletion of 9p21 may be helpful for differentiating PMM from RMH.

PS-07-008

Testing tumour cell death and stress responses induced by modulated

electro-hyperthermia in 3D cell cultures

E. Kiss", C. Kovago, J. Oster-Weinberg, T. Vancsik, T. Krenacs
Semmelweis University, 1st Dept. of Pathology, Budapest, Hungary

Objective: Modulated electro-hyperthermia (mEHT, oncothermia) gen-
erates electric field which can interfere with malignant tumours at 42 °C
resulting in low energy density destruction of neoplastic cells. The tumour
selectivity of mEHT is due to increased metabolite content and permit-
tivity of tumours compared to normal tissues. In vitro 3D tumour cell
cultures mimicking tissue complexity better than cell monolayers were
used to test mEHT induced tumour cell death and stress responses.
Method: C26 mouse colorectal carcinoma cells were grown in Matrigel
scaffolding (Engelbreth—-Holm—Swarm tumour matrix) in LabTek and
treated in four groups using: 1) conventional hyperthermia at 42 °C
(HT); 2) mEHT with non-contact electrodes, 3) mEHT with contact elec-
trodes and 4) no treatment (control) at 37 °C.

Results: Both mEHT and HT treatments induced chromatin con-
densation and apoptotic bodies seen in H&E-stained formalin-
fixed, paraffin-embedded culture sections. TUNEL assay con-
firmed apoptosis related DNA fragmentation. The expression of
heat stress induced Hsp60 and Hsp70 proteins showed a decreas-
ing gradient in mEHT>HT>control direction. Also, both mEHT
and HT treatments resulted in elevated Bax and cleaved
caspase-3 protein levels.

Conclusion: In conclusion, our results showed that Matrigel embedded
3D cultures can be useful to test mEHT induced cell death and stress
responses and correlate with traditional hyperthermia (HT) effects.

PS-07-009

A comparative morphology of anterior abdominal wall tissues after

using bovine-derived peritoneum implant and acellular dermal ma-

trix in the experiment

R. Badyrov", N. Abatov, M. Tussupbekova, J. Alberton, K. Abugaliev
State Medical University, Dept. of Surgical Diseases, Karaganda,

Kazakhstan

Objective: To assess the structural changes of the abdominal wall upon
contact with acellular dermal matrix (‘“Permacol”) and a new biological
implant—bovine-derived peritoneum in the early stages after
implantation.

Method: Open abdominal wall defect was repaired by bovine-derived
peritoneum (group I) and “Permacol” (group II) implants in 48 rats.
Observation periods: 7,21,30 days. Macroscopical criteria were an infec-
tion existence, adhesion and seroma formation. Microscopical criteria
were an inflammatory response, neovascularization, connective tissue
maturation. A technique of staining with H&E.
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Results: Macroscopically, in group I in all cases no seroma or
infection was observed, in group II in 13 % cases wounds were
infected. In group I in 9 % cases adhesions at the margins of
implants and suture sites was registered, in group II adhesions
in almost half cases were observed. Microscopically, in both
groups, on the 7 day there were the granulation tissue and thin-
walled blood vessels formation, the suture-line reactive inflamma-
tion. By the 21 day granulation tissue maturation, moderate lym-
phocytes infiltration were fixed. At the 30 day connective tissue
maturation was registered, inflammatory response was absent.
Conclusion: Bovine-derived peritoneum has been showed adequate bio-
compatibility with the recipient body, without causing severe post-
implantation inflammation. These data is allowed to use it for abdominal
wall reconstruction perspectively.

PS-07-010

First results (2010-2015) from a pathology based cancer registry of
the largest government run diagnostic and reference center of
Karachi

M. A. S!ureshi*, T. Mirza, S. Khan, B. Sikandar, M. Zahid, M. Aftab, S.
Mohsin, S. Sharafat, L. Avesi, S. Hassan

“Dow University of Health Science, Karachi, Pakistan

Objective: To analyze cancer data during 2010-2015 at the Dow
University of Health Sciences (DUHS) Karachi—the largest public-
sector diagnostic center of the province.

Method: A Pathology based cancer registry was established at DUHS
and data were extracted, indexed and analyzed to calculate frequency,
percentages, crude and age standardized incidence rates for various
malignancies.

Results: During 2010-2015, a total of 13,508 cancers were diag-
nosed. Of these, 5665 (41.9 %) were in males while 7843
(58.1 %) were in females. Incidence rates for all cancers were
72.2 per 1,00,000 (crude) and 152.8 per 1,00,000 (ASR) for
males and 116.2 per 1,00,000 (crude) and 235.0 per 1,00,000
(ASR) for females. In males, cancer of lip and oral cavity was
the most frequently diagnosed cancer (30.8 %, ASR 42.0),
followed by cancers of skin (8.1 %, ASR 14.0) and colorectum
(7 %, ASR 9.8). In females, breast cancer was the most frequent-
ly recorded malignancy (49.5 %, ASR 112.5), followed by lip
and oral cavity (11.2 %, ASR 30.7) and oesophagus (5.6 %,
ASR 14.4).

Conclusion: We report that Karachi has the highest incidence of
cancers of breast, lip and oral cavity, oesophagus and larynx in
females and cancer of lip and oral cavity and larynx in males
compared to any of the Asian populations.

PS-07-011

Analysis of histopathology fees in East Africa with comparison to
developed countries: Disparities in relation to sustainability and
quality of service delivery

A. Kalebi”

Pathologists Lancet Kenya, Dept. of Pathology, Nairobi, Kenya

Objective: Little has been published on histopathology test fees in East
Africa. This analysis seeks to compare the fees charged in a bid to unravel
relevant discrepancies and disparities.

Method: Charges for histopathology services were sought through per-
sonal contacts and internet searches of fee schedules from key represen-
tative facilities in 5 East African countries, USA, UK, South Africa and
Australia.

Results: We present a detailed tabulation comparing the range of fees
charged for routine H&E, special stains and immunohistochemistry.
Overall we observe that there is a huge disparity in the charges within

@ Springer

and between the countries in East Africa, and also with the other coun-
tries. The charges for a small routine biopsy in East Africa generally
ranged from $5USD to $50USD. Many instances were noted where the
fees charged are lower than the cost of rendering the services. Also there
is no standardised procedure coding system, which pose challenges for
appropriate billing.

Conclusion: The charges for histopathology services in East Africa are
substantially lower than developed countries, while the cost of rendering
these services are relatively higher. This may impact the sustainability &
quality of service provision. Policy makers and stakeholders ought to
consider price rationalization for pathology services.

PS-07-012

Documentation and appropriate completion of medical certification
of cause-of-death forms by physicians at a first tier tertiary teaching
hospital in a sub-Saharan African country

C. Ukah", A. Nwofor

Nnamdi Azikiwe University, Dept. of Histopathology, Nnewi, Nigeria

Objective: This retrospective study was undertaken to answer the follow-
ing questions: how frequent are death certificates issued for deaths occur-
ring at a tertiary hospital in Nigeria, and whether death certificates are
being completed correctly by physicians.

Method: All deaths occurring at the hospital over a 5-year-period
were stratified by ward and sex. Also, death certificates issued by
physicians at the hospital were retrieved, and the wording and
statements on the death certificate examined to determine whether
the underlying cause-of-death in each case was listed in an ac-
ceptable manner or not. Errors in death certificate’s completion
were categorized into 4 categories according to the classification
system adopted by Tsung-Hsueh Lu et al.

Results: A total of 5392 deaths were recorded, 53.3 % of whom were
males; only 350 (6.5 %) death certificates were issued—299 (85.4 %) in
males and 51 (14.6 %) in females—out of which only 125 (35.7 %) were
completely corrected. The most common type of error was Minor Error 2
(41.3 %).

Conclusion: Cause-of- death certificates are not routinely complet-
ed by physicians; more than half of the completed cause-of-death
certificate forms contained no useful information for epidemiolog-
ical studies.

PS-07-014

Bone grafts regeneration with composite based on alkali-free bioglass
FastOs®BG and beta-TCP: Histopathological study

L. Carvalho”, A. F. Brito, M. F. Botelho, A. M. Abrantes, M. J. D’Aguiar,
E. Carrilho, J. M. F. Ferreira, M. Marques Ferreira

"University of Coimbra, Inst. of Anat. Mol. Pathology, Faculty of
Medicine, Portugal

Objective: New synthetic bonegraft material combining moderately de-
gradable alkali-free bioactive glass, FastOs®BG, with pure bioresorbable
[3-Tricalciumphosphate (3-TCP), doped with Mn/Zn/Sr was evaluated on
animal model for possible application in dentistry treatments.

Method: A 4-mm diameter critical-size defect was performed in
calvaria of 13-week wistar rats, divided into four groups—35 ani-
mals each: kept empty defect or filled with autogenous bone,
FastOs®BG/B-TCP or FastOs®BG/doped-TCP. Euthanasia was
performed on 28th/63th day after surgery. Bone regeneration
was evaluated by radiography and histopathology after decalcifi-
cation (H&E and Von Kossa).

Results: The highest bone density percentage on 28th/63th days
was 84.6 and 92.9 % respectively—defects filled with autogenous
bone—28th day was significantly higher than all the other groups
(P<0.01). On 63th day, FastOs®BG/pA-TCP group had 65.9 %
and FastOs®BG/doped3-TCP group 67.7 % regeneration—without
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statistical difference. Histopathology showed/ graft bone group:
new bone formation; FastOs®BG/-TCP group: angiogenesis and
osteoid matrix on 28th day and mineralized bone on 63th day;
FastOs®BG/doped3-TCP group: repair with vascularized hyaline
matrix around foreign material on the 28th day and new bone
formation on the 63th day.

Conclusion: The incorporation of Zn, Mn and Sr in the 3-TCP improved
bone regeneration after FastOs®BG/3-TCP as bone graft substitutes
without inflammation inconvenience.

Tuesday, 27 September 2016, 09.30-10.30, Hall 11.3
PS-08 Cytopathology

PS-08-001

To correlate cervical smears with Borderline Nuclear Changes
(BNC) with follow up biopsies in women from 2010-2014 at Royal
Hospital: A retrospective study
B. Al-Hatrooshi", G. Bhatnagar

Oman Medical Speciality Board, Dept. of Histopathology, Muscat,
Oman

Objective: * To find the prevalence of Borderline Nuclear Changes
(BNC) in Oman. * To determine the outcome for patients with a diagnosis
of BNC in biopsies.

Method: A retrospective Cross sectional study was carried out
over a period of 5 years between January 2010 and December
2014 at the Royal Hospital Cytology laboratory. Among 639, a
total 130 patients had followed up by further cytology PAP
(Papanicolaou) smears and biopsies were included. Patient age
range is between 24 and 62 year. Ethical approval was obtained
from the ethical committee.

Results: Out of 130 cases of women with cytology report of BNC,
62 women (47.7 %) were followed up by repeat cervical smears
only and 68(52.3 %) had followed up with cervical smears and
biopsy. The biopsy outcome were normal in 31 cases(45.6 %),
low grade (koilocytic atypia+CIN 1 (Cervical Intraepithelial
Neoplasia)) in 32 cases (47 %) and high grade lesion (CIN2 &
CIN3) were seen in 5 cases (7.4 %).

Conclusion: On referral of women for colposcopy with last smear show-
ing BNC, the outcome was high grade in 7.4 % of cases, irrespective of
whether the borderline smear was preceded by another borderline smear
or a dyskaryotic smear. BNC is a significant diagnosis that should be
taken seriously. Further studies might be needed to provide more infor-
mation to distinguish true precursor lesions that cause cervical carcinoma
from those that have no clinical relevance.

PS-08-002
Subtyping of non-small cell lung carcinoma in fine needle aspiration
specimens: A study of 252 patients with surgical correlation
B. Mollamehmeto lu*, G. Kocak, H. Erdem, Y. Bekar
Kanuni Training Hospital, Dept. of Pathology, Trabzon, Turkey

Objective: Accurately subcategorizing non-small cell lung cancer
(NSCLC) into adenocarcinoma and squamous cell carcinoma in-
fluences clinical decision making and drives appropriate treatment
selection. We investigate the diagnostic accuracy of FNA in dif-
ferentiating NSCLCs of squamous from nonsquamous subtype: to
correlete cytological findings with histological features and immu-
nohistochemistry confirmation in some cases.

Method: From 2010 to 2015, a total of 635 transthoracic needle
aspirate or transbronchial needle aspirate were performed: 332
cases were diagnosed as NSCLC, with or without an indication
of a specific subtype, while 303 cases were not diagnosed as

NSCLC. Out of 332 cases diagnosed as NSCLC, 252 had histo-
logic follow-up. Subsequently histological specimens included 161
surgical resection and 91 biopsies.

Results: The specific subtype of NSCLC was provided in 217
cases (86 %) based on cytomorphology which included: 115
(46 %) adenocarcinomas, 102 (40 %) squamous cell carcino-
mas. NSCLC-NOS by FNA was diagnosed in 35 cases. At his-
tology 251 cases (99.6 %) were subclassified. 122 (48 %) ad-
enocarcinomas, 104 (41 %) squamous cell carcinomas, 11 (4 %)
large cell carcinomas, and 14 (6 %) adenosquamous carcino-
mas. The diagnostic accuracy between cytological and histolog-
ical typing was found in 181 of 197 (92 %) cases (K=0.837;
p<0.001).

Conclusion: Our study proved that most NSCLC can be
subclassified as adenocarcinoma or squamous cell carcinoma by
FNA through cytomorphology and the application of immunocy-
tochemistry.

PS-08-003

Cytological features of ALK rearranged lung adenocarcinoma

K. Mixata*, S. Morita, F. Kondo, Y. Soejima, F. Tanaka, M. Mieno, M.
Sawabe

*Teikyo University Hospital, Dept. of Pathology, Tokyo, Japan

Objective: ALK rearranged lung adenocarcinoma show character-
istic histological features such as signet ring cell carcinoma (SRC)
and mucinous cribriform structure. The purpose of this study is to
clarify cytological findings characteristic for ALK rearranged lung
adenocarcinoma.

Method: We compared cytological findings of 16 ALK
rearranged cases with 40 ALK rearrangement-negative cases.
We examined cytoplasmic features of SRC, such as containment
of pink, yellow, or orange mucins, green, vacuolar, or vesicular
cytoplasm, and globular green cytoplasmic inclusion, and
appearing patterns of SRC, such as single cell pattern or clus-
ter-formation. The formation of mucinous cribriform structure
was also studied.

Results: The univariate analysis showed that significantly frequent
findings included pink mucin, green, vacuolar, or vesicular cyto-
plasm, globular green cytoplasmic inclusions, single cell pattern,
cluster formation, and mucinous cribriform structure. The stepwise
multivariate analysis identified three significant contributing fea-
tures including pink mucin (p=0.03), vesicular cytoplasm
(p=0.06), and single cell pattern (p=0.01). If the cytological
specimens showed two or three of these features, the sensitivity
and specificity were 88 % in both for the prediction of ALK gene
rearrangement.

Conclusion: The pink mucin, vesicular cytoplasm, and single cell
pattern of SRC are useful cytological markers to predict ALK
gene rearrangement in pulmonary adenocarcinoma.

PS-08-004

Usefulness of Maspin, CA 19.9 and p53 in the diagnosis of ductal
adenocarcinoma of the pancreas in cell blocks obtained by
ultrasound-guided fine needle aspiration cytology

V. Caamafio Villaverde”, L. Mosteiro, M. Gonzalez, A. Nogueira, E.
Fernandez, M. Atienza

*Hospital Universitario Cruces, Dept. of Pathplogy, Barkaldo - Bilbao,
Spain

Objective: Ultrasound-guided fine needle aspiration cytology
(EUS-FNAC) allows a quick diagnosis of ductal adenocarcinoma
of the pancreas (DAP). However, the difference between DAP and
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chronic pancreatitis remains a very difficult task in the scarce
material obtained.

Method: A total of 26 EUS-FNAC procedures have been per-
formed in pancreatic masses during the last 2 years in our
Institution. The specimens included conventional cytological slides
and formalin-fixed paraffin-embedded cell blocks.
Immunohistochemistry was performed with Maspin, p53 and
CA19.9.

Results: Seventeen DAP (65.3 %), 4 suspicious cases (15.3 %) and 5
negative cases (19.2 %) were diagnosed using only classic cytological
criteria. All DAP and negative cases were confirmed by biopsy or radio-
logic follow-up. Subsequent biopsies also revealed that 3 of the suspi-
cious cases were actually DAP and one was a neuroendocrine tumour.
Immunohistochemistry performed in cell blocks revealed that Maspin,
CA 19.9, and p53 were positive in 19/20 (95 %), 12/20 (60 %) and
4/20 (20 %) DAP, respectively.

Conclusion: EUS-FNAC is a safe and quick method in the diagnosis of
DAP. Cytological smears and cell blocks are recommended for a more
reliable analysis. The accuracy of EUS-FNAC in pancreatic masses can
be improved combining classic cytological criteria and immunohisto-
chemistry performed in the cell blocks.

PS-08-005
Rosai-Dorfman Disease diagnosed on fine needle aspiration biopsy in
a child: A case report and review of the literature
A. Mutuiri~
Aga Khan University Hospital, Dept. of Pathology, Nairobi, Kenya

Objective: To describe the diagnosis of Rosai-Dorfman disease (Sinus
histiocytosis with massive lymphadenopathy) by fine needle aspiration
biopsy (FNA) of a lymph node in a young child, and briefly review the
literature.

Method: A 3-year-old male child was referred to our regular FNA clinic
with a one week history of progressive left neck swellings. On examina-
tion he had left cervical firm mobile non-tender lymph nodes measuring
5Scmby4 cm, 4 cmby 3 cmand 2 cm by 2 cm. FNA was performed under
general anaesthesia due to the child’s age.

Results: Diagnostic material was obtained. Cytology smears showed a
cellular smear of polymorphous lymphoid population with small mature
lymphocytes and numerous multinucleated histiocytes in a haemorrhagic
background. The histiocytes showed marked lymphocyte emperipolesis.
The adenopathy subsequently resolved and the child, now 6 years old, has
not had a recurrence.

Conclusion: Rosai-Dorfman disease was successfully diagnosed on FNA
of cervical lymph nodes. FNA is a valuable low cost tool in screening
patients to determine whether a biopsy is necessary in the management of
lymphadenopathy.

PS-08-006

Cytological characteristics of poorly differentiated Squamous Cell
Carcinomas (SCC) of the breast: Comparison between cytological
findings of invasive ductal carcinoma and apocrine carcinoma

M. Kinoshita®, Y. Hamashima, S. Esaka, M. Imaizumi, H. Shirahata, A.
Suzuki, Y. Matsuda, T. Arai, Y. Soejima, M. Sawabe, N. Honma
*Tokyo Metropolitan Geriatric Hospital, Tokyo Medical and Dental
University, Japan

Objective: The squamous cell carcinoma (SCC) is a very rare subtype of
the breast. The cytological diagnosis of non-keratinizing, poorly differ-
entiated squamous cell carcinoma is sometimes difficult with the discrim-
ination from invasive ductal carcinoma (IDC) or apocrine carcinoma
(AC) being especially challenging. We aimed to clarify diagnostic cyto-
logical features of mammary poorly differentiated SCC.
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Method: We investigated cytological findings of poorly differentiated
SCC (n=10), and compared them with those of IDC (n=15) and AC
(n=14). The following cytological parameters were evaluated: streaming
arrangement, nucleolar enlargement, dense nuclei, cannibalism, and ne-
crotic background.

Results: Cytological specimens of SCC cases showed significantly
higher incidence of streaming arrangement (p=0.002), nucleolar
enlargement (p=0.02) and necrotic background (p=0.002) than
those of IDC. Streaming arrangement (p<0.001), cannibalism
(p=0.002) and necrotic background (p=0.047) in SCC were
more frequent than in those of AC. Detection of two or more
parameters described above in SCC showed higher sensitivity
(80 %) and specificity (93 %) for correct diagnosis, in compari-
son with IDC. When differentiating from AC, the presence of
parameters in SCC improved sensitivity (80 %) and specificity
(100 %).

Conclusion: Cytological features such as streaming arrangement, necrot-
ic background, nucleolar enlargement and cannibalism are useful predic-
tors for diagnosis of SCC of the breast.

PS-08-007

5 year audit of thyroid fine needle aspirate reporting, with emphasis

on category Thy3a

D. Mullen”, C. Murray, S. Mullins, A. Doyle, E. McDermott, D. Gibbons
St. Vincents University Hospital, Dept. of Histopathology, Dublin,

Ireland

Objective: The Royal College of Pathologists introduced catego-
ry Thy3a (atypical features) in 2011. Our aim was to assess the
use of Thy3a at our institution since its introduction in
Jan 2012.

Method: All thyroid FNAs reported between Jan 2011 and
Dec 2015 were identified. Frequency and patient outcomes includ-
ing repeated FNA and surgical resections were analysed, with an
emphasis on Thy3a.

Results: The sensitivity (92.31 %) and specificity (99.90 %) of our thy-
roid FNA diagnoses over 5 years were consistent and within published
guidelines. Over the 4 years period, our diagnostic frequency of Thy3a
was 1.2 % (16 of 1261 cases). 7 of these 16 cases had repeat FNAs,
ultimately reported as Thyl (n=1), Thy lc (n=1), Thy 2 (n=3), Thy
3f(n=1) and Thy 5 (n=1). 4 cases were follicular adenomas on resec-
tion. 1 case was an occult micropapillary carcinoma and 4 cases had no
further specimens sent to histopathology.

Conclusion: In our practice, we have a very low rate of Thy3a
category use. This has not impacted negatively on our sensitivity
or specificity. We suggest that the Thy3a category be critically
analysed to establish the appropriate frequency and real benefit
of this diagnostic category.

PS-08-008

Cell agglutination is a cheap and accurate complement for fine needle
aspiration in order to obtain cell-block material

R. Caetano Oliveira’, P. Rodrigues, P. Serra, J. Fraga, R. Almeida, B.
Fernandes, H. Moreira, G. Fernandes, L. Prado e Castro

*Centro Hospitalar ¢ Universitario de Coimbra, Dept. de Pathologie,
Portugal

Objective: Fine needle aspiration (FNA) is a widely used technique that
besides providing diagnosis also attains to get biologic material for cell-
block to perform immunocytochemistry and molecular biology tech-
niques. Guidelines for FNA promptly affirm to stop aspirating as soon
as material enters the hub/barrel of the syringe and use the material on the
needle. We present an alternative and cheaper method for collecting bio-
logic material on FNA.
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Method: In an 8 years period, FNA was performed according to interna-
tional guidelines, but when material entered the barrel of the syringe,
aspiration was not stopped in order to get sample in the barrel. Needle
material was placed in glass slides for ordinary staining and barrel content
was placed directly in to a vial with formaldehyde, where it agglutinates
and posteriorly was embed in paraffin. Stained slides were compared
using this technique and liquid based cytology.

Results: We obtained cell-block material from different organs such as
soft tissue, salivary glands, pancreas, breast and lymph node, with excel-
lent morphologic and immunocytochemistry results. In out method there
was better cellular and architecture preservation.

Conclusion: Cell agglutination of biologic material in formaldehyde is a
cheap, quicker and accurate way to obtain cell-block, allowing ancillary
studies and improving diagnosis capacity.

PS-08-011

Peritoneal fluid cytology in intraperitoneal chemotherapy:
Diagnostic pitfalls and cytomorphological findings

Y. Mok”, M. E. Nga

National University Hospital, Dept. of Pathology, Singapore, Singapore

Objective: Intraperitoneal chemotherapy (IPChT) is an emerging modal-
ity in the treatment of advanced gastric adenocarcinoma. Cytologic eval-
uation of peritoneal fluid specimens post-IPChT is important in determin-
ing subsequent management. However, the cytomorphological changes
induced in benign constituents of peritoneal fluid following direct intra-
peritoneal exposure to chemotherapeutic agents have not been well char-
acterized in the literature.

Method: In this study, we review 30 peritoneal fluid samples of patients
treated with IPChT, and describe the cytomorphological features of both
benign and malignant cells with the aid of relevant immunocytochemical
interrogation.

Results: Our findings show a significant degree of morphologic overlap
between reactive and malignant cells. ‘Exploding’ mitotic figures, nuclear
membrane irregularities, multi-nucleation and cytoplasmic vacuolation
were reactive features commonly present in negative fluid specimens,
presenting potential pitfalls to accurate diagnosis. The most dis-
criminating feature that favored malignant cells was increased
nuclear to cytoplasmic ratio. In addition, the presence of increased
eosinophils and ‘pseudoparakeratotic cells’ were helpful clues in-
dicating prior IPChT.

Conclusion: Post-IPChT peritoneal fluid specimens pose unique di-
agnostic challenges. Awareness of the extent and spectrum of atyp-
ical features exhibited by benign constituents, coupled with the ju-
dicious use of immunocytochemistry are key to accurate cytologic
interpretation.

PS-08-012

Efficiency of stylet capillary suction and standard suction technique
of Endoscopic Ultrasound-guided Fine Needle Aspiration (EUS-
FNA) in solid pancreatic tumours

B. Vasas', R. Bor, A. Fabian, L. Czako, M. Szucs, L. Tiszlavicz, L.
Kaiser, S. Hamar, Z. Szepes

*University of Szeged, Dept. of Pathology, Hungary

Objective: Endoscopic ultrasound-guided fine-needle aspiration (EUS-
FNA) is the recommended sampling procedure for solid pancreatic can-
cer. There are no guidelines about the sampling and processing tech-
niques, therefore, they vary substantially across medical centers.
Method: We aimed to compare the diagnostic yield of samples obtained
with stylet or suction in 75 prospectively enrolled patients with pancreatic
masses. The number of smears, cellularity and bloodiness were assessed,
and considering our results, we established a recommendation for
sampling.

Results: EUS-FNA resulted in diagnostic samples in 77.33 % of the
cases: with suction in 57 and with stylet in 52 cases. The number of
smears were significantly higher in the suction group (1.87 vs. 3.5;
p<0.001), with no difference in the cellularity (1.75 vs. 1.52;
p=0.2556). The bloodiness of smears obtained by suction was increased
(p<0.001), which made the diagnostic rate lower (47.36 vs. 33.23 %;
p=0.003). The washing fluid of the needle and cell blocks was diagnostic
in 38.6 % and in 67.50 %, respectively. Needle type, tumour size and
location had no influence on the diagnostic yield.

Conclusion: Both stylet and standard suction are effective in the EUS-
FNA sampling of pancreatic masses. Suction is recommended for
desmoplastic tumours; the bloodiness of vascularized tumours decreases
the diagnostic yield of sampling.

PS-08-013

Prepare cytological samples from washed, peritoneal and bronchoal-
veolar lavage and cerebrospinal fluid by “Plasmo-Thromboplastin”
method

L. M. de Souza Vianna', T. M. M. L. de Castro Lousa, R. V. Martins
Siqueira, G. d. Carvalho Caldas, L. M. Rodrigues Brito, F. P. Carneiro
*Universidade de Brasilia, Dept. de Ciencias Medicas, Brazil

Objective: Despite the cell block be considered a diagnostic meth-
od of wide applicability in routine practice, the indication of each
method according to the different types and aspects of cytological
samples is not well established. Thus, the aim of this study was to
evaluate the applicability of the plasma-thromboplastin (PT) meth-
od in pleural, peritoneal, pericardial, cerebrospinal fluids, peritone-
al and bronchoalveolar lavage, urine and aspirated cystic lesions.
Method: Conventional smear, cell block and immunocytochemistry were
prepared for each cytological sample (n=299).

Results: The PT method was applicable in samples without sediment
or small amount of sediment and with sediment of blood, 88.3 % of
the samples. Samples with large amount of sediment and anticoag-
ulant (11.7 %) were prepared by agar method. Adequate cellularity
and cellular distribution with preservation of the morphology of
groups and cells were observed in both methods. The immunocyto-
chemical staining pattern was similar to that usually observed in
conventional smears. Agreement was observed in 96.9 %, between
the diagnoses of cell block and conventional smears. In some sam-
ples, cancer was detected only by cell block.

Conclusion: The plasma-thromboplastin method is applicable in most
samples, has high diagnostic agreement with conventional smears and
may decrease the false-negatives of cytological analyses.

PS-08-014

The rate of high-risk Human Papilloma Virus (HPV) in liquid-based
cervical samples from Turkish women

H. Seneldir”, G. Kir, A. Gocmen

*Istanbul, Turkey

Objective: Cervical cancer is the second most common cancer among
women, with an estimated 500.000 new cases occuring each year in the
world. According to Ministry of Health registry data, cervical cancer is
the ninth most common cancer among female cancers in Turkey.
Method: The study population consisted of 1252 women attending a
gynecological outpatient clinic between Nowember 2013 to May 2015
in Umraniye Education and Research Hospital. In our clinic, cervical
cancer screening were performed by the combination of HPV testing
(Cervista HPV HR and Cervista HPV 16/18) and liquid- based cytology
testing (ThinPrep Pap Test).

Results: Out of 1252 cases, 330 cases (26.4 %) were with abnormal
cytology and 922 cases were (73.6 %) with normal cytology. HR
HPV was detected in 18.7 % of NILM samples, in 80 % of ab-
normal cytology (in 72.5 % of ASC-US samples, in 83.3 % of
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LSIL samples, in 87.8 % of ASC-H samples, in 100 % of LSIL-H,
and HSIL samples). Of all 435 positive samples, 310 (71.3) were
HR HPV non 16/18; 110 (25.3 %) were HPV 16; 17 (3.9 %) were
HPV 18.

Conclusion: The aim of this study is to investigate the rate of HPV
DNA among Turkish women with normal and abnormal cytology.
HPV rate and type distribution in this study were similar to that
reported worldwide at least in our study population. However,
HPV prevalence was more common compared with previous studies
reported from Turkey.

PS-08-015

Synchronous primary breast carcinoma and pancreatic neuroendo-
crine neoplasm: Role of EUS-FNAC

E. Alcaraz Mateos, M. J. Lopez Poveda, J. A. Lopez Corbalan, A. Lopez
Martin, A. Fernandez Sanchez, P. De la Morena Barrio

*Morales Meseguer Hospital, Dept. of Pathology, Murcia, Spain

Objective: Pancreatic neuroendocrine tumours (pNETs) are infrecuent
neoplasms with variable outcome, where progesterone receptor (PR) ex-
pression and proliferation index (PI), measured with Ki67, have shown
usefulness as prognostic and predictive markers.

Method: A 59-year-old woman with invasive ductal breast carcinoma is
presented. A staging CT scan showed a 9 mm round mass in the tail of the
pancreas. In order to stablish a correct staging (metastatic vs synchronous
disease), an endoscopic ultrasound-guided fine needle aspiration cytology
(EUS-FNAC) was requested.

Results: Cytologic study showed discohesive cellularity with min-
imal atipia, and rounded nuclei with finely stippled (“salt-and-
pepper”) chromatin. No mitotic figures were detected.
Immunohistochemical staining using cytological slides demonstrat-
ed reactivity for chromogranin, synaptophisin and progesterone
receptors, with a low proliferation index (3—5 %) measured with
Ki67, leading the diagnosis of pNET, suggesting low/intermediate
grade and starting with the oncologic and surgical management of
the breast cancer (T2cN2MO).

Conclusion: EUS-FNAC is considered the technique of choice for
the diagnosis of pNETs, being a non-invasive, highly sensitive
(80-90 %) and specific (100 %) procedure with minimal compli-
cations. Factors, such as experienced endoscopists and
cytopathologists, together with immunohistochemical markers, in-
cluding PR (correlated with low aggressiveness) and Ki67 (neces-
sary for grading the neoplasm), provide crucial information for
the patient management.

PS-08-016

An audit of a pathologist performed US-guided FNAC outpatient
clinic: 3 years experience from Akershus University Hospital

Y. Chen”, V. Orszagh, R. Doughty, S. Dahl, B. Gravdehaug, T. Sauer
Akershus University Hospital, Dept. of Pathology, Lerenskog, Norway

Objective: Review of the institutional experience of pathologist-
performed US-guided examination and FNAC of superficial lesions in
collaboration with the surgery department.

Method: Audit of 467 FNAC performed between August 2013 and April
2016. Patients were referred from within the hospital or primary care. US-
guided FNAC were performed by either a cytopathologist or a surgeon.
When performed by a surgeon, a cytopathologist provided onsite evalu-
ation of specimen adequacy.

Results: Of the 467 patients, FNAC was performed on 448 patients.
These included 239 thyroids (51 %), 139 lymph nodes (29 %), and 30
salivary gland,(6.4 %), 35 soft tissue (7 %) and 31 neck lesjons (6.6 %).
Malignancy was diagnosed in 51 cases (10.9 %), including 35 metastatic
lymph-nodes, 10 thyroid and 2 breast carcinomas and an acinic cell
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carcinoma of the parotid gland. No lesions were identified in 19 patients
(4 %). Inadequate material was obtained in 12 cases (2.5 %).
Conclusion: US examination is a valuable tool to visualize lesions, se-
cure material from relevant regions of the lesions and to identify cases
with no focal lesion/tumour. Collaboration between pathologists and sur-
geons concerning FNAC has resulted in fewer non-diagnostic/equivocal
cases, improved selection of surgical candidates and a reduction in
follow-up of patients.

PS-08-019
Accuracy of intraoperative touch imprint cytology of breast lesions
using core-needle biopsy specimen: A comparison with frozen section
diagnosis

S.-H. Sung’, B.-I. Moon

Ewha Womans University, Mokdong Hospital, Dept. of Pathology,
Seoul, Republic of Korea

Objective: Image guided needle-core biopsy (CNB) generally re-
places the role of fine needle aspiration cytology due to benefit of
diagnostic accuracy recently in breast lesions. However, rapid path-
ological diagnosis is required for various reasons. This study aims
to evaluate the accuracy and usefulness of touch imprint cytology
(TIC) using CNB specimen comparing with frozen section diagnosis
(FSD).

Method: We made two touch imprint slides in 100 cases before
performing FSD with 73 CNB and 27 biopsy specimens requested for
FSD in a total of 82 patients. Two pathologists examined TIC separately.
Diagnostic categories were benign, atypia, suspicious for malignancy,
malignancy, and defer. The results were compared with FSD and perma-
nent section diagnosis.

Results: Of the 100 specimens, 44 were confirmed to be malig-
nant, and 56 benign in permanent section. In the TIC, the sensi-
tivities of the pathologists were 90.9 %, 95.5 % respectively, and
specificities 98.1 % and 96.2 %. Positive predictive values were
97.6 %, and 95.3 %, while negative predictive values 92.7 %, and
96.2 %. The coincidence between the pathologists was 95.5 % in
the malignant lesions, 89.3 % in the benign lesions, and 92 % in
total cases. In false positive cytologic diagnosis, papillary neo-
plasm was 2 cases. In comparison of diagnostic accuracy with
FSD, the sensitivity of FSD was 95.5 %, the specificity 100 %,
the positive predictive value 100 %, and the negative predictive
value 96.6 %.

Conclusion: Although diagnostic accuracy is slightly superior in FSD,
TIC is accurate, simple, & cost effective method for rapid diagnosis
especially in malignancy. It can replace the FSD to avoid frozen artifacts,
and consumption.

PS-08-020

Spindle cell tumours of the salivary gland

B. Fernandes*, C. Oliveira, P. Serra, R. Almeida, H. Moreira, G.
Fernandes, L. Prado e Castro

*Centro Hospitalar e Universitario de Coimbra, Dept. de Patologica,
Portugal

Objective: Fine Needle Aspiration (FNA) of salivary glands spindle cell
lesions is very challenging with a wide range of benign/malignant tu-
mours and reactive lesions.

Method: 4 cases of salivary gland FNA with cytology and cell block: 74-
year-old man with tumefaction of left parotid; 91-year-old woman with
painfull swelling of left mandibular gland; 63-year-old woman with pain-
less swelling of left submandibular gland; and 59-year-old woman with
nodule of left parotid.

Results: 74-year-old revealed fusiform cells, with oval/elongated
nuclei with fine dispersed chromatin, moderate pleomorphism
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and rare mitotic figures, some with cytoplasmic melanin pigment
granules, positive for HMB-45, S100 protein and vimentin—mel-
anoma metastases. Ninety-one year-old woman showed neutro-
phils, cells with large cytoplasm and eccentric nucleus, positive
for CD68—granulomatous inflammatory lesion. Sixty-three-year-
old woman presented spindle cells with mild nuclear pleomor-
phism and round cells arranged in monotone fibrillar matrix—
suggestive of fusocellular tumour of uncertain malignant potential
(UMP). Fifty-nine-year-old woman presented large and clarified
cytoplasm cells, arranged around fibrous structures, positive for
CK7, P63 and calponin and negative for desmin and alpha-1-
antitrypsin—UMP myoepithelial tumour.

Conclusion: Cytology of spindle cells lesions encompasses a wide vari-
ety of lesions, with potential pitfalls. The conjugation of morphology,
immunocytochemical and clinical aspects is fundamental for accurate
diagnosis.

PS-08-021

Contribution of BRAF p.V600E mutational study by pyrosequencing
in detection of papillary carcinoma by thyroid fine needle aspiration
M.-R. Bella Cueto*, R. Carrera Salas, X. Ara Mancebo, N. Combalia
Soriano, F. J. Andreu Navarro, I. Capel Flores, S. Barcons Vilaplana, S.
Perez Aguilera, R. Ballester Victoria, R. Orellana Fernandez, M. Rigla
Cros

*Corporaci6 Parc Tauli, Dept. of Pathology, Sabadell, Spain

Objective: OBJECTIVE: As BRAFp.V600E gene mutation is consid-
ered specific of papillary carcinoma (PC) in thyroid, the aim of our study
is to determine the contribution of its detection by pyrosequencing on
material obtained by thyroid fine needle aspiration (FNA) to improve
preoperative diagnosis of PC.

Method: METHODS: Inclusion criteria: thyroidectomized patients with
histological diagnosis of PC and representative FNA before surgery with
Bethesda categories 11 to V, registered at our institution between October
1989 and March 2014. Design: Retrospective observational study.
Methodology: Identification of cases; blind reassessment of cytological
diagnoses according to Bethesda classification if needed; BRAFp.V600E
mutational study by pyrosequencing on histological material, and on
FNA material in cases with detected mutation.

Results: RESULTS: 35 cases fulfil inclusion criteria. BRAFp.V600E
mutation was detected in 15 tumours, while 20 tumours had no detectable
mutation. 17 FNA corresponding to the 15 mutated cases were identified,
being able to detect the mutation in 14 (82.3 %). No mutation was de-
tected in cases with follicular variant of PC.

Conclusion: CONCLUSION: Mutational study of BRAFp.V600E on
thyroid FNA would contribute to diagnosis of papillary carcinoma in 14
of 41 non-diagnostic FNA prior to surgery (34 %), which would improve
management of these patients.

PS-08-022
Metastatic cancers to thyroid gland and their primary mimickers: A
cytomorphologic comparison
S. Chowsilpa’, S. Rangdaeng

Chiang Mai University, Faculty of Medicine, Dept. of Pathology,
Thailand

Objective: Metastatic cancers to thyroid might be presented with thyroid
lumps and subsequently, be subjected to fine needle aspiration (FNA).
Diagnostic dilemma to differentiate secondary from primary thyroid
mimickers occurred when clinical information was unavailable. This
study is to explore cytomorphology of these cases.

Method: Thyroid FNAs, performed during January 2007 and
March 2016 at Chiang Mai University Hospital, Thailand, were retrieved
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under diagnoses of “metastatic cancer”, “metastatic cancer cannot be

excluded” or “primary versus metastasis”. Cytological slides were
reviewed along with their histologic correlates and clinical data.
Results: Out of 2444 thyroid FNAs, 20 with definite or equivocal diagno-
ses of metastatic tumours were encountered. Eight of which were confirmed
to have metastatic nature. These include 1 squamous cell carcinoma from
tonsil, 1 osteosarcoma, 3 pulmonary adenocarcinoma, 1 hepatocellular car-
cinoma, 1 endocervical adenocarcinoma and 1 unknown primary. Two
metastatic cases were presented without prior clinical cancer history.
Primary thyroid mimickers include anaplastic, medullary and papillary car-
cinomas. Certain cytological patterns could be readily diagnosed.
Conclusion: Although certain distinct cytological patterns may be of
diagnostic, those with pleomorphic and papillary cellular patterns may
be problematic. Presence of normal thyroid counterparts, clinical data and
ancillary studies are helpful with these diagnostic challenges.

PS-08-023

Oral cytology and high risk HPV distribution in the oral cancer risk-
groups

G. Burkadze*, N. Shonia, T. Muzashvili, M. Gudazde, K. Gogilashvili
Thilisi State Medical University, Dept. of Pathology, Georgia

Objective: There are no screening programs for oral cancers in Georgia.
Method: We investigate abuse of alkohol n=33, cigarette smoking
n=28, multipartners n=23, women with cervix pathology n=53 and
control group n=46. Oral smears were stained using the Papanicolaou
technique. For detecting high risk HPV subtypes was used chromogenic
in-situ hybridization (Zyto Fast PLUS CISH).

Results: In abuse of alcohol atypical cytology was detected in 57.2 % and
HR-HPV —14.2 %. In cigarette smoking group atypical cytological
changes —70.8 %,HR-HPV —16.7 %. In Multipartners atypical cytology
—66.7 %, HR-HPV —33.3 %. Women with cervix pathology,atypical cy-
tology was 59.2 %, HR-HPV —36.4 %. In control group atypical cyto-
logical changes —38.1 %, HR-HPV —4.8 %.

Conclusion: Women with cervix pathology have the same changes as the
classical groups of oropharyngeal cancer. Despite the same data of atyp-
ical cytology in cigarette smoking and alcohol abuse groups high risk
HPV was revealed 2 times less than in multipartners and women with
cervix pathology. This may indicate to oropharingeal carcinogenesis in-
dependence from HPV. Because of detecting atypical changes and high
risk HPV in control group, it is recommended to carry out oral cancer
screening program in the whole population and not only in risk-groups.

PS-08-024

Telomere length of mesothelial cells in pleural effusion measured
using quantitative fluorescence in situ hybridization (Q-FISH)
method

S. Aida’, J. Aida, Y. Tsuura, M. Naoi, K. Takubo

Int. Univ. Health and Welfare, Mita Hospital, Dept. of Pathology, Tokyo,
Japan

Objective: Telomeres are repetitive DNA sequences at the ends of chro-
mosomes, which generally shorten by 50 to 200 base pairs with each cell
division and telomere shortening increases the risk of malignancy. In this
study, we estimated telomere lengths of mesothelial cells in pleural effu-
sion to examine the correlation between the telomere length and meso-
thelial carcinogenesis.

Method: Cell blocks obtained from 26 cases of non-neoplastic pleural
effusion (NN), 8 cases of carcinomatous effusion by lung adenocarcino-
ma (LA), and 9 cases of malignant mesothelioma (MM) were examined.
Telomere lengths were measured by quantitative fluorescence in situ hy-
bridization (Q-FISH) method and were shown by normalized
telomere:centromere ratios (NTCRs).

Results: The mean NTCRs of mesothelial cells of NN, tumour cells of
LA and MM were 1.534/-0.29, 1.02+/-0.23, 1.05+/-0.33, respectively.
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The NTCRs of LA and MM were significantly lower than NN. CD146,
IMP3 and Glut-1, which are known as malignant markers of mesothelial
cells, rarely express in NN and tend to be seen in the cases with lower
NTCRs.

Conclusion: The results indicate that telomere shortening of mesothelial
cells might be associated with the development of malignant mesothelioma.

PS-08-025
Diagnostic accuracy of a limited immnuo-panel of Calretinin and
Ber-EP4 for diagnosis of malignant effusions
N. Khurram*, T. Anis
Lahore, Pakistan

Objective: To evaluate the diagnostic accuracy of limited immuno-panel of
two antibodies for differentiation of reactive mesothelial cells and malignant
epithelial cells in effusions; Calretinin and Ber-EP4 respectively.

Method: The study was conducted at the Histopathology, Oncology
and Surgical departments of Allama Igbal Medical College, Jinnah
Hospital Lahore, Pakistan over a period of 1 year (October 2014 to
October 2015). A total of 97 suspected malignant pleural and peri-
toneal effusions were collected. Cytological smears and cell blocks
were prepared from centrifuged deposit of aspirates. Giemsa and
Papanicolaou stained smears were screened for malignant cells.
Immunohistochemical markers (calretinin and Ber-ER4) were ap-
plied to the cell block. The cytological diagnosis of malignant cells
and reactive mesothelial cells was verified with the cell block his-
topathological diagnosis and immunohistochemistry results.
Results: Out of total 97 cases, cytological examination diagnosed 55 cases
as definitive malignant, 21 cases as confirmed benign, 18 were suspicious
for malignant cells and 3 were inconclusive due to low cellularity.
Application of antibodies (calretinin and Ber EP4) on cell blocks revealed
77 serous effusions positive for malignant cells and 20 were negative.
Cross tabulation was done between results of Immunocytochemistry on
cell blocks and histopathological diagnosis which is taken as gold standard.
This showed that Sensitivity of Ber-EP4 is 98.6 %, specificity is 100 %,
PPV is 100 % and NPV is 96 %. Sensitivity of Calretinin is 100 %, spec-
ificity is 70.8 %, PPV is 91.3 % and NPV is 100 %.

Conclusion: Limited immono-panel of calretinin and Ber EP4 has a high
positive and negative predictive value and is cost effective in resource
limited set up for differentiation of Adenocarcinoma cells and Reactive
Mesothelial cells in serous effusions.

PS-08-026
Reliability of Bethesda System - based evaluation of thyroid Fine
Needle Aspiration Biopsy specimens in cytohistologic correlation
A. Stanek-Widera", M. Biskup-Fruzynska, T. Kacik, D. Lange
Institute of Oncology, Gliwice, Poland

Objective: Analysis of clinical usefulness of Fine Needle Aspiration
Biopsy (FNAB) in thyroid carcinoma diagnostics.

Method: 16,656 FNAB reports were made from 2010 to 2015 in the
Department of Tumour Pathology, Maria Sklodowska-Curie Memorial
Cancer Centre and Institute of Oncology, Gliwice Branch (10). All
FNABs were performed by pathologists with the assistance of radiolo-
gists, under ultrasound guidance. The smears were fixed in 95 % alcohol
and stained with hematoxylin-eosin. Each case was assessed by two pa-
thologists dealing with thyroid pathology. Cytological reports were cor-
related with histopathological results of operations performed in 10.
Results: Benign lesions (diagnostic category II of the Bethesda System—
DC II) comprised 85 % of diagnoses, DC 11I—2,37 %, DC IV—2,11 %,
DC V—1,7 %, DC VI—0,66 %. Non-diagnostic cases constituted 8 % of
FNABs. Histopathological outcomes proved that the highest ratio of can-
cer in final pathology report was in DC VI (100 %) and DC V (75 %). In
DC III and IV the decision on the surgery was made for clinical
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indications. In these categories, the proportion of malignant lesions was
22 and 19,23 %, respectively.

Conclusion: The diagnosis of cancer or suspicion of malignancy in
FNAB should be an absolute indication for surgical treatment.

PS-08-027
Immunocytochemistry for monitoring of early reccurency of bladder
carcinoma
A. Kudayber, enova*, M. Savostikova
St. Petersburg, Russia

Objective: One of the goal of urine cytology is to detect lesion, especially
for recurrence lesion before they can be detect cystoscopically.

Method: 40 patient with high grade urothelial carcinoma were examined
during clinical follow-up within 3, 6 and 12 month after TUR with routine
PAP test and p53 and HER2 to monitoring early recurrence.

Results: Negative for HGUC was in 19 cases, only in one case from this
group HER2 was expressed as strong membrane stain less than 10 %
cells, in 4 cases was weak nuclear stain of p53. In 2 cases in AUC group
was no reaction with HER2, and weak stain with p53 in one case. AUC-H
(2 cases) both with strong reactivity with HER2. In urothelial carcinoma
LG in 9 cases we had strong HER2 stain in 5 cases and p53 positive in 4
cases. Recurrence of urothelial carcinoma was diagnosed in 8 cases with-
in 12 month of clinical follow-up and there was strong positive stain both
with HER2 and p53.

Conclusion: Urine cytology could be useful approach to detect early
recurrence of HGUC and immunocytochemistry can help to discriminate
them as recurrence or not.

PS-08-029

Could a sarcomatous component seem like an “atypical glandular
cell”?

G. Ozgiin", E. Yilmaz Akgay, N. Haberal Reyhan

Baskent University, Pathology, Ankara, Turkey

Objective: Malignant neoplasms, other than squamous and adenocarci-
noma may be seen in Pap smears. They appear on Pap smears either as
exfoliated cells or via direct sampling of tumours that involve cervix by
direct extension.

Method: A 71-year-old postmenopausal women with abnormal vaginal
bleeding was referred to our hospital. On her gynecologic examination she
had a protruding mass from her cervical os. She was evaluated by a Pap
smear first. Her Pap smear revealed irregular and discohesive cell groups
that had ill defined and transparent cytoplasm, peripherally located nuclei,
vesicular chromatin and, conspicious nucleoli. There was no spindle cell
component seen. The Pap smear was diagnosed as AGC, NOS.

Results: On pathological examination of the endometrial curettage and
following hysterectomy specimen, the tumour was diagnosed as mullerian
adenosarcoma. Detailed examination of the sarcomatous component re-
vealed the remarkable resemblance of the cells that was seen on Pap smear.
Conclusion: Adenosarcoma is composed of a benign epithelial compo-
nent admixed with a malignant mesenchymal component. Although it is
well known histologically, its cytological features are rarely described.
Adenosarcomas are rare lesions but should be considered in the differen-
tial diagnosis when the cell clusters unlike typical AGC are noted in a Pap
smear.

PS-08-030
Follicular dendritic cell sarcoma: A case report of a frequently un-
recognized entity in fine needle aspiration cytology
F. Santos”, R. Cabrera, F. Cunha

Instituto Portugues de Oncologia de Lisboa, Dept. de Anatomia
Patologica, Portugal
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Objective: Follicular dendritic cell sarcoma (FDCS) is a neoplastic pro-
liferation of antigen-presenting accessory cells of the immune system.
Despite having distinctive cytological features, it remains a commonly
misdiagnosed entity. We report a case of FDCS unrecognized by fine
needle aspiration cytology (FNAC) that was only diagnosed after
excision.

Method: We describe the clinicopathological features of a case of FDCS,
with a review of the literature.

Results: A 69-year-old woman presented with a left cervical mass.
FNAC was performed and smears showed atypical spindle cells, isolated
or in syncytia, admixed with small lymphocytes. No definite diagnosis
was rendered and excision was recommended. Microscopically, it
consisted of a whorled proliferation of spindle to ovoid cells with indis-
tinct cytoplasm and bland vesicular nuclei, interspersed with small lym-
phocytes. Neoplastic cells were CD21+. A diagnosis of FDCS was made.
Smears were reviewed and CD21 was performed on cytology specimens.
The FNAC findings, in conjunction with the immunocytochemistry re-
sults, would have been diagnostic if the entity had been suspected.
Conclusion: The main challenge in the diagnosis of FDCS results from
failure to consider it in the differential diagnosis. Increased awareness of
FDCS may improve the recognition of its distinctive cytological features,
rendering a specific pre-operative diagnosis.

PS-08-031
Ultrasound guided fine needle aspiration on evaluation of axillary
lymph nodes status on primary breast cancer
P. Serra*, J. Fraga, R. Pina, G. Fernandes

Centro Hospitalar ¢ Universitario de Coimbra, Dept. de Anatomia
Patologica, Portugal

Objective: The aim of this study is to determine the sensivity, specificity,
positive (PPV) and negative predictive value (NPV) and general acuity of
Ultrasound (US) guided fine needle aspiration (FNA) for pre-surgical
evaluation of axillary lymph nodes status on primary breast cancer.
Method: Retrospective study of 328 patients with a pathological diagno-
sis of primary breast cancer between 2010 and 2014, who had performed
US guided FNA for axillary lymph node evaluation and posterior sentinel
lymph node biopsy (SLNB) or axillary dissection. The patients were
selected consecutively from our department database and the cytological
and histological diagnosis were compared.

Results: We obtained 24,5 % false negative and 2,2 % false positive
results, resulting on a sensivity of 80,55 %, 95,91 % specificity, PPV of
97,32 %, NPV of 72,27 % and general acuity of 84,89 %.

Conclusion: US guided FNA at our institution showed good correlation
with the histological results with a high specificity and PPV and good
acuity and can be routinely used on axillary lymph nodes evaluation. The
results were discrepant mainly when there was obtained scant material on
FNA or when the cytology showed isolated atypical cells of unknown
significance. This technique avoids SLNB and shortens the waiting time
for axillary dissection and neoadjuvant chemotherapy start.

PS-08-036

Cytologic features of acinar cell carcinoma of the pancreas: A report
of four cases

J. Jimenez Heffernan”, C. Gordillo, C. Barcena, A. Perez Campos, A.
Urquia Renke

*Madrid, Spain

Objective: Pancreatic acinar cell carcinoma (ACC) is a rare neoplasm
with few cytologic descriptions. Cytology may resemble that of islet cell
tumours. The purpose of this study is to report our experience with four
cases of ACC that were evaluated using FNA.

Method: Four cases of ACC in which FNA was performed preoperative-
ly were selected. Two corresponded to endoscopic US-guided-FNA and

two to percutaneous FNA. All tumours had a complete histologic
evaluation.

Results: Smears were hypercellular and revealed numerous poorly cohe-
sive clusters as well as single cells. Aggregates were irregular, with cel-
lular crowding, occasional vessels and pseudopapillary structures. Acinar
or rosette-like groups were present in three cases. Cytoplasmic fragility
and naked nuclei were a frequent finding. When preserved, the cytoplasm
was slightly granular. Although marginal nuclear location was seen, plas-
ma cell morphology or binucleation were absent. All cases showed evi-
dent nucleoli. Relevant anisonucleosis was present in two cases. Two
cases were diagnoses as neuroendocrine tumours, one as adenocarcinoma
and in the remaining one the possibility of ACC was suggested.
Conclusion: Cytology of pancreatic ACC shows peculiar morphologic
features. Although it may resemble neuroendocrine tumours some find-
ings such as prominent nucleoli, granular cytoplasm, acinar clusters and
no evident plasma cell morphology should alert the pathologist.

Tuesday, 27 September 2016, 09.30-10.30, Hall 11.3
PS-09 Electron Microscopy

PS-09-002
Electron microscopy (EM) is a useful method to discover Primary
Ciliary Dyskinesia (PCD)

L. Jafari”, C. Ortiz-Villalon

Karolinska University Hospital, Dept. of Clinical Pathology, Stockholm,
Sweden

Objective: Kartagener syndrome is characterized by the combination of
chronic sinusitis, bronchiectasis and situs inversus. It is related to the
Primary Ciliary Dyskinesia (PCD). Electron microscopy is the gold stan-
dard method to determine PCD. The purpose of this study is to show a
case report where EM was a useful diagnostic tool.

Method: The current case is a 39-years old woman with known situs
inversus and asthma. CT-Scan showed bilateral bronchiectasis and she
was referred to the Department of Respiratory Diseases. Where bronchos-
copy was made based on the suspicion of Kartagener syndrome.
Bronchial brushes were sent to EM. After plastembedding, sectioning
and staining, several pictures were taken for analysis.

Results: 46 cilia were counted. The average of outer dynein arm was 1.2,
inner dynein arm 0.9 and nexin link 3.9, and orientation was varying.
Ultrastructural analysis showed PCD.

Conclusion: The diagnosis of Kartagener syndrome is not difficult to
suspect. The difficulty is to keep this diagnosis in mind since the symp-
toms are non-specific. However, the association with situs inversus
should help to raise the diagnostic suspicion. The importance of early
diagnostic and symptomatic treatment as well as prevention of infections
is emphasized by the progressive degeneration in respiratory function in
patients with PCD if untreated.

PS-09-003
Ultrastructural markers of dysangio- and dysnephrogenesis in
Congenital Hydronephrosis (CH)
E. Kogan", L. Severgina, L. Menovschikova

Setchenov Moscow Med. University, Dept. of Anatomic Pathology,
Russia

Objective: reveal similar ultrastructural changes in malformed vessel and
hypoplastic parenchyma in CH.

Method: renal biopsies obtained from 34 children from 3 days to 7 years
old. We used routine EM processing.

Results: abnormal vessel wall architecture was present in all specimen—
irregular thickness of basement membrane (BM); kinking of arterioli
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lined with immature o-chaped endothelium; chaotic orientation of imma-
ture tall SMC with round large nuclei, thin cytoplasm rim, hydropic
changes and poorly formed organells; fragmentated internal and external
elastic membrane. Parenchymal hypoplastic lesions included: deficiency
of capillary loops in glomeruli and their indistinct lumens; irregular BM
thickness with layer rarefaction; immature glomerular endothelial cells
with significantly increased nucleus/cytoplasm ratio; different sizes of
podocytes and their dislocation, absence of well formed foot processes
in same of them, hydropic changes of cytoplasm; large cuboidal epithe-
lium lining undifferentiated tubules, irregular thickness of tubular BM.
The percentage of these vessel and parenchymal lesions correlated with
clinical symptomatic. So similar changes of arteriolar and glomerular BM
and endothelial cells were revealed.

Conclusion: the most severe morphological changes in renal parenchyma
were found in children first weeks of life. Ultrastructural changes in
malformed vessels correlated with dysnephrogenesis features.

Tuesday, 27 September 2016, 09.30-10.30, Hall 11.3
PS-10 Gynaecological Pathology

PS-10-001

Diagnostic performance of miRNA and HPV E6/E7 mRNA assay on
formalin fixed paraffin embedded cervical cancer tissues

K.-H. Park”, K.-Y. Eom, S.-Y. Park, J.-H. Kim, G.-H. Kim, H.-Y. Wang,
H.-M. Cho, H.-Y. Lee

*Yonsei University, Dept. of Pathology, Wonju, Republic of Korea

Objective: MiR-9, miR-21, miR-155, and miR-944 are known to pro-
mote cell growth, migration and invasion in human cervical cancer cells.
The aim of this study was to investigate expression levels of miRNAs
(miR-9, miR-21, miR-155, and miR-944) in 53 formalin fixed paraffin
embedded (FFPE) cervical cancer samples and 50 FFPE normal samples.
Method: The expression levels of miR-9, miR-21, miR-155, and miR-
944 from FFPE samples were analyzed using quantitative reverse tran-
scriptase PCR (RT-qPCR). RNU6B miR was used as an internal control.
Results: MiR-9, miR-21, miR-155, and miR-944 were useful markers for
discriminating cancer samples from normal samples with an area under
the ROC curve (AUC) 0f 0.7565 [95 % confidence interval (CI) 0.6624 to
0.8507], 0.8325 (95 % C1 0.7530 to 0.9120), 0.8492 (95 % CI1 0.7736 to
0.9249), and 0.8522 (95 % C10.7779 to 0.9265), respectively. Moreover,
the expression levels of miR-9 (P=0.0039), miR-155 (P=0.0039), and
miR-944 (P=0.0154) were significantly higher in tissue samples which
are positive to HPV E6/E7 expressions than those which are negative.
Conclusion: In conclusion, miR-9, miR-21, miR-155, and miR-944 seem
to be up-regulated in cervical cancer samples and the up-regulation seems
to be related to HPV oncogene expression.

PS-10-002

The expression of prolactin and prolactin receptors in ovarian epi-
thelial tumours

N. Abdulgawad*, M. Masood, S. van Noorden, R. Sriraksa, M. Mourad,
A. Nouh, E. Lam, M. El-Bahrawy

*National Cancer Institute Cairo, Dept. of Pathology, Egypt

Objective: Accumulating evidence suggests a role for prolactin (PRL)/
prolactin receptor (PRL-R) signaling in ovarian cancer. The aim of this
study is to investigate the profile and significance of expression of PRL
and PRL-R in ovarian epithelial tumours.

Method: We studied the expression of PRL and PRL-R in 503 ovarian
epithelial tumours using immunohistochemistry. The tumours included
431 carcinomas, 46 borderline and 26 benign tumours.
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Results: All tumours expressed PRL-R in their epithelial cells. Benign
tumours showed significantly stronger expression than other categories
(p<0.001). PRL-R expression in malignant tumours was significantly
higher with higher grade and stage (p=0.013 and p=0.037). PRL was
expressed in tumour epithelial cells and/or stroma. Stromal expression
was seen in 58 % of cases, which was significantly higher in borderline
tumours as compared to other categories (p <0.001). Expression in tu-
mour epithelial cells was seen in 17 % of cases, 85 % of which were
malignant. In these tumours there was a significant correlation with
shorter patient survival (p=0.033).

Conclusion: The expression of PRL and PRL-R in ovarian epithelial tu-
mours indicates the presence of an autocrine loop, which appears to influ-
ence clinical outcome. Our results show the potential of PRL and PRL-R as
prognostic biomarkers and therapeutic targets in ovarian carcinoma.

PS-10-003

The usage of atomic power microscopy in nano-histological studies
(at the example of preeclampsia)

T. Pavlova”, A. Selivanova, V. Petrukhin

Belgorod State National University, Dept. of Pathology, Russia

Objective: Recent years the method of atomic power microscopy(APM)
has become the one of fundamental methods, which allows to make first
steps in nano-pathology of the human

Method: APM was conducted with help of microscope «Ntegra-Auray.
The specimens of uterus (endometrium, myometrium), blood, placenta,
umbilical cord of 30 women were researched.

Results: The alteration of cytoarchitectonics of erythrocytes in
women on background of preeclampsia was shown with help of
APM. The sizes of cells did not differ authentically from control
group (6,8+0,4 pm and 7,0+0,3 pum). The number of cells with
degenerative changes and erythrocytes with hemolysis was in-
creased. The depth of discocytes was 0,25+0,04 um (0,38
+0,05 pm). The anatomy of pores was violated. The alteration
of microrelief of endothelium was in blood vessels of umbilical
cord. The number of normocytes was decreased significantly up
to 42,0+2,0 % (85,0+4,0 %). The microcytes with diameter 5,5
+0,5 and thickness 1,95+ 0,4 pm prevailed among blood cells. At
the pathological course of pregnancy the smoothing of relief in
terminal villi due to narrowing or complete absence of the lumen
of the blood vessels was revealed (1,5+0,2 um u 3,24+0,5 pum).
Conclusion: APM is reliable and effective method for research of bio-
logical objects in pathology. This method can be used as the method for
express-diagnosis, particularly for research of system “mother-placenta”
at complicated pregnancy.

PS-10-004

The usage of scanning microscopy for exploration of pathology of
macro- and microelements in system “mother-placenta-fetus” at
eclampsia

T. Pavlova’, A. Selivanova

Belgorod State National University, Dept. of Pathology, Russia

Objective: Pre-eclampsia and eclampsia, the most severe complications
of pregnancy that can lead to maternal and perinatal morbidity and
mortality.

Method: The materials of patients (biopsy specimens, umbilical cord, pla-
centa), pregnancy of whom was complicated by preeclampsia(65) and
eclampsia(10), were researched. The precise elemental analysis was con-
ducted with usage of detector for registration of spectra of the characteristic
X-ray radiation, which was integrated with raster electron microscope.
Results: The content of oxygen in erythrocytes of vascular bed in
endometrium was 35,22+2,01 % at preeclampsia and 30,12



Virchows Arch (2016) 469 (Suppl 1):S1-S346

S101

+2,31 % at eclampsia; 45,12+2,35 % in control group. The same
tendency for oxygen, magnesium, phosphorus was detected inside
and outside of spiral arteries of myometrium. The quantity of
oxygen in arteries of umbilical cord was 33,46+1,45 % at pre-
eclampsia, 29,81+2,06 % at eclampsia and 43,91 +2,25 % at
normal pregnancy; in veins—24,60+2,30 %; 21,60+2,06 %;
34,60+2,32 % respectively. The decreasing of magnesium was
revealed. At pathology of pregnancy the quantity of oxygen was
rapidly decreased in vessels of chorion as well in intervillous
space(23,85+£2,45 %; 21,96+£2,48 %; 45,12+£2,31 %) while
quantity of potassium, sodium, and calcium was increased. The
violation of content of macroelements combined with destructive
processes and violation of blood circulation were in explored or-
gans and tissues.

Conclusion: The complex usage of biochemical and morphological
methods can be the base for development of methods of prophylactics
and treatment of pathology of pregnancy

PS-10-005
Turner syndrome with mosaicism and translocation of the SRY-gene
0. Ushakova", E. Kogan, O. Stupko, Y. Kurjanova
_— .
Moscow, Russia

Objective: to research genetic mosaicism in karyotype in Turner syn-
drome (TS).

Method: surgical material from six patients 11-24 years old with
TS and mosaicism in serum and gonadal tissue was studied.
Immunohistochemistrical detection of Ki-67, Vimentin, Desmin,
Inhibin-a, AR, ER. The tissue karyotype (TK) and SRY-gene
has been detected by fluorescence in situ hybridization and poly-
merase chain reaction, the serum karyotype (SK)—cytogenetically.
Data processing: Statistica 7.0.

Results: Two patients with gonadoblastoma have had 45X/46XY SK and
XO, XY TK, and SRY-gene in gonadal tissue (GT). Two patients with
dygenetical gonads and fragments of ovarian tissue: 45X/46XX SK and
XO TK, the SRY-gene is in one case—in GT. Two other patients with
streak-gonads: 45X/46XY SK and XO/XY, XO/XY/XYY TK, the SRY-
gene is in both cases—one in serum and another one is in GT.
Immunohistochemistrically: streak-gonads—high expression of
Vimentin and low of all rest. DGOT—high expression of ER;
DGGB—high expression of Inhibin-a, ki-67.

Conclusion: karyotype in TS correlates (r=0,32-0,4; p<0.05) with
different morphology. In two patients with absence of Y-
chromosome the SRY-gene was detected that in according to sci-
ence sources is the result of SRY-gene translocation to X-
chromosome during meiotic recombination. The SRY-gene does
not always correlate with gonadoblastoma.

PS-10-006

Occult uterine sarcoma in a series of hysterectomies performed for
benign indications

B. Mollamehmetoglu”

Kanuni Training Hospital, Dept. of Pathology, Trabzon, Turkey

Objective: This study aims to define the incidence of unexpected occult
uterine sarcomas among women who underwent hysterectomy for benign
indications at our teaching hospital. Patients who were found to have
uterine sarcoma on histopathologic examination were considered to have
an occult uterine sarcoma.

Method: A total of 3008 hysterectomies for benign gynecologic indica-
tions were performed between 2000 and 2015. The most common indi-
cations for hysterectomy were leiomyomas and abnormal uterine
bleeding.

Results: Among these 3008 hysterectomies, 11 patients were found
to have uterine sarcoma, with an overall rate 1 in 270 (0.37 %).
These malignancies included six leiomyosarcomas, four endometri-
al stromal sarcomas (3 cases were high-grade, and 1 cases were
low-grade), and one Miillerian adenosarcoma. High-grade endome-
trial stromal sarcoma was the dominant subtype. Median age was
51 years (range 45-68). Among women found to have occult sar-
coma, hysterectomies was performed as a primary indication for
leiomyomas (75 %) and abnormal bleeding (25 %). There was no
evidence of malignancy in the preoperative histologic examination
of the endometrium of these patients. Of these 12 patients, 9 were
treated by open hysterectomy and bilateral salpingo-oophorectomy.
3 of these patients underwent total laparascopic hysterectomy.
Conclusion: As a result, the total incidence of uterine sarcoma
among patients operated on for benign indication is low in our
population (0.37 % or 1 in 270). The FDA estimates that 0.3 %
of all women undergoing hysterectomy for the treatment of myo-
mas are found to have an unexpected uterine sarcoma. No reliable
predictors of uterine sarcoma present and attention is warranted in
preoperative planning for hysterectomy.

PS-10-007

Ovarian uveal melanoma metastasis showing MLH1/PMS2 protein
loss in a patient with Lynch Syndrome

J. Lobo", C. Pinto, M. Freitas, R. Vieira, B. Machado, M. Pinheiro, R.
Vizcaino, E. Oliva, M. R. Teixeira, C. Jerobnimo, C. Bartosch

*Porto, Portugal

Objective: An increasing number of extra-colonic neoplasms are being
described in Lynch Syndrome patients. Uveal melanoma is not included
in Lynch Syndrome tumour spectrum, despite evidence suggesting a role
of microsatellite instability in its sporadic tumourigenesis. In this work we
aim to describe a patient with Lynch Syndrome that presented an ovarian
uveal melanoma metastasis.

Method: The patient was referred for genetic counseling at
45 years-old due to a family history of Lynch Syndrome
(MLH1 mutated). She underwent enucleation of her right eye at
age 25 due to a uveal melanoma which recurred as an ovarian
metastasis 22 years later. Histological, immunohistochemical and
molecular study of the tumour was performed.

Results: The uveal melanoma ovarian metastasis differed from the
primary tumour by exhibiting frequent pseudo-follicles, increased
cytological atypia, edema, hemorrhage and necrosis. It showed loss
of MLH1/PMS?2 protein immunoexpression and high microsatellite
instability. No MLH1 promoter methylation nor BRAF mutation
were found.

Conclusion: We conclude that the patient’s uveal melanoma
tumourigenesis was most likely related to the MLH1 germline
mutation. To the best of our knowledge this is the first report
of a uveal melanoma showing MLH1/PMS2 protein loss in the
context of Lynch Syndrome.

PS-10-008

Prognostic value of lymphatic and blood vascular invasion in endo-
metrial cancer

N. Visser , H. Werner, I. Nagtegaal, J. Bulten, J. Pijnenborg, H. Salvesen,
1. Stefansson

*Radboud Univers. Medisch Centrum, Dept. of Pathology, Nijmegen,
The Netherlands

Objective: Vascularinvasion (V1) is a well-established marker for outcome in
endometrial cancer. Our aim is to explore whether type of VI, defined as
lymphatic (LVI) or blood vascular invasion (BVI) influences the pattern of
metastasis.
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Method: From a prospectively collected cohort we selected three groups of
endometrial carcinoma patients: 56 with positive lymph nodes at primary
surgery (LN+), 44 with negative lymph nodes, and recurrent disease (LN-
R+), and 100 with negative lymph nodes, and no recurrence (LN-R-).
Immunohistochemical (IHC) staining with D2-40 and CD31 antibodies was
used to differentiate between lymphatic and blood vessels.

Results: Based on H&E, VI was observed in 25.5 %. ITHC staining showed
29.7 % LVIonly, 4.2 % BVI only and 2.6 % both BVI and LVI. LN+ patients
had significantly more LVI (63.5 vs. 28.6 %) (p =0.001). LN-R+ patients had
significantly more BVI (14.3 %) compared to LN-R- patients (2.0 %)
(p=0.009). In multivariate analysis BVI in combination with age, tumour
type and grade, was asignificant predictor separating patients with and without
future recurrence.

Conclusion: The current study suggests that LVI is associated with lymph
node metastasis at primary diagnosis, while BV1is associated with recurrence.
IHC for separation of LVI and BVI might contribute to individualisation of
treatment.

PS-10-009

Tissue microarray use for biomarkers studies in endometrial cancer
N. Visser*, J. Bulten, A. van der Wurff, J. Pijnenborg, L. Massuger, 1.
Nagtegaal

*Radboud Univers. Medisch Centrum, Dept. of Pathology, Nijmegen,
The Netherlands

Objective: To optimise use of tissue microarray (TMA) for immunohisto-
chemical (IHC) staining in endometrial cancer (EC), in preoperative endome-
trial samples and hysterectomy specimens.

Method: Cores of preoperative and hysterectomy specimens of 14 EC and
three atypical hyperplasia cases were collected in TMA blocks. Two 0.6 mm,
and two 2.0 mm cores were used from each sample. Different antibodies were
tested in TMAs and compared with results of whole slides of hysterectomy.
Tested antibodies: ER, PR, p53, Ki-67, MLH1, PMS2, MSH2, MSH6,
ARIDIA, stathmin, IMP3, L1ICAM, PTEN, beta-catenin, p16.

Results: Overall, 2.0 mm cores were more assessable for evaluation than
0.6 mm cores (95.7 % versus 77.5 %, p<0.001). Most antibodies had a
substantial to good agreement between hysterectomy TMA and whole slide,
with exception of those with heterogeneous expression: PR, Ki-67, stathmin,
beta-catenin, p16. Preoperative TMAs showed for most antibodies moderate
to perfect agreement with hysterectomy TMAs. There were more cases with
positive staining on preoperative TMA and negative hysterectomy TMA than
conversely.

Conclusion: Agreement between TMA and whole slide, and preoperative
and hysterectomy TMAs varied per antibody. Based on the more frequent loss
of cores with smaller core size, 2.0 mm cores are the preferred size for [HC
studies in EC.

PS-10-010

Ovarian mucinous epithelial neoplasms arising within mature tera-
tomas: About four cases

G. Sahraoui”, R. Doghri, L. Charfi, M. Driss, N. Boujelbene, 1. Abbes, K.
Mrad

*Salah Azaiez, Dept. of Pathology, Tunis, Tunisia

Objective: To study mucinous tumour component in ovarian teratoma.
Method: We reported four cases of ovarian mucinous epithelial neo-
plasms arising within mature teratomas collected in the pathology labo-
ratory of Salah Azaiez Institute from 1995 to 2016.

Results: The patients’ ages ranged from 29 to 70 years. Tumour
size ranged from 5 to 27 cm. Grossly, three tumours had cystic
appearance with pilosebaceous content. Only one tumour was
composed of small to large cysts containing mucinous material.
Histologically, in association with mature teratomatous compo-
nents, one was classified as mucinous cystadenoma, two as
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mucinous borderline tumours and one as invasive mucinous car-
cinoma. Pseudomyxoma ovarii was noted in one case of mucinous
borderline tumour. Peritoneal pseudomyxoma was found in both
cases of carcinoma and cystadenoma. No appendiceal lesions were
identified.

Conclusion: Various type of mucinous neoplasms can arise in ovarian
teratoma, varying from benign to malignant tumours. In literature, the
borderline tumour type is predominant. Thus, meticulous dissection of
teratoma should be performed to look for any malignant areas, since
management and prognosis vary depending upon the microscopic type
and stage.

PS-10-011

Endocervical adenocarcinoma: The impact of pattern-based classifi-
cation system in clinical decision

M. Sotiropoulou*, N. Thomakos, P. Markoulis, D. Haidopoulos, D.
Vlachos, S. Trachana, G. Vlachos, A. Rodolakis

*Alexandra Hospital, Dept. of Histopathology, Athens, Greece

Objective: The objective of this study is to investigate other than classical
pathologic factors that could identify better patients with Endocervical
Adenocarcinoma (ECA) who are at risk of developing lymph node me-
tastases (LNM).

Method: A retrospective review of records of patients with ECA regard-
ing clinical and pathologic features, tumour size, lymphovascular inva-
sion (LVI) and pattern of tumour invasion were defined. The later cate-
gorized as: Pattern A: well confined glands, Pattern B: early invasion of
stroma, originating from well confined glands, Pattern C: destructive
invasion.

Results: A total of 103 women aged 21 to 79 were identified with ECA.
All patients were staged between IA2 to IV, whereas LVI was involved in
42 cases. Stage I were all patients with Pattern A, 71,4 % with Pattern B
and 41,6 % Pattern C, while had LNM 11,4 % and 22,9 % respectively
B,0).

Conclusion: Patients with Pattern A, stage I would not need lymph node
resection, according to the suggested histologic classification for ECA.
Moreover, patients with Pattern B rarely have LNM since 71.4 % of them
have stage I disease. Therefore, our data suggest that this new pattern-
based method of classifying ECA could be clinically significant since it is
simple and consistent.

PS-10-012

The importance of pathological parameters involved in recurrence
and survival of patients with vulvar cancer: A novel insight

M. Sotirogoulou*, N. Thomakos, P. Markoulis, D. Papatheodorou, D.
Haidopoulos, G. Vlachos, A. Rodolakis

*Alexandra Hospital, Dept. of Histopathology, Athens, Greece

Objective: Aim of the study is to determine the impact of clinicopatho-
logical parameters on recurrence and survival of patients with vulvar
cancer.

Method: Patients (n=175) with squamous vulvar cancer where retro-
spectively analyzed and further evaluated regarding the prognostic sig-
nificance of different clinicopathologic variables, including: age, diame-
ter and location of the lesion, depth of invasion, grade, lymphovascular
space involvement (LVSI), perineural invasion, pattern of invasion and
presence of VIN. Time to recurrence was recorded; disease free survival
and overall survival were calculated.

Results: Among all tumour related variables multiple analysis showed
that the number of positive lymph nodes (LN) was the only independently
associated risk factor for recurrence. Additionally, increased depth of
invasion, tumour thickness, invasive or spray invasive pattern, perineural
invasion and LVSI were associated with greater risk for recurrence. Also,
multiple Cox regression analysis showed that age at diagnosis, free



Virchows Arch (2016) 469 (Suppl 1):S1-S346

S103

surgical margins and the total number of positive lymph nodes were
independently associated with survival.

Conclusion: Lymph node metastasis and status of surgical margins were
confirmed to be independent predictors for poor prognosis in patients
with vulvar cancer. Furthermore, number of positive lymph nodes, spray
invasive pattern and perineural invasion correlated with increased risk for
recurrence.

PS-10-013
Undifferentiated endometrial carcinoma: Experience with cases
from a single cancer center
M. Al-Hussaini", S. Al-Louh
King Hussein Cancer Center, Dept. of Pathology, Amman, Jordan

Objective: Undifferentiated endometrial carcinoma (UEC) is a rare and
poorly recognized entity.

Method: Retrospective study on cases diagnosed as UEC.

Results: A total of 17 cases were identified, with a median age of
60 years. Post-menopausal bleeding was the most common symptom.
TAH and BSO was the most common treatment (n= 12, 80.0 %). Nine
(52.9 %) patients received adjuvant treatment. The median overall sur-
vival was 9 months. Grossly, the tumours were mostly friable fungating/
polypoid masses (n=7, 46.7 %), involving the lower uterine segment or
cervix in 7 (46.7 %) cases. Pure UEC was seen in 7 cases (41.2 %), while
de-differentiated carcinoma in 6(35.3 %). UEC was part of the epithelial
component of carcinosarcoma in 3 (17.6 %) cases and was mixed with
serous carcinoma in a single case. In all cases but one (n=16, 94.1 %)
focal strong positivity for one or more of the cytokeratins was evident.
Vimentin was positive in 9 cases (81.8 %). P16 was diffuse and strong in
the undifferentiated component in 6 (50.0 %) cases, while P53 was dif-
fusely positive in 5 (38.5 %). Only 2 out of 11 (18.2 %) referral cases were
correctly diagnosed as UEC.

Conclusion: UEC is a rare tumour that is frequently mis-diagnosed.
Applying the right immunostains helps establishing the correct diagnosis

PS-10-014
Amplification of SOX2 transcription factor is strongly related to
HPV status of vulvar carcinomas
A. Gut", H. Moch, M. Choschzick
University Hospital Zurich, Institute for Surgical Pathology, Switzerland

Objective: SRY box 2 protein (SOX2) is a transcription factor mainly
implicated in stem cell differentiation. The aim of our study was to ana-
lyze SOX2 expression along with copy number changes in a large set of
vulvar carcinomas.

Method: For immunohistochemical detection of SOX2, we used a rabbit
monoclonal anti-SOX2 antibody (clone EPR3131, Epitomics Inc.). Copy
number changes of SOX2 were analyzed by commercially available
probes according standard procedures (Zytovision, ZytoLight SPEC
SOX2/CEN3). Analysis of the HPV status was done with RNA in situ
hybridization, utilizing specific probes against pan HPV (ViewRNA,
Affymetrix Inc.).

Results: SOX2 was immunohistological detectable in 30/55 (54.5 %)
specimens. Amplification of SOX2 was observed in 10/48 (20.8 %) spec-
imens with a valid FISH signal. Furthermore, SOX2 overexpression and
amplification were both strongly related to positive HPV status. Tumours
which were positive with pan HPV probes in RNA in situ hybridization
showed significantly more frequent high SOX2 expression levels as well
as amplification than tumours not associated to HPV (57 vs. 18 %,
p<0.01 and 40 vs. 9.5 %, p=0.02).

Conclusion: SOX2 overexpression and amplification is strongly
related to HPV associated vulvar carcinomas. Our results may
give new insights in the molecular pathogenesis of HPV related
vulvar cancers.

PS-10-015

Interest of an immunohistochemical panel in mucinous ovarian tu-
mours: A study of 29 cases

H. Plouhinec”, A. Auguste, [. Villa, E. Bentivegna, J.-Y. Scoazec, C.
Genestie

*Centre Hosp. Universitaire d’Angers, France

Objective: The diagnostic issues raised by primary ovarian mucinous tu-
mours (POMT) are of two types: the exclusion of metastasis and the grad-
ing. The aims of our work were to determine whether immunohistochem-
istry (IHC) may assist in tumour grading and provide a simple tool to
differentiate between primary and metastastic mucinous ovarian tumours.
Method: We studied 29 cases: 12 metastasis and 17 POMT, including 7
cystadenomas, 6 borderline tumours and 4 carcinomas, in a prospective
study performed between 2014 and 2015. The following markers were
tested: CK7, CK20, CDX2, PAX-8, MUCI, MUC2, MUC4 and
MUCSAC.

Results: The expression pattern in POMTs vs metastasis was as follows:
CK7 100 vs 50 %, CK20 59 vs 92 %, CDX2 18 vs 83 %, PAXS8 35 vs
0 %, MUC2 17 vs 42 %. The expression pattern in benign, borderline and
malignant POMTs were respectively: for PAXS, 57, 17, 25 %; for MUCA4,
42, 33, 25 %; for CK20, 29, 83, 75 % and for MUCS5AC, 29, 83, 50 %.
Conclusion: In most cases, the combination of CK7, CK20, CDX2 and
PAXS, in association with the clinical history, is able to distinguish pri-
mary and metastatic mucinous ovarian tumours. In POMTs, the expres-
sion of PAX8 and MUC4 might help to identify low grade tumours, in
contrast to CK20 and MUC5AC, more frequently expressed in high grade
tumours.

PS-10-016
High-risk HPV detection rate in patients with parakeratotic cells in
cervical cytology and its relationship to the CIN2+ lesion
G. Kir", H. Seneldir

Medeniyet University, Goztepe E.A.H., Dept. of Pathology, Istanbul,
Turkey

Objective: In cytology specimens, parakeratotic cells are either isolated
or in sheets and resemble small superficial squamous cells. The cyto-
plasm, however, is more dense than a normal superficial squamous cell,
and the nuclei can be more hyperchromatic with variation in size and
shape.

Method: A total of 1268 women with normal cytology were included in
the study. Out of 1268 cases, 390 cases were reported as normal cytology
with parakeratosis, and 878 cases were reported as normal cytology with-
out parakeratosis. Cervista HPV HR test was performed using these sam-
ples. Thirty-four women were referred for colposcopy.

Results: HPV infection was detected in 101 of 390 cases with
parakeratosis (25.9 %), and in 130 of 878 cases without parakeratosis
(14.8 %). Rate of HPV positivity was higher in women with parakeratosis
compared to women without parakeratosis (p <0.001). The sensitivity,
specificity, positive predictive value, and negative predictive value of
presence of parakeratosis in normal cytology were 28.57, 80, 50,
61.54 %, respectively. The presence of parakeratosis has high specificity
for detection of CIN2+ in histological follow up.

Conclusion: Presence of parakeratosis in normal cytology is correleated
with the cases of HPV infection,which has high specifity for detection of
CIN 2+ in histological follow-up.

PS-10-017

The rate of high-risk Human Papilloma Virus (HPV) in cervical
cytology and its relationship to the CIN2+ lesion

G. Kir', H. Seneldir, M. I. Tosun, C. S. Topal

Medeniyet University, Goztepe E.A.H., Dept. of Pathology, Istanbul,
Turkey
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Objective: Cervical cancer is the second most common cancer among
women in the world and is the ninth most common cancer among female
cancers in Turkey. Persistent human papilloma virus (HPV) infection is
the main cause for the development of cervical cancer.

Method: A total of 1748 women with normal and abnormal cytology
were included in the study. Out of 1748 cases, 485 cases were reported as
abnormal cytology, and 1263 cases were as normal cytology. Cervista
HPV HR test was performed using these samples. 174 women were
referred for colposcopy.

Results: The sensitivity, specificity, positive predictive value, and nega-
tive predictive value of HPV testing were 91.89, 14, 44.16, 70 %, respec-
tively. The sensitivity, specificity, positive predictive value, and negative
predictive value of cytology were 89.19 %, 25 %, 46.81 %,75.76 %,
respectively. The sensitivity, specificity, positive predictive value, and
negative predictive value of HPV testing and cytology (co-test) were
98.67 %, 4.76 %, 42.53 %, 83.33 %, respectively.

Conclusion: HPV testing and cytology had high sensitivity but low spec-
ificity in Turkey. Sensitivity of co-test was higher than the sensitivity of
cytology and HPV test alone.

PS-10-020

Heterogeneity in PD-L1 expression and CD8+ infiltrates in low grade
versus high grade serous ovarian carcinomas

0. Descam]:_)s-Dudez*, E. Louvet, M. Bernard, A. Auguste, S. Gouy, J.-Y.
Scoazec, C. Genestie, J. Adam

“Institut Gustave Roussy, Dept. de Biologie et Pathologie, Villejuif,
France

Objective: High grade (HGSOC) and low grade (LGSOC) serous ovar-
ian carcinomas are now known to be tumours with different pathogenesis
and outcomes. We investigated tumour infiltrating lymphocytes (TIL),
expression of PD-L1 and density of CD8+ lymphocytes in ovarian and
peritoneal locations.

Method: Whole tissue sections from 25 HGSOC and 10 LGSOC prim-
itive locations were studied, with paired peritoneal lesions in 8 and 9 cases
respectively. Automated immunohistochemistry was performed.
Presence of TIL and PD-L1 expression in tumour cells (TC) and immune
cells (IC) were semi-quantitatively assessed. Image analysis was per-
formed to quantitatively assess density of CD8+ cells.

Results: LGSOC were characterized by lower density of TIL and
CD8+ lymphocytes than HGSOC in ovarian location. Higher den-
sities of CD8+ infiltration were observed in peritoneal locations in
both LGSOC and HGSOC, with a high intertumour and
intratumour heterogeneity. PD-L1 expression was not observed
in LGSOC whereas 8/24 were positive for TC and 9/24 positive
for IC in HGSOC. No correlation was found with neoadjuvant
chemotherapy and BRCA mutation status.

Conclusion: LGSOC is characterized by lower CD8+ infiltration and
absence of PD-L1 expression as compared to HGSOC. Our study high-
lights tumour heterogeneity for these immune markers between ovarian
and peritoneal locations.

PS-10-021

Circulating serum interleukin-18 and interleukin-10 levels in early
diagnosis of ovarian carcinoma patients: A case control study

S. Tiwari , A. Verma, N. Tiwari, R. K. Srivastava, P. Singh, D. Tripathi, P.
L. Sankhwar, A. Dwivedi

"King George’s Medical University, Dept. of Physiology, Lucknow, India

Objective: The aim of this study was exploring the diagnostic role of IL-
18, IL-10 and its role in ovarian carcinoma.

Method: A total number of 420 subjects were enrolled in the study after
approval of the institutional ethics committee. Out of 420 subjects, 210
biopsy approved patients were included in the study and grouped into
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various stages as per TMN classification, age and ethnicity matched 210
healthy subjects were recruited as controls within the age range of 20—
60 years. Peripheral blood samples of all patients and age matched con-
trols were obtained at baseline and estimation of IL-18 and IL-10 was
done by enzyme linked immunosorbent assay (ELISA). Data were ana-
lyzed with appropriate statistical tools like ANOVA and Graph PAD.
Results: The baseline levels of IL-10 and IL-18 in all groups of ovarian
carcinoma were found to be significantly (p <0.05) higher than the con-
trol group. The levels of IL-18 and IL-10 also found to be elevated
significantly in stage T3 (p <0.05) and T4 (p <0.05) as compared to stage
T2. The levels of IL-18 is found to be well associated with progression of
disease of various groups (r=0.80, p <0.05). In contrast, IL-10 showed
significant direct association with progression of carcinoma (r=0.85,
p<0.05).

Conclusion: Study concluded that serum IL-18 is a better diagnostic
marker with higher specificity and sensitivity. IL-10 may be valuable as
a prognostic marker in ovarian carcinoma but still more studies on larger
sample size is needed for its validation.

PS-10-022

Uterine sex cord stromal tumours: A study of 8 cases

K. Deodhar’, M. Shah, B. Rekhi, S. Menon

Tata Memorial Hospital, Dept. of Pathology, Mumbai, India

Objective: Uterine sex cord stromal tumours are rare, and are divided
into endometrial stromal tumours with sex cord like elements
(ESTSCLE), and Uterine tumours resembling ovarian sex cord tumours
(UTROSCT). The aim of the study is to see histomorphological features
of uterine sex cord stromal tumours.

Method: From January 2004 to Mid April 2016, we found 8 cases of
uterine stromal tumours in our files (3- ESTSCLE, 4- UTROSCT, and
one was labelled as mixed stromal-smooth muscle tumour with true sex
cord differentiation).

Results: The mean age was 39.3 years (median 38). All ESTSCLE
showed typical low grade ESS areas with sex cord elements in
trabecular/retifrom pattern. All were positive for ER,PR, CD10. One case
had history of carcinoma breast; the same case also showed paraaortic
lymph node metastasis. All URTOSCT showed nests, cords, trabeculae.
Calretinin, inhibin, MIC-2 were used as sex cord markers (MIC-2 being
positive in % cases). EMA was consistently negative. One case showed
aortocaval, pelvic nodal metastasis; another showed necrosis, mitotic
count of 20/10 hpf and was deemed malignant.

Conclusion: ESTSCLE and UTROSCT are rare uterine tumours. The
former behaves as low grade sarcoma; whereas the later, should also be
regarded as low grade malignant tumour. Follow up is required.

PS-10-023

HPYV detection by the Gene Xpert (Cepheid®) HPV cytology assay
applied on the Formalin Fixed Paraffin Embedded (FFPE) material
in the cervical bioptical samples

L. Baron”, C. Trombetta, M. Postiglione, E. Punzo, M. Elefante, A.
Messina, F. Lombari, F. Quarto

*Ospedale San Leonardo, Dipto. di Anatomia Patologica, Castellammare
di Stabia, Italy

Objective: the GeneXpert-HPV-assay® is a validated genotyping
test of Human Papilloma Virus for cervical cytologic samples
based on the cartridge. The aim was to determine the suitability
of an easy method of extraction of HPV nucleic-acid (NA) from
FFPE cervical-biopsy for genotyping with GeneXpert-HPV-
assay®.

Method: a total of 53 cervical biopsies with clinical history HPV-
HR infections were extrapolated from cervical cancer screening
database (Negative:20 cases, ASC-US:10 cases, L-SIL:14 cases,
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H-SIL:9 cases) and 10 um sections were assessed. The sections
were deparaffinised with Xylene in oven, pretreated with 4 cycles
in microwave-oven with Citrate buffer at pH6 (Dako®), than
treated with Proteinase-K at 37 °C (Vysis-Protease-Abbott®).
Tissue slices were detached from the slides, suspended in fixative
solution (PreservCyte-Hologic®). The results are matched with in
situ-HPV status (Confirm-HPV-Roche®) and p16/Ki67 immuno-
histochemistry (IHC-Roche®).

Results: 42/53 FFPE samples (79 %) gave valid GeneXpert-HPV-assay®
results and in 38 of 42 FFPE (90 %) the results were completely concor-
dant (Cohen’s kappa: 0,808). The p16/ki67 IHC status had an agreement
with the GeneXpert-HPV-assay® of 90 %.

Conclusion: GeneXpert-HPV-assay® is a fast, easy and reliable
test for HPV identification in FFPE samples, working on lysate
obtained from cervical biopsies, and correlates with p16/Ki67 IHC
status.

PS-10-024
Papillary thyroid carcinoma arising in ovarian strumal carcinoid
Y.-K. Chun’, H.-S. Kim, S.-R. Hong

Cheil Hospital, Dept. of Pathology, Seoul, Republic of Korea

Objective: Thyroid-type papillary carcinoma and strumal carcinoid are
the most common neoplasms arising in struma ovarii. However, the co-
existence of papillary thyroid carcinoma and strumal carcinoid is ex-
tremely rare.

Method: We experienced a case of papillary thyroid microcarcinoma
arising in strumal carcinoid.

Results: A 40-year old female presented with a 6 cm-sized, left ovarian
solid mass. The cut surface was yellow to white and fibrotic.
Microscopically, the tumour was composed of a follicular variant of pap-
illary thyroid microcarcinoma and a strumal carcinoid. The carcinoid
tumour was an admixture of trabecular carcinoid and colloid-containing,
thyroid follicle-like structure lined by carcinoid cells. The follicle-
forming carcinoid cells showed both thyroid and neuroendocrine differ-
entiation (positive for TTF-1, thyroglobulin, CD56, chromogranin and
synaptophysin). Benign thyroid follicles or teratoma were not identified.
Our patient showed no evidence of local recurrence or distant metastasis
at 10 year follow-up.

Conclusion: Strumal carcinoid is universally benign, with rare excep-
tions. Thyroid- type carcinoma arising in strumal carcinoid should not
be diagnosed as malignant strumal carcinoid to avoid suboptimal treat-
ment and miscommunication. The prognosis of papillary thyroid carci-
noma arising in strumal carcinoid is still unclear because of its rarity, but
might have a favorable prognosis.

PS-10-025

Variables predicting persistent and/or recurrent squamous
intraepithelial lesions of the cervix after large loop excision of trans-
formation zone

D. §ek0ranja*, K. Rebek, U. Salobir Gajsek, A. Repse Fokter, S. Sramek
Zatler

*General Hospital Celje, Pathology, Tabor, Slovenia

Objective: The intent of this study was to determine variables that may
predict the rate of persistence and/or recurrence of squamous
intraepithelial lesions (SIL) of the cervix in patients undergoing the large
loop excision of transformation zone (LLETZ) procedure.

Method: We performed a retrospective review of histological results of
all women treated by LLETZ procedure at General Hospital Celje from
January 2013 until December 2015.

Results: Residual and/or persistent disease was observed in 8.9 % (58/653)
of women included in our study. Multivariate analysis showed patients’ age,
positive endocervical and overall excision margins and worse definitive

histological diagnosis (high grade cervical intraepithelial neoplasia or inva-
sive carcinoma) to be statistically significant (p <0.001) in predicting higher
recurrence/persistence rate, whereas positive ectocervical excision margin
was not quite statistically significant (p=0.0447) and cone depth was not
statistically significant at all (p=0.181).

Conclusion: Majority of our findings are in accordance with results of
other studies reported so far. Different variables can help identify an
important subset of women requiring careful follow-up after LLETZ pro-
cedure to successfully treat persistent or recurrent disease.

PS-10-026

Adenocarcinoma arising in sacrococcygeal mature teratoma in a 44-
year-old female

F. M. Dogukan*, A. A. Ozagari, K. G. Eken, R. Dogukan, F.
Kabukcuoglu

*Sisli Etfal Hospital, Pathology, Istanbul, Turkey

Objective: Sacrococygeal teratoma (SCT) is an extragonadal germ cell
tumour which is generally diagnosed in infants. It is seen in adults very
rarely. Even it has no immature component, can be fatal by carcinomatous
transformation.

Method: We report a case of a 44-year-old female patient with adenocar-
cinoma arising from mature SCT 1 year after the first diagnosis.
Results: Pelvic magnetic resonance imaging (MRI) revealed a perirectal
heterogenous, mainly cystic tumour. Histomorphologically, a
multiloculated cyst consistent with mature teratoma was present. One
year later MRI demonstrated a pelvic cystic lesion with no solid or inva-
sive component radiologically. Surgical resection specimen contained
two separate cysts measuring 8 x3 x 0,6 cm and 4 x3 x lem. On
histomorphological examination, adenocarcinoma infiltrating the wall
of the larger cyst and invading the bony compartments was identified.
Along with the malignant component, some parts of the cyst walls were
lined by squamous and columnar epithelium. Nine months after the diag-
nosis of adenocarcinoma, multiple metastasis to liver, lymph nodes and
skin developed and the patient died 2 years after the first diagnosis.
Conclusion: SCT should be considered in the differential diagnosis of
presacral tumours in adult age group. Complete resection and close follow-
up is crucial for the patient management due to its rare but fatal consequences.

PS-10-027

Endometrial expression of Leukemia Inhibitory Factor (LIF), LIF-
Receptor and HOXA-11 but not HOXA-10 is significantly impaired
in women with unexplained infertility during implantation window
S. Milias”, C. Margioula-Siarkou, Y. Prapas, S. Petousis, K. Ravanos, 1.
Kalogiannidis, G. Mavromatidis, C. Haitoglou, N. Prapas, D. Rousso
*424 General Army Hospital of Pathology, Thessaloniki, Greece

Objective: Main objective of the study was to define whether endome-
trial expression of HOXA-10, HOXA-11 and Leukemia Inhibitory Factor
(LIF) with its receptor (LIF-R) is significantly different between fertile
and infertile women during implantation window.

Method: >Women having delivered at least one alive newborn were the
study’s control group (fertile, group 1) while infertile women the patients’
group (infertile, group 2). An endometrial biopsy was obtained on 7th-8th
postovulatory day. Expression of HOXA-10, HOXA-11, LIF and LIF-R
was assessed in both epithelial and stromal cells by immunohistochemis-
try. Primary outcome was h-score.

Results: Endometrial tissue was obtained by 20 fertile and 55 infertile
women (22 with poor ovarian reserve, 13 with tubal infertility, 5 with
endometriosis and 15 with unexplained infertility). Mean age was 31.1 +
—4.8 years for group 1 and 37.5+—3.8 for group 2 (P=.001). LIF and
LIF-R h-score was significantly decreased in epithelial cells of infertile
women compared with fertile controls (P =.05 and P =.006 respectively).
No significant difference was observed regarding HOXA-10 and HOXA-
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11 epithelial endometrial expression as well as stromal expression of all
molecules between two groups. LIF, LIF-R and HOXA-11 epithelial h-
score presented their lowest values in women with unexplained infertility.
Conclusion: Endometrial expression of LIF, LIF-R and HOXA-11 but
not HOXA-10 is significantly impaired in women with unexplained in-
fertility during implantation window. Our results indicate the significant
role of HOXA-11, LIF and LIF-R in the aitiopathogenetic drawback
complex of unexplained infertility.

PS-10-028

Immunohistochemistry expression of progesterone and avb3
integrins in the endometrium of fertile and infertile women

S. Milias”, S. Petousis, Y. Prapas, C. Margioula-Siarkou, K. Ravanos, 1.
Kalogiannidis, G. Mavromatidis, C. Haitoglou, N. Prapas, D. Rousso
*424 General Army Hospital of Pathology, Thessaloniki, Greece

Objective: Main objective was to study whether endometrial expression
of Progesterone receptors type A and B and integrins avb3 differ signif-
icantly between fertile and infertile as well as within sub-groups of infer-
tility during implantation window.

Method: Women having delivered at least one alive newborn during the
last year consisted the control group (group 1) while infertile the patients’
group (group 2). Infertile were also categorized to those with ovarian
failure (group 2a), tubal factor (group 2b), endometriosis (2c) or unex-
plained infertility (group 2d). Endometrial biopsy was obtained by Pipelle
on 7th-8th postovulatory day. Total progesterone receptors’ (TPR), type-
B receptors’ (PRB) and integrins’ avb3 expression was evaluated by
immunohistochemistry. Primary outcome was h-score.

Results: Endometrial tissue was obtained by 20 fertile and 55 infertile
women. Mean age was 31.1+£4.8 years for group 1 and 37.5+3.8 for
group 2 (P=.001). TPR and PRB expression was significantly decreased
in epithelial cells of infertile women compared with fertile. No significant
difference was observed in the epithelial expression of integrins avb3
(P=.52). Furthermore, no significant difference was observed regarding
the expression of any biomarker in stromal cells. When adjusting for the
cause of infertility, TPR and PRB epithelial expression were significantly
decreased in sub-groups 2a and 2d.

Conclusion: Progesterone receptors’ but not integrins’ expression is signif-
icantly decreased in epithelial cells of women with unexplained infertility and
poor ovarian reserve. Endometrial biopsy should be performed in all women
intending to perform IVF in order to evaluate endometrial receptivity.

PS-10-029

Tubal-peritoneal junction as a trigger zone for high-grade serous
carcinoma pathogenesis

A. Asaturova’, L. Adamyan, L. Ezhova, N. Fayzullina, G. Khabas
NACIP, Pathology, Moscow, Russia

Objective: As many cancers occurs in transition zone between two types
of epithelia tubal-peritoneal junction (TPJ) was also supposed to be
predisposed for neoplastic changes.

Method: 150 patients (195 FTs) with extraovarian pathology (n=30) and
ovarian tumours (n=120) were recruited. All fimbrial parts of FTs were
investigated extensively. FTs were investigated morphologically and
immunohistochemically (p53,Ki-67,PgR,E-cadherin). Student test with
Bonferroni correction was used for statistics.

Results: 378 TPJ were verified. 40,6 % TPJ involved endosalpingeal
plicae(43,6 % of them localized on the top of plica, 25,6 %—on the side
of plica, 30,8 %—Dbetween plicae). Histologically TPJ was flat (52,1 %)
convex (40,6 %), concave (7,3 %). Lymphatic/ blood vessels dilatation
was diagnosed in most TPJ (closed to the basal membrane). Transition
metaplasia was revealed in 33 %, Walthard nests—in 25 %, “ovarian”
stroma adjunct to TPJ—in 2 % (out of TPJ—in 20 %). Serous tubal
intraepithelial carcinoma (STIC) was diagnosed in patients with serous

@ Springer

carcinoma (in 30 %). In 53,3 % of patients STIC was revealed adjunct to
TPJ, in 33,3 %—in the fimbrial part of FT (out of TPJ), in 13,3 %—out of
fimbrial part (p <0,05).

Conclusion: TPJ is supposed to be an analogue of the transition zones in
other organs (gastro-esophageal, cervical squamo-columnar). Proximity
of STIC to TPJ in most cases proved the hypothesis about TPJ to be a “hot
spot” for pelvic high-grade serous ovarian carcinogenesis. The study
results carried on the funds received from RFBR (Project 16 16-34-
00666/16).

PS-10-030
A histopathologic review of ovarian germ cell tumours at the Lagos
University Teaching Hospital, Nigeria
0.0 untunde*, N. Ikeri, A. Banjo
Lagos University Teaching Hospital, Dept. of Histopathology, Nigeria

Objective: Germ cell tumours are the commonest ovarian neoplasms in
developing countries yet little has been published regarding their histo-
logic characteristics in our setting. We aimed to evaluate all the ovarian
germ cell tumours within a specified period.

Method: All the ovarian germ cell tumours received in the Department of
Anatomic and Molecular Pathology, Lagos University Teaching Hospital
from January 1991 to December 2013 were retrieved and characterized
Results: 355 patients with germ cell tumours were seen within the
study period. This accounted for 52.5 % of all primary ovarian
neoplasms. Of these, 314 (88.5 %) were benign and 41 (11.5 %)
were malignant. Mature cystic teratoma was the commonest benign
germ cell tumour accounting for 99 % of cases. Yolk sac tumour
was the commonest malignant germ cell tumour (34.1 %), followed
by immature teratoma (29.3 %) and dysgerminoma (17.1 %). The
mean size of mature teratomas was 10.9 c¢cm, 15.3 % underwent
torsion, 1.8 % ruptured and 0.8 % underwent malignant transforma-
tion. Ectodermal, mesodermal and endodermal derivatives were
seen in 100, 66.4 and 28.3 % of cases respectively.

Conclusion: Ovarian germ cell tumours are relatively common in our
environment. Benign teratomas occur at a younger age, tend to be larger
and are more likely to undergo complications than cases from developed
countries

PS-10-031

Mesenchymal tumours of the cervix: Clinicopathological character-
istics of 28 cases

N. Boujelbene*, S. Mejri, 1. Abbes, R. Doghri, M. Khila, L. Charfi, M.
Driss, D. Kacem, B. Channoufi, K. Mrad

*Salah Azaiez Institute, Pathology, Tunis, Tunisia

Objective: Mesenchymal tumours are rarely encountered in the
uterine cervix, where they constitute less than 1 % of all malig-
nancies. We investigate the clinicopathological characteristics of 28
cases of mesenchymal tumours of the cervix.

Method: A retrospective analysis of the clinical data and morphological
features of 28 consecutive cases of mesenchymal cervical tumours diag-
nosed in our Departments between January 1995 and December 2015
was done.

Results: The mean age of the patients were 47 (range, 29-63). Benign
tumours are more frequent (17 cases). The most commonly reported
benign mesenchymal tumours, listed in order of decreasing frequency,
are leiomyoma (9 cases), fibro epithelial tumours (4 cases) lipoma (1
case), neurofibroma (1 case) and adenomyoma (1 case). The most com-
monly reported mesenchymal malignancies were leiomyosarcoma (8
cases) associated to rhabdomyosarcoma, adenosarcoma and
undifferenciated sarcoma reported with almost equal frequency (1 case).
Conclusion: Each of the aforementioned lesions is associated with a
relatively distinct clinicopathologic profile. Distinction between these
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entities is important because therapeutic care and prognosis differ, and
each case must be evaluated within the context of the reported cases of
that specific histologic subtype.

PS-10-032
Histone deacetylase (HDAC) 1, 2, 3, 4, 6 and PhosphoHDAC4/5/7
expression in uterine carcinosarcomas
J. Ferreira’, R. Luz, F. Silva, A. Félix
IPO Lisboa FG, Servigo de Anatomia Patologica, Portugal

Objective: Histone deacetylases (HDACS) are critical regulators of gene
expression and have been shown to be overexpressed in many human ma-
lignancies, including uterine carcinomas and sarcomas. HDAC inhibitors
(HDAC:i) are promising therapeutic agents. We aim to characterize
HDACI1,2,3,4,6 and PhosphoHDAC4/5/7(PhosphoHDAC) immunoprofiles
in the different morphological components of uterine carcinosarcomas(UCS)
and its association with clinicopathological parameters.

Method: HDACI,2,3,4,6 and PhosphoHDAC immunohistochemistry
was performed in tissue microarrays using 55 UCS and 17 UCS metas-
tases from 55 patients(462 cores). Quantitative and qualitative score were
evaluated and combined into an immunoreactivity score.

Results: HDAC1,2,3,4 and 6 were expressed in the majority of
tumours[HDAC2(80 %) > HDAC4(78 %) > HDACI(71 %) >
HDAC3(55 %) > HDAC6(53 %)), albeit with different immunoreactivity
mean scores[HDAC4(7.04) > HDAC2(6.25) > HDACI(5.15) >
HDAC3(4.44) > HDACG6(2.84)]. There was a strong positive significant
correlation of expression of HDAC1,2 and 3 between the epithelial and
mesenchymal components(rs > 0,5, p<0,001), although immunoreactiv-
ity scores of HDAC1, PhosphoHDAC(cyt) and HDACG6 were significant-
ly higher in the epithelial component (p <0,05). A strong positive corre-
lation between the expression of HDAC3 and HDACI,2 and 4 and be-
tween phosphoHDAC and HDACI and 4 (rs > 0.5, p <0.001) was found.
Increased expression of HDAC4 in the mesenchymal component was
independently associated with an improved overall survival on univariate
analysis (p<0.05).

Conclusion: The consistent overexpression of HDACs in both compo-
nents of UCS supports further investigation of HDACI in the clinical
setting, namely in clinical trials.

PS-10-033

Disease distribution in low-stage tubo-ovarian high-grade serous car-
cinoma (HGSC): Implications for assigning primary site and FIGO
stage

N. Singh*, J. Benson, A. Z. Faruqi, W. G. McCluggage, L. Hirschowitz,
N. Wilkinson, R. Arora, G. Trevisan, K. Scott, C. B. Gilks

"Bart’s Health NHS Trust, Cellular Pathology, London, United Kingdom

Objective: To examine sites and patterns of disease in low-stage tubo-
ovarian high grade serous carcinoma (HGSC). FIGO staging encom-
passes primary site ascertainment (tubal/ovarian/peritoneal). This is diffi-
cult in advanced cases where multiple sites are involved. Less than 10 %
of extrauterine HGSC present at stage I/11. Early stage cases allow assess-
ment of disease before wide dissemination, with implications for speci-
men handling, staging and site assignment.

Method: Anonymised pathology reports of 67 Stage I and Il HGSCs from 6
teaching hospitals were analysed. Stage, sites/pattern of involvement, site/size
of largest focus and laterality of tubal and ovarian involvement were recorded.
Results: Ovarian involvement without any tubal component was only
present in 12/67 (18 %). Bilateral ovarian involvement (66 %) was sig-
nificantly higher than bilateral tubal involvement (13 %) (p=0.012,
Fisher’s exact test). There is a trend towards fewer stage I compared to
stage II tumours in this study in comparison with historic series.
Conclusion: Identification of tubal disease in 82 % cases, and signifi-
cantly higher bilateral (suggesting metastasis) ovarian as compared to

tubal involvement, both support a tubal origin of most HGSC. Detailed
tubal sampling according to current protocols will alter stage distribution
in low-stage disease, through detection of microscopic tubal involvement
in apparent stage I cases.

PS-10-034

Smooth muscle tumours of the uterine cervix: A clinicopathologic
study of 10 cases

A. Sassi*, B. Chelly, H. Azzouz, M. A. Bani, A. Zhani, 1. Chelly, S.
Haouet, N. Kchir

“CHU La Rabta, Pathology, Tunis, Tunisia

Objective: Smooth muscle tumours (SMT) of the uterine cervix (UC) are
rare neoplasms. They consist on leiomyomas and leiomyosarcomas.
Leiomyosarcoma of the uterine cervix is extremely rare, with only 25
cases reported in the literature. Its diagnosis is only based on pathologic
examination. Our aim is to determine the epidemiologic, clinicopatholog-
ic and therapeutic features of cervical SMT.

Method: Among 1435 SMT diagnosed in La Rabta from 1995 to 2015,
ten cases of SMT of the uterine cervix are reported. A retrospective study
was made based on these 10 patients files and histopathological reports.
Results: In our study, nine patients were diagnosed with leiomyoma and
only one with leiomyosarcoma. Mean age was 44.5 years for leiomyoma
patients. Leiomyosarcoma patient was 60 years old. Abnormal vaginal
bleeding was the most common presenting symptom. Grossly, mean tu-
mour size was 5 cm. Seven patients had total abdominal hysterectomy.
Three patients underwent vaginal myomectomy.

Conclusion: Leiomyosarcoma of the uterine cervix is a rare tumour as-
sociated with a poor prognosis. We emphasize the importance of sam-
pling all the leiomyomas in order to detect malignant histological fea-
tures.

PS-10-035

Comparision between two molecular assays (GeneXpert® HPV-
Cepheid® vs. Hybrid-Capture2®, hc2-Qiagen®) for detection of
HPV-HR and LBC, in a selected women aged screening population
(age lower 35 and over 35)

L. Baron*, C. Trombetta, M. Elefante, M. Postiglione, E. Punzo, A.
Messina, F. Lombari, F. Quarto

*Ospedale San Leonardo, Dipto. di Anatomia Patologica, Castellammare
di Stabia, Italy

Objective: We compared the performances of two High Risk HPV
molecular assays (GeneXpert ® HPV- Cepheid® vs. Hybrid
Capture2®, hc2-Qiagen®) in a group of women aged screening
and separately for under 35 and over 35 women. Each molecular
assay was compared to Pap-test liquid based cytology (Thin
Prep®-Cytyc).

Method: A total of 122 samples selected from women aged 2465,
divided into two age groups (37 under 35 and 85 over 35), were tested
with GeneXpert®HPV and hc2® methods. Agreement between assays
was assessed. Of each sample was carried out also cytology.

Results: High degree of agreement between two assays has been
found in the group as a whole (89 %) and separately for women
under 35 (81 %) and over 35 (93 %); with Cohen’s K of 0.746,
0.621 and 0.780 respectively. Overall agreement with cytology de-
creased as absolute value for both methods, with a Cohen’s K of
0.508 for GeneXpert®HPV and 0.509 for hc2®, presenting a signif-
icantly lower value for GeneXpert®HPV in women under 35, with a
Cohen’s K of 0.360.

Conclusion: Our data suggested that performance of
GeneXpert®HPV cartridge assay was comparable to hc2® test in
all aged screening population while providing disagreement with
cytology in women under 35.

@ Springer
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PS-10-036

Paget disease of the vulva: Immunohistochemical analysis of
neoangiogenesis and EMT-related markers with clinical-
pathological correlation

L. Alessa.ndrini*, F. Sopracordevole, G. Giorda, L. Moriconi, T. Perin, V.
Canzonieri

“National Cancer Institute, CRO, Pathology Unit, Aviano, Italy

Objective: To evaluate the presence of neoangiogenesis and epithelial-
mesenchymal transition (EMT) markers expression in Paget disease of
the vulva (PDV) and to verify their role in the pathogenesis of the disease
and as potential predictors of recurrence.

Method: 18 cases of PDV, including 10 invasive cases, were analysed for
microvessels density (MVD) using CD3 1 immunohistochemical staining
and for the expression of E- / N-cadherin, b-catenin and SLUG. Hot spots
of neovascularisation containing the highest number of capillaries and
small venules were identified at low power, five fields in each section
with the highest number of hot spots were selected. The highest vessel
density (HVD) and the average vessel density (AVD) of five fields at
%200 and %400 was recorded.

Results: AVD at 200x and 400x and HVD at 400x were significantly
associated with invasive PDV (p=0.029, 0.05, 0.033 respectively),
whereas N-cadherin expression showed a trend with invasive disease
(p=0.063). No significant relation between MDV and EMT-markers ex-
pression and recurrence rate at 6, 12 and 24 months was found.
Conclusion: These results show that neoangiogenesis, measured as
MVD, may be involved in the growth and progression of PDV. EMT
could also be related to invasion but larger series are needed.

PS-10-037

The cervical smear epithelial cell abnormality data of 354,725 pa-

tients from 38 pathology laboratories and 45 hospitals in Turkey

1. Turkmen”, Turkish Pathology Federation- Gynaecopathology Working Group
Istanbul Medipol University, Pathology, Turkey

Objective: There is no other screening program to have the success of
PAPtest. Cervical cytology constitutes a large workload so that quality
control in cervical cytology is important for the quality assurance (QA) of
the pathology laboratories.In this study, we aimed to collect the cervical
cytology results from all over Turkey, and discuss the parameters
influencing the quality of the PAPtest.

Method: The study proposal was conducted with Turkish
gynecopathology working group and 38 centers (totally 45 hospitals)
from 24 different cities agreed to contribute. Study was designed to cover
the cervical cytology results during 2013. We conducted an online ques-
tionnaire and evaluate the results.

Results: The total number of ECA was 18,020 and the global Epithelial
Cell Abnormality(ECA) rate was 5,08 % in the total 354,725 smears and
among centers, 0,3-16,64 %. The ASC/SIL ratios changed 0,21-13,94
with an average 2,61. When the centers were asked whether they perform
QA studies, 25 centers shared the information, only 11 had a such control
study.

Conclusion: There is an increase in ECA rate. There are great differences
among centers. Quality control studies including ASC/SIL is important.
Corrective and preventive action according to quality control parameters
is a must. Cervical cytology subspeciality in every center can be imaginary
but dedicated pathologists to the cervical cytology should be discussed.

PS-10-038

Low grade endometrioid stromal sarcoma of the uterus: A clinico-
pathological study of 8 cases

S. Chaieb”, Y. Sghaier, S. Mestiri, N. Abdessayed, M. Guerfala, S. Ziadi,
S. Hidar, T. Yacoubi, S. Badreddine, M. Mokni

“Sousse, Tunisia

@ Springer

Objective: To determine the epidemiological, clinicopathological char-
acteristics and outcome of uterine low grade endometrial stromal sarcoma
(LGESS) in Central Tunisia.

Method: It is a retrospective study of 8 cases of LGESS collected from the
Cancer Registry of central Tunisia over a 10-year-period (1996-2010).
Results: Age ranged from 26 to 52 years. The most common symptom
was menometrorrhagia. Clinical examination revealed an enlarged uterus,
vaginal bleeding andleucorrhoea in respectively 4, 2 and 1 cases. At im-
aging, initial diagnosis was in all the cases a leimyoma. The final diagnosis
was established after endometrial biopsies, curettings or on hysterectomy
surgical specimens. At immunohistochemistry: CD10, desmin and WT1
were positive in respectively 6, 4 and 5 cases. SMA was positive in 7 cases.
According to the FIGO classification, the tumour stage was: IA in 3 cases,
IC in 4 cases and IIB in one case. All patients underwent hysterectomy.
Adjuvant treatment included chemotherapy for 2 patients and radiation
therapy for 4 patients. Hormonal therapy was indicated for one patient.
Five patiens had a favorable outcome and 3 died.

Conclusion: LGESS is a malignant uncommon tumour, occuring in
young to middle-aged women, with no specific symptomatology. Its di-
agnosis is histopathological.

PS-10-039
Mammary serine protease inhibitor and CD138 immunohistochem-
ical expression in ovarian serous and clear cell carcinomas
E. A. Hasby Saad"
Tanta Faculty of Medicine, Pathology Dept., Egypt

Objective: To investigate the immunohistochemical expression of mamma-
ry serine protease inhibitor (maspin), and CD138 in primary ovarian high
grade serous carcinomas (HGSC) as compared to low grade serous carcino-
mas (LGSC) and clear cell carcinomas and investigate if the studied markers
have a correlation to FIGO stage, Ki67 proliferation index and to each other.
Method: Immunohistochemical expression of mammary serine protease
inhibitor (maspin), and CD138 in primary ovarian high grade serous
carcinomas (HGSC) as compared to low grade serous carcinomas
(LGSC) and clear cell carcinomas was performed and correlated to
FIGO stage, Ki67 proliferation index and to each other.

Results: Maspin cellular location varied significantly between studied
groups with only nuclear expression seen in 46.7 % of LGSC group,
mixed nuclear & cytoplasmic in 13.3, 28.6, 20 % of LGSC, HGSC and
clear cell carcinoma respectively and was only cytoplasmic in 26.7, 71.4,
80 % of LGSC, HGSC and clear cell carcinoma respectively. Mean
maspin and CD138 counts were significantly higher in HGSC and clear
cell carcinoma compared to LGSC. Both maspin and CD138 scores var-
ied significantly between studied groups and were positively correlated
with adverse prognostic factors in studied carcinomas including FIGO
stage, Ki67 proliferation index. Besides, both maspin and CD138 had
significant correlation to each other.

Conclusion: These findings suggest that epithelial cytoplasmic expres-
sion of maspin and CD138 may have a significant role in tumourigenesis
in ovarian high grade serous carcinomas and clear cell carcinomas; these
markers may regulate tumour cell proliferation and their significant cor-
relation to each other may suggest that CD138 probably induces maspin
expression to protect tumour growth factors from being lysed by proteo-

lytic enzymes.

PS-10-040

The role of estrogen receptor subtypes (alpha, beta and GPR30) in
endometrial carcinogenesis

H. Ozakinci", S. Yuksel, C. Cansiz Ersoz, D. Kankaya

*Ankara, Turkey

Objective: Endometrioid adenocarcinomas are estrogen (ER) dependent
cancers and preceded by atypical hyperplasia under hyperestrogenic
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effect. The purpose of the study was to evaluate the alterations of estrogen
receptor subtypes (ERa, ER3 and more recently defined G-protein-
coupled estrogen receptor- GPR30) on endometrial hyperplasia—carci-
noma sequence and their potential role on the endometrial effects of
Tamoxifen (TAM) treatment.

Method: 30 normal endometrium, 45 endometrial hyperplasia, 30
endometrioid carcinoma, 30 endometrial polyps (15 TAM related polyp)
were included in the study. Immunohistochemistry was performed by
using ERa, ERf3 and GPR30 antibodies and immunoreactivity scores
were calculated for each case by multiplying the percentage of positive
cells by the intensity of staining.

Results: GPR30 expression showed statistically significant increase
(p=0.00) on the endometrial hyperplasia—carcinoma sequence whereas
no such relation was found for ERx or ER 3. Endometrial polyps related
with prolonged TAM treatment (=3 years) showed significantly lower
ERf expression (p=0.02) and higher GPR30 expression (p >0.05) than
TAM unrelated polyps.

Conclusion: GPR30 receptor seems to play a role on endometrial carci-
nogenesis and TAM induced endometrial abnormalities. And it may be
speculated that the ER3 receptor downregulation contributes to the pro-
liferative effects of TAM on endometrium, as its antiproliferative effects
by interacting other estrogene receptors have been shown by some stud-
ies.

PS-10-041

Malignant tumour associated with ovarian mature teratoma: A single
institution experience

B. Muezzinoglu”, L. Trabzonlu, G. Durmaz, C. Vural, A. Corakci
Kocaeli University, Dept. of Pathology, Izmit, Turkey

Objective: We aimed to present clinicopathological features and of cases
diagnosed with malignant tumour associated with ovarian mature
teratoma.

Method: Single-institution retrospective charts were reviewed to identify
all cases of ovarian mature teratoma diagnosed from 1998 to 2015.
Results: A total of 218 ovarian mature teratoma cases were identified
during the study period. Of the 218 ovarian mature teratoma specimens,
eight (3.7 %) exhibited malignant tumours. The average age for cases of
malignancy associated with ovarian mature teratoma was 44.6 years. The
average size of tumours was 10.36 cm. On final pathology, histological
types of tumours were as follows: two cases each of squamous cell car-
cinoma and papillary thyroid carcinoma; one case each of mucinous
adenocarcinoma, metastatic adenocarcinoma, sebaceous carcinoma and
oligodendroglioma. Only one patient died of disease. One patient was
alive with metastatic disease 2 months after initial diagnosis. Mean and
median follow-up times were 64.1 and 49 months, respectively.
Conclusion: An ovarian mass that has characteristics of a teratoma in a
postmenopausal patient should alert for malignancy -regardless of tumour
size. Intraoperative consultation is a valuable tool for the detection of
malignancy and should be requested to determine the modality of surgical
approach.

PS-10-042

Heterogeneity of caveolin expression in ovarian carcinoma
1.-D. Carunm*, S. E. Giusca, R. Balan, L. Lozneanu

U.M.F., Morphofunctional Sciences, lasi, Romania

Objective: Our study aimed to analyze caveolin expression in ovarian
cancer (OC), in correlation with clinico-morphological parameters and
survival.

Method: 64 cases of OC histopathologically diagnosed as serous (44
cases), endometrioid (7 cases), clear cells (2 cases), mucinous (9
cases), and undifferentiated (2 cases) were immunohistochemically
processed using anti-caveolin antibody. Semi-quantitative evaluation

was based on two criteria: positive cells percentage and staining
intensity.

Results: Caveolin expression was positive in 26 cases (40.62 %),
of which 18 were serous, 4 cases—endometrioid and 4—mucin-
ous carcinoma. Intensity of reaction was mostly moderate or
weak. 38 cases (59.38 %) were negative. We recorded caveolin
positivity in 5 of 12 cases graded G1, 12 of 24 cases graded G2
and 9 of 26 cases graded G3. Caveolin was positive in 8 of 18
cases in stage I, 3 of 6 cases in stage Il and 15 of 40 cases in
stage III. Statistical analysis revealed significant differences only
between caveolin expression and disease free survival for stage II1
(p=0.01).

Conclusion: Our data supports the heterogeneity of caveolin expression
in accordance with histologic subtype, tumour grade and stage. Loss of
caveolin expression may be assessed as indicator for tumour progression.

PS-10-043

Detection of high risk human papillomavirus in vaginal cytology
from patients underwent total hysterectomy for cervical
intraepithelial neoplasia grade 2 or worse (CIN2+)

M. Dogan Altunpulluk*, G. Ayranci, A. N. Thvan, H. Mollamemisoglu, 1.
E. Zemheri

“Health Sciences Unv. Umraniye, Pathology, Istanbul, Turkey

Objective: Persistent high risk human papillomavirus (HrHPV) infection
is the most salient risk factor for the recurrence of cervical intraepithelial
neoplasia (CIN), from which vaginal intraepithelial neoplasia (VAIN) and
vaginal cancer can develop. This study evaluated the clinical performance
of the HrHPV and 16/18 genotyping tests for detection of HPV in vaginal
cuff cytology and to describe vaginal pathology after total hysterectomy
(TH).

Method: A total of 121 patients who underwent a TH due to
CIN2+ in Health Sciences University of Istanbul Umraniye
Training and Research Hospital from 2013 to 2016. All the pa-
tients were followed up within 1-20 years after hysterectomy and
vaginal samples were tested using cytological diagnostics with a
PAP test and for Cervista HrHPV testing. HPV 16/18 genotyping
test also performed.

Results: Out of 121 HR HPV tests, the results of 80.1 % (97/121)
tests were negative and 19.8 % (24/121) tests were positive.
Compared with concordant positive results (HPV positive/Pap
positive), providers were more likely to perceive that discordant
results (HPV positive/Pap negative) would be too complex for
patients to understand (10.7 vs. 9 %). HPV16/18 were detected
in 4.9/0.8 % of the cases.

Conclusion: HPV infection can cause vaginal cancer after complete hys-
terectomy in cases complicated by CIN. HPV should be regularly
assessed during the postoperative follow-up period. Primary HPV screen-
ing followed by cytological triage could be the optimal strategy to identify
VAIN in poor screening attenders.

PS-10-044

Intratumoural heterogeneity of endometrial carcinomas
C. Bartosch”, C. Silva, J. M. Lopes

IPO-Porto, Pathology, Portugal

Objective: Intratumoural heterogeneity (ITH) is important for diagnosis,
prognosis and theranostic purposes. There are few studies of ITH in
endometrial carcinoma (EC). Aim: to evaluate ITH of morphometric
and immunohistochemical parameters in EC.

Method: Cases series of 10 EC: 8 endometrioid (6-G1, 2-G2), 1
serous and 1 mixed serous/clear cell. Digital image analysis of 20
tumour spots per case. Morphometric and immunohistochemical
parameters analyzed: relative percentage of tumour cells;

@ Springer
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volume-weighted mean nuclear volume; ER, PR, vimentin and
beta-catenin immunoexpression. Statistical measures used: coeffi-
cient of variation (CV) and quadratic entropy index (QE).
Results: Relative percentage of tumour cells—mean CV: 0.10
(range 0.05, 0.19), mean QE: 18.5. Volume-weighted mean nucle-
ar volume—mean CV: 0.23 (range 0.16, 0.34), mean QE: 27.3.
ER H-score—mean CV: 0.56 (range: 0.17, 1.22), mean QE: 46.2;
PR H-score—mean CV: 0.60 (range: 0.09, 1.60), mean QE: 39.3;
Vimentin H-score—mean CV: 0.71 (range: 0.24, 1.51), mean QE:
32.6; Beta-catenin H-score—mean CV: 0.55 (range 0.19, 1.35),
mean QE: 38.9.

Conclusion: EC seem to present variable, mostly low degree of ITH for
the morphological and immunohistochemical parameters evaluated,
namely in endometrioid subtype. Nevertheless, larger series and more
markers are warranted to clarify ITH in endometrial carcinomas.

PS-10-045
Are eosinophils a specific marker of chronic endometritis?
D. Heller’, B. Perlman, L. Goldsmith
Rutgers-New Jersey Medical School, Dept. of Pathology,
Newark, USA

Objective: Chronic endometritis is associated with abnormal uterine
bleeding and infertility. The gold standard is identification of plasma
cells, but this can be difficult. CD 138 immunostain is helpful in identi-
fying plasma cells, but adds time and expense. It has been suggested that
the more easily identified eosinophils are a surrogate marker for plasma
cells. We hypothesized that eosinophils are not a specific marker of chron-
ic endometritis.

Method: The Pathology database at University Hospital, Newark NJ,
was searched for cases of chronic endometritis from 1/1/91-8/1/15.
Controls were endometrial biopsies that were proliferative or showed
disordered proliferation. Slides were evaluated to confirm the prior diag-
nosis, and to determine the presence of eosinophils.

Results: 50 cases and 50 controls were reviewed. Sixty-two per-
cent of cases had eosinophils present and 38 % did not whereas
in controls 38 % had eosinophils and 62 % did not (Fisher’s
exact test p=0.03).

Conclusion: While eosinophils were more likely seen in chronic endo-
metritis, they were frequently seen in controls as well. The presence of
eosinophils is not a specific marker of chronic endometritis.

PS-10-047

Histological characteristics of Human Papillomavirus-associated and -
independent squamous cell carcinomas of the vulva: A study of 1636
cases

N. Rakislova*, A. Saco, J. de la Oliva, R. Kilzieh, J. Ordi, A. Sierra, O.
Clavero, L. Alemany, S. De San José

*Hospital Clinic Barcelona, Dept. of Pathology, Spain

Objective: There are two etio-pathogenic pathways for the devel-
opment of vulvar squamous cell carcinomas (VSCC), one associ-
ated with infection by human papillomavirus (HPV); and another
independent of HPV. We aimed to determine whether there are
any differential characteristics between the two types in a large
series of tumours.

Method: We analyzed 1636 VSCCs. The study included HPV/DNA
detection, histological review and p16 immunohistochemistry.

Results: 452 tumours (27.6 %) HPV-positive were basaloid
(35.9 %), warty (8.4 %) or non-keratinizing (13.3 %); 42.0 %
were keratinizing. HPV-negative tumours were keratinizing
(78.1 %); basaloid (5.0 %), warty (2.9 %) or non-keratinizing
(12.4 %). Vulvar intraepithelial neoplasia (VIN) was in 68.2 %
of the HPV-positive tumours; 51.9 % of the HPV-negative

@ Springer

tumours. 85.6 % of the VIN lesions in HPV-positive tumours
were of the usual type;14.3 % were differentiated. Conversely,
87.2 % of the VIN lesions in the HPV-negative tumours were
of the differentiated type; 12.8 % of them were basaloid/warty.
Although several characteristics were frequently associated with
HPV-negative VSCC, none allowed differentiation. pl6 was pos-
itive in 82.0 % of the HPV-positive; 8.4 % of the HPV-negative
tumours (p<0.001).

Conclusion: Histological criteria do not allow differentiation between
HPV-positive and -negative VSCC. p16 is a good surrogate marker of
HPV in the absence of HPV DNA detection.

PS-10-048

Is invasive micropapillary serous carcinoma a low-grade serous
carcinoma?

Y. Ohishi’, M. Aman, Y. Oda

Kyushu University, Dept. of Anatomic Pathology, Fukuoka, Japan

Objective: “Invasive micropapillary serous carcinoma” has been
proposed as a synonym for low-grade serous carcinoma (LG-
SC). Although it appears that invasive micropapillary areas in
some serous carcinomas exhibit high-grade nuclear atypia, the
molecular features of such tumours have not been well character-
ized. The aim of this study was to verify appropriateness of using
the term “invasive micropapillary serous carcinoma” as a syno-
nym for LG-SC.

Method: We selected 24 “serous carcinomas with conspicuous invasive
micropapillary pattern (SC-IMPs)” and investigated: 1) their morpholog-
ical features, 2) the immunostaining pattern of p53 protein, and 3)
KRAS/BRAF/TP53 gene mutations.

Results: The 24 SC-IMPs were subdivided into low-grade and
high-grade tumours based primarily on the nuclear atypia, with
the mitotic rate used as a secondary feature: low-grade (n=5),
high-grade (n=19). Low-grade SC-IMPs were characterized by
low mitotic activity, absence of abnormal mitosis, presence of
serous borderline tumour, occasional BRAF mutation, and infre-
quent TP53 mutation. High-grade SC-IMPs were characterized by
high mitotic activity, presence of abnormal mitosis, conventional
high-grade serous carcinoma (HG-SC), frequent TP53 mutation
and lack of KRAS/BRAF mutation.

Conclusion: Using the term “invasive micropapillary serous carcinoma”
as a synonym for LG-SC is misleading, since HG-SC can show conspic-
uous invasive micropapillary pattern.

PS-10-049
Diagnostic morphological and immunohistochemical features of mo-
lar pregnancies and their relations to the progression to persistent
gestational trophoblastic disease
M. Arafa’, M. Khashaba, E. Elsalkh, R. Hemida, W. Kandil

University of Mansoura, Dept. of Pathology, Mansoura Faculty of
Medicine, Egypt

Objective: To differentiate molar (complete hydatidiform mole (CHM)
and partial hydatidiform mole (PHM)) and non molar pregnancies on the
basis of routine histopathological criteria and expression pattern of
p57Kip2 by immunohistochemistry. Also, to determine whether any of
these features can predict clinical behavior and progression to persistent
gestational trophoblastic disease (PGTD).

Method: Archival materials of 65 cases of products of conceptions
(POCs) were revised histopathologically. The tissue sections were also
stained immunohistochemically with antibodies against pS7Kip2.
Follow-up data concerning progression to PGTD were investigated.
Results: Certain histopathological criteria were found significant in dif-
ferentiation between CHM and PHM. These include villous shape and
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outline, villous trophoblastic hyperplasia and atypia at extravillous tro-
phoblasts. P57Kip2 immunohistochemistry was statistically significant in
diagnosis of CHM and distinguishing it from PHM and non molar cases.
There were no significant differences in any morphological or immuno-
histochemical features between cases with or without subsequently de-
veloped of PGTD.

Conclusion: The diagnosis of molar pregnancies should be stated after
constellation of specific histopathological criteria, especially in early ges-
tational age, in order not to miss a diagnosis of CHM. P57Kip2 immuno-
histochemistry is valuable in diagnosis of equivocal cases. However, there
were no significant features to predict subsequent developed to PGTD.

Tuesday, 27 September 2016, 09.30-10.30, Hall 11.3
PS-11 Haematopathology

PS-11-001

Accuracy of Fine Needle Aspiration Biopsy in diagnosing malignant
lymphadenopathy in Yogyakarta, Indonesia

E. K. Dwianingsih*, C. Priska Adelin, 1., M. S. Hardianti, F. X. Ediati
Triningsih

*Faculty of Medicine UGM, Dept. of Anatomical Pathology, Yogyakarta,
Indonesia

Objective: Lymphadenopaty is an enlargement of lymph node might be
caused by infection, cancer, or autoimmune disease. Only few studies
reported diagnostic value of FNAB in lymphadenopathy. This study
was performed to provide the diagnostic value of FNAB in diagnosing
malignant lymphadenopathy in Sardjito Hospital, Yogyakarta, Indonesia,
from January 2012 until December 2014.

Method: This study is a retrospective study with cross-sectional design.
Analysis is performed using SPSS program and table 2 x 2 to analize the
sensitivity, specificity, and accuracy.

Results: From 57 collected cases, 37 (64,9 %) are malignant lymphade-
nopathy, consisting 21 metastatic tumour cases, 13 non-Hodkin lympho-
ma cases, and 3 Hodkin lymphoma cases. The overall diagnostic sensi-
tivity, specificity, and accuracy of FNAB in lymphadenopathy are 78,39,
65, and 73,68 %, respectively. In diagnosing metastatic tumour, FNAB
has sensitivity of 90,48 %; specificity of 90,63 %; and accuracy of
90,57 %. The sensitivity, specificity, and accuracy of FNAB in diagnos-
ing non-Hodgkin lymphoma are 58,33 %; 95,12 %; and 86,79 % respec-
tively. In diagnosing Hodgkin lymphoma, FNAB has sensitivity of
33,33 %,; specificity of 98 %; and accuracy of 94,34 %. The accuracy
of FNAB in diagnosing malignancies in generalized lymphadenopathy,
head-neck lymphadenopathy, and inguinal lymphadenopathy are
81,82 %,;70 %;and 40 % respectively.

Conclusion: FNAB has low-moderate diagnostic value in diagnosing
malignant lymphadenopathy. High diagnostic value of FNAB (>90 %)
is found in diagnosing metastatic tumour. Meanwhile, FNAB has limit-
edness in diagnosing Non-Hodgkin lymphoma and Hodgkin lymphoma,
with sensitivity for both less than 60 %.

PS-11-002

The utility of fascin and CD83 in the differential diagnosis of medi-
astinal large B-cell lymphomas

M. Khader", T. N. Aladily, M. Sughayer, A. Alsughayer, R. N. Miranda,
L. J. Medeiros

*Jordan University Hospital, Dept. of Clinical Pathology, Amman, Jordan

Objective: Classical Hodgkin Lymphoma (CHL) and primary mediasti-
nal large B-cell lymphoma (PMBL) are the most common large cell
lymphomas arising in the mediastinum and these diseases are thought
to be closely related histogenetically. Although the distinction between

CHL and PMBL is usually straightforward, some cases have overlapping
features and qualify as mediastinal gray zone lymphoma (GZL). Fascin
and CD83 are markers of histiocytic/dendritic cells that are frequently
positive in CHL, but their expression in PMBL and GZL is less well
known.

Method: We retrospectively collected cases of PMBL, CHL and GZL
from three institutions. Tissue sections prepared from formalin-fixed par-
affin-embedded blocks were stained with fascin and CD83 using routine
immunohistochemical methods.

Results: Fascin was positive in neoplastic cells of 100 % (22/22) of CHL,
86 % (18/21) of GZL and 32 % (7/22) of PMBL. Similarly, CD83 was
expressed in neoplastic cells of 100 % of CHL (11/11), 93 % of GZL (16/
18) and 43 % (9/21) of PMBL. The number of cases assessed with the two
markers was variable because of the unavailability of unstained tissue
sections of paraffin blocks in some cases.

Conclusion: Fascin and CD83 are very sensitive markers for CHL but
they are not specific. Negative results would support PMBL or GZL over
CHL. A large panel of immunohistochemical markers is still recommend-
ed to distinguish the three entities, in which fascin and CD83 are of
additive value.

PS-11-003

CD30 and IgG4 are useful diagnostic markers of sclerosing
angiomatoid nodular transformation of the spleen

W.-C. Chang”

MacKay Memorial Hospital, Dept. of Pathology, Taipei, Taiwan

Objective: Sclerosing angiomatoid nodular transformation (SANT) is a
benign but rare lesion of the spleen, and the etiology is still unknown. In
this study, we investigate the usefulness of CD30 and IgG4 as potential
diagnostic markers.

Method: We collected various vascular tumours of the spleen, including
hemangioma, lymphangioma, littoral cell angioma, splenic hamartoma,
Kaposi sarcoma, angiosarcoma, and SANT. The expression of CD30 on
endothelial and stromal cells and the number of IgG4+ plasma cells are
evaluated.

Results: SANT exhibited expression of CD30 (1~3+) on the endothelial
and stromal cells, whereas none of the other vascular lesions expressed
CD30 on the endothelial or stromal cells. The average number of IgG4+
plasma cells and IgG4 ratio were significantly higher in SANT compared
to the other splenic vascular lesions.

Conclusion: Our study showed that the combination of CD30 and
IgG4 immunostains can be helpful in distinguishing SANT from
other vascular lesions of the spleen. The expression of CD30+
endothelial and stromal cells and high 1gG4+ plasma cell count
also suggests that SANT might be a form of IgG4-related scleros-
ing disease.

PS-11-004

Evaluation of P53 protein expression in patients with
Myelodysplastic Syndrome (MDS): Prognostic impact

E. Cascardi’, A. Napoli, G. Ingravallo, G. Specchia, E. Maiorano, L.
Resta

*Bari, Italy

Objective: MDS is a disorder of hematopoietic stem cell, which
risks to progress in acute leukemia. It is essential a good predic-
tion of the risk of the evolution towards acute leukemia (accord-
ing to IPSS-R). Strong nuclear staining of the pS53 protein by
immunohistochemistry has been used as a surrogate marker for
TP53 gene mutation.

Method: 74 cases of bone marrow biopsies, with MDS have been exam-
ined. Sections of 4 | were subjected to antigen retrieval with EDTA and
immunohistochemistry with DO-7 antibody.
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Results: the intensity and the percentage of staining were evaluated. The
cases with moderate-strong intensity staining were 28: ¢ 14 have hyper-
cellularity of single series; * 14 have hyper-cellularity of two or more
series; * 90 % of the medullary fibrosis increased.

Conclusion: * p53 expression was present on bone marrow biopsies of
patients, which alteration of a single or more series, while patients with
alteration of the megakaryocytic series were immune-negative; * TP53
positivity predicted a worse prognosis and an higher risk class; * the
increase of the medullary fibrosis indicates a minor survival possibilities.
« The immunohistochemical expression of p53 was useful to assess the
risk and the evolution of the MDS but was not enough to impact the
overall survival.

PS-11-005

Clinicopathological characteristics and rituximab-plus cytotoxic
therapies in patients with rheumatoid arthritis and methotrexate-
associated large B-lymphoproliferative disorders

M. Takeshita*, K. Yamada, Y. Oshiro, S. Okamura

University of Fukuoka, Faculty of Medicine Pathology, Japan

Objective: To analyse the clinicopathological characteristics and progno-
sis of 40 rheumatoid arthritis (RA) patients with methotrexate (MTX)-
associated large B-cell lymphoproliferative disorders (MTX-BLPD).
Method: At first, Epstein-Barr virus (EBV)-positive tumour cells were
detected in tumour tissues by in situ hybridisation (ISH).
Clinicopathological studies and prognosis were analysed in the 40 RA
cases.

Results: By ISH, EBV was detected in tumour cells of 25 in 40 RA
patients with MTX-BLPD (63 %). Immunohistologically, BCL2 expres-
sion was detected in 35 % of patients with MTX-BLPD, which was lower
than 93 % of control DLBCL patients (P <0.01). Eleven patients with
EBV-positive MTX-BLPD (44 %) showed remission after MTX with-
drawal. In RA patients with clinical stage III/IV BLPD, 15 with rituximab
(R)-plus cytotoxic therapies pursued better prognosis than 10 with R-
minus cytotoxic therapies (P <0.05). Among the 15 patients, seven with
MTX-BLPD showed better overall survival than nine control DLBCL
patients (P<0.01).

Conclusion: In RA patients with MTX-BLPD, immunosuppression
by MTX, EBV infection and low BCL2 expression in tumour
cells may play roles in tumourigenesis and tumour regression.
R-plus cytotoxic therapies as well as MTX withdrawal were high-
ly effective in these patients.

PS-11-006
Detection of Epstein-Barr virus in classical Hodgkin’s lymphoma by
immunohistochemistry: A study of 60 cases at University of
Damascus, Syria

M. Elias*, L. Al-Haffar

University of Damascus, Dept. of Pathology, Syria

Objective: EBV is implicated in development of classical Hodgkin’s
lymphoma (CHL) This is the first study investigating the frequency of
EBV positivity in CHL in Syria.

Method: 60 constitutive cases of CHL admitted to two major hospitals in
Damascus between 2014 and 2015 were detected for EBV by immuno-
histochemistry for latent membrane protein-1 (LMP-1).

Results: Of 60 cases, 58 % were males. The mean age for patients was
29.65 years (range 3—75). 65, 22, 10 and 3 % were subclassified as
NSCHL, MCCHL, LRCHL and LDCHL, respectively. Of all case,
36 % were positive for EBV LMP-1. EBV positivity was not significantly
different between males and females, or histological subtypes. However,
EBV positivity was significantly higher in the younger age group (60 %
<15vs.26.6 %>15; p=0.0289). Overall positivity (36 %) is significantly
lower when compared to recently published data from some developing
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countries like Jordan (60 %, p=0.0413) and Turkey (72 %, p=0.0007).
However, it is not significantly different from other developing countries;
Brazil (45 %, p=0.2299) and developed countries; Germany (34.3 %
p=0.8888), Italy (20.9 %, p=0.1315).

Conclusion: EBV overall positivity is significantly lower than Syria’s
neighbors and in bar with frequencies reported in developed counties.
In addition, EBV positivity is higher in CHL patients 15 years of age or
younger

PS-11-007

Non Hodgkin’s lymphomas of the palatine tonsil: Anatomoclinical
study about 21 cases

K. Mekhelef®, A. Slimani, F. Acherar, S. Ouldslimane, K. Bouzid-
Bendisari

“Centre Hosp. Univers. Benimessous, Dept. de Pathologie, Algiers,
Algeria

Objective: Waldeyer’s ring (WR) is the primary site for 5 to 10 % of all
non Hodgkin lymphomas (NHL) and the tonsil is the most frequently
involved site accounting for more than half of WR lymphomas. We report
clinico-pathological features of 21 cases of primitive NHL of palatin tonsil.
Method: It’s a retrospective study of 21 consecutive cases of adult NHL
of the tonsil among 346 NHL of all sites diagnosed between years 2009
and 2014, representing 6 %. Immunohistochemistry studies for CD20,
CD3, CD10,BCL6, MuM1, BCL2, CD30, EMA, ALK and Ki67 were
evaluated.

Results: The median age was 50 years. The sex ratio was 43/1 9. Grossly
all cases have unilateral enlarged tonsil with ulceration in three cases.
Ninety percent of cases were in early stage (I-1I). The diagnosis was
diffuse large B-cell lymphoma (DLBCL) in 90 %. The other diagnoses
were follicular lymphoma grade 1-2, and anaplasic large T cell lympho-
ma (ALCL). All patients with DLBCL had complete remission after
RCHOP with adjuvant radiotherapy. Five-year overall survival was 90 %.
Conclusion: NHL of tonsil is rare dominating by DLBCL. Complete
remission was achieved in 90 % most likely owed to early stage (I-1I)
and combined chemotherapy and radiotherapy.

PS-11-008
Autoimmune lymphoproliferative syndrome caused by a rare muta-
tion of the FAS gene: A case report
M. Abram”, T. Leismann
North Estonia Medical Centre, Dept. of Pathology, Tallinn, Estonia

Objective: Autoimmune lymphoproliferative syndrome (ALPS) is a rare
genetic disorder of disrupted lymphocyte homeostasis as a result of de-
fective Fas-mediated apoptosis.

Method: We report a case of ALPS in a 17-year-old male. At the age of 6,
the patient had been diagnosed with hepatosplenic lymphoma following
splenectomy. The patient was treated by chemotherapy followed by bone
marrow transplantation and was in remission thereafter. At the age of 17,
the patient presented with progressive lymphadenopathy in several re-
gions, suggestive of relapse.

Results: Histological and immunohistochemical analysis of the lymph
node biopsy showed expansion of interfollicular zones and regressive
changes of follicles. Flow cytometry of the lymph node and bone marrow
aspirate revealed an aberrant subpopulation of double negative T-cells
(CD3+, CD4-, CDS-). A suspicion of ALPS was raised. Genetic analysis
showed that the patient was heterozygous for the ¢.179_188dup mutation
in exon 2 of the FAS gene, confirming the diagnosis. As far as we are
aware, this variant has not previously been reported in the literature. The
initial splenectomy slides were reviewed, and the findings were
reconsidered to be an expression of ALPS.

Conclusion: We emphasize the need to consider the possibility of ALPS
in patients with chronic lymphadenopathy and splenomegaly.
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PS-11-009
Expression of cyclin D1 and p53 protein as prognostic factor at dif-
ferent stages and beta-2 microglobulin level of multiple myeloma
J. Nazarovs, R. Kleina, S. Lejniece
T
Riga, Latvia

Objective: was to find out is there any correlation between expression of
Cyclin D1 and p53 in malignant plasma cells and clinical stage by
Salmon - Durie (S-D) and beta-2 microglobulin level (B2MG) in multiple
myeloma (MM).

Method: 70 patients’ bone marrow biopsies with primary diagnosed MM
were examined for Cyclin D1 and p53. Statistical analyses were per-
formed using Graph Pad Prism 5 software.

Results: MM stages according to S-D system were: 1A, B (20 %, n=14):
I A, B (43 %, n=30): IlIA, B (73 %, n=26). Patients mean age was
63.61+/— 10.81 years. Cyclin D1 positive patients group had statistically
significant higher B2MG level (5.174+/-4.599 mg/dl) than those of the
Cycin D1 negative group (p=0.0462, unpaired t-test) land more late
stages of MM by S-D (p=0.0026, Mann Whitney U test). pS3 positive
cases were in later stages by S-D system than those with lack of p53
(p<0.0001, Mann Whitney U test) and higher B2MG level 5.585+/
—4.675 mg/dl than those of the p53-negative group (p=0.008, unpaired
t-test). A positive correlation by Spearman test was found between Cyclin
D1 expression, S-D staging system (r=+0.363; p=0.002) and 32MG
level (r=+0.2623; p=0.0487) and also between p53 expression in PC
and 32MKB level (r=+0.449; p=0.0005).

Conclusion: Cyclin D1 and p53 positive expressions could prove as
negative predictive factors in case of MM.

PS-11-010
Peculiarities of lymphomas in the Volga Region of Russian
Federation
S. Petrov’, T. Akhmetov, M. Lisina
Kazan Cancer Center, Dept. of Pathology, Russia

Objective: To assess the peculiarities of Hodgkin and non-Hodgkin lym-
phomas in the Volga region of Russian Federation.

Method: 300 cases of Hodgkin lymphoma (HL) and 623 B-cell non-
Hodgkin lymphomas were analyzed in 2012-2015 from database of
Kazan Cancer Centre (serves Volga region of Russian Federation).
Diagnosis was based on immunohistochemical analysis with 28 antibodies.
Results: Gender distribution for of HL cases was almost equal: 152
(50.7 %) females and 148 (49.3 %) males while second age peak could
not be demonstrated. Compared to Western Europe rates of mixed cellu-
larity (90/300, 30.0 %) and nodular lymphocyte predominance (5/300,
1.7 %) variants were higher in Russia. Lymphocyte-rich (10/300, 3.3 %)
and nodular sclerosis (159/300, 53.0 % and 31/300, 10.3 % for NS1&2
respectively) variants of HL were less commonly diagnosed. We revealed
lower frequency of follicular lymphoma (26/623, 4.2 %), small lympho-
cyte lymphoma (40/623, 6.4 %) and MALT lymphoma; while incidence
of diffuse large B-cell lymphoma (360/623, 57.8 %), splenic marginal
zone lymphoma (17/623, 2.7 %) and Burkitt lymphoma (25/623, 4.0 %)
was higher in Russian population.

Conclusion: Peculiarities of age, gender and histological structure of
lymphomas in Volga region of Russia could be explained by administra-
tive issues (underdiagnoses of indolent lymphomas, medical tourism) as
well as different biologic features of tumours.

PS-11-011

Extranodal Diffuse Large B Cell Lymphomas (EN-DLBCLs): Many
sites, many entities?

F. Magnoli*, B. Bernasconi, L. Vivian, S. La Rosa, F. Sessa, M. G.
Tibiletti, S. Uccella

*Varese, Italy

Objective: We analyzed the clinicopathological, immunohistochemical
and cytogenetic features of 106 EN-DLBCLs from stomach (34 cases),
intestine (10), cervico-cephalic region (11), central nervous system (13),
testes (21), skin (8), and miscellaneous sites (9).

Method: Hans’ algorithm and the immunohistochemical double hit score
(DHS) for MY C and BCL2 were applied. Fifty-eight cases were analyzed
with FISH for BCL6, MYC, BCL2, CCND1, BCL10 and MALT 1. Stage,
IPI score and overall survival were known for all patients.

Results: According to Hans’ algorithm, cerebral, testicular and cervico-
cephalic DLBCL were of non-GC subtype, whereas gastrointestinal and
miscellaneous DLBCL were of GC subtype. The immunohistochemical
DHS differed significantly according to the site of origin, with testicular
and cervico-cephalic DLBCL frequently showing score 2. At FISH analysis,
BCL6 and BCL2 were most commonly rearranged in non-GC and in GC
cases, respectively. Gastrointestinal lymphomas displayed the highest rate of
rearrangements, often with MYC involvement. One testicular DLBCL
showed BCL2/MYC double hit. High IPI score, advanced stage, cerebral
and testicular site of origin were associated with poor prognosis. Non-GC
phenotype, BCL2 expression and DHS2 were also poor prognosticators.
Conclusion: DLBCLs arising at different EN sites are highly heteroge-
neous entities.

PS-11-013

Hemophagocytic Lymphohistiocytosis (HLH) in burn patients at the
University of Texas Medical Branch: Retrospective autopsy study
(1992-2014)

J.P. Olano*, J. Cervantes, C. Marquez

University of Texas, Medical Branch, Dept. of Pathology, Galveston,
USA

Objective: Retrospective study of HLH in burn patients at an academic
institution.

Method: 8370 autopsy records were searched between 1992 and 2014.
Forty burn patients were autopsied. Histologic sections from the bone
marrow, liver and spleen were examined. We also searched and examined
non-burn HLH cases during the same period.

Results: A total of 3 patients were diagnosed with HLH in burn patients.
One case did not have evidence of infection. The other two cases had
multiple bacterial infections including Acinetobacter baumanni,
Pseudomonas aeruginosa, Aeromonas hydrophila, Stenotrophomonas
maltophila and Klebsiella pneumoniae. All cases had evidence of
hemophagocytosis with activated macrophages in the bone marrow, liver
and spleen, >70 % total burn surface area (TBSA), and serum ferritin
>10,000 ng/ml. Twelve cases of HLH were diagnosed in patients without
burns. Associated conditions included multiple bacterial (Gram negative
sepsis), fungal (Fusarium, Absidia, Actinomucor, Histoplasma) and
Herpes viruses (EBV, CMV and VZV). None of the HLH cases (burn
or non-burn groups) were diagnosed pre-mortem.

Conclusion: Secondary HLH results from overactivation of the diffuse
mononuclear phagocyte system due to a strong cytokine/chemokine re-
sponse to a variety of systemic viral infections such as EBV and CMV.
More rarely, other viral, bacterial, fungal and mycobacterial agents have
been implicated. To the best of our knowledge, HLH has been reported in
a single case of a severely burn patient. HLH is difficult to diagnose pre-
mortem and requires a high index of suspicion. Its clinical presentation
overlaps with septicemia and systemic inflammatory response syndrome.
Prospective studies are currently underway in order to clarify the possible
association between severe burns and HLH.

PS-11-014
Evaluation of Castleman disease: A series of 50 cases
E. Kilic Bagir’, A. Acikalin, S. Paydas, M. Ergin
Cukurova University, Faculty of Medicine, Dept. of Pathology, Adana,
Turkey
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Objective: Castleman’s disease (CD) is a lymphoproliferative disorder
with unknown etiology, which can be associated with either local or
systemic nonspecific symptoms. Therefore CD may not be thought pri-
orly in differential diagnosis by both clinician and pathologist. In present
study, patients with CD diagnosed in our institute were examined for pre-
diagnosis, histopathology and clinical findings.

Method: Fifty patients with CD diagnosed between 1990 and 2015 were
reevaluated retrospectively in terms of clinical and histopathological
findings.

Results: The mean age was 42.5 (4-73y). Twenty-seven patients were
(54 %) male and 23 (46 %) were women. Three patients had other organ
tumours, two patients had POEMS before CD diagnosis.
Angioimmiinoblastic T-cell lymphoma was developed in one patient after
7 years. Exposure to toxic substances was shown in one patient with
eosinophilia. Two patients were positive for HHV-8 antibody.
Monotypic lambda expression was observed in one patient. Twelve of
the 15 patients who have admitted from different centers to our depart-
ment were false diagnosed, pathologically.

Conclusion: CD is an ignorable disease both clinically and pathological-
ly because of nonspecific findings. We emphasized the importance of
cooperation between clinician and the pathologist for correct diagnose
and treatment of the patients. in the present study.

PS-11-015
Burkitt lymphoma in paediatric Sudanese patients: Sporadic type in
endemic area

L. Abdelhalim”, A. Humeida, A. Ismail

Alzaiem Alazhari University, Dept. of Pathology, Khartoum North,
Sudan

Objective: To study the pattern of Burkitt lymphoma (BL) and it’s asso-
ciation with Epstein-Barr virus(EPV) among paediatric Sudanese
patients.

Method: Fifty-two children diagnosed with BL and referred to Radio-
Isotope Centre Khartoum (RICK), were included in this study based on
availability of pathology specimens and clinical records, following ap-
proval by RICK Ethical Committee. Histopathological diagnosis was
performed according to 2008 WHO classification of neoplastic diseases
of the haematopoietic lymphoid tissue following immunostaining of for-
malin-fixed, paraffin embedded (FFPE) tissue blocks. The presence of
EPV was investigated using EBV-LMP1 antibody on (FFPE).

Results: BL represented 59 % of paediatric NHL seen in the period of this
study. The mean age was 5.9 years (range 2—12). Male to female ratio was
1.8:1. The clinical pattern was mainly sporadic (85 %) while endemic
type (15 %). None of cases was associated with immunodeficiency. The
most common site of involvement was the gastrointestinal tract (70 %).
EBV was detected in 33.4 % of cases. No significant correlation was
observed between EBV positivity and disease pattern.

Conclusion: Burkitt lymphoma is a common type of NHL among
Sudanese children. Although Sudan is an African country with endemic
malaria, BL has sporadic pattern with involvement of the gastrointestinal
tract.

PS-11-016
T-cell/histiocyte rich large B-cell lymphoma: Morphological and
immunohistochemical evaluation of 42 cases
H. Ozdemir*, N. Ozsan, M. Hekimgil
Ege University, Dept. of Pathology, Izmir, Turkey

Objective: T-cell/histiocyte rich large B-cell lymphoma (THRLBCL) is
an unusual variant of non-Hodgkin lymphoma.

Method: We retrospectively reviewed 42 cases of THRLBCL to evaluate
its heterogenity based on morphologic, immunophenotypic, presentation
features, and bone marrow infiltration. The cases retrieved from our
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pathology department were collected over a 10 year period from 2000
to 2015. The immunohistochemical panel already stained on archival
sections incuded CD20, CD30, CD15, EMA, bcl-2, bel-6, MUMI, and
CD10.

Results: The male to female ratio was 3.2 and the mean age at diagnosis
was 52 years. At presentation, THRLBCL was nodal in 64.2 % (27 0f 42)
and involvement of bone marrow was observed in 16.6 % (7 0f 42) of the
patients. Three cases presented with micronodular splenic THRLBCL.
Bone marrow infiltration was detected in 15.6 % (5 of 32) of patients in
long term follow-up. On cases evaluated with Hans algorithm using the
immunohistochemical panel including CD10, bcl-6 and MUM1, 35.7 %
of the 14 cases were identified as germinal center origin.

Conclusion: The present findings of this study suggest that on immuno-
histochemical examination of THRLBCL a large proportion of cases
exhibit a diversity of morphologic and immunophenotypic features and
molecular genetic studies on larger series are required to identify the
heterogeneous nature of the entity.

PS-11-017

Burkitt lymphoma variant in the monomorphic B cell post-
transplant lymphoproliferative disorders: About clinical and histo-
pathological aspects of 4 cases

J. Martin LoEez*, C. De Miguel, D. Garcia Fresnadillo, G. Anze, Y.
Vicente, C. Bellas, P. Martin

“Hospital Puerta de Hierro, Pathology, Majadahonda, Spain

Objective: Post-transplant lymphoproliferative disorders (PTLD) are a
complication after solid organ transplants (SOT) and haematopoietic stem
cell transplants. Burkitt lymphoma is rarely observed as a PTLD.
Method: To describe the clinicopathological details of Burkitt-PTLD
cases reviewed since 2005 from the Department of Pathology of
Hospital Universitario Puerta de Hierro.

Results: We evaluated 4 patients (3 females and 1 male) transplanted of
lung (2 cases), heart and kidney. The median age at diagnosis was
47,25 years (range: 25-73 years) and the median time of immunosup-
pressive therapy was 90,75 months (range 43—156 months). The clinical
presentation was abdominal mass (3) and an axillary mass. All cases had
morphological and immunohistochemical features of Burkitt Lymphoma
(CD20+, CD10+, BCL6+, BCL2-, Ki67 index more than 95 %). MYC
translocation was demonstrated in all cases and all cases showed EBERs
expression. Three patients had advanced disease at diagnosis and were
treated with high doses of chemotherapy. Two patients maintain a com-
plete response after 8 and 18 months of follow-up, one died to allograft
related complications and one died of the lymphoma.

Conclusion: In our series, Burkitt-PTLD represents 4 cases of 50 PTLD.
All cases received SOT and were late onset. All cases were EBV associ-
ated. After treatment, almost all patients had complete response.

PS-11-019

Phospho-histone-H3 (phH3) immunohistochemistry based mitotic in-
dex identifies histological grade in follicular lymphoma

J. Bedekovics”, G. Irsai, K. Hegyi, L. Beke, L. Gergely, L. Krenacs, G.
Mehes

*University of Debrecen, Dept. of Pathology, Hungary

Objective: Follicular lymphomas (FL) are categorized into three grades
(G1-3) according to the number of centroblasts, however, it has low
reproducibility affected by the sample quality. Phosphorylated histone
H3 (phH3) was widely tested for the objective detection of mitotic figures
in different malignancies. The aim of this study was to evaluate the ex-
pression of phH3 in follicular lymphomas with different grades and to
compare it with other proliferation parameters.

Method: 48 FL cases and 9 control samples were examined.
Hematoxylin-eosin based mitosis index (HE-MI), number of mitotic
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figures based on anti-phH3 immunohistochemical staining (phH3-MI)
and percentage of Ki-67 positive cells (proliferation index, PI) were eval-
uated and compared with histological grade.

Results: The phH3-MI value correlated significantly with the HE-MI
(p<0.0001) and the PI (p<0.0001). All cell proliferation parameters
showed significant correlation with the histological grade (HE-MI:
p<0.0001; phH3-MI: p<0.0001, PI: p<0.0001). The phH3-MI value
was clearly distinctive between G2 and G1 FL groups (p <0.0001) and
was highly increased in G3 FL compared to G2 FL group (p=0.0020).
Conclusion: The phH3 IHC staining is a reliable tool for the identifica-
tion of mitotic figures. Mitosis index evaluated by this method (phH3-MI)
can be recommended as an additional parameter for the precise sub-
categorization of FL cases.

PS-11-020

Extranodal T/NK cell lymphoma: A retrospective study of 8 cases
S. Chaieb”, Y. Sghaier, S. Mestiri, N. Abdessayed, Z. Kmira, M.
Triméche, T. Yacoubi, B. Sriha, M. Mokni

*Sousse, Tunisia

Objective: To determine the epidemiological, clinicopathological char-
acteristics and outcome of extranodal T/NK cell lymphomas (EN-NK/
TCL).

Method: It is a retrospective study of 9 cases of EN-NK/TCL retrieved
from the Central Tunisian cancer registry department over a 15-year-
period.

Results: The sex ratio was of 8/1. The mean age was 48 years. The
tumour was nasal and paranasal in 5 cases, the common symptom was
nasal obstruction. For the 4 other cases, they were located in the palate,
the submandibular gland, skin and in the soft tissues. It was a swelluing of
the submandibular gland and of the ankle and a skin nodule. According to
Ann_Arbor classification, the tumour was localized (stage I or II) in 6
cases and of advanced stage (IIl or IV) in 3 cases. At immunohistochem-
istry: CD3, CD56, Granzyme were positive respectively in 6 and 7 cases.
Epstein-Barr virus latent membrane proteinl was experessed in 3 cases.
In-situ hybridization for Epstein Barr virus (EBV)-encoded RNA was
positive 6cases. Adjuvant chemotherapy was indicated in 8 patients. It
was associated to radiotherapy for 5 patients. Surgery was indicated for
one patient. Complete remission was obtained in 4 cases. 3 patients had
died and 2 were follow-up.

Conclusion: EN-NK/TCL is uncommon in Tunisia. Its diagnosis is based
on histological and immunophenotype characteristics and in-situ hybrid-
ization; the latter displaying the presence of EBV genome.

PS-11-021

Differential diagnosis of small B cell lymphomas with plasma cell
differentation

H. Kivrak”, G. Kaygusuz, M. Ozcan, 1. Kuzu

*Yozgat State Hospital, Turkey

Objective: Differential diagnosis of small B cell lymphomas with plasma
cell differentation such as: small lymphocytic lymphoma (CLL), splenic
marginal zon lymphoma (SMZL), nodal marginal zon lymphoma
(NMZL), exstranodal marginal zon lymphoma (ENMZL), follicular lym-
phoma (FL), lymphoplasmacytic lymphoma/Waldenstrém macroglobuli-
nemia (LPL/WM), could be difficult. Our aim is to search the impact of
new markers for differential diagnosis of these antities.

Method: 154 previouslu diagnosed various small B cell lymphomas from
23 spleen, 70 bone marrow, 43 lymph node, 18 other tissues of 116 cases
were examined. Immunohistochemistry performed by using LEF1,
MNDA, CD27, IRTA1 and Stathminl antibodies.

Results: LEF1 expression was present 47,6 % of 21 CLL cases with
uniformly strong nuclear pattern. Higher proportion observed (67 %)
for typical cases. MNDA and CD27 expressed in all diagnostic groups

and was statistically significant in MZL (p:0.02) and CLL (p:0.019)
cases. Five FL cases (71,4 %) and 12 CLL/SLL cases (57,1 %) expressed
Stathmin1 on paraimmunoblasts. IRTA1 expression in NMZL (p <0.001)
and ENMZL (p<0.001) was statistically significant in monocytoid dif-
ferentiation areas.

Conclusion: None of these markers were found to be specific for any
entity. With high expression profile of LEF1 for CLL/SLL, Stathmin] for
FL, IRTA1 for, ENMZL, NMZL especially with monocytoid differentia-
tion, and MNDA for MZL could be used as secondary supporting
markers for the cases with diagnostic difficulty.

PS-11-022
A rare case of Erdheim-Chester disease in a small population island
E. Theofanous”, P. Paleomylitis

Nicosia General Hospital, Histopathology Dept., Cyprus

Objective: Erdheim-Chester disease (ECD) is a rare, multisystem non-
Langerhans cell histiocytosis. It was first described in 1930 by Jakob
Erdheim and William Chester and ever since only several hundred cases
has been documented in the literature. The disease is associated with
significant morbidity, due to histiocytic infiltration of critical organ sys-
tems. Among the more common sites of involvement are the skeleton,
central nervous system, cardiovascular system, lungs, kidney
(retroperitoneum) and skin. Histologically, it is characterized by
xanthogranulomatous infiltrates, which are positive for CD68 and nega-
tive for S100 and CD1a.

Method: This case report describes a 44-year-old cypriot woman with a
progressive course over 5 years. She was presented with obstructive
uropathy and symmetrical sclerosis of long bones.

Results: ECD was confirmed clinically, radiologically and histologically.
Conclusion: Erdheim-Chester disease is a systemic histiocytosis
caused by non-Langerhans cells and typically foamy histiocytes,
involving mainly retroperitoneal space and bones. Recent data,
has proved that most of these patients harbor point mutations of
the BRAF gene at codon 600. Vemurafenib, a BRAF inhibitor, an
oral FDA approved targeted agent to the BRAF protein for mela-
noma, shows dramatic activity in patients with Erdheim-Chester
disease whose tumour contains the same mutation. This therapy
has proven highly beneficial in this patient. Diagnosis of this rare
syndrome requires a high index of suspicion and increased aware-
ness.

PS-11-023
Renal intravascular large B-cell lymphoma
W. Ak 0*, N. Bennani
CHU IBN ROCHD, Pathology, Casablanca, Morocco

Objective: Case report about renal intravascular large B-cell lymphoma
(RILBCL) which is a rare type of extranodal lymphoma large B-cell. it is
characterized by selective growth of lymphoma cells in the light not of
large arteries and veins but of the capillaries particularly.

Method: We report the case of a woman of 60 years with a medical
background of treated tuberculosis. She was referred to the neurology
department for some neurological symptoms. A Magnetic Resonance
Imaging was performed and showed a vasculitis image. She was hospi-
talized for a probable vasculitis of the central nervous system.
Concurrently she had anemia with kidney failure at 18 mg/l. Kidney
biopsy was therefore executed. Histological analysis revealed, in the light
of'the glomerular and peritubular capillaries, centroblastic-like large atyp-
ical cells. The immunohistochemical study showed that the lymphoid
cells expressed CD20, CD79a and did not express CD3. The final diag-
nosis was intravascular large B-cell lymphoma.

Results: RILBCL is very rare. The age of the concerned population is
between 35 and 85 years with a median age of 60 and a male / female ratio
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of 1: 1. Clinical symptoms of RILBCL may be those of proteinuria or
renal dysfunction. Renal failure may be due to the circulation glomerular
obstruction due to the invasion of lymphoma cells. Histopathology allows
the diagnosis of RILBCL by highlighting lymphoma cells in the light of
the glomerular and peritubular capillaries. RILBCL is an aggressive lym-
phoma with poor prognosis in general. However an early treatment pro-
vides better prognosis.

Conclusion: RILBCL is a very rare large B cells lymphoma type with
poor prognosis. However, the knowledge of this entity improves the
patients’caring.

Tuesday, 27 September 2016, 09.30-10.30, Hall 11.3
PS-12 Head and Neck Pathology

PS-12-001

Clinico-pathologic characteristics of head and neck sarcomas: A ret-
rospective analysis of 50 cases in a Tunisian institution

L Saguem*, M. Mellouli, R. Kallel, M. Triki, M. Sellami, M. Ksentini, N.
Gouiaa, T. Boudawara

"H.B. University Hospital, Dept. of Pathology, Sfax, Tunisia

Objective: Head and neck sarcomas are rare tumours with various histo-
logical types displaying different clinical behavior. Our objective is to
summarize the epidemiology of sarcomas occurring in the head and neck
and identify their clinicopathologic characteristics.

Method: We performed a retrospective analysis of 50 patients with primary
head and neck sarcomas diagnosed in our department from 1996 to 2013.

Results: Thirty-eight adult cases and 12 pediatric cases were identified.
The mean age was 31 years. Forty-two per cent of the patients were males
and 58 % were females. Median duration of follow-up for the entire group
was 18.5 months. The most common location was the nasal cavity
(50 %). In adults, the most common histologic subtypes were fibrosarco-
ma (23.6 %), chondrosarcoma (13.5 %), Kaposi sarcoma (14.3 %) and
osteosarcoma (14.3 %). In the pediatric cohort, the most common histo-
logic subtype was rhabdomyosarcoma (83 %). Fifteen per cent of patients
had evidence of prior radiation exposure. The size of tumours was greater
than 5 cm in 26.3 % of the cases and 35.5 % of tumours were high-grade.
Margins were positive in 31.2 % of the cases. Lymph node metastasis
were rare representing 6.5 %. Among all subtypes, 5-year overall survival
was 66 % for adults and 73 % for pediatric patients.

Conclusion: Sarcomas are uncommonly found in the head and neck. In
our series, lesions tended to be high-grade with a significant portion of
surgical specimens having positive margins.

PS-12-002
The role of PI3K/AKT pathway in cell proliferation and apoptosis in
oral Squamous Cell Carcinoma
A. Ribeiro-Silva“, A. Duarte, G. Silveira
Ribeirdo Preto Medical School, Dept. of Pathology, Brazil

Objective: The oral squamous cell carcinoma (OSCC) has high incidence
worldwide, representing nearly 95 % of all oral malignancies. The
PI3K/AKT pathway has already been studied in several cancers, but its
role in OSCC in cell proliferation and apoptosis still merits further inves-
tigation. It is known that AKT phosphorylates the serine residue 136 of
the proapoptotic protein BAD, leading to its inactivation. The XIAP
inhibits apoptosis by binding to caspases 3, 7 to 9. The AKT phosphor-
ylates the XIAP at serine residue 86, which leads to inhibition of XIAP
degradation. This work aims to study the role of PI3K/AKT pathway in
cell proliferation and apoptosis in OSCC.

Method: The cell line SCC25 of OSCC was chosen because it has con-
stitutive activation of the PI3K/AKT pathway. These cells were treated
with LY294002, which inhibits the activation of PI3K, and with the AKT
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IV, which inhibits the activation of AKT. Protein expression and immu-
nolocalization analyzes for AKT, BAD and XIAP were performed by
Western blotting and indirect immunofluorescence assays respectively
in the presence of the inhibitors LY294002 or AKT IV. MTT assay was
performed to analyze cell proliferation.

Results: A decrease in cell survival was evident after the PI3K/AKT
pathway blockage (PI3K or AKT), as well there was as a decrease in both
AKT and BAD phosphorylation.

Conclusion: Our data suggest that PI3K/AKT pathway may have an
important role in cell proliferation and apoptosis in OSCC.

PS-12-003

Early stage minor salivary gland adenoid cystic carcinoma has fa-
vorable prognosis

H. Hémetoja—Loiri*, K. Hirvonen, J. Hagstrom, K. Saarilahti, S.
Apajalahti, C. Haglund, A. Mikitie, L. Béck

*University of Turku, Dept. of Oral Pathology, Finland

Objective: To evaluate outcome of minor salivary and mucous gland
(MiSG) adenoid cystic carcinoma (ACC) of the head and neck and to
compare the results with our published series on major salivary gland
(MaSG) ACC. Our study comprised 68 MiSG ACCs operated during
1974-2012 at the Helsinki University Hospital, Helsinki, Finland.
Method: Medical records and histological samples were reviewed.
Patients’ follow-up was at least 3 years or until death. Our earlier study
with 54 MaSG ACCs were used for comparison.

Results: The most common locations were oral cavity and sinonasal
cavities. Most patients presented Stage IV (33.8 %) and I (23.5 %) dis-
ease. Primary treatment with curative intent was offered for 64 patients
and they received mainly surgery with or without oncological treatment.
Disease recurred to 57.8 % of patients of which 42.2 % had recurrence
within 5 years and 15.6 % later. The recurrence-free-time interval (<5 vs.
>5 years) had impact on survival (p=0.000). T classes 2—4 (p=0.000-
0.002) and Stages II-IV (p=0.000-0.011) had negative correlation to
survival. MiSG ACC had decreased long-term survival compared to
MaSG ACC.

Conclusion: Patients with Stage I MiSG ACC had favorable prognosis
compared with those with Stage II and advanced tumours.

PS-12-004

Differential expression of Epithelial Cell Adhesion Molecule
(EpCAM) in salivary gland neoplasms

E. Phattarataratig*, M. Masomn, W. Jarupoonphol, S. Supatthanayut, P.
Sacoweiang

*Chulalongkorn University, Faculty of Dentistry, Bangkok, Thailand

Objective: EpCAM is the epithelial-specific molecule expressed on var-
ious types of epithelial cells. Its function involves cellular adhesion, pro-
liferation and signalling. The purposes of this study were to investigate
the EpCAM expression in salivary gland neoplasms and examine its
relationship with pathologic characteristics.

Method: Forty-two cases of salivary gland neoplasms, including 20
mucoepidermoid carcinomas (MEC), 11 adenoid cystic carcinomas
(ACC), 9 pleomorphic adenomas (PA) and 2 polymorphous low-
grade adenocarcinomas (PLGA) were enrolled. EpCAM expression
was analyzed immunohistochemically using MOC-31 and BerEP4
antibodies.

Results: The majority of MECs and all PLGAs showed EpCAM expres-
sion in more than 50 % of neoplastic cells, whereas most PAs and ACCs
did not express EpCAM. In MECs, most EpCAM-positive neoplastic
cells were clear cells, glandular epithelial cells and intermediate cells,
while squamous cells and mucous cells were largely negative. In
EpCAM-positive PAs and ACCs, the expression was limited to ductal
epithelium. Decreased EpCAM expression in MECs was significantly
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associated with microscopically diminished cystic components, the pres-
ence of small nest invasion at invasive front, cellular anaplasia, vascular
invasion and high pathologic grade.

Conclusion: EpCAM expression may be useful to as an adjunct to deter-
mine MECs grading and could help differentiate between ACC and
PLGA.

PS-12-007
Histopathological and immunohistochemical studies of long term ad-
ministration of nutmeg on parotid salivary glands in albino rats
S. Saeid Abdelgayed”, M. EL-Sakhawy
Vet. Medical University Cairo, Dept. of Pathology, Giza, Egypt

Objective: More understanding of the effect of long administration of
Nutmeg in different doses on the histology and immunohistochemistry of
the parotid salivary gland in male albino rats.

Method: A total number of 60 adult male albino rats (average
weight=200 g) were classified into two main groups; Control group of
20 rats and received 1 ml of distilled water orally, and experimental group
of 40 rats and was subdivided into 4 subgroups corresponding to 4 dura-
tions (2, 4, 6 and 8 weeks). Each subgroup in turn was further divided into
2 subgroups in which each rat was given 1 ml of the prepared nutmeg
aqueous extract orally on a daily basis in the following doses (100 and
500 mg/kg body weight) respectively. By the end of the experiment,
parotid salivary glands were obtained for histopathological, immunohis-
tochemical, and image analysis.

Results: Histopathological results revealed normal appearance of the
control group. While the experimental group showed pathological chang-
es gradually increased as the duration increased and as the dose adminis-
tered increased. Immunohistochemical and image analysis results con-
firmed those recorded by histopathology.

Conclusion: Administration of nutmeg had damaging and teratogenic
effects on the parotid glands especially when taken at high doses and
for long durations.

PS-12-008
Clinico-pathological patterns of salivary glandtumours among
Sudanese patients
S. Hamid"
Om Durman Islamic University, Dept. of Pathology, Khartoum, Sudan

Objective: To identify the Clinico -pathological patterns of salivary gland
tumours among Sudanese patients.

Method: A cross-sectional study that involved patients submitted sali-
vary gland biopsies to histopathology departments of four centers in
Khartoum State, Sudan. Data were collected from patient’s records and
the slides were collected and reviewed to confirm the diagnosis.
Results: Out of 110 patients aging 2 to 85 years with a mean of 35+ 15,
there were 62 (56.4 %) males. Fifty percent of the tumours originated
from the parotid, 35.5 % from the Submandibular and 12.7 % from minor
salivary glands. Of them 34 (30.9 %) were malignant and 76 (69.1 %)
were benign. Eighty percent of patients with malignant lesions were be-
low the age of 40. Pleomorphic adenoma was the most common benign
tumour (86.8 %), followed by oxyphilic adenoma (5.3 %), and
myoepithelioma (3.9 %). The malignant tumours were dominated by
adenoid cystic carcinoma (26.5 %), mucoepidermoid carcinoma
(23.5 %), acinic cell carcinoma (11.8 %), poorly differentiated carcinoma
(11.8 %), papillary adenocarcinoma (5.9 %), basal cell carcinoma (5.9 %),
squamous cell carcinoma (5.9 %), malignant myoepithelioma (2.9 %),
polymorphous low grade carcinoma (2.9 %), and highly malignant large
cell lymphoma (2.9 %).

Conclusion: The pattern of distribution of salivary gland tumours in
Sudanese patients share many pathological and epidemiological features
with other developing countries.

PS-12-009
Diagnostic accuracy of intraoperative frozen section in thyroid
nodules
B. Mollamehmetoglu”, A. Livaoglu, H. Erdem
Kanuni Training Hospital, Dept. of Pathology, Trabzon, Turkey

Objective: Intraoperative frozen section (FS) is a valuable proce-
dure to confirm the cytological diagnosis of thyroid nodules and
identify malignancy in patients with equivocal or suspicious cy-
tological diagnosis.

Method: From 2011 to 2015, the medical records of 130 patients
who underwent thyroid surgery were analysed. Frozen section bi-
opsies were taken from 70 (54 %) of the 130 patients. The diag-
nostic correlations of FS with final diagnosis were evaluated.
Results: FS diagnosis was benign in 40 patients, malignant in 18, and
indeterminate (consistent with a follicular or Hurthle cell neoplasm) in
12 cases. Intraoperative management was modified in 58 cases. Of the
58 FS that were interpreted as benign or malign, 16 were true positives,
2 were false positives, 39 were true negatives, and 1 was a false neg-
ative. Frozen section had an 94 % sensitivity, 95 % specificity, 89 %
positive predictive value, 98 % negative predictive value, and 95 %
accuracy when indeterminate results were excluded from the
calculation.

Conclusion: The results of our study demonstrate that FS in com-
bination with clinical examination have an important role in the
determination of the extent of thyroidectomy for patients with a
thyroid nodule and FS is recommended for patients with noduler
thyroid disease limited to one lobe of the thyroid gland and atypia/
follicular lesion of undetermined significance. There were 2 false
positive FS results, and only one false negative results. The under-
diagnosis was mainly due to the small size of the tumour. The 2
patients had false positive results included one patient with benign
papillary hyperplasia as the final diagnosis and one patient with
follicular adenoma. As a result, no patients underwent unnecessary
total thyroidectomy.

PS-12-010
Snail and Twist expression in salivary adenocarcinoma, not other-
wise specified: A pilot study
K.-Y. Oh", H.-J. Yoon, J.-I. Lee, S.-D. Hong
Seoul National University, Dept. of Oral Pathology, Republic of Korea

Objective: Snail and Twist are two key transcriptional regulators of the
epithelial-mesenchymal transition (EMT), whose expression has been
studied in a few salivary gland tumours. The aim of this study was to
investigate Snail and Twist expression in salivary adenocarcinoma, not
otherwise specified (ANOS).

Method: Nine cases of salivary ANOS were evaluated by immunohisto-
chemistry using antibodies against Snail and Twist. The association be-
tween Snail or Twist expression and clinicopathological parameters was
analyzed statistically using Fisher’s exact test.

Results: The mean age of nine salivary ANOS patients was
52.6 years (range, 35-76 years) with a predilection for male
(male-to-female ratio, 2:1). Four cases (44.4 %) occurred in the
parotid gland and five cases (55.6 %) involved the minor salivary
glands. Five cases (55.6 %) showed regional or distant metastasis,
and two cases (22.2 %) showed recurrence. Snail was positive in
about half of the cases (4/9, 44.4 %), whereas Twist expression
was observed in most cases (8/9, 88.9 %). Snail expression was
significantly associated with regional and distant metastasis
(P=0.048). Twist expression showed no correlation with clinico-
pathological parameters.

Conclusion: Our results suggest that Snail and Twist are involved in
EMT of salivary ANOS. Snail may play an important role in metastasis
of salivary ANOS.
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PS-12-011

Chronic invasive fungal granulomatous rhino-sinusitis: A case report

with review of literature

N. Awolola”, R. Oladele, R. Akinde, B. Bamgboye, O. Oguntunde
University of Lagos, Dept. of Anatomic and Molecular Pathology,

Nigeria

Objective: The aim of this report is to draw the attention of colleagues to
the clinical presentation and histopathological diagnosis of the Chronic
Invasive Granulomatous form of Fungal Rhino-Sinusitis (FGRS) of the
paranasal sinuses, as differential diagnosis in lesions of the maxillofacial
region.

Method: We present a 30-year-old Nigerian undergraduate who had a
4-year history of right nasal blockage and 2-year history of proptosis
of the right eye. Clinical and radiological findings were reported to be
consistent with nasopharyngeal tumour. A trans-nasal biopsy was, ini-
tially, diagnosed as Chronic Granulomatous Inflammation (likely tu-
berculosis). He was started on antikochs with no significant improve-
ment at the referral hospital. The tissue blocks were re-evaluated at
our centre.

Results: The granulomatous lesion was confirmed. Periodic Acid Schiff
and Gomori Methenamine Silver stains showed presence of numerous
septate fungal hyphaes, within the giant cells. An assessment of FGRS
was made. He was commenced on voriconazole, and there was a dramatic
regression of the lesion.

Conclusion: Fungal infection should be considered in all patients
with chronic sinusitis and orbital apex syndrome. The need for a
high index of suspicion of fungal origin cannot be over-
emphasised. Effective collaboration between the Surgeon,
Radiologist, Microbiologist and Histopathologist will ensure early
diagnosis and treatment.

PS-12-012
Clinico-pathological features of non-keratinizing carcinoma of nasal
cavity and paranasal sinus
H. Liu", Y. Zhao, C. He, Y. Piao, C. Yue, Y. Jin, X. Li

Beijing Tongren Hospital, Dept. of Pathology, People’s Republic of
China

Objective: To study the clinicopathological features, immunophenotype,
differential diagnosis and prognosis of non-keratinizing carcinoma(non-
KC) of nasal cavity and paranasal sinus.

Method: 26 cases of non-KC of nasal cavity and paranasal sinus were
collect. The histopathological features and clinical data were analyzed
retrospectively. Immunohistochemistry (20cases) were used to evaluate
the expression of CK,P16,P53,Ki-67,and Vimentin,etc.; ISH was used to
detect HPV and EBER.

Results: The mean age for the 26 patients(16 males, 10 females)was
51.2 year(rang from 22 to 79 years). Three patients have a history of
inverted papilloma. Microscopically the tumours tissue showed an inva-
sive growth, and formed mainly papillary pattern and inverted pattern.
Twenty cases(20/20) were strongly positive for CK, P63. Seventeen
cases(17/20) were strongly positive for CK5/6. Sixteen case were strong-
ly positive for CK8/18. One case(1/20) was strongly positive for P16.
Twenty cases(20/20)were negative for CgA,Syn,CD99, NUT,S-100,
HMB45 and MelanA. One case showed HPV 18mRNA positive. No case
positive for EBER. The follow-up time was 5 months to 8 years and
8 months.

Conclusion: Non-KC is a rare neoplasm with distinct morphological
characteristics. Its diagnosis is primarily based on the site of lesions and
the histological features. The diagnosis and differential diagnosis could be
aided by immunohistochemical staining. The tumour may originate from
the epithelium of nasal cavity and sinus, and was not closely related with
EB virus and HPV infection; the treatment is primarily surgical excision
combined with postoperative radiotherapy.
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PS-12-013

A case report of Laryngeal Amyloidosis

A. Tsavari*, K. Koulia, G. Sotiropoulou, E. Arkoumani, T. Vasilakaki, K.
Manoloudaki

“Tzaneio General Hospital, Dept. of Pathology, Pireas, Greece

Objective: Laryngeal amyloidosis (LA) is a rare lesion (first reported
1873) representing 0,5-1 % of all benign laryngeal diseases. Although
usually primary and localized it can also be a part of systemic disease or
secondary to an underlying malignancy. The precise etiology and patho-
genesis of LA remain unknown. There is no definite established link with
smoking,alcohol or vocal abuse.

Method: A 67 years old heavy smoker woman was presented with a
6 months history of hoarseness and recent onset of a choking sensation.
Laryngoscopy revealed an 1,8 cm lobulate ventricle and left vocal cord
mass suggesting a laryngeal malignancy. An incisional biopsy consisting
0f 0,5%0,5x%0,3 cm tissue was performed.

Results: Microscopically showed subepithelial globular depositions of
amorphous,acellular eosiniphilic material or bundles of eosinophilic tis-
sue with variable inflammatory reaction including lymphocytes and plas-
ma cells. Foreing-body giant cells were also noted. Congo red staining
under polarized light revealed yellow-green birefringence consistent with
amyloidosis. There was no evidence of monoclonality in the plasma cells
and amyloid by immunohistochemistry(CD138 k,A). No signs of malig-
nancy were seen. Further work up for systemic amyloidosis was negative.
An endoscopic excision was done.

Conclusion: LA is a rare,usually localized lesion. Laryngoscopy may
falsely suggests a malignancy. Definitive diagnosis is always established
histologically. Long term follow-up is indicated for easy detection of
recurrence or subsequent systemic disease development.

PS-12-014
Clinico-pathological characteristics and prognosis of primary naso-
pharyngeal adenocarcinoma: A report of 73 cases
M.-Y. Cai”, Y.-H. Ling, J.-W. Chen, R.-Z. Luo, J.-P. Yun, D. Xie

Sun Yat-Sen University, Cancer Center, Dept. of Pathology, Guangzhou,
People’s Republic of China

Objective: To investigate the clinicopathological features and prognosis
of primary nasopharyngeal adenocarcinoma (NPAC).

Method: The data from consecutive patients with NPAC from 1999
January to July 2010 in institute were retrospectively analyzed.

Results: Seventy-three patients with NPAC were included in this study, with
25 % (18/73) stage 1, 26 % (19/73) stage 2, 22 % (16/73) stage 3, and 27 %
(20/73) stage 4. Histopathologically, 73 % of NPAC were salivary gland
type (53/73) and 27 % were common type (20/73). Significant differences
were observed in 5 year OS and DFS rates between patients with and
without CT /MRI-detected cranial nerve involvement (73.7 vs. 25.6 %,
p=0.001; 56.6 vs. 19.3 %, p=0.002). In 19 patients with early stage disease
(stage I-1I), significant differences were observed between the surgery group
and non-surgery group in both 5 year OS and DFS rates (P=0.031, 0.012,
respectively). No statistically significant differences were found in 5-year OS
and DFS rates between different pathological types of adenocarcinoma.
Conclusion: Primary NPAC is a distinct entity and an uncommon type in
nasopharyngeal tumour and it mainly presents with salivary gland type
adenocarcinoma. Cranial nerve involvement is the factors affecting the
prognosis of the patients. The surgical treatment can improve the prog-
nosis of NPAC patients in early stage.

PS-12-015
Pituitary endocrine tumours presenting as sinonasal or nasopharyn-
geal masses: A case series illustrating potential diagnostic pitfalls
M. Hyrcza', O. Mete, S. Ezzat, S. Asa

Hamilton Health Sciences, Dept. of Anatomical Pathology, Canada
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Objective: Retrospective survey of invasive pituitary endocrine tumours
presenting as sinonasal or nasopharyngeal masses.

Method: We identified 13 non-ectopic pituitary endocrine tumours pre-
senting as masses of the nasal cavity, sinuses, or nasopharynx, which
were biopsied from these sites.

Results: The series included 5 men and 8 women, aged 29 to 69 years.
Presentations included nasal obstruction (4), headaches (3), visual defects
(3), epistaxis (1), rhinorrhea (1), sepsis (1), and fatigue (1). All tumours
originated from the sella and extended inferiorly to involve the sphenoid
sinus (10), ethmoid air cells (8), nasal cavity (6), and nasopharynx (3). In
three cases the initial diagnosis was incorrect; two were classified as
olfactory neuroblastoma, one of those was converted to neuroendocrine
carcinoma, and one tumour was initially diagnosed as neuroendocrine
carcinoma. In two cases, the wrong diagnosis led to incorrect treatment.
Follow-up was available for 10 patients and ranged from 2 to 25 years.
Four patients were free of disease and 6 were alive with disease.
Conclusion: Pituitary endocrine tumours can invade sinonasal cavities
and/or nasopharynx and when they do, they present a possible diagnostic
pitfall with potentially serious consequences. Pituitary endocrine tumours
should be considered in the differential diagnosis of a neuroendocrine
nasopharyngeal or sinonasal tumour.

PS-12-017

Diagnostic accuracy of Bethesda System for FNA cytology of thyroid

nodules measured by likelihood ratios

N. M; les*, S. Wiseman, E. Todorovic, B. Sheffield, B. Walker
University of British Columbia, Dept. of Pathology, Port Moody,

Canada

Objective: The Bethesda System for Reporting Thyroid Cytopathology
(or “Bethesda”) encompasses six categories, associated with risk of ma-
lignancy. We propose practical application of likelihood ratios (LRs) as
determinants of Bethesda system accuracy, making test results compara-
ble across differencet clinical settings.

Method: Population: 3307 patients with thyroid nodules (polulation-
based). Index test: Cytology result according to “Bethesda”. Reference
test: final histopathology (surgical excision specimens) or follow-up.
Outcome: diagnostic LR (95 % CI) for each test level; Bayesian proba-
bility revision and prediction of malignancy rates (post-test probabilities)
based on LRs and pre-test probabilities of thyroid cancers in study
polulation

Results: A 291 (8.8 %) of all thyroid nodules underwent surgery. In re-
mainder no thyroid malignancies were diagnosed at 6 month follow-up.
“Bethesda” categories show the following LRs, (95%CI): “Malignant” 91.4
(12.8-650); 79-98 % cancer probability “Suspicious for malignancy” 9.9
(9.9 (3-33); 29-86 % probability. “Suspicious for follicular neoplasm™ 0.51
(0.3-0.97), 26-27 % probability. “Atypia of unknown significance” 0.56
(0.4-0.9); 2-26 % probability. “Benign” 0.06 (0.02-0.2); 1-4 % probabil-
ity, and “Unsatisfactory” 0.24 (0.06-1.1); 1-13 % cancer probability .
Conclusion: LRs greater than 10 and Less than 0.1 are helpful in ruling in
and ruling out of thyroid malignancies; LRs 0.1 to less than 1, and greater
tham 1 to 10 are less accurate and of limited diagnostic accuracy. Due to
uncertainly of several “Bethesda” categories highlighted by the LRs, the
surgeries continue to be performed for patients with a substantial number
of benign lesions.

PS-12-018
Palatal mucoepidermoid carcinoma with acral cutaneous metastasis
at presentation
S. Abdullahi”, A. Liman, G. Waziri, K. Balarabe, D. Sulaiman
Ahmadu Bello University, Dept. of Pathology, Zaria, Nigeria

Objective: Introduction: Mucoepidermoid carcinoma (MEC) is a malig-
nant glandular epithelial neoplasm characterized by mucous, intermediate

and epidermoid cells, with columnar, clear cell and oncocytoid features in
varying proportions. It is the most common primary salivary gland ma-
lignancy in both adults and children. More than 50 % of cases affect
major salivary glands however, affectation of minor glands in the palate
is not uncommon. Palatal tumours may extend into the upper respiratory
tract and skull while distant metastases via lymphatic and haematogenous
routes though uncommon, is to the lungs, liver, brain and bones.
Metastatic disease at diagnosis is observed in less than 5 % of the cases.
Cutaneous metastases though rare, have been reported in the past but we
believe this is the first case of acral cutaneous metastatic mucoepidermoid
carcinoma at the time of diagnosis of the primary palatal lesion.
Method: Patient: The patient is a 39 year old woman who presented with soft
palatal swelling and an ulcerated swelling at the distal end of the left index
finger. Clinicopathological correlation was key to arriving at diagnosis.
Conclusion: Metastatic mucoepidermoid carcinoma therefore should be
one of the differential diagnosis of numerous primary cutaneous carcino-
mas and adenocarcinomas especially those producing mucin.

PS-12-019

Patterns of carcinoma of head and neck region in a tertiary hospital
in Northern Nigeria: A five year review at Ahmadu Bello University
Teaching Hospital, Zaria

K. Balarabe”, A. Liman, S. A. Ahmed, G. D. Waziri, D. E. Suleiman, A.
Shehu, M. Abubakar

*Ahmadu Bello University, Dept. of Pathology, Zaria, Nigeria

Objective: Despite the high morbidity and mortality of head and neck
carcinomas, there is limited data on the epidemiological and morpholog-
ical patterns in our environment. This study is aimed at determination of
epidemiological and histopathological patterns of carcinomas of head and
neck region in Zaria, Nigeria.

Method: This is a 5 year retrospective study. Data were extracted from
the cancer registry and archived histopathology request cards. The slides
were reviewed and the data was analysed using Microsoft Excel.
Results: A total of 154 cases were studied, comprising 106 males and 48
females, the M:F ratio was 2.2:1, the mean age was 46.86 years with peak
in fifth decade. The commonest sites were nasopharynx, oral cavity and
major salivary glands contributing 30.5, 24.1 and 17.5 % respectively. Of
the nasopharyngeal carcinomas, 85.1 % were undifferentiated type. Sixty
cases were squamous cell carcinoma, with 35.0, 31.7 and 23.3 % from
oral cavity, sino-nasal tract and larynx respectively. Oropharyngeal carci-
noma was uncommon. Adenoid cystic carcinoma, mainly from the pa-
rotid and minor glands was commonest salivary gland-type carcinoma.
Conclusion: Squamous cell carcinoma and nasopharyngeal carcinoma,
which have strong links with tobacco and EBV infections respectively,
were common. Further studies are recommended to analyse the possible
risks factors.

PS-12-020

Primary intraosseous Squamous Cell Carcinoma (SCC) in
keratocystic odontogenic tumour: Two case report

B. Senguven*, E. Baris, O. Ozer Yucel, B. Yildirim, S. E. Gultekin, O.
Gunhan

*Gazi University, Dept. of Oral Pathology, Ankara, Turkey

Objective: Primary intraosseous squamous cell carcinoma arises within
the jaws is a type of odontogenic carcinoma that is extremely rare. These
tumours have no interaction with oral mucosa so they may develop from
the odontogenic epithelium residues or from a benign odontogenic cyst or
tumour epithelium.

Method: Here we present two cases of intraosseous squamous cell car-
cinoma arising from keratocystic odontogenic tumour. Keratocystic
odontogenic tumour can be locally aggressive and have a high recurrence
rate despite the benign characteristics of odontogenic epithelium.

@ Springer



S120

Virchows Arch (2016) 469 (Suppl 1):S1-S346

Results: Twenty-nine years old patient had two recurrences of maxillary
keratocystic odontogenic tumour which eventually transformed into ma-
lignant tumour. Second patient was 56-years old who had keratocystic
odontogenic tumour on his maxilla and had malignant transformation at
the time of diagnosis.

Conclusion: The presented cases were discussed from all aspects
of clinical history, radiological examination and pathological fea-
tures.

PS-12-021

Uveal melanoma: Morphological and epidemiological analysis

A. Sapargali eva*, B. Bastimiyeva, A. Balmukhanova, D. Abdrakhimova
Kazakh National Medical University, Dept. of Pathology, Almaty,
Kazakhstan

Objective: Annually doctors diagnose about 30,000 malignant tumours
in Kazakhstan, and in about 1700 cases they have head and neck locali-
zation, including neoplasms in the eye. We performed a retrospective
analysis (2008-2015) of cases of enucleation on the eyes due to uveal
melanoma.

Method: The clinic of the Kazakh Research Institute of Eye Diseases in
Almaty, Kazakhstan accepted 79 patients (including 49 women) with
complaints of blurred or distorted vision and vision loss. In 36 patients
the pathology was observed in the left eye, in 43 patients—in the right
eye. The patients mentioned gradual vision loss over the period of
2 months to 3 years along with eye pain. Men were prevalent in the age
group from 51 to 60 years old, while majority of women developed this
condition in the age group from 61 to 70.

Results: predominant localization of the tumour on the optic nerve (34
cases) and pre-equatorial region (28 cases). The most tumours were of
mixed cell type (48 cases) and spindle cell type (20 cases).

Conclusion: In all cases tumours were diagnosed at the late stage; the
most tumours were of mixed and spindle cell type; the ratio of women to
men was 1.6 to 1; the most often localization was in the optic nerve and
pre-equatorial region.

PS-12-023

Thyroid-like low grade nasopharyngeal papillary adenocarcinoma:
A case report

H. Seneldir”, G. Kir, C. S. Topal, M. L. Tosun

“Istanbul, Turkey

Objective: Thyroid-like low grade nasopharyngeal papillary adenocarci-
noma (TL-LGNPPA) is an extremely rare neoplasm characterized by
morphological analogy to papillary thyroid carcinoma and abnormal ex-
pression of thyroid transcription factor-1 (TTF-1).

Method: A 25 years old female patient was admitted to our Ear, Nose and
Throat out-patient clinic with the complaint of nasal obstruction for 1 year.
Magnetic resonance imaging showed a 23 x 20 x 19 mm sized polypoid
mass on the roof of the nasopharynx and multiple enlarged lymph nodes
in bilateral neck region. Thyroid gland was normal and an endoscopic
punch biopsy was performed.

Results: Histologically, the tumour consisted of papillary growth of cu-
boidal or columnar epithelium. The papilla were complex and tightly
packed with hyalinized fibrovascular cores. Immunohistochemically,
the neoplastic cells were positive for TTF-1, negative for thyroglobulin,
CK19, CD56, P63, Napsin A. The pathological diagnosis was consistent
with TL-LGNPPA.

Conclusion: TL-LGNPPA is a rare low-grade neoplasm with distinct
morphological characteristics. The differential diagnoses included papil-
lary thyroid carcinoma, low-grade papillary adenocarcinoma of salivary
gland origin, and a papillary variant of intestinal -type adenocarcinoma.
TL-LGNPPA have an excellent prognosis with simple and complete
resection.

@ Springer

PS-12-024
The role of caspase-4 gene expression in apoptotic pathway of oral
carcinogenesis
B. Senguven’, L. Arslan, O. Ozer Yucel, S. E. Gultekin
Gazi University, Dept. of Oral Pathology, Ankara, Turkey

Objective: Squamous cell carcinoma of oral cavity is in the ten most
common cancer worldwide. Oral epithelial dysplasia may be described
as morphological appearances between normal and malignant epithelial
tissue. Here, we evaluated the mRNA expression of caspase-4 and im-
munohistochemical detection of apoptotic and proliferating cells via
DDF+45, and Ki67 antibodies, on oral squamous cell carcinoma, dyspla-
sia, and non-neoplastic epithelial hyperplasia cases intending to empha-
size the apoptosis in oral cancer and in the disease’s so called early stages.
Method: Ten formalin fixed, paraffin embedded tissues were used for
each entity. Caspase 4 expression was analyzed by quantitative RT-PCR.
ABC method was used for immunohistochemistry.

Results: Reduced caspase-4 expression was seen in 80, 73, and 54 % in
cancer, dysplasia, and hyperplasia samples, respectively.
Immunohistochemical analysis of cancer samples from dysplasia re-
vealed high DDF45 immunoreactivity, whereas low immunoreactivity
from hyperplasia group. Proliferation index also was higher in cancer
cases than dysplasia and hyperplasia.

Conclusion: DFF45 seems to play an important role in the onset of
apoptotic process by acting through the regulation of DNA fragmenta-
tion. These data suggest that the apoptosis through caspase 3 expression
and DNA fragmentation is active in oral epithelial neoplasms especially
in squamous cell carcinoma.

PS-12-025
Hormonal factors expression in recurrent pleomorphic adenoma
A. A. Souza’, A. Altemani, V. C. Aratijo, A. B. Soares

Sao Leopoldo Mandic, Dept. of Pathology, Campinas, Brazil

Objective: Recurrent Pleomorphic Adenoma (RPA) is a challenging dis-
ease mostly due to the difficulty of its treatment. Hormonal factors have
been used as adjuvant therapies and prognostic markers in various neo-
plasms. The aim of this study is to investigate the role of estrogen receptor
(ER) and progesterone receptor (PR) in Pleomorphic Adenoma (AP),
RPA and RPA with malignant transformation (TRPA).

Method: Twenty cases of PA, 20 of RPA and four TRPA cases
were immunohistochemistry studied for ER and PR. A grading
system based on nuclear reactivity percentage was assigned on a
scale from 0 to 3. Less than 10 % cell reactivity was assigned 0;
11-25 % was assigned 1; 26-50 % was assigned 2; and reactivity
greater than 50 % was assigned 3.

Results: Tumours were negative for ER and PR in all cases of PA and
RPA. Three TRPA cases were negative for these hormonal factors; and
one TRPA case was moderately positive for both ER and PR.
Conclusion: This study suggests that ER and PR are not expression in PA
and RPA, indicating that these tumours would not benefit from hormonal
adjuvant therapies. However, due to the TRPA rarity, further detailed
studies are warranted on a large series.

PS-12-026

Merkel cell carcinoma arising in Warthin tumour: An extremely rare
entity with limited experience and little available information in the
literature

S. PaEBa*, A. Dimitriadi, A. Linardou, B. M. Michaelides, G. Panselinas,
Z. Pappas, G. Kakiopoulos, T. Choreftaki

*General Hospital of Athens, Dept. of Surgical Pathology, Greece

Objective: Warthin tumour is the second most common salivary gland
tumour. Rarely, either the epithelial or lymphoid component of Warthin
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tumour can undergo malignant transformation, with an estimated inci-
dence of less than 1 %. Several malignancies have been described in
literature, but only few of Merkel cell. We report a case of a 69-year-
old man presenting with distention of his left parotid gland.
Parotidectomy was performed.

Method: We received the left parotid gland measuring 6.5 X 3.5 x 2.7 cm.
The cut surfaces revealed a well-circumscribed, grayish, solid, partly
cystic tumour measuring 2.8 X 2.5 X 2cm.

Results: Microscopically we observed a malignant tumour arising in a
Warthin tumour, comprising of solid sheets of small to medium size cells
with scant eosinophilic cytoplasm, oval nuclei, dusty chromatin and in-
conspicuous nucleoli. Numerous mitoses and necrosis were seen.
Immunohistochemically, a paranuclear “dot-like” positivity pattern for
CKAEI/AE3, CK20 and Neurofilaments was observed. The cells stained
also positive for CD-56 and Synaptophysin. Ki-67 was estimated 50—
55 %. A diagnosis of Merkel cell carcinoma was made.

Conclusion: The possibility of a metastatic Merkel cell carcinoma from
an undetected cutaneous or extracutaneous primary site was considered.
CT imaging and FNB revealed metastatic disease in lymph nodes of the
mediastinum, however no primary tumour was found in our patient.

PS-12-027
The expression of epithelial-mesenchymal transition and cancer stem
cell markers in oral dysplasia and cancer
S. E. Gultekin”, O. Ozer Yucel, B. Senguven, L. Arslan

Gazi University Dental Faculty, Dept. of Oral Pathology, Ankara,
Turkey

Objective: The aim of the study is to analyse the expression of epithelial-
mesenschymal transition and cancer stem cell markers in oral epithelial
dysplasia and oral squamous cell carcinoma in order to asses their influ-
ence on oral carcinogenesis.

Method: The study was conducted on 45 formalin fixed, parraffin -
embedded tissue samples consisting of oral squamous cell carcinoma
(n:15), epithelial dysplasia (n: 15) and epithelial hyperplasia (n: 15) .
The expression of Snail 1 and CD 133-prom 1 was detected by using
both quantitative RT-PCR and immunohistochemistry, whereas CD 44
and E-cadherin expression was evaluated immunohistochemically.
Results: The overall Snail 1 up-regulation was seen 56 % of the cases (25
out of 45) where as, prom 1 up-regulation was found 7 % (3 out of 45)
which were in the samples from 1 carcinoma and 2 hyperplasia. Elavated
mRNA level for Snail 1 was significant in carcinoma cases (p <0.05).
The decrease in E-cadherin expression and increase in CD 133 expression
was found in the spectrum of oral epithelial hyperplasia to squamous cell
carcinoma .

Conclusion: Snail 1 may indicate the potential role as an epithelial —
mesenchynal transition marker in the sequence from oral hyperplasia to
dysplasia- cancer.

PS-12-029

Clinico-pathological significance of immunohistochemical bio-
markers in salivary duct carcinomas: A multi-institutional study of
152 cases

T. Nagao', Y. Tada, S. Kano, D. Kawakita, S. Takase

Tokyo Medical University, Dept. of Anatomic Pathology, Japan

Objective: Salivary duct carcinoma (SDC) is one of the most aggressive
salivary tumours. Our aim is to determine the immunoprofiles of the
various biomarkers and their clinicopathological significance in SDC.
Method: 152 cases of SDC were immunostained for HER2, HER3,
EGFR, p53, AR, ERf3, CK5/6, MUC1, PLAGI and Ki-67. Also HER2
gene amplification were examined by FISH.

Results: Immunoreactivity for each biomarker in SDCs was as follows:
HER2 (3+ and/or FISH+: 46.1 %), HER3 (1-3+: 68.2 %), EGFR (3+:

32.2 %), pS3 (L1>20 %: 57.3 %), AR (81.6 %), ER3 (96.6 %), CK5/6 (2-
3+:30.5 %), MUCI (3+: 77.2 %), PLAG1 (1-3+: 53.7 %) and Ki-67 (LI
>40 %: 57.9 %). Interestingly, overexpression of HER2, HER3, EGFR
and Ki-67 was significantly associated with SDCs ex pleomorphic ade-
noma rather than that in de novo SDCs. Both overall survival and
progression-free survival of the patients with higher Ki-67 LI were sig-
nificantly shorter than those of patients with lower Ki-67 LI. Moreover,
both AR-negative and CK5/6-positive groups showed significantly
shorter progression-free survival. There was no significant correlation
between the other biomarkers analyzed and clinicopathologic parameters.
Conclusion: The present study demonstrated that Ki-67, AR and CK5/6
are regarded as a prognostic factor in SDC. Diverse molecular mecha-
nisms might play in the carcinogenesis of SDCs depending on their ori-

gin.

PS-12-030

Neuroendocrine differentiation in mucosal malignant melanomas os

sinonasal and oral regions

7.0z iil*, F. Canaz, M. Acikalin, E. Yilmaz, O. Pinarbasli, S. Isiksoy
Osmangazi University, Dept. of Medical Pathology, Eskischir, Turkey

Objective: To investigate the frequency and significance of neuroendo-
crine differentiation in mucosal malignant melanomas of sinonasal and
oral regions.

Method: Thirteen cases of oral and sinonasal mucosal malignant mela-
noma were retrieved from our archieves. Ten cases who had available
blocks were included to the study. Prior diagnoses were confirmed
reevaluating hematoxylin and eosin stained slides and immunohisto-
chemical stains by two pathologists. Synaptophysin, chromogranin and
CD56 expressions were investigated by immunohistochemistry from
paraffin-embedded tissues in ten cases of mucosal malignant melanomas.
Cases were evaluated with respect to both staining percentage and
intensity.

Results: Study cases were epithelioid (6/10), epithelioid and spindle cell
(3/10) and plasmacytoid (1/10) morphology. Five cases (50 %) were
stained moderately and one case (10 %) stained weakly for CD56.
Synaptophysin positivity was observed in 3 cases, focally and in mild
to moderate intensity. All cases were negative for chromogranin.
Conclusion: Our findings suggested that neuroendocrine differentiation
in mucosal malignant melanomas is not uncommon finding. The aware-
ness of this feature and to apply a broad panel of immunohistochemistry
are necessary for distinction of mucosal malignant melanomas from his-
tologically similar malignant tumours.

PS-12-031

Sinonasal adenocarcinoma: A 20-year experience at a single
institution

M. Rito*, 1. Fonseca

Instituto Portugues de Oncologia de Lisboa, Servico de Anatomia
Patologica, Portugal

Objective: Adenocarcinoma is a rare tumour of the sinonasal tract. This
study aims at evaluating outcomes in a series of patients treated in a single
institution in a 20-year period.

Method: Retrospective review was performed of patients with adenocar-
cinoma of the sinonasal tract from 1996 to 2016. Demographic data,
disease presentation, treatment, and survival rates were collected and
evaluated.

Results: 40 patients with sinonasal adenocarcinoma were identified.
Twenty-five percent of the patients had wood-related occupations,
15 % working on the cork industry. Average age at time of diagnosis
was 67 years (48—84 years). Fifty-eight percent of patients presented
with T3 or T4 tumours. Surgery plus adjuvant radiation therapy was
the most common primary form of treatment (58 %). 36 had the
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intestinal type and 4 had non-intestinal type histologies. Persistence
of disease or local recurrence was seen in 26 patients (65 %). The
overall 5-year survival was 59 %. Survival was decreased signifi-
cantly in patients with T3 or T4 tumours and with disease’s persis-
tence after initial therapy.

Conclusion: Sinonasal adenocarcinomas are locally aggressive tumours
that usually present at high stages. Association with occupational expo-
sure, namely with the local cork industry, was present. Despite treatment,
persistence of disease or local recurrence occurs in a significant percent-
age of patients.

PS-12-032

Thyrolipoma and thyrolipomatosis: 3 case reports

S. Char‘ﬁ*, O. Boudaouara, N. Abid, M. Triki, T. Sellami Boudaouara, R.
Kallel

*Centre Hosp. Univ. Habib Bourguiba, Dept. de Pathologie, Sfax, Tunisia

Objective: Described as uncommun thyroid lesions with only few cases
reported in the literature, thyrolipoma and thyrolipomatosis are two rare
distinctive conditions. Here, we report 3 new cases in order to illustrate
clinical, morphological and histopathological features of these rare
entities.

Method: Our present study concerned 3 cases of fat containing thyroid
lesions diagnosed as such in the department of pathology of Sfax Hospital.
Results: The mean age of patients was 60 years with 2 females and one
man. All patients presented multinodular goiter in physical examination
and underwent total thyroidectomy. The thyroid specimens showed either
yellow-tan nodules (2 cases) or diffuse yellow-brown appearance (2
cases). Histologic examination revealed 3 different patterns: (1) a well
circumscribed fat nodule (thyrolipoma) in one case; (2) a diffuse fat
infiltration (thyrolipomatosis) in one case; or (3) fat infiltration involving
both patterns in one case. Moreover, a papillary carcinoma and a lym-
phocytic thyroiditis were identified in one case of thyrolipomatosis.
Conclusion: In summury, we reported 3 cases of thyrolipoma and
thyrolipomatosis. Only one case have combined histological pattern with
concomitant papillary carcinoma, which is an extremely rare feature in
the literature.

PS-12-033

Histopathological differences between primary Sjogren’s Syndrome
and Sjogren’s Syndrome accompanied by scleroderma
U. Kucuk’, S. Sarioglu, P. Cetin, I. Sari, M. Birlik

Tepecik Research and Training Hosppital, Dept. of Pathology, Izmir,
Turkey

Objective: Investigation of morphological differences in relation with
serological variables between primary versus secondary Sjogren’s syn-
drome associated with systemic scleroderma (Scl-SS).

Method: A total of 69 primary Sjogren’s syndrome (pSS) and Scl-SS
patients were grouped according to the the AECG criteria as pSS and Scl-
SS. Hematoxylin and eosin sections of the minor salivary gland biopsy
were re-evaluated and the lymphocyte focus score (FS), plasma cell focus
(PCF) and fibrosis rates were all evaluated.

Results: There were 43 pSS and 26 Scl-SS cases. Both biopsy and auto-
antibody were positive in 16 pSS cases while only biopsy was positive in
25 cases and only antibody in 1 case. Both biopsy and antibody were
positive in 5 Scl-SS cases while only biopsy was positive in 18 and only
antibody in 3 cases. The PCF was identified in 24 pSS cases while 5 Scl-
SS cases. The PCF was statistically significantly higher in pSS cases
(p=0.003). No difference was seen between SS subtypes in terms of
lymphocyte FS, fibrosis and auto-antibody positivity.

Conclusion: We found that PCFes could be found more frequently in
pSS than Scl-SS. Additionally our study reveals that the co-existence of
Scl-SS decreases the incidence of FS value >1 compared to pSS.
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PS-12-035

Salivary gland tumours: The importance of molecular pathology

C. Meireles”, S. Carvalho, A. Galaghar, C. Aratjo, J. Vieira, M. Teixeira,
R. Henrique, M. Jacome

"Centro de Investigacdo do Instituto Portugués de Oncologia, Dept. de
Patologica, Porto, Portugal

Objective: There have been significant progress in our understanding of
salivary gland tumours (SGT), with description of chromosomal transloca-
tions, that are useful for diagnosis, working as confirmatory test. CRTC1-
MAML2 in mucoepidermoid carcinoma (MEC) correlates with better prog-
nostic. EWSRI1-ATF1 gene fusion is specifically found in hyalinizing clear
cell carcinoma (HCCC). Mammary analogue secretory carcinoma (MASC)
was recently described and associated with ETV6-NTRK3 translocation.
We aim to report three illustrative cases of SGT: Case 1(MASC)- 23-year
old female with a mass in the submandibular gland; Case 2(HCCC)- 51-
year old female with a palatal mass with local recurrence after 10 years;
Case 3(MEC)- 51-year old female with a lesion of the tongue.

Method: Clinicopathological information was collected from clinical
files and pathology reports. Formalin-fixed paraffin-embedded specimens
were used for molecular analyses using FISH.

Results: Casel: Microcystic architecture and eosinophilic homogenous
bubbly secretion. Immunoprofile: S-100 proteint+, DOG-1-. Case2:
Admixture of clear and eosinophilic cells, embedded in hyalinized stro-
ma. Immunoprofile: Cytokeratin+, p63+, myoepithelial markers-. Case3:
Squamous, intermediate, and goblet cells with mucus production.
Conclusion: Molecular pathology offers new insights in terms of pathogen-
esis, diagnosis and prognosis that would help to improve the management of
patients with SGT, adding value at a therapeutic level, particularly through
the search of new biomarkers that could act as potential therapeutic targets.

PS-12-036
Chordomas of the head and neck region
B. Hayit", D. Arik, E. Yilmaz, M. Acikalin, O. Pasaoglu
Esogu Faculty of Medicine, Dept. of Patholgy, Eskisehir, Turkey

Objective: Chordomas are rare, locally agressive low grade malignancies
that develop from notochordal embryonic residues. They show a dual
epithelial-mesenchymal differentiation and account for 1-4 % of all bone
malignancies. Chordomas preferentially occur in the sacrum (50-60 %).
The head and neck localisation is not common. Here we report
chordomas of spheno-occipital, and cervical region diagnosed in our
department and summarize clinicopathological characteristics of these
cases.

Method: Retrospectively, the cases diagnosed as “chordoma” were
reviewed from 2002 to 2015. Clinicopathological features of cases with
a tumour at spheno-occipital, and cervical region were assessed.
Results: Of 7 cases (4 males, 3 females) with a mean age of 48.4 (13—
75 years). Six cases were diagnosed as conventional chordoma and one
was chondroid chordoma. Mean follow-up was 34.5 months (10—
110 months). Recurrence was detected in 2 cases and distant metastasis
was determined in one case.

Conclusion: Chordomas resist chemotherapy and radiotherapy. Radical
surgery and high-dose radiation are the most used treatments. Given the
location and invasive nature of these tumours, complete resection is difficult.

PS-12-037

Granular cell tumour: Report of seven cases

L Provatas’, C. Kouvidou, G. Kyriakopoulos, K. Pavlou, E. Papagianni,
C. Magkou, C. Vourlakou

*Evangelismos Athens Gen. Hospital, Dept. of Pathology, Greece

Objective: Granular cell tumour is an uncommon neoplasm of soft tissue
that can arise in multiple corporal sites, but is mainly met in the skin, oral
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cavity or digestive tract. We report seven patients with granular cell tu-
mour in the oral cavity (four), the skin (two) and the breast (one). Three of
the patients were men and three women and their age ranged from 15 to
42 years.

Method: In all cases an excisional biopsy of the neoplasm with safety
margins was performed. Tumour sizes ranged between 0,5 and 2,3 cm.
All the tumours were processed for histopathological and immunohisto-
chemical study.

Results: The tumours were constituted by a poorly circumscribed prolif-
eration of polygonal cells with central relatively small nucleus and a
pronounced eosinophilic and granular cytoplasm. Two cases with
spindle-cell morphology and prominent nucleoli, were characterized as
“atypical”. All tumour cells were positive for S-100 and CD68 and neg-
ative for Actin. No recurrence is reported, due to safe resection margins.
Conclusion: The origin of the granular cells is controversial. Granular
cell tumours are benign and malignant cases are rare. Some granular cell
tumours are called “atypical” in the presence of one or two histological
criteria, established by AFIP.

PS-12-038

TERT promoter mutations in laryngeal squamous cell carcinomas
L Yilmaz', B. E. Erkul, S. Ozturk Sari, G. Narli, Z. Kucukodaci, S.
Yildirim

*Gata Heh, Pathology, Istanbul, Turkey

Objective: Mutations in the promoter region of human telomerase re-
verse transcriptase (TERT) have been identified in over 50 cancer types,
including many associated with ultraviolet (UV) exposure and having
low rates of self-renewal cells. The high frequency of TERT mutations
in cutaneous squamous cell carcinomas (SCC) have been revealed in
many studies, but the data about laryngeal SCC is limited.

Method: In this study a total of 78 laryngeal SCC tissues were obtained,
genomic DNA’s were isolated from formalin-fixed, paraffin-embedded
tumour tissue samples and TERT promoter region (the positions of
C228T and C250T) mutations were analyzed by PCR-based direct se-
quencing method.

Results: TERT promoter mutations were detected in only 4 of 78 cases
(5.1 %). Somatic C228T and C250T mutations was demonstrated in 3 and
1 cases, respectively. 4 patients were heavy smokers, 3 cases were stage 1
and one case was stage 3 laryngeal SCC. Only one of them had a recur-
rence. We did not find any statistically significant clinicopathological
features in laryngeal SCC with TERT mutations.

Conclusion: In conclusion, our results demonstrated that TERT promoter
mutation in laryngeal SCC is uncommon. This finding was consistent
with the role of UV in cutaneous SCC pathogenesis and we did not find
any association with prognosis.

PS-12-039

Peripheral odontogenic myxofibroma of the maxilla: A case report
and literature review

P. Pitak—ArnnoE*, K. Dhanuthai, A. Pimkhaokham, K. Subbalekha, S.
Mokros

*AMEOS Klinikum Halberstadt, Oral & Maxillofacial Surgery, Germany

Objective: To report an unusual case of peripheral odontogenic
myxofibroma (POM) of the maxilla.

Method: We reviewed the clinical chart and pathological report of a
POM patient treated at Department of Oral and Maxillofacial Surgery,
Chulalongkorn University, Thailand.

Results: A 27-year-old African woman presented with a painless
maxillary mass developing a few months ago. She denied previ-
ous trauma and any medical history. An excisional biopsy under
local anaesthesia was performed. The histologic findings demon-
strated a lobulated tumour mass composed of haphazardly

arranged stellate and spindle-shaped cells in the myxoid stroma
interspersed with variable amounts of collagen fibres. Islands of
odontogenic epithelium were also presented. The diagnosis of
POM was established.

Conclusion: There have been limited numbers of POM reported in the
literature. It is hypothesised that this tumour derives from an abnormal
development of the pulpal organ or supportive structures of the teeth.
Because of its rarity, there is no universally accepted treatment for
POM. Its therapies vary from enucleation and curettage with/without
peripheral ostectomy, to radical jaw resection with tumour free margin
of 1.5-2 cm and removal of neighbouring teeth. The recurrence rate can
be up to 25 %. We also reviewed the literature on this tumour.

PS-12-040
A rare neoplasm of trachea: Inflammatory myofibroblastic tumour
7. Sagnak”, S. Ersoz, M. E. Ercin

Karadeniz Technical University, Pathology, Trabzon, Turkey

Objective: Inflammatory myofibroblastic tumour (IMT) is a rare and
usually benign soft tissue lesion that mainly occurs in the lung and
abdominopelvic region of children and young adults. The most common
sites of extrapulmonary IMT are the mesentery and omentum. The IMT
also known as plasma cell granuloma or inflammatory pseudotumour.
Method: The surgical specimens were formalin-fixed and paraffin em-
bedded. The section were stained with routinary H&E.
Immunohistochemistry was performed.

Results: A 52-year-old woman had a history of breast cancer. After the
breast surgery computed tomography showed a solitary mass measuring
approximately 12 x 10 mm in the proximal tracheal lumen. The resected
tumour appears tan-yellow. Microscopic examination revealed a mixture
of spindle cells showing fibroblastic and myofibroblastic differentiation.
Admixed with the spindle cell proliferation was an inflammatory infiltrate
containing lymphocytes, polymorphonuclear leukocytes and plasma
cells. Immunohistochemically, the tumour cells stain strongly for
vimentin, anaplastic lymphoma kinase (ALK) and focally for muscle
specific actin. The tumour had a low Ki-67 proliferative index. We diag-
nosed this case as IMT. ALK positivity can be helpful in the differential
diagnosis of these neoplasms.

Conclusion: Clinical presentation of IMT can mimic malignant neo-
plasms. Involvement of trachea by this tumour is extremely rare with only
a few published case reports.

PS-12-042
A rare case of NUT midline carcinoma of the parotid gland
J. Ferreira*, R. Afonso, C. Zagalo, A. Félix

IPO Lisboa FG, Servigo de Anatomia Patologica, Portugal

Objective: NUT midline carcinoma (NMC) is a recently described entity
with a predilection for young individuals and a poor prognosis. It is
characterized by chromosomal translocation of the NUT gene. It usually
involves midline structures with a minority of cases presenting outside of
the midline axis. We describe an exceptional case of a NMC arising in the
parotid gland.

Method: A 34-year-old male presented with a rapidly growing left cer-
vical mass. MRI revealed an isolated lesion of the left parotid gland
measuring 30 x 21 mm. Parotidectomy with lymphadenectomy was
performed.

Results: Gross examination revealed a 35 mm white solid infiltrating parotid
tumour with invasion of the surrounding soft tissue, adjacent to the surgical
margin. Histology showed a poorly-differentiated carcinoma with nests of
undifferentiated cells merging with foci of necrosis and occasional abrupt foci
of well-differentiated squamous epithelium with keratinization. In the context
of a primary parotid carcinoma with squamous differentiation in a young
patient, t(15;19) was determined by FISH. A diagnosis of NMC without
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metastases was rendered. Currently (4 months), the patient is undergoing
adjuvant chemo-radiotherapy.

Conclusion: This case emphasizes the importance of considering NMC in
the differential diagnosis of poorly differentiated carcinomas of the head
and neck region in young adults, even outside of the midline structures.

PS-12-043
Dentin dysplasia type 1 in an orthognathic patient: A case report and
literature review
P. Pitak-Amnop, A. Schwarz, N. Schwarz, S. Mokros
AMEOS Klinikum Halberstadt, Oral & Maxillofacial Surgery, Germany

Objective: To present an unusual case of dentin dysplasia type 1 (DTDP-
1) undergoing an orthognathic surgery.

Method: Using a retrospective study design, we analysed the clinical
chart and radiographs of an orthognathic patient with DTDP-1.

Results: A 34-year-old Caucasian man was referred to our depart-
ment for combined orthodontics-orthognathic surgery-prosthodontic
treatments. On the initial examination, the patient presented with
skeletal class III and edentulous area of the left posterior maxilla.
Radiographically, most of the teeth, despite clinically asymptomatic,
had short roots. The patient has lost several teeth over the past
decade. The diagnosis of DTDP-1 was diagnosed based on the ra-
diographic and history findings. Other family members are free
from the disease.

Conclusion: DTDP-1 (OMIM: #125400) is a rare autosomal-dominant
form of DTDP and seriously affects dental root development. The pa-
tients often have severe tooth mobility, spontaneous early tooth loss,
abnormal tooth spacing or malocclusion. Genetic studies and counsel-
ling are required because of the familial nature of the disease. Various
preventive dental measures is necessary to prevent pulpal/periapical
infections and early tooth loss. The careless orthodontics-orthognathic
surgery may accelerate the early tooth exfoliation. We also review and
discuss clinical, genetic, pathological and therapeutic aspects of this
disease.

PS-12-044
Next Generation Sequencing analysis of ameloblastomas
S. E. Gultekin”", R. Aziz, B. Senguven, C. Heydt, R. Buettner
Gazi University Dental Faculty, Dept. of Oral Pathology, Ankara,
Turkey

Objective: Ameloblastomas are benign odontogenic tumours of the jaws
that exhibit aggressive biological behaviour with local recurrence. There
are various types of this tumour and confusion still exists among clini-
cians as to its correct classification. A comprehensive molecular prolifing
of ameloblastomas was performed to identify novel genomic alterations
that will led to recognation of molecular subtypes and influance the new
therapeutic approaches.

Method: In this study, a total of 60 formalin-fixed, paraffin-embedded
ameloblastoma samples were sequenced using the Ion Torrent PGM and
the 30 gene AmpliSeq Library Kit from 10 ng of extracted DNA.
Histological subtyping for ameloblastomas was done on hematoxylin-
eosin sections.

Results: Next generation sequencing analysis showed that BRAF
and PTEN were the most frequent altered genes in all subtypes of
the ameloblastomas. Solid/multicystic ameloblastomas displayed
remarkable gene mutation compared to unicystic type. There
was not any gene alteration in respect to histologic subtypes of
the tumour.

Conclusion: This is the first comprehensive genomic analysis of
ameloblastomas that will shed new light on fundamental aspects in un-
derstanding the molecular pathogenesis of odontogenic tumours and may
help in the development of new targeted therapies.
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PS-12-045

Rhinosporidiosis: Report of four cases from the Eastern Province of
Rwanda

I Izimukwize*, M. C. Ndayisaba, D. Mbarushimana, V. Bigirimana, B.
Rugwizangoga, A. Laga

*CHUK, Dept. of Anatomic Pathology, Kigali, Rwanda

Objective: Rhinosporidiosis is a tropical disease caused by
Rhinosporidium seeberi. Originally described by Seeber in Argentina,
the disease is primarily observed in India and Sri Lanka. There is only
one brief report documenting the disease in humans previously in
Rwanda (1993). The Anatomic Pathology Laboratory at the “Centre
Hospitalier Universitaire de Kigali (CHUK), a teaching hospital in
Rwanda, started operating in October of 2013. We report four cases of
rhinosporidiosis confirmed by histopathology.

Method: We conducted a retrospective search for cases of
Rhinosporidiosis in the anatomic pathology files of CHUK from 2013
to 2016. Slides were retrieved and the diagnosis was confirmed for all
cases. PAS-D and MSS stains were performed in one case.

Results: Four cases of Rhinosporidiosis were identified. Two cases were
diagnosed in 2014, one in 2015, and one in 2016. All four patients were
males. Their ages were 7, 12, 13 and 15. All presented with a history of
nasal obstruction and had a nasal mass on exam. Of interest, three patients
are from the same district (Gatsibo, Eastern Province) in Rwanda.
Conclusion: We document four cases of Rhinosporidiosis from the
Eastern Province, Rwanda; three within the same district. The clustering
of cases suggests a probable reservoir in the area.

PS-12-047
Sinonasal primitive neuroectodermal tumour: An unusual presenta-
tion and outcome
G. Sahraoui”, S. Nechi, R. Daoued, F. Khanchel, A. Dougaz, E. Chelbi,
1. Abbes

Salah Azaiez, Dept. of Pathology, Tunis, Tunisia

Objective: To report histopathological features of sinonasal primitive
neuroectodermal tumour.

Method: A 56-year-old man, with no medical history, presented with
epistaxis.

Results: On otolaryngological examination, a polypoid mass of nasal
cavity measuring 1 cm. The craniofacial CT scan showed a heterogeneous
soft tissue mass originating from the left maxillary sinus, without bone
involvement. The detailed metastatic work-up was negative. The endo-
scopic biopsy resection revealed small round cell tumour expressing dif-
fusely CD99. The neuroendocrine, lymphoid and epithelial markers were
negative. A EWS gene rearrangement was demonstrated by FISH molec-
ular analysis. The patient underwent several cycles of neoadjuvent che-
motherapy and he was still under follow-up without features of recurrent
disease for 15 months.

Conclusion: PNET is rarely encountered in sinonasal region. It is excep-
tional in middle-aged adults. We tend to show that despite the aggressive
character of PNET, an early diagnosis at a localized stage can improve the
outcome.

PS-12-048
Twist, snail, integrin beta-1 and e-cadherin expression in odontogenic
lesions
B. Yildirim", F. Museyibov
Gazi Univer. Fac. of Dentistry, Oral Pathology, Ankara, Turkey

Objective: The potential role of epithelial mesenchymal transition
(EMT) molecules in the tumourogenesis of odontogenic lesions
has not been investigated in detail. Here we aimed to evaluate
Twist, Snail, Integrin 3-1 and E-cadherin expression in
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ameloblastoma (ABL), keratocystic odontogenic tumour (KOT),
orthokeratinized odontogenic keratocyst (OOKK) and dental folli-
cle (DF).

Method: Twist, snail, integrinf3-1 and E-cadherin expression were exam-
ined immunohistochemically and expression of these factors have been
scored on the basis of staining intensity and ratio of positive cells.
Results: Mean expression scores of all four markers were highest in DF.
There weren’t any statistically significant difference in expression scores
of snail and twist for the groups however E-cadherin and integrinf3-1
expression values of DF were statistically significant. E-cadherin expres-
sion was also significantly higher in OOKK in comparison to KOT and
ABL. For solid and unicystic ABL we didn’t observe any statistical sig-
nificance in expression scores of markers.

Conclusion: Higher twist and snail expression in DF may point
out to role of these factors in odontogenesis rather than
odontogenic tumour pathogenesis. Significant loss of E-cadherin
and integrin 3-1 expression in ABL and KOT may facilitate loss
of adhesion between tumour cells and could be associated with
tumour invasiveness and progression.

PS-12-049

Factors that may influence polymorphous low-grade adenocarcino-
ma progression

A. Soares*, E. Martinez, M. C. Aguiar, C. Furuse, M. Sperandio, V. A.
Montalli, N. Aratijo, V. Aratjo

*Séo Leopoldo Mandic Institute, Oral Pathology, Campinas, Brazil

Objective: There is mounting evidence highlighting the importance of
some biological processes in tumour growth, such as vascular supply,
apoptosis, autophagy and senescence. We have investigated such scenar-
ios in Polymorphous low-grade adenocarcinoma (PLGA) in an attempt to
identify those that are relevant for this particular lesion.

Method: We analyzed 31 cases of PLGA using immunohistochemistry
for anti-CD34 and anti-CD105 to detect blood vessels; anti-D2-40 to
detect lymphatic vessels; anti-Bax, anti-Bcl-2 and anti-Survivin to ex-
plore cell apoptosis; anti-Beclin and anti-LCB3 to investigate autophagy
and anti-p21 and anti-p16 for senescence.

Results: Immunohistochemical results showed that PLGA containing
numerous CD34-positive blood vessels, very low number of CD105 pos-
itive cells and scarce lymphatic vessels. Bcl2 was strongly and uniformly
expressed whereas Bax expression was weaker and heterogeneous often
within the same lesion. Survivin, Beclin and LC3B were strongly
expressed in PLGA cells. Regarding senescence, the results showed that
PLGA cells do not express p21 and only a small proportion of lesions
show positivity to p16.

Conclusion: PLGA progression does not depend on newly formed ves-
sels, it is otherwise promoted by autophagy, sustained by both anti-
apoptotic and anti-senescence signals and stimulated by Bcl-2 and
Survivin.

PS-12-052

Castleman’s disease mimicking a parotid tumour

S. Ekmekei®, G. Gul, U. Kucuk, D. Solakoglu Kahraman, E. Cakir, S.
Kaptaner, S. Ozkal

*Tepecik Research Hospital, Pathology, Konak, Turkey

Objective: Castleman disease (CD) is a rare benign lymphoprolif-
erative disorder of unknown etiology, typically presenting as a
solitary mediastinal mass. The head and neck region is the second
most common site; however, the salivary glands are rarely affect-
ed. Two clinical (localised and generalised) and three histopatho-
logical (hyaline vascular, plasma cell, and mixed) types have been
described. We present a case of a 59-year-old male patient with
parotid CD of the mixed type as a rare entity.

Method: A 59 year old man presented to our otorhinolaryngology clinic
complaining of tinnitus. The patient underwent a left superficial
parotidectomy with a clinical prediagnosis of mucoepidermoid
carcinoma.

Results: H&E stained sections showed mostly preserved lymph
node architecture. Some lymphoid follicles had atrophic germinal
centers and mantle zones was expanded with the cells somewhat
aligned concentrically. Also there were sclerotic blood vessels
radially penetrated the germinal centers, the overall appearance
of the follicle may resemble a lollipop. The diagnosis rendered
was CD, mixed type.

Conclusion: The wide spectrum of clinical manifestations makes
the diagnosis a challenge. It is diagnosed by exclusion with the
aid of histopathological examination. Therefore, it is important
that physicians consider this clinical entity so patients can receive
adequate and early treatment.

PS-12-053

Analysis of BRAF V600E (VE1) protein expression and BRAF
mutation status in salivary gland cancers

M. Bodnar*, P. Burduk, P. Szczodruch, M. Jarmuz-Szymczak, M.
Giefing, M. Wierzbicka, A. Marszalek

*Collegium Medicum in Bydgoszcz, Clinical Pathomorphology, Poland

Objective: The aim of the present study was the analyses of BRAF
V600E(VE1) protein expression and BRAF mutation status in codon
600 in salivary gland cancers.

Method: For identification of BRAF V600E(VE1) protein, the immuno-
histochemical (IHC) staining was performed on the TMA salivary gland
tissue sections derived from 95 patients. Furthermore, the automatic
PCR-based diagnostic platform was enriched for the evaluation of muta-
tions in codon 600 of BRAF gene.

Results: By IHC cytoplasmic BRAF V600E(VE1) protein expression
was found in 2/95 cases: respectively, 1/3 (33 %) case of adenocarcinoma,
and 1/5 (20 %) case of carcinoma ex pleomorphic adenoma. The non-
specific nuclear BRAF V600E(VET1) protein expression was evaluated in
14 (15 %) cases of all analyzed samples. In this group there were 9/28
(32 %) cases of pleomorphic adenoma, 3/5 (60 %) cases of ductal carci-
noma, 1/9 (11 %) cases of mucoepidermal carcinoma, and 1/5 (20 %) case
of carcinoma ex pleomorphic adenoma. All analyzed cases were negative
for PCR-based analyzes of BRAF V600 mutations.

Conclusion: In heterogeneous group of salivary gland cancers further
molecular analyses are necessary for better understanding the role of
genetic alterations. We have found an peculiar BRAF V600E protein
expression which was not confirmed by molecular tests.

PS-12-054

The inorganic pyrophosphatase (PPA1) expression as the new poten-
tial metastatic parameter in laryngeal squamous cell carcinoma
(LSCC)

M. Bodnar", M. Luczak, K. Bednarek, L. Szylberg, A. Marszalek, R.
Grenman, K. Szyfter, M. Jarmuz-Szymczak, M. Giefing

*Collegium Medicum in Bydgoszcz, Clinical Pathomorphology, Poland

Objective: Is PPA1 correlated with unfavorable outcome in head and
neck cancers.

Method: Combining the 2D electrophoresis and mass spectrometry
performed on three groups of LSCC cell lines, derived from pri-
mary tumours, recurrent tumours and metastases, were used for
identifying the potential biomarker candidates of relapse and me-
tastasis in LSCC. Furthermore, the immunohistochemical (IHC)
analysis were performed for evaluation of selected protein expres-
sion and localization in primary LSCC N(0), N(+) and SCC me-
tastases in lymph nodes.
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Results: Annexin V, calreticulin and the PPA 1 were identified exclusive-
ly for significant upregulation in the metastases-derived cell lines.
Furthermore, using IHC these selected upregulated proteins were com-
pared according their abundance in primary LSCC N(0), LSCC N(+), and
in LSCC metastases in lymph nodes. Our results show a positive corre-
lation between the PPA1 protein expression and the presence of lymph
node metastasis (p<0.001). For the other two proteins, there was no
statistically significant correlation.

Conclusion: The PPA1 protein could become potentially novel biomark-
er of metastasis in LSCC. Revealed group of proteins are deregulated in
recurrences and metastases of LSCC, and might be useful biomarkers
identified in molecular background of LSCC.

PS-12-055

Lymphomas of Waldeyer’s Ring: Clinicopathologic study of 22 cases
F. Khanchel”, H. Kilani, S. Néchi, A. Douggaz, E. Chelbi, R. Ben
Hamouda, N. Znaidi, N. Boujelbene

*Faculty of Medicine Tunis, Tunisia

Objective: The purpose of our study was to present epidemiological and
pathological particularities of Lymphomas of Waldeyer’s Ring (WR).
Method: We analyzed Lymphomas of W R registered in the Department
of Pathology of Mohamed Tahar Maamouri in Tunisia from January 2005
to march 2016.

Results: We registered 22 cases. There were 16 males and 6 females and
their ages varied from 51 to 80 years with a median age of 51 years.
Nasopharynx is the most common location (13 cases). In 18 cases lym-
phomas were of B-cell phenotype (8 cases diffuse large B cell lymphoma,
8 small cell lymphoma, 1 plasmablastic lymphoma and 1 Burkitt lym-
phoma). They were of T-cell phenotype in 3 cases (1 case LT NOS, 1 case
NK/T cell lymphoma, nasal type, 1 angioimmunoblastic T-cell lympho-
ma, 1). Hodgkin lymphoma was diagnosed in 1 case.

Conclusion: The present study shows that the most common location of
Lymphomas of WR is the nasopharynx. Median age in our series was
51 years, most lower than that reported in the literature. Our study shows
a predominance of diffuse large B-cell lymphoma sub type as shown in in
the literature.

PS-12-057

Papillary carcinoma arising in a thyroglossal duct cyst: A case report
A.-M. Teodora Domsa”, A. R. Trif, M. Muresan, D. Crisan
“Cluj-Napoca, Romania

Objective: The thyroglossal duct cyst (TGDC) is the most common con-
genital abnormality of the thyroid gland development. It is estimated that
it occurs in 7 % of the adult population. However, the highest incidence of
thyroglossal duct cyst is encountered among children and adolescents.
Only 1 % of TGDC develop carcinomas: 90 % of all carcinomas are
papillary thyroid, 5 % squamous cell carcinomas, 2-3 % follicular carci-
nomas; anaplastic carcinomas are rare and medullary carcinomas have
never been described. TGDC carcinomas are more frequent in women,
with a sex distribution of 1,5:1 up to 2:1.

Method: We present the case of a 25 year old woman with a pre-laryngeal
mass, unrelated to the thyroid. Clinically and imagistically, the thyroid
gland was unmodified and no enlarged lymph nodes were identified. The
mass was excised using the Sistrunk procedure.

Results: Paraffin embedded sections were stained with hematoxylin and
eosin and examined microscopically, revealing a TGDC component with
a papillary thyroid carcinoma arising from it, confirmed by immunostain-
ing for cytokeratin 19.

Conclusion: Because total thyroidectomy was not performed in this case,
the dilemma of differentiating between primary TGDC papillary carcino-
ma and metastatic thyroid papillary carcinoma remains unsolved, so long-
term monitoring of the thyroid gland is needed.
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PS-12-059

Polymorphous low-grade adenocarcinoma of the parotid gland: A

case report

{(, Horvat Pavlov”, L. Manojlovic, M. Meter, S. GaSparov, S. Manojlovic
Clinical Hospital Merkur, Pathology, Zagreb, Croatia

Objective: Polymorphous low-grade adenocarcinoma (PLGA), the most
common malignant neoplasm of minor salivary glands, occurs very rarely
in major salivary glands, most frequently in parotid gland. Less than 40
cases have been reported to date. Its morphological diversity and excep-
tional occurrence in major salivary glands make diagnosis difficult.
Method: 52-year-old woman presented with retroauricular oval nodule,
present for several years, increasing in size recently. Surgically excised
specimen was a circumscribed, partly incapsulated nodule measuring
2,5 cm. Microscopically tumour was composed of monomorphic, cuboidal
cells with vesicular nuclei and lightly eosinophilic, focally clear cytoplasms,
forming lobular, tubular, trabecular and solid patterns with scant eosinophil-
ic, somewhere myxoid stroma. Tumour focally infiltrated adjacent adipose
tissue. Strong immunoreactivity for CK7, Vimentin, S-100, and moderate
GFAP positivity was observed. Proliferative index Ki67 was low.
Results: Defining characteristics of PLGA are cellular uniformity and
great histologic variability. PLGA may occur either de novo or develop
in a pre-existent pleomorphic adenoma. Only 8 cases of de novo PLGA
originating in major salivary glands were reported. Pleomorphic adenoma
presents the main differential diagnostic dilemma. PLGAs uniformly ex-
press CK7, S100 and vimentin positivity and GFAP is usually negative,
although some authors reported positive staining in up to 15 % of PLGAs.
Pleomorphic adenomas reveal strong positivity for GFAP.

Conclusion: GFAP positivity in major salivary gland PLGA may suggest
a malignancy arising in pre-existent pleomorphic adenoma.

PS-12-060

Dedifferentiated epithelial-myoepithelial carcinoma of the

parapharyngeal area: Case report

E. Yilmaz Akcay”, T. Canpolat, A. N. Erkan, P. Bércek, O. Gunhan
Baskent University, Pathology, Ankara, Turkey

Objective: Epithelial-myoepithelial carcinoma (EMC) is a rare low-grade
salivary gland malignancy of presumed intercalated duct origin compris-
ing 1 % of all salivary gland tumours. High grade transformation in EMC
is a recently recognised entity with few cases reported in the literature.
Abrupt transition of the myoepithelial and/or ductal component of EMC
into high grade carcinoma is referred to as “dedifferentiated EMC”. The
most common site of involvement was the parotid gland, followed by the
submandibular gland, the palate and nasal cavity.

Method: An additional case of dedifferentiated EMC in the
parapharyngeal area. The patient was a 65-year-old man presented with
a rapid growth of a mass in the left submandibular area which he had first
noticed 4 years ago. CT imaging demonstrated a 41 x 30 mm, central
necrotic lesion extending from nasopharynx to parapharyngeal area
Histologically, most parts of the lesion were high-grade carcinoma with
sheetlike and nestlike growth of markedly atypical cells and
comedonecrosis, whereas the minor part consisted of typical EMC.
Results: We report this case with histological and immunohistochemical
analyses and review of the literature.

Conclusion: The aggressive behaviour of dedifferentiated EMC suggests
that it is important to recognise this variant of EMC to avoid misdiagnosis
and inappropriate treatment.

PS-12-061
Sporadic endolymphatic sac tumour: Case report and review of the
literature
E. Yilmaz Akca * G. Ozgiin, S. Jafarov, B. H. Ozdemir
Baskent University, Pathology, Ankara, Turkey



Virchows Arch (2016) 469 (Suppl 1):S1-S346

S127

Objective: Endolymphatic sac tumour (ELST) is a rare neoplasm with
benign histopathological appearance and clinically destructive behavior
which occurs in the skull base and frequently invades the petrous bone,
the mastoid, semicircular canal, cerebellopontine angle structures and
cranial nerve. The term “aggressive papillary middle ear tumour” has
been proposed to describe this invasive type of middle ear tumour.
These tumours can be encountered sporadically or in Von Hippel-
Lindau (VHL) disease.

Method: Here we report a sporadic case of ELST in 54-year-old woman.
There wasn’t any symptoms or history of VHL disease in the patient. She
presented with a chief complaints of vertigo and hearing loss approxi-
mately 15 year duration. CT imaging demonstrated a destructive lesion of
the right petrous bone. MR scanning revealed a 6 x 7.5 mm mass which
showed peripheral hyperintensity and central hypointensity on T1- and
T2-weighted images. Microscopically the tumour was composed of typ-
ical papillary structures lined by a single layer of cuboidal to columnar
epithelial cells The stroma of the papillary fronds was richly vascularized.
The epithelial cells had uniform nuclei and pale eosinophilic to clear
cytoplasm. Immunohistochemically the tumour cells showed positive re-
activity with pan-CK, CK7, EMA, vimentin, and focal reactivity with
glial fibrillary acidic protein (GFAP) and p53.

Results: Because of the rarity of this tumour, it can easily be confused
with other tumours such as paraganglioma, middle ear adenoma, adeno-
carcinoma, papillary carcinoma of thyroid or choroid plexus papilloma.
Conclusion: These tumours constitute a distinct pathological entity and
have clinically destructive behavior.

Tuesday, 27 September 2016, 09.30-10.30, Hall 11.3
PS-13 Pulmonary Pathology

PS-13-002
PD-L1 expression in NSCLC and biopsy size
1 Kern*, M. Kovacevic, U. Janzic, T. Cufer
University Clinic of Golnik, Dept. of Pathology, Slovenia

Objective: Higher PD-L1 expression in tumour cells predicts better re-
sponse rate in NSCLC patients treated with immune checkpoint inhibi-
tors. Small biopsies are predominant specimen type available for predic-
tive testing. We analyzed PD-L1 expression in various biopsy size spec-
imens of NSCLC tumours.

Method: The study included resection specimens (N = 63), tissue microar-
rays prepared from resected tumours (n=50), and small biopsies obtained
during diagnostic procedures (N =64). FFPE sections were prepared for im-
munohistochemistry using PD-L1 rabbit monoclonal antibody (clone SP142,
Roche, USA) on an automated staining platform (Benchmark ultra, Roche,
USA). PD-L1 expression was evaluated on tumour cells with membranous
staining. PD-L1 positivity was defined by two cutoff values, 1 and 5 %.
Results: There were 48 % positive cases among resection specimens at
1 % cutoff value, and 38 % at 5 % cutoff value. For tissue microarrays, we
obtained 12 and 8 % positivity, at 1 and 5 % cutoff values. For small
biopsies, the positivity rate was 16 and 14 %, at 1 and 5 % cutoff values.
Higher PD-L1 expression was observed in SCC. Taking 1 % cutoff value,
SCC positivity rate was 71 % in resection specimens, 11 % in tissue
microarrays, and 16 % in small biopsies.

Conclusion: We conclude that size of biopsy has major impact on PD-L1
tumour positivity most probably due to heterogeneous expression.

PS-13-003
Role of the stem cell niche of respiratory acini in lung tissue remod-
eling in idiopathic interstitial pneumonia and pulmonary sarcoidosis
E. Ko an*, S. Demoura, U. Kirillov

Setchenov Moscow Med. University, Dept. of Anatomic Pathology,
Russia

Objective: to study morphology and molecular mechanisms of lung tis-
sue remodeling in stem cell niche of respiratory acini (SCN) in different
idiopathic intersticial pneumonia (IIP) and sarcoidosis (S).

Method: Biopsies from 252 patients with IIP and SL were. There were
patients with interstitial lung fibroses-118 cases (47 %), nonspecific in-
terstitial pneumonia—-35 cases (14 %), desquamated interstitial pneumo-
nia—23 cases (9 %), cryptogenic interstitial pneumonia—18 cases (7 %).
S was without and with prominent fibrosis—43 cases (17 %) and 15 cases
(6 %). Immunohistochemical detection of Apo-Cas, Ki 67, PCNA, MMP
1, 2, 4, 7 and TIMP, SMA, Desmin, Vimentin, CK 5, 6, 7, 19, CD68,
EMA, TGF-f3, TNF -, CD34, PDGF, EGF, FGF-b, Oct.-4, CD 117 with
statistical analysis was done.

Results: Cells of SCN may express markers of stem cells (Oct.-4, CD
117, CD34), mesenchymal (SMA, Desmin, Vimentin) and epithelial (CK,
EMA) differentiation, play central role in the pathological remodeling and
mesenchimal-epithelial transdifferentiation in lungs.

Conclusion: Remodeling of lung tissue in SCN is the key process in
structural rearrangements in IIP. Persistent and severe damage of SCN
leads to the development of fibrosis and adenomatous hyperplasia and
lung cancer.

PS-13-004
The role of TRAP1 in the assessment of invasion in lung adenocar-
cinoma with lepidic pattern
M.-S. Roh", H.-J. Koh
Dong-A University, Dept. of Pathology, Busan, Republic of Korea

Objective: The extent of invasive component in lung adenocarcinomas is
associated with clinical outcomes. However, determination of invasion is
the most difficult issue in practical pathologic diagnosis. The TNF
receptor-associated protein 1 (TRAPI), an important member of mito-
chondrial heat shock protein 90 family, is involved in neoplastic progres-
sion because of its ability to suppress cell death and reorganize cellular
metabolic pathways.

Method: We performed immunohistochemical detection of TRAP1 in 57
small (<3 cm) resected lung adenocarcinomas with lepidic pattern [11
adenocarcinoma in situ (AIS), 24 minimally invasive adenocarcinoma
(MIA) and 22 invasive lepidic adenocarcinoma (ILA)] to evaluate rela-
tionship between expression of TRAP1 and invasion.

Results: No TRAP1 expression was seen in non-neoplastic alveolar pa-
renchyma. MIA (17 of 24, 70.8 %) and ILA (17 of 22, 77.3 %) more
frequently showed expression of TRAP1 than in AIS (4 of 11, 36.4 %)).
Although the frequency of TRAP1 expression between MIA and ILA did
not reach statistical significance, ILA frequently showed high (strong
staining in >50 % of tumour cells) expression of TRAPI.

Conclusion: The expression of TRAP1 may contribute to local tumour
invasion and TRAP1 can be a potentially useful marker for assessment of
invasion in lung adenocarcinoma with lepidic pattern.

PS-13-005

Four-year audit on molecular testing in metastatic lung cancer on
small biopsy/cytology samples in an Irish rapid access lung cancer
centre

A. Fabre", T. Brady, J. Murphy, D. Timlin, E. Hanrahan, C. O’Brien, S.
Finn

"St. Vincents University Hospital, Dept. of Histopathology, Dublin,
Ireland

Objective: To assess the frequency of EGFR mutations and ALK fusion
over a 4 year period and in advanced stage non small cell lung carcinoma.
Method: Molecular data from the laboratory files were recorded to in-
clude sex, age, type of sample (cytology/histology, biopsy vs. surgical) on
which molecular testing was performed (RT-PCR and FISH), type of
mutations, histological subtypes, and failure rates.
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Results: 301 cases were collected, and in 87 %, the sample type tested
was non surgical (biopsy/cytology) . Women represented 53 % of the
cohort, 30 % of the testing was done on cytological samples, of which
65 % were EBUS samples. Thirty-one percent of testing was done on
lung CT guided core biopsy samples. Adenocarcinoma represented 88 %
of the tumour subtypes. Regarding EGFR, 13 % of patients were found to
harbour mutations with 71 % of these being women. Exon 19 deletions
and exon 21 L858R mutation were the most common (51 and 23 %).
ALK rearrangement was detected in 3 % of cases, 56 % were women.
TTF-1 was expressed by tumour cells in 87 % of EGFR mutated adeno-
carcinomas and 83.3 % of ALK rearranged adenocarcinomas. In this
cohort with a predominance of small samples, failure rate for EGFR
testing reached 9 and 15.6 % for ALK FISH testing.

Conclusion: This audit from a single institution with a rapid lung cancer
assessment clinic and formal MDT appraisal of all patients diagnosed
with lung cancer, provides similar rates of EGFR mutations and ALK
rearrangement to that published in non -Asian populations, in a cohort
where 87 % of molecular tests were done on biopsy/cytology samples,
further emphasizing the feasibility of these techniques on small samples

PS-13-006
Pulmonary placental transmogrification: The last 16 years in a ref-
erence center
S. Ortiz*, F. Tortosa
Centro Hospitalar Lisboa Norte, Dept. of Pathology, Lisbon, Portugal

Objective: Placental transmogrification of the lung is an unusual histo-
pathologic pattern first described by McChesney in 1979, characterized
by formation of placental villus-like structures in the lung parenchyma.
This condition has been described in patients with bullous emphysema
and fibrochondromatous hamartomas. The aim of this work is evaluate
the prevalence of this rare feature in this type of pathology.

Method: A total of 103 pulmonary hamartomas and 410 bullous emphy-
sema diagnosed in the Centro Hospitalar Lisboa Norte (Lisbon) during
16 years (2000-2015) were retrieved. Histologic slides of all these cases
were reviewed for the presence of villus-like papillary projections and/or
placenta-like structures.

Results: Placental transmogrification was identified in 3 of 513 cases
(0.58 %) of pulmonary resections; 1 case with clinical information of
hamartoma and 2 of emphysema. Histologically showed multiple villous
structures resembling placental chorionic villi.

Conclusion: Placental transmogrification is regarded as an unusual benign
lesion curable by surgical resection. The origin and pathogenesis are still
unknown; some authors have hypothesized that this condition is likely a
congenital malformation; others believe that a proliferating respiratory ep-
ithelium exceeding the stromal component may induce placental papillary
projections. In our opinion probably results from the development of oede-
ma, fibrosis, and chronic inflammation in the residual alveolar tissues.

PS-13-008

Experience in determine ROS 1 with immunohistochemistry and
FISH in primary lung adenocarcinoma in the 12 de Octubre hospital
from 2013 to 2016 (Madrid, Spain)

G. T. Vazquez Benitez', A. B. Enguita Valls

"Hospital 12 de Octubre, Dept. of Pathology, Madrid, Spain

Objective: Determine the number of patients with primary lung adeno-
carcinoma and translocation of ROS-1 gene with immunohistochemistry
and FISH, to compare results of both techniques in a period from January
2013 to March 2016 in the 12 de octubre hospital.

Method: In a retrospective observational study, we identified 436 pa-
tients diagnosed with primary lung adenocarcinoma in the 12 Octubre
hospital from January 2013 to March 2016. All patients were performed
determination of biomarkers, including ROS-1.
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Results: 436 patients with lung adenocarcinoma, 62 % were males and
38 % female, with an average age of 74 years. 1.1 % of the cases had
ROS-1 gene translocation, and the average age was 53 years (60 % were
men). 80 % of cases were positive also with immunohistochemistry.
There was only one case with ROS-1 positivity by immunohistochemis-
try and had no gene amplification by FISH.

Conclusion: The incidence of translocation of the ROS1 gene in our
study population was 1.1 %. Comparing the two techniques, we observed
a high correlation between positive cases. Our results are similar with the
published literature that estimate the incidence of ROS-1 in 1 % of pa-
tients and could be benefited with anti-tyrosine kinase treatment.

PS-13-009

Fluorescent in SITU hybridization analysis of the ALK gene in 2045
non-small cell lung cancer patients from Northwest Spain (Galicia)
I. Abdulkader Nallib®, J. M. Cameselle Teijeiro, S. Vazquez Estévez, M.
Lazaro Quintela, F. J. Afonso Afonso, J. Casal Rubio, A. L. Gonzalez
Pifeiro, J. L. Firvida Pérez, L. Santomé, J. R. Antinez Lopez, M.
Séanchez Ares

"Universitary Clinical Hospital, Dept. of Pathology, Santiago de
Compostela, Spain

Objective: Description of our experience as a referral center in the public
health care system of Galicia, in Northwest Spain, for the identification by
fluorescent in situ hybridization (FISH) of the anaplastic lymphoma re-
ceptor tyrosine kinase gene (ALK) rearrangements in advanced non-
small cell lung cancer (NSCLC) patients; and the correlation between
ALK patterns and clinicopathologic features.

Method: 2045 samples of NSCLC patients were collected from 2010 to
2015 and tested by FISH. We examined 1686 paraffin-embedded tissue
specimens and 395 cytological samples (306 cell block preparations and
53 cytological smears), and investigated any correlation between the
FISH results and the clinicopathological features.

Results: Tissue samples showed a higher rate of successful evaluation
than cytological samples (92.9 versus 84.1 %), but this difference was not
significant. ALK rearrangements were identified in 82 (4 %) patients; 65
(79.3 %) in tissue specimens, 15 (18.3 %) in cell block samples and 2
(2.4 %) in cytological smears. This translocation was associated with a
non-smoker history, younger age, female gender, stage IV, and an adeno-
carcinoma histological type.

Conclusion: ALK evaluation by FISH is feasible in both tissue and
cytological samples. Clinicopathological features of our ALK positive
patient series are similar to those previously reported in the literature.

PS-13-011
Microvascular proliferation is associated with aggressive tumour fea-
tures and reduced survival in lung adenocarcinomas
M. Ramnefj ell*, C. Aamelfot, L. Helgeland, L. Akslen

Centre for Cancer Biomarkers CCBIO, Dept. of Clinical Medicine,
University of Bergen, Norway

Objective: Despite new treatment options in lung cancer, there is still
need for new and better prognostic factors to assist in treatment decisions.
Angiogenesis has been associated with tumour growth and dissemination,
and our research group has found that vascular proliferation index (VPI)
is a valuable prognostic marker. Here, we studied the prevalence and
prognostic impact of VPI on cancer specific survival (LCSS) in lung
adenocarcinomas (AC).

Method: Selected tumour slides from a cohort of 210 patients
surgically treated for AC at Haukeland University Hospital,
Bergen, Norway, during 1993-2010, were stained for Nestin/Ki-
67 (dilutions 1:50/ 1:100). VPI was evaluated as the ratio between
proliferating vessels (pMVD) and the microvessel density (MVD).
Cut-off value was set at 1.9 % (median).
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Results: High VPI was associated with high tumour grade (p=0.012), a
solid growth pattern (p=0.039) and high tumour stage (p=0.019).
Further, high VPI was significantly associated with reduced LCSS
(p=0.020).

Conclusion: Angiogenesis by VPI can be evaluated by Nestin/Ki-67.
High VPI is associated with aggressive tumour features such as tumour
grade and stage, and also reduced LCSS, in lung AC. VPI could be a
marker for prognosis and should be studied in other cohorts.

PS-13-012

Recurrent chronic thromboembolic pulmonary hypertension due to
occult pulmonary intimal sarcoma

H. Ishibashi-Ueda”, M. Nishihira, Y. Ikeda, K. Ohta-Ogo, M. Matsumoto,
J. Nakashima, T. Matsuyama, N. Ueda

*National Cerebrovascular Center, Dept. of Pathology, Suita, Japan

Objective: Pulmonary intimal sarcoma (PIS) is a rare tumour and diffi-
cult to diagnose because its clinical features often mimic chronic throm-
boembolic pulmonary hypertension (CTEPH). We report a recurrent
CTEPH case of 65-year-old man to clarify the cause of recurrence of
CTEPH by histology.

Method: The excised specimens of the first and the second pulmonary
endarterectomy (PEA) were compared histopathologically and
immunohistochemically.

Results: The excised specimen of the first PEA composed of organized
and hyalinized thrombus without cellular component. The patient showed
a good outcome for 5 years after PEA. However, because of recurrence of
pulmonary hypertension, re-PEA was performed. The obtained specimen
of the second PEA showed undifferentiated intimal sarcoma in peripheral
pulmonary artery with gelatinous appearance macroscopically. The his-
tology of the gelatinous part showed spindle-shaped sarcoma cells
scattered in myxomatous extracellular matrix. The proximal part of the
specimen composed of non-specific hyalinized material like thrombus
which was the same appearance of the first PEA specimen. The patient
had no underlying disease such as coagulation abnormality, deep venous
thrombosis, or any other primary malignant disease. He died after the
second PEA for 6 months, although adjuvant chemotherapy was done.
Conclusion: After 5 years of initial operation of PEA, CTEPH re-oc-
curred. The cause of this case of CTEPH finally revealed intimal sarcoma
of pulmonary artery. PIS is a rare disease. The histological feature of
extracellular matrix of PIS was very similar to organized thrombus of
CTEPH. The behavior of PIS occasionally mimics CTEPH because PIS
is sometimes slow growing accompanying with rich extracellular matrix
like thrombus.

PS-13-013
Histological conformity of primary lung carcinoma type in biopsy
and operation material
A. Jukna”, . Strumfa, A. Vanags, J. Gardovskis
Riga Stradins University, Dept. of Pathology, Latvia

Objective: To compare the histological diagnosis of lung carcinoma in
biopsy and operation material in order to detect the frequency of morpho-
logical conformity.

Method: The retrospective study included 59 consecutive patients who
underwent both pulmonary biopsy and resection due to primary lung
carcinoma. The histological tumour type was assessed in haematoxylin-
eosin (HE) stained slides. Immunohistochemistry was performed upon
necessity. Lung tumour classification by World Health Organization,
2015 was applied. Descriptive statistics was performed including detec-
tion of 95 % confidence interval (CI).

Results: The study group comprised 59 cases of which 44 (74.6 %;
CI=62.2-83.9) showed morphological conformity of diagnosis in biopsy
and operation material by HE. These cases comprised squamous

carcinomas (55.9 %; CI=43.3-67.9), adenocarcinomas (11.9 %;
CI=5.9-22.5), small cell carcinomas and carcinoids (each, 3.4 %;
CI=0.9-11.5). Fifteen tumours (25.4 %; CI=16.1-37.8) were diagnosed
as non-small cell carcinomas by HE in the biopsy. Among these, 11
cancers (18.6 %; CI=10.7-30.4) were attributed to specific histological
subtypes after evaluation of surgical material or by immunohistochemis-
try but 4 cases (6.8 %; CI=2.7-16.2) remained as large cell carcinomas.
Conclusion: Three fourths of primary lung carcinoma can be reliably
diagnosed by HE in biopsy. The remaining cases necessitate investigation
of operation material (if available) and immunohistochemistry.

PS-13-014

The histopathological and immunohistochemical charasteristics of
malignant pleural mesothelioma and its microenviroment: A study
of 116 cases

C. Habougit*, P. Dal-Col, M. Mobarki, O. Tiffet, B. Trombert Paviot, J.
M. Vergnon, P. Fournel, M. Péoc’h, F. Forest

*Centre Hosp. Univers. Saint Etienne, Dept. de Pathologie, Saint Priest-
en-Jarez, France

Objective: The aim of our work was to search for morphological and
immunohistochemical (PD-L1) prognostic factors of 116 MPM.
Method: We performed a retrospective study on 116 MPM diagnosed at
our institution from 1993 to 2015. The following histopathological data were
collected: the presence of necrosis, nuclear atypia, nucleo-cytoplasmic ratio,
the aspect of chromatin, the size of nucleoli and Furhman grade, mitotic
count and the presence of an intra-tumoural lymphocytic infiltration.
Immunohistochemical expression of PD-L1 was also studied.

Results: As expected, sarcomatoid, biphasic or desmoplastic subtypes
were associated with a poorer prognosis (p =0.0006). Regardless histo-
pathologic subtype, the presence of necrosis (p =0.0336), nuclear atypia
(p=0.0002), mitotic count >3 (p<0.0001), presence of atypical mitosis
(p=0.0003), nucleoli >3 um (p=0.0001) and Furhman grade >1
(p=0.0485) were associated with a poorer prognosis. Within epithelioid
subtype all these factors were significantly related to prognosis. Within
sarcomatoid, biphasic and desmoplastic MPM only atypical mitosis was
significanly related to prognosis. PD-L1 (E1L3N) expression was signif-
icantly associated with a poorer prognosis in epithelioid MPM
(p=0.0441). PD-L1 expression was higher in sarcomatoid MPM.
Conclusion: Our work highlights several prognostic factors in MPM, that
could help for a stratification for the treatment of patients with MPM.

PS-13-015

Prognostic significance of Glycine Decarboxylase and HIF-1 alpha
expression in early stage NSCLC

S. Berezowska’, J. A. Galvan, R. Langer, L. Bubendorf, S. Savic, M.
Gugger, R. A. Schmid, T. M. Marti

*Universitﬁtsspital Bern, Inst. fiir Pathologie, Switzerland

Objective: Glycine Decarboxylase (GLDC) is a critical enzyme of
tumour-initiating cells (TIC), which have a stem cell phenotype and are
held responsible for increased tumourigenicity, therapy resistance and
recurrent disease. GLDC is furthermore important in metabolism under
hypoxic conditions. Because conflicting results were published
concerning the prognostic significance of TIC cell surface markers in
lung cancer, our aim was to study the immunohistochemical expression
and prognostic significance of GLDC and HIF-1« in a large homoge-
neous cohort of stage I/Il NSCLC.

Method: Immunohistochemistry for GLDC and HIF-1x was validated
on two NSCLC cell lines (A549, NCI-H460), evaluated in 428 patients
on a tissue microarray with 466 NSCLC, and compared with clinico-
pathological parameters.

Results: High-GLDC was detected in 33/428 cases (7.7 %), HIF-1oc was
expressed in 71 (16.6 %) cases—more frequently in SqCC (p<0.001).
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GLDC and HIF-1x were significantly associated with worse tumour
related survival (p=0.013, p=0.021). Patients with low-GLDC/negative
HIF-1oc showed a significantly longer survival (p=0.013, p=0.002),
likewise younger patients (p=0.007), patients with non-large cell carci-
noma histology (p=0.006), and lower pT-category/UICC-stage
(p=0.002/p=0.001). In multivariate analysis, UICC-stage, age and com-
binatory GLDC/HIF-1«x expression were independent prognostic factors.
Conclusion: Low-GLDC expression without expression of hypoxia
markers is a favorable prognostic marker in early stage NSCLC.

PS-13-016

Loss of BRCA1 Associated Protein 1 (BAP1) is rare in lung
adenocarcinoma

D. Owen*, B. Sheffield, D. Ionescu, A. Churg

Vancouver, Canada

Objective: BRCA1 associated protein 1 (BAP1) is a tumour suppressor
involved in regulation of the cell cycle, cellular differentiation, repair of
DNA damage and apoptosis. Loss of BAP1 protein expression in meso-
thelial proliferations has so far been shown to be 100 % specific for
malignant mesothelioma. However, few studies have investigated the rate
BAP1 loss in pleural metastasis of other malignancies. Our objective is to
determine the rate of BAP1 loss in lung adenocarcinoma.

Method: Immunohistochemistry for BAP1 was performed on sections
from a tissue microarray containing 80 confirmed cases of lung adeno-
carcinoma. The cases were interpreted as showing BAP1 loss if nuclear
staining was completely absent in all tumour cells and present in lung
stromal and inflammatory cells serving as internal controls. Cases show-
ing BAP1 loss in the internal controls were excluded.

Results: After exclusion of 11 cases, 1 out of 69 cases of lung adenocar-
cinoma (1.4 % of cases) showed BAP1 loss. The remaining 68 cases
showed preserved nuclear expression of BAP1 in both the lung adeno-
carcinoma and internal controls.

Conclusion: Loss of BAP1 expression is a rare event in lung adenocar-
cinoma. Therefore, BAP1 is a potentially useful addition to the immuno-
histochemical markers used to distinguish mesothelioma from pleural
metastasis of lung adenocarcinoma.

PS-13-017
Epithelial-mesenchymal transition in patients of pulmonary adeno-
carcinoma: Correlation with cancer stem cell markers and prognosis
W.-J. Sung”, J.-W. Joung, H.-K. Oh, K.-K. Park

Catholic University of Daegu, Dept. of Pathology, Republic of Korea

Objective: Adenocarcinoma is the most common histologic type of non-
small cell lung carcinomas. The existence of lung cancer stem cells
(CSCs) and epithelial-mesenchymal transition (EMT) in human tissue is
controversy. The aim of this study is to investigate the expression and
clinical significance of CSCs and EMT markers and evaluate the corre-
lation between the two in lung adenocarcinoma.

Method: A total of 97 cases comprise the tissue microarray from surgical
resection for primary lung adenocarcinoma. Immunohistochemistry for
ALDHI and CD44 as CSC markers and E-cadherin, vimentin, fibronec-
tin, SMA as EMT markers was performed.

Results: High ALDH1A1 expression was statistically associated
with female gender (p=0.001), smoker (p=0.012), and high pT
stages (p=0.046). High CD44 expression was statistically associ-
ated with female gender (p=0.008), non-smoker (p=0.000), and
no pleural invasion (p=0.039). High expression of ALDHI was
associated with good overall survival (p=0.021). High expression
of CD44 was correlated with both good overall survival
(p=0.024) and disease-free survival (p=0.000). Vimentin expres-
sion was associated with pT stage (p=0.001) and pleural invasion
(p=0.028). CSC markers expression was not related to EMT.
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Conclusion: Our results showed that the expression of CSCs was asso-
ciated with a good prognosis in lung adenocarcinoma. The prognostic
significance of EMT markers was skeptical in this study. There is a need
for more research about CSC, EMT, and the relation between these two in
human lung adenocarcinoma.

PS-13-019

External quality assessment of PTEN immunohistochemistry:
Challenging pathologist’s eye with computer-based intensity mea-
surement in the ETOP Lungscape project

U. Rulle*, Z. Tsourti, A. Warth, M. Calabuig, E. Verbeken, A. Sejda, R.
Kammler, L. Bubendorf, A. Soltermann, on behalf of the ETOP
Lungscape Consortium

*University Hospital Zurich, Dept. of Pathology, Switzerland

Objective: The tumour suppressor PTEN serves as surrogate biomarker
for hyperactive PI3K/Akt signalling, whereby its protein expression is a
valuable read-out. However, no consensus regarding the optimal immu-
nohistochemistry (IHC) protocol for fixed tissue exists. In this ETOP
(European Thoracic Oncology Platform) Lungscape project we correlated
pathologist’s H-scores with computer-generated intensity measurements.
Method: 6 PTEN+ and 6 PTEN- tumour cases were centrally stained on
whole sections with 3 different antibodies (MmAb 6H2.1 DAKO, RmAb
138G6 Cell Signaling and RmAb SP218 Spring Bioscience) and the
scanned webbook H-scored by ETOP pathologists (range 0-300).
Cases were also assembled into an EQA tissue microarray, stained locally
with SP218. All stainings were finally analyzed using ImagelJ for pixel-
based intensity on tumour epithelia.

Results: All 3 antibodies successfully differentiated PTEN+ versus
PTEN:- cases. Computer H-scores were highly associated to pathologists’,
but with lower averages. Relative variability between centers was higher
for PTEN-. On TMAs, computer scores showed lower inter-center vari-
ability. For 138G6 and SP218, sensitivity and specificity were high for
moderate values of threshold h (0-20).

Conclusion: SP218 yields a clean IHC and well separates PTEN+ from
PTEN- cases, favouring standardization across laboratories. Pathologists
tend to H-score higher than the computer, likely due to integration of
various signal intensities.

PS-13-020

Is better prognostic stratification of lung carcinoid tumours possible?
L. Breic', M. Heidinger, A. Zenko Sever, M. Fediuk, M. Jakopovic, S.
Seiwerth, F.-M. Smolle-Jiittner, H. Popper

*Medizin. Universitit Graz, Inst. fiir Pathologie, Austria

Objective: Lung carcinoid tumours are rare neuroendocrine neo-
plasms. According to WHO classification typical and atypical
forms exist, based on mitotic count and/or necrosis. This grading
system is still the best prognostic parameter. Our study aimed to
identify markers for subgroups having higher risk of metastasis,
progression and worse overall survival.

Method: Patients from two institutions who underwent resection be-
tween 1971 and 2015 with adequate clinical information and archived
material were identified. Tumours were stratified using mitosis count and/
or necrosis. Immunohistochemical assessment of cyclin A, B and E (dis-
tinctive expression during cell cycle), neurotrimin, zinc finger protein like
1, and sorting nexin (lost on genomic level as demonstrated previously by
arrayCHG and LOH), NCAM isoform 140kdA and Ki67, was
performed.

Results: 297 patients (M = 148; F = 149; mean age: 49.3) were identified.
202 typical carcinoids (TC) and 95 atypical carcinoids (ATC). NCAM
140 kdA isoform demonstrated negative reaction in practically all TC,
while ATC presented with faint reaction. Overall, cyclin E expression was
lower in ATC, while cyclin B and A were higher expressed in ATC,



Virchows Arch (2016) 469 (Suppl 1):S1-S346

S131

especially in the ones with higher mitotic rate. Preliminary data demon-
strated protein expression loss of neurotrimin, zinc finger protein like 1,
and sorting nexin in ATC.

Conclusion: NCAM isoform 140Kd is predominantly expressed in high
grade neuroendocrine carcinomas and only minimally in ATC, whereas
absent in TC. Different forms of cyclins are activated at specific time
during mitosis and better reflect cell-cycle activity compared to Ki67.
Staining for cyclins might be better suited for prognostic stratification
of patients with carcinoids.

PS-13-021

Contributions of cytology examination in the diagnosis of non small
cell lung tumours: A retrospective study

S. Ben Re!'eb*, 1. Msakni, M. A. Bani, F. Gargouri, D. Ghachem, O. Bel
Hadj Amine, B. Laabidi, A. Bouzaiani

*Military Hospital of Tunis, Dept. of Pathology, Tunisia

Objective: Despite great advances in imaging technology for a
better visualization and detection of lung cancer, early diagnosis
of the neoplasm remains challenging. Cytology has a considerable
contribution in the diagnosis of lung cancer; however it has an
imperfect specificity for the subtyping of carcinomas. We aim in
this study to determine the diagnostic reliability of pulmonary
cytology in the diagnosis of non small cell carcinoma (NSCC).
Method: We have compared cytological and histological findings in
patients who underwent the diagnostic procedure under suspicion of lung
cancer (LC) over a period of 4 years.

Results: Of a total of 981 patients, 167 were microscopically diagnosed
with a LC which was classified as NSCC in 83, 83 % of cases. The
sensitivity and specificity of cytology were 97.94 and 100 %, respective-
ly. The cytology-histology correlation in NSCC group was 65 %. In 5
cases, cytological specimens were highly suspicious of malignancy but
assignment to a NSCC or a SCC was not possible. Microscopically, they
were classified as a SCC in one case, adenocarcinoma in one case and
squamous cell carcinoma in two cases.

Conclusion: Cytology is a reliable diagnostic tool in the diagnosis
of lung malignancies, however, its contribution in tumour typing
remains limited.

PS-13-022
Quantitative expression analyses of TTF-1 in NSCLC
V. Bertram', C. Zacharia, F. Langer, R. Bohle
Universitét des Saarlandes, Medizinische Fakultit, Homburg, Germany

Objective: The aim of this study was to enhance diagnostic sensitivity for
the detection of primary pulmonary adenocarcinomas. Therefore we
analysed TTF-ImRNA by qRT-PCR and needle microdissection in 199
cases.

Method: TTF-1 mRNA and protein were detected by qRT- PCR
and immunohistochemistry (Clone: 8G7G3/1) in FFPE tumour
tissues. Overall 51 acinar (AC) and 50 solid pulmonary adenocar-
cinomas (SOL) were analysed. 49 pulmonary squamous cell car-
cinomas (SCC) and 49 pulmonary metastasis of colorectal adeno-
carcinomas (mCRC) served as controls. 32M served as house-
keeping gene.

Results: TTF-1 mRNA expression was highest in AC and SOL.
The Ct values amounted up to 23 x1073. mCRC and SCC
showed significantly lower values. TTF-1 mRNA was detected
in 88,2 % of AC und 76 % of SOL, but only in 6,5 % of
SCC’s and 8,1 % of mCRC’s. TTF-1 protein was positive in
64,7 % of the AC’s and in 60 % of the SOL’s. 10 % of SOL’s
and 25,5 % of AC’s were TTF-1 protein neg./mRNA pos.
Conclusion: The quantification of TTF-1 mRNA gives additional tumour
specific information in 18 % of the TTF-1 neg. pulmonary

adenocarcinomas. Thus, TTF-1 transcript quantification from FFPE tu-
mour tissue can be considered as a valuable diagnostic tool, potentially
accelerating clinical procedures.

PS-13-023
Pleural malignant mesothelioma: Evaluation of histopathological
types and interventional diagnostic methods
H. N. Urer’, S. Altin, L. C. Kocaturk, N. Arda
Yedikule Chest Hospital, Dept. of Pathology, Istanbul, Turkey

Objective: We reviewed PMM cases in this study to investigate the
diagnostic value and timing of interventional methods and their effects
on histopathological types.

Method: A total of 164 subjects were included in the study. The subjects
were examined in terms of age, gender, histopathological type, diagnosis
of PMM as well as number and type of any previous interventions, results
of reports and timing of diagnosis.

Results: Histological types were classified as epithelioid 125 (76.2 %),
biphasic 27 (16.4 %), sarcomatoid 10 (6 %), well differentiated papillary
1(0.6 %) and desmoplastic 1 (0.6 %). Diagnostic results of minimal in-
vasive and surgical invasive methods (pleural effusion, closed pleural
biopsy, fine needle aspiration and invasive surgical intervention) were
determined benign, atypical, malignant and diagnostic sensitivity in order
136, 28, 6, 0.06; 17, 29, 28, 0.37; 4, 8, 3, 0.2; 5, 6, 128, 0.92. No
significant difference was found between the interventional diagnostic
methods and PMM types.

Conclusion: In conclusion, the first diagnostic intervention option should
be the minimal invasive method in pathological approach to pleural dis-
eases. When no satisfactory pathological diagnosis could be achieved in
PMM suspected patients through clinical and radiological means, we
recommend that more invasive methods should be attempted without
delay.

PS-13-024
Histopathological study of pulmonary cysts in Birt-Hogg-Dube
Syndrome
Y. Nakatani', M. Furuya
Chiba University, Dept. of Diagnostic Patholology, Japan

Objective: Birt-Hogg-Dube syndrome (BHDS) is an inherited disorder
caused by genetic mutations of folliculin (FLCN). Multiple pulmonary
cysts and repeated episodes of pneumothorax are the characteristic fea-
tures of individuals with BHDS. How to make the differential diagnosis
between BHDS-associated pulmonary cysts (BHDSPC) and other cystic
lung diseases is incompletely understood in pathology practice.
Method: We investigated the radiological and pathological features
of BHDSPC in 73 individuals diagnosed by genetic testing. In
addition to surgical specimens, one autopsied case was included.
The histopathological features of BHDSPC were compared with
those of various cystic lung diseases originally confused with
BHDSPC, which included primary spontaneous pneumothorax,
lymphangioleiomyomatosis, Sjoegren syndrome and chronic hy-
persensitivity pneumonitis.

Results: BHDSPC were preferentially located in the lower lobes.
Grossly, cysts had very thin walls with a smooth and glistening inner
surface, which histopathologically was lined by a layer of flat or cuboi-
dal alveolar epithelium with the surrounding parenchyma showing no
fibrosis unless accompanied by inflammation. Many of the cysts were
closely associated with or partially incorporated into interlobular septa
and/or bronchovascular bundles. Some cysts showed a multi-septate
pattern.

Conclusion: The BHDSPC was grossly and histopathologically distinct
from other cystic lung diseases. The nature of the cyst may be a
hamartomatous formation of giant alveolus-like structure.
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PS-13-025

Primary mucoepidermoid carcinoma of the lung: A case report

J. Dzambas”, 1. Aleksic, S. Ristic, O. Radic Tasic, S. Cerovic
Military Medical Academy Belgrade, Institute of Pathology, Serbia

Objective: Mucoepidermoid lung carcinoma is uncommon salivary
gland-type tumour that usually occurs in youth with nonspecific symp-
toms. The aim is to present a case of mucoepidermoid lung carcinoma of
60-year-old man with dyspnea.

Method: Solitary pulmonary nodule in right upper lobe was seen radio-
logically. There were no changes seen during bronchoscopy and
transbronchial needle biopsy of the lesion was done for cytological and
histopathological examination.

Results: Cytologic smear stained by May-Gruenwald-Giemsa consisted of
cylindrical, squamous cells and mucus. In histopathological material stained
by hematoxylin-eosin, desmoplastic stroma with moderate
lymphoplasmacytic inflammation was mixed with irregular cohesive small
and moderate size polygonal cells with eosinophilic cytoplasm and pleomor-
phic vesicular nuclei. There were also goblet cells with Periodic-Acid-Schiff
and Alcian Blue positive basophilic cytoplasm and basal nuclei, arranged in
cysts filled with mucus, positive for the same stains. Diffuse cytoplasmic
panCK, membrane EMA positivity in both cell types, intensive nuclear p63
positivity in polygonal cells and nonspecific cytoplasmic CD117 reaction
were obtained using immunohistochemistry. Low-grade mucoepidermoid
lung carcinoma was diagnosed and surgical treatment was indicated.
Conclusion: Mucoepidermoid lung cancer is a diagnostic challenge.
Carefully diagnosing is important because most of the low-grade carci-
nomas have great outcome after surgery.

PS-13-026
PD-L1 expression in primary lung carcinoma and lymph node
metastasis
M. Kovacevic ', 1. Kern, U. Janzic
University Clinic Golnik, Dept. of Pathology, Slovenia

Objective: PD-L1 expression in tumour cells predicts better response rate
in lung carcinoma patients treated with immune checkpoint inhibitors. We
wanted to determine connection between PD-L1 expression in primary
tumour and lymph node metastasis.

Method: We studied 32 resected primary lung carcinomas (15 adenocar-
cinomas, 13 squamous, 2 small cell and 2 adenosquamous) and their
mediastinal lymph node metastases. FFPE sections were prepared using
PD-L1 rabbit monoclonal antibody (clone SP142, Roche, USA) on an
automated staining platform (Benchmark ultra, Roche, USA). PD-L1
expression was evaluated on tumour cells with membranous staining.
PD-L1 positivity was defined by cutoff value of 1 %.

Results: PD-L1 was expressed in 47 % primary carcinomas (20 % ade-
nocarcinomas, 77 % squamous, 100 % adenosquamous and in 0 % small
cell). 25 % lymph node metastases expressed PD-L1 (33 % adenocarci-
noma, 46 % squamous, 50 % adenosquamous and 0 % small cell). All
PD-L1 positive lymph node metastases had PD-L1 positive primary car-
cinomas. 47 % of PD-L1 positive carcinomas had PD-L1 negative lymph
node metastastasis.

Conclusion: We concluded that the finding of PD-L1 positive metastatic
lymph node is diagnostic for PD-L1 expression in primary tumour, while
the finding of PD-L1 negative lymph node metastasis is not, since the
difference of PD-L1 expression in primary tumour and lymph node me-
tastasis is significantly different.

PS-13-028

Lung adenocarcinoma with enteric differentiation: Immuno-

histochemical and molecular profiles

A. Nottegar, F. Tabbo, C. Luchini, N. Veronese, G. Inghirami, M. Chilosi
University of Verona, Diagnostics and Public Health, Italy

@ Springer

Objective: Lung adenocarcinoma with enteric differentiation (LAED)
has been recently recognized in the WHO classification. It is defined as
an adenocarcinoma in which the enteric component exceeds 50 % and
have to show the expression at least of one immunohistochemical marker
of enteric differentiation. Although its definition is very important, above
all in the differential diagnosis between a primary lung tumour and a
metastasis of colorectal adenocarcinoma, this cancer still lacks a distinc-
tive immunohistochemical and molecular signature.

Method: We recruited a large series of LAEDs and we evaluated the
immunohistochemical and molecular profiles of these adenocarcinomas.
Results: In our series, CDX-2 and CK7 were the immunohistochemical
markers mostly expressed by PAEDs. There was an inverse relationship
between the expression of pnuemocytes-markers, such as TTF-1, and
intestinal markers. Molecular analysis revealed K-RAS as the most fre-
quently mutated gene, with very few cases harboring abnormalities af-
fecting EGFR, B-RAF and ALK genes. LAEDs are morphologically very
heterogeneous.

Conclusion: The immunohistochemical profile based on CDX-2 and
CK7 positivity of LAEDs appears very robust to support this diagnosis,
and it is applicable also on small biopsies. KRAS appears as the most
important mutated genes in such tumours.

PS-13-029

Rate of EGFR, KRAS, HER2 and BRAF mutations and ALK rear-
rangement of metastatic lung adenocarcinoma according to the site
of specimen: A study of 1400 cases

M. A. Mobarki”, C. Habougit, P. Dal-Col, G. Karpathiou, M.-L.
Stachowicz, P. Fournel, S. Bayle-Bleuez, O. Tiffet, F. Forest, M. Péoch
"St. Etienne, France

Objective: To highlight the rate of these mutations in different organs
with metastatic lung adenocarcinoma and its practical significance.
Method: We investigated EGFR, HER2, BRAF mutations and ALK
rearrangement in 1400 cases of cytology, biopsy and surgically resected
specimens. The rate of these genetic mutations or rearrangement was
determined for each organ.

Results: We observed mutated EGFR in 14.97 % of pleural metastasis
(31 out of 207), in 4.96 % (8 out of 161) of lymph node metastasis, in
11.36 % of bone metastasis (10 out of 88), in 5.40 % (4 out of 74) of brain
metastasis and in 24 % of liver metastasis (6 out of 25). ALK rearrange-
ment was found in pleura (3.86 %), brain (2.70 %) and lymph node
(0.62 %) metastasis. Lymph node and liver metastasis showed HER2
mutations in 0.62 % and 4 % respectively. BRAF was mutated in pleural
(2.41 %) and lymph node (1.24 %) metastasis. KRAS mutations were
present in most metastatic sites with different percent.

Conclusion: Pathologists should be aware that mutation or rearrange-
ment rate is highly different according to the site of the specimen.
These results could help pathologist to prioritize molecular studies in case
of insufficient material.

PS-13-030
Central versus peripheral carcinoid tumours of the lung
D. Nonaka®
The Christie Hospital, Dept. of Histopathology, Manchester, United
Kingdom

Objective: Pulmonary carcinoid tumours occur in both central
(endobronchial) and peripheral locations, and subtle clinico-
pathological differences have been observed. Recently we reported
OTP (orthopedia transcription factor) as a useful marker for the diagnosis
of lung carcinoid, and, during the investigation, found differences be-
tween OTP-positive and negative tumours.

Method: 107 resected carcinoid tumours were subdivided to three
subgroups based on OTP and TTF1 (clone 8G7G3/1) expressions;
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type 1 (OTP-/TTF1-), type 2 (OTP+/TTF1-), type 3 (OTP+/
TTF1+), and histopathological parameters were compared among
those subgroups.

Results: There were 21 cases in type 1, 32 in type 2, and 54 in type 3.
Significant differences were seen between type 1 and 3 in gender, pres-
ence of sustentacular cells (STCs), location, circumscription, cell mor-
phology, and presence of neuroendocrine hyperplasia (NH). Type 1 was
characterised by male predominance, central location, lesser frequency of
STC, well-circumscription, polygonal cell type, and no association with
NH while type 3 was characterised by female predominance, peripheral
location, presence of STC, and strong association with NH. Type 2
showed features in between.

Conclusion: Given the significant differences between type 1 and 3, lung
carcinoid tumours may represent a group of tumours with heterogeneous
pathogenesis. Further studies are required.

PS-13-031
Caveolin-1 in the differential diagnosis of malignant mesothelioma
and lung adenocarcinoma
Z.Bozdag", E. Tutar, O. F. Dizibuyuk, K. Bakir
Gaziantep University, Faculty of Medicine, Dept. of Pathology, Turkey

Objective: Caveolin-1 (CAV-1), is a structural protein of the endocytic
caveolae plasma membrane, has a profound role in modulating
tumourigenic processes. Many researches suggest the eligibility of this
protein in discriminating between two malignancies; the lung adenocar-
cinoma (LAC) and malignant mesothelioma (MM). In this study we
aimed to demonstrate the value of Cav-1 staining in the distinguishing
between MM and LAC.

Method: Paraffin-embedded blocks from surgical material of 68 MM
(51epitheloid, 12 bifasic and 5 sarcomatoid type) and 61 LAC were obtain-
ed from the archive of Pathology Department at Gaziantep University. The
cases were stained with Cav-1 mouse monoclonal antibody then, percent-
age of positive tumour cells was scored as negative if there is no staining,
and positive if more than 1 % tumour cells have been stained.

Results: Cav-1 expression with a membranous and/ or cytoplasmic pat-
tern was detected only in 22 of MM (15 epitheloid, 5 bifasic and 2
sarcomatoid type) and only four cases of LAC showed a positive staining
with Cav-1. The internal positive control which was detected in all cases
was the alveolar or endothelial cells around the tumour and inside it.
Statistically, there was no significant difference between two groups.
Conclusion: Cav-1 has no significant role in differential diagnosis be-
tween MM and LAC.

PS-13-032

Pulmonary and cutaneous remodeling in mice model of systemic
sclerosis

W. Rosolia Teodoro”, L. Araujo dos Santos, S. Catanozi, P. C. Andrade,
A. dos Santos Filho, S. de Moraes Fernezlian, E. Miristene Eher, A. P.
Pereira Velosa, V. L. Capelozzi

*Universidade de Sdo Paulo, Medical School, Dept. of Rheumatology,
Brazil

Objective: We recently demonstrated an experimental model of systemic
sclerosis (SSc) by immunizing healthy New Zealand rabbits with human
collagen V (COLV). In the present work, we aimed to characterize histo-
pathological features of pulmonary and cutaneous remodeling in SSc
patients and in COL V immunized mice.

Method: Immunized mice (n=10) 7 weeks old received twice injections
subcutaneously with an emulsion of COLV (150 pg) and complete
Freud’s adjuvant (FA) in a 30 days interval, followed by two intramus-
cular boosters of COLV and incomplete FA. After 75 days from the first
immunization, pulmonary and cutaneous remodeling was evaluated by
histomorphometry and immunohistochemistry.

Results: Lung from immunized mice presented a significant higher
amount of type I collagen (p <0.005), lymphocytes CD4 (p=0.002),
TGF-f3 (p<0.0025) and CTGF (p<0.0001) when compared to control.
In addition IM presented significantly cutaneous inflammatory process
(p<0.0068) and predominance of fine fibers compared the thick collagen
identified by assessment of picrosirius respectively (p <0.0001).
Conclusion: We demonstrate that all typical manifestations of SSc-
related pulmonary and cutaneous remodeling are mimicked by COL V
immunized mice, thus emerging as an appropriate preclinical model to
study the mechanisms and therapeutic approaches of lung and skin in-
volvement in SSc.

PS-13-033

PTEN and pAKT differs in histological subtypes in NSCLC

A. Csanadi”, C. Antfang, E. Kocsmar, C. Kayser, V. Gumpp, J. Rawluk,
U. Nestle, S. Wiesemann, M. Werner, G. Kayser

*University of Freiburg, Surgical Pathology, Germany

Objective: The PI3K/PAKT/mTOR pathway is activated in many can-
cers, thus reducing apoptosis and allowing proliferation. On the other
hand, it can be antagonized by PTEN. In up to 60 % of squamous cell
carcinoma of the lung the PIK3/PTEN/AKT pathway is affected.
Therefore we investigated the association of the expression between
PTEN and pAKT and correlated these data with histological subtypes
of NSCLC.

Method: Expression of PTEN and pAKT was analyzed by double stain
immunohistochemistry in tissue microarrays from 444 NSCLC tissues
and correlated with clinical and pathological parameters.

Results: PTEN expression showed correlation with age and smoking
habit. Furthermore, PTEN was significantly higher expressed in adeno-
carcinoma (p =0.001). Interestingly, pAKT expression was more intense
not only in adenocarcinoma, but also in large cell neuroendocrine lung
cancer compared to other NSCLC types (p=0.001). Moreover, a co-
expression of PTEN and pAKT in the same cell occurred prevalently in
adenocarcinoma (p=0.001).

Conclusion: The different expression profiles of PTEN and pAKT ac-
cording to histological subtypes of NSCLC hint at diverging regulation of
the PI3K/AKT/mTOR pathway in different NSCLC subtypes.

PS-13-034

Subcellular localization of PTEN and pAKT correlates with histolog-
ical grading in NSCLC

A. Csanadi’, C. Antfang, E. Kocsmar, C. Kayser, V. Gumpp, J. Rawluk,
U. Nestle, S. Wiesemann, M. Werner, G. Kayser

*University of Freiburg, Surgical Pathology, Germany

Objective: The activation of the PI3K/AKT/mTOR pathway as well as
the loss of PTEN are known tumour inducing factors. Furthermore, the
relevance of the subcellular localisation of PTEN and pAKT was lately
described. Therefore, we investigated their expression in NSCLC, with
special emphasis on protein localisation.

Method: In 444 NSCLC- and corresponding non-neoplastic lung tissue
the nuclear and cytoplasmic expression of PTEN and pAKT was tested by
double stain immunohistochemistry and correlated with clinical and path-
ological parameters.

Results: Both PTEN and pAKT were significantly higher expressed in
tumour cells in comparison to non-neoplastic lung tissue. Furthermore,
cytoplasmic PTEN showed first upregulation toward poorer differentiated
tumours and loss in undifferentiated large cell lung cancer samples
(p=0.003). Cytoplasmic pAKT expression got more pronounced with
dedifferentiation (p=0.009).

Conclusion: Our data suggest that the subcellular localisation of PTEN
and pAKT is important in the dysregulation of the PIK3CA/PTEN/AKT
pathway in different histological grading.

@ Springer
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PS-13-035
Automated ALK and ROS1 FISH: A comparison between Leica
Biosystems Kreatech FISH Probes for BOND and manual FISH
A. O’Grady”, S. Curry, E. Kay, P. Wong
Royal College of Surgeons, Dept. of Pathology, Dublin, Ireland

Objective: A panel of lung cancer fluorescence in situ hybridization
(FISH) probes has been released for use on Leica Biosystems’ Bond
platforms. These FISH probes were tested on non-small cell lung cancer
(NSCLC) cases side by side with manual methods to compare the quality
of staining and the work flow efficiency of the automated FISH assay.
Method: A study of 10 archival formalin-fixed paraffin-embedded
NSCLC cases were tested with the Kreatech ALK and ROS1 FISH
probes on the Leica BOND III platform and compared to the results
achieved using manual methods.

Results: All automated tests resulted in diagnosable slides with 100 %
concordance (n=20) between the two methods. The hands-on time per
sample with the automated probes is reduced by over 1 h.

Conclusion: The comparison study showed that the automated FISH
assay resulted in an identical clinical outcome to the manual assay. The
reduced hands-on time and the possibility for laboratories to combine
automated FISH with routine immunohistochemistry workflow, makes
FISH on BOND a promising new addition to the test menu of an
Anatomical Pathology laboratory.

PS-13-036

Determination of EGFR by liquid biopsy in patients with primary
large cell carcinoma of lung from November 2015 until
March 2016 at the University Hospital 12 de Octubre (Madrid,
Spain)

G. T. Vézquez Benitez", S. Alvarez Diaz, A. B. Enguita Valls

"Hospital 12 de Octubre, Dept. of Pathology, Madrid, Spain

Objective: Analysis of EGFR in plasm and lung tissue in patients with
large cell carcinoma of lung in a period between November 2015 and
March 2016 at the University Hospital 12 de Octubre of Madrid.
Method: Determination of EGFR by real-time PCR using the Kit System
Cobas Z 480 Roche, for genetic screening of mutations, deletions or
insertions in exons 18, 19, 20 and 21 of the EGFR gene both DNA
circulating blood material and tissue pulmonary.

Results: Were performed 62 determinations of EGFR in patients with
large cell carcinoma of lung, with an average age of 72 years, of which
17.7 % were positive in plasm, with good agreement with lung tissue
determinations, and 3.2 % were not evaluable. Of the positive cases, there
was a jarring case that showed positivity in pulmonary tissue and nega-
tivity in plasm. However, another case was positive only in plasm.
Conclusion: Lung biopsy is the currently used technique for diagnosis of
malignancy, even it is an invasive method, sometimes difficult. Therefore
liquid biopsy may have an important role in genetic determinations.
Because of these findings of the present study, it may be considered liquid
biopsy as a method for early diagnosis and treatment of lung cancer.

PS-13-037

Prognostic significance of nuclear grade in malignant pleural meso-

thelioma: A single institution experience

S. Erbil", B. Yaman, A. Cevik, Y. Ertan, A. Ozdil, A. Veral, D. Nart
Ege University, Faculty of Medicine, Pathology, Izmir, Turkey

Objective: Malignant pleural mesothelioma(MPM) is an uncommon
aggresive malignancy associated with asbestosis exposure. We investi-
gated whether certain histomorphologic parameters correlated with sur-
vival of surgically resected MPM.

Method: From January 2000 to December 2015, we retrospectively
reviewed tumour slides of surgical specimens of 30 patients with

@ Springer

histologically confirmed MPM. Seven histomophologic features includ-
ing histological pattern, nuclear grade, depth of invasion, lymphocytic
host response(LHR), necrosis, stromal desmoplasia and mitotic index
were investigated and analyzed in SPSS 18.0.

Results: We classified 90 % of the patients(27 of 30) as epithelial and
10 % of them(3 of 30) were biphasic type. Subtypes were categorized by
histological patterns; solid pattern was most common with 36,7 % (11 of
30). Desmoplasia was observed 63,3 % (19 of 30) of cases. LHR was
scored as low in 40 %, intermediate in 36,7 % and high in 23,3 % of
patients. Invasion depth was above 5 mm in almost all cases with two
cases exceptional. We counted less than 5 mitosis/50 HPF in 56,7 % (17
of 30) and five and more mitosis were counted in 43,3 % of cases.
Prognostic datas of 11 patients were collected with five of death after
surgery.

Conclusion: High nuclear grade might be considered significantly asso-
ciated with death ratio in MPM. Larger series are required to determine
associations between morphological features and survival.

PS-13-039

Histology versus cytology in the diagnosis of small cell lung cancer: Is
it a real advantage?

M. A. Bani", . Msakni, S. Ben Rejeb, L. Bel Hadj Kacem, D. Ghachem,
F. Gargouri, O. Bel Hadj Amine, A. Bouziani, B. Laabidi

*Military Hospital of Tunis, Dept. of Pathology, Tunisia

Objective: Currently, most cytopathologists are able to correctly distin-
guish small cell lung cancer (SCLC) from non small cell lung cancer on
the basis of cytologic samples, and, indeed, 75 % of lung cancers are
diagnosed based on cytology. The authors propose to study the concor-
dance of diagnosis between cytology and histology.

Method: Retrospective study of all cases of SCLC diagnosed over a
period of 4 years.

Results: Over a period of 4 years 981 fine needle aspiration samples were
obtained from patients with suspicious thoracic lesions. In 167 patients, a
cytological diagnosis of malignancy was obtained, and 168 received a
parallel or subsequent histological diagnosis. A total of 25 patients with
histologically proven SCLC were included. Sex ratio was 8 and the mean
age at the time of diagnosis was 64 (34-87). Cytology was performed in
all cases. Only 22 cases were conclusive of SCLC. Cytological and his-
tological typing was concordant in 97 % cases (kappa=0.97).
Immunohistochemistry was conducted in 5 cases to correct the diagnosis.
Conclusion: Cytology examination is fairly accurate for typing SCLC
and can be regarded as an acceptable procedure for diagnostic. In doubtful
cases, the use of ancillary techniques, such as immunocytochemistry, may
be required to improve the diagnostic yield.

PS-13-040

Mesenchymal stem cells- and conditioned medium reduce fibrosis in
pulmonary parenchyma but promote increased artery adventitia re-
modeling in bleomycin-injured mice

A.T.Fabro”, R. Felix, J. R. Machado, P. d. Santos Ledo, A. L. dos Santos,
C. Bueno, E. Deffune, A. P. Pereira Velosa, W. R. Teodoro, V. L.
Capelozzi

“FMRP/USP, Pathology, Ribeirdo Preto, Brazil

Objective: The understanding of pulmonary fibrosis (PF)has been fo-
cused on model forinjuries and dysfunctionsof epithelialorendothelial
cells. However, recent study showed that pulmonary artery adventitia
(PA) and myofibroblastmay act as biological processing center and crit-
ical regulator of remodeling. Our aim was to investigate the role of mes-
enchymal stem cells- and conditioned medium treatment in remodeling of
PF.

Method: 15 Wister rats were induced with Bleomycin. After 10d,5 were
treated with mesenchymal stem cells (MSC), 5 withconditioned medium
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(CM) and 5 without treatment (BLM). Animal were sacrificed 21 days
after bleomycincompared to controls (CTR; n=25).
Hematoxylin&eosin,picrossirius red staining, “in situ” immunofluores-
cence for type I and Vcollagen, and morphometric analysis were
performed.

Results: Pulmonary fibrosis collagen I modulated was significantly
reducedin MSC and CMcompared to BLM rats (p <0.05), whereasa sig-
nificant increase in fibrosis collagen V modulated was found in PA from
MSC rats (p <0.05).

Conclusion: Pulmonary fibrosis collagen I modulate is reverted byMSC
and CM treatment However, MSC and CM treatment modulate collagen
V fibrosis in PA, thus suggesting a new important link between pulmo-
nary fibrosis and hypertension.

PS-13-041

Phosphatase and tensin homolog (PTEN) is upregulated in the
matricellular stroma of non-small cell lung carcinoma

K.-F. Deml”, R. Casanova, U. Rulle, I. Schmitt-Opitz, H.-U. Schildhaus,
A. Soltermann

*Cantonal Hospital, Institute of Pathology, Muensterlingen, Switzerland

Objective: Recently, Trimboli et al. demonstrated that phosphatase and
tensin homolog (PTEN) inactivation in stromal fibroblasts of mouse
mammary glands accelerates malignant transformation of mammary ep-
ithelial tumours and leads to massive remodeling of extracellular matrix
(ECM). Based on these findings we investigated the protein expression of
PTEN in the immediate peritumoural stroma, called matricellular space,
and the corresponding tumour epithelia of non-small cell lung carcinoma
(NSCLC) together with relevant extracellular matrix proteins.
Method: Expression of PTEN and ECM proteins were
immunohistochemically determined on a tumour tissue microarray of
456 patients with NSCLC of all pT stages. Additionally, 48 cases were
evaluated on whole slides.

Results: PTEN expression in both cytoplasm and nucleus was higher in
the matricellular cancer-associated fibroblasts (CAFs) than in the carci-
noma epithelia. Complete loss of stromal PTEN was infrequent. High
PTEN in both stroma and tumour was associated with lower pT and
smaller tumour size. High vimentin, versican and collagen but not
periostin expression was positively correlated with PTEN in both tumour
and stroma.

Conclusion: PTEN loss in both cytoplasm and nucleus occurs more
frequently in lung SqCC than AdC. Peritumoural CAFs have a higher
PTEN protein expression than the adjacent malignant epithelia. PTEN
protein synthesis decreases with increasing tumour size.

PS-13-042
Pulmonary epithelioid haemangioendothelioma—a case report
N. Derrabi*, F. Marnissi, M. Karkouri
Ibn Rochd University Hospital, Pathology Dept., Casablanca,
Morocco

Objective: Epithelioid haemangioendothelioma (EHE) previously
known as intravascular bronchoalveolar tumour. This is a rare disease,
with approximately 50 cases described in the literature.

Method: We report the case of a 60 year old women with treated for
myomateux uterus. We discover by chance in CT scan a basi-thoracic
mass left. Left lower lobectomy and lymph node dissection were made.
Histological examination concluded epithelioid haemangioendothelioma,
confirmed by immunohistochemical study.

Results: About 60-80 % of patients with EHE are women. Patient ages
range from 7 to 81 years. About 50-70 % of patients are symptomatic at
presentation. Imaging show multiple bilateral perivascular nodules, that
mimic metastatic cancer or granuloma. At macroscopy, EHE presents
with multiple circumscribed nodules with a grey-white cut surface and

chondroid appearance. At histopathology, EHE round to oval nodules,
composed of strands and solid nests of rounded to slightly spindled cells,
with intracytoplasmic lumina containing red blood cells. Most EHE ex-
presses the vascular markers CD31, CD34 and focal cytokeratin expres-
sion is present in 25-30 % of cases.

Conclusion: This tumour can affect multiple organs. The prognosis is
very unpredictable, with life expectancy ranging from 1 to 15 years.
There is no single effective treatment, though spontaneous regression
and response to chemotherapy and interferon are reported.

PS-13-043
Sclerosing pneumocytoma—about two cases
N. Derrabi’, M. Karkouri, F. Mamissi
Ibn Rochd University Hospital, Pathology Dept., Casablanca,
Morocco

Objective: Pulmonary sclerosing pneumocytoma (SP) is a epithelial tu-
mour, formerly nomed sclerosing haemangioma. We report two cases of
SP in two women aged 63 and 45 years. Histological examination and
immunohistochemistry was accurate diagnosis of the nature of the
tumour.

Method: Case 1: 63 year old women, Chest CT shows solitary mass in
the right lower lobe. The patient had a lower lobectomy and lymph node
dissection. Histological examination concluded SP, confirmed by immu-
nohistochemical study. Case2: 45 year old women treated for breast neo-
plasm, CT scan done under the staging. Chest CT shows multiple left
parenchymal nodules. Histological examination concluded sclerosing
pneumocytoma.

Results: The sclerosing pneumocytoma is benign lung tumour derived
from primitive respiratory epithelium. This is a rare tumour usually
asymptomatic, occurring in 80 % of cases among middle-aged women.
Chest X-ray shows a solitary and well circumscribed mass.
Histologically, the SP is characterized by solid, papillary, sclerotic, and
haemorrhagic regions. The tumour consists a dual population of surface
cells resembling type II pneumocytes and round cells, with slightly dif-
ferent histogenetic profiles. Regional lymph node metastases are rare.
Conclusion: Sclerosing hemangiomas of the lung are generally consid-
ered benign lesions, and surgical excision is curative without the need for
additional treatment.

PS-13-044
Pulmonary Alveolar Microlithiasis. Case report and literature
review
M. C. Mugabe”, M. Didas, K. Raphael, A. C. Laga
King Faysal Hospital, Departement of Pathology, Kigali, Rwanda

Objective: Pulmonary Alveolar Microlithiasis (PAM) is a rare autosomal
recessive lung Disease, which has been associated with mutations in the
SLC34A2 gene. Approximately 400 cases have been reported around the
world, the majority in Europe and the Middle East. Countries with highest
number of reported cases include Turkey, Italy and the USA. Only rare
cases have been described in Africa. We report the first case from
Rwanda.

Method: We identified one case in the pathology archives of King Faisal
Hospital, Kigali, Rwanda. Diagnosis was confirmed by transbronchial
biopsy.

Results: We report a 19 year- old female who consulted for gen-
eral checkup. X-ray and CT scan images found incidentally dif-
fuse sandstorm images in both lungs. Lung biopsy was done and
morphological examination showed numerous round intra-alveolar
calcifications consistent with Pulmonary Alveolar Microlithiasis.
Her sister who was asymptomatic at that time was also tested in
relatives check-up, and her radiologic images showed some dif-
fuse sand like opacities in both lungs.

@ Springer
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Conclusion: We document Pulmonary Alveolar Microlithiasis to in-
crease awareness of this rare disease in Rwanda. Definitive diagnosis is
obtained by histopathology. There is no specific treatment but disodium
etidronate may improve the condition.

PS-13-045

Blood sample-based New Generation Sequencing detects circulating
free MicroRNA from acute pulmonary thromboembolism (liquid
biopsy)

J.R.Machado”, A. T. Fabro, H. R. Cruvinel, P. d. Santos Ledo, A. L. dos
Santos, C. Bueno, R. A. Oliveira, C. A. Rainho, H. H. Bok Yoo, V. L.
Capelozzi

"HCFMB-UNESP, Biobank, Botucatu, Brazil

Objective: Acutepulmonary thromboembolic (APTE) is a blockage of an
artery in the lungs by a thrombo that has traveled from elsewhere in the
body through the bloodstream. Our aims was to determinate a plasma
microRNA profile as a diagnostic and prognostic biomarker of APTE.
Method: 17APTEpatients and 10 patients and 10 healthy volunteerswere
sequentially studied in 2016. All relevant clinical data from medical re-
cords andangiotomographyresults were analyzed. An optimized protocol
for RNA extraction from plasma samples by Qiagenmirneasy serum/
plasma kit in combination with the Vac-Man® Vacuum Manifold were
used. The Illumina TruSeq Small RNA-Seq Sample Prep Kit was used to
generate small RNA library directly from total RNA. Clustering and
sequencing was accomplished using the Illumina NextSeq500. Further
databases and software used for analysis were the Diana software.
Results: Dyspnea was the most common symptoms experienced by pa-
tients. Only one patient had deep venous thrombosis. All patients had
unchanged echocardiography. High-quality RNA were extracted.
Circulating microRNAs were differentially expressed and associated with
prognostic outcome (p <0.05).

Conclusion: The MicroRNA profile might reflect alterations in
Virchow’s triadof APTE, providing some clue for biomarker screening,
however it still needed to be validated to clinical practice.

PS-13-046

Mutation profile and protein expression for predictive testing in lung
adenocarcinoma: A study of 200 patients from Brazil

J.R. Machado*, A. T. Fabro, D. Ascheri, P. d. Santos Ledo, A. L. dos
Santos, V. K. de S4, C. A. Rainho, E. R. Parra Cuentas, T. Takagaki, V. L.
Capelozzi

"HCFMB-UNESP, Biobank, Botucatu, Brazil

Objective: New translational research platforms for selecting and vali-
dating clinically relevant prognostic biomarker are needed. Our aims was
to determinate the mutational status versus protein expression is related to
impact on survival of non-small cell lung cancer (NSCLC).

Method: 200 patients with NSCLC were selected in 2014-2016 for im-
munohistochemistry and 80 for next generation sequencing. All relevant
clinical data from medical records, like survival time, were analyzed. A
protocol for DNA extraction from frozen samples by QIAmp DNA kit
were used. The Illumina TruSeq Amplicon Sample Prep Kit was used to
generate DNA library. Clustering and sequencing was accomplished
using the Illumina NextSeq500. Further databases and software used for
analysis were the VariantStudio. CD44, EGFR, P53, VEGF, KRAS,
HER?2, PIK3CA, BRAF and ALK antibodies were used for immunohis-
tochemistry and analyzed by AperioSystem.

Results: Different type of mutation were found. The most of them
correlated with the respective protein expression. CD44 mutation is
present in 33 % of them and related with CD44 expression in a
survival time-dependent manner. Mutation status versus protein ex-
pression were differentially expressed and associated with prognos-
tic outcome (p <0.05).
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Conclusion: Personalized cancer medicine in DNA-based high-through-
put genomic technologies might provide excellent results for biomarker
screening, however it still needed to be validated to clinical practice.

PS-13-047

Lung cancer of clinically unknown primary: An autopsy-based study

E. Kocsmér*, 1. Kocsmar, J. Karczub, A. Kiss, Z. Schaff, G. Lotz
Semmelweis University, Faculty of Medicine, Budapest, Hungary

Objective: Lung is the most frequent primary site identified by autopsy in
the clinical (type-1) Cancer of Unknown Primary origin (CUP) cases. To
reveal the factors behind this, our goal was to examine the clinicopatho-
logical differences between CUP and non-CUP metastatic lung cancers.
Method: 11,046 autopsy cases of 22 years were analyzed.
Clinicopathological factors of 39 CUP and 269 non-CUP metastatic lung
cancers were compared.

Results: Significant difference (p <0.05) was found regarding the distri-
bution of histological types; adenocarcinoma was more (56 vs. 41 %),
squamous type was significantly less (8 vs. 32 %) frequent in CUPs. Bone
metastases (43.6 vs. 9.7 % in total and 50 vs. 22.7 % in adenocarci-
nomas), paraneoplastic syndromes (31 vs. 13 %), peripheral localization
(58 vs. 37 % in total and 90 vs. 57 % in adenocarcinomas) furthermore
pain as first clinical symptom (26 vs. 13 %) were significantly more
common in CUP cases of the lung.

Conclusion: Higher frequency of the peripheral localization among lung
CUPs can contribute to keeping the primary site clinically hidden.
Occurrence of these cases can be reduced by taking into consideration
clinicopathological differences of the CUP and non-CUP metastatic lung
cancers. Autopsy is necessary for the correct post-mortem identification
and classification of CUP cases.

PS-13-048

EGFR mutational status in a series of non small cell lung carcinomas:
Data from daily practice

L. Tadic Latinovic", Z. Eri, A. Salapura, L. Novakovic Lackovic, M.
Stanetic, J. Stanic

*University Clinical Center, RS, Dept. of Pathology, Banja Luka, Bosnia
and Herzegovina

Objective: The prognosis of metastatic non-small cell lung cancer
(NSCLC) is still poor. Activating epithelial growth factor receptor
(EGFR) mutations are important genetic alterations with dramatic thera-
peutically implications. Up to now, in contrast to Asian populations only
limited data on the prevalence of those mutations are available from
patients with European ethnicity.

Method: In this study, routine EGFR testing with real- time PCR assay
for 198 patients with NSCLC patients from Bosnia and Herzegovina were
tested in various types of tumour samples.

Results: Activating EGFR mutations were found in 6,57 % of all tumours,
frequently in women (4,55 %) than in a men (2,02 %) Mutations in exon 19
deletion and 21 (L858R) accounted for 76.92 and 15.38 % and 7.69 % exon
20 insertion. EGFR gene mutations was higher in surgically resected speci-
mens (69,23 %) than in biopsy material (23,08 %).

Conclusion: The incidence of EGFR mutations from clinical routine in
Bosnia and Herzegovina was lower than those reported in other
Caucasian and European populations.

PS-13-049

Clinicopathological and histomorphological features of congenital
cystic adenomatoid malformations: Characteristics of mucinous
epithelium

E. Bozkurtlar”, I. Erbarut Seven, R. A. Ahiskali

Marmara University, Pathology, Istanbul, Turkey
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Objective: Congenital cystic adenomatoid malformations(CCAM) are
rare lesions. This study aims to represent characteristic of epithelial lining
of CCAM and histomorphological findings contained within CCAM.
Method: Thirteen cases of CCAM type 1 and 2 were identified in retro-
spective search of the surgical database of our institution from 2010 to
2016. H&E stained slides were evaluated to identify detailed
histomorphological features of CCAM. Immunohistochemical stains for
mucinous epithelium were evaluated in 3 cases.

Results: The patients were 7 female and 6 male, 9 of cases were younger
than 1 year. The accompanying lung tissue was diagnosed as normal
pulmonary parenchyma (n=9), bronchopneumonia (n= 1), bronchiecta-
sis (n=2) and one did not have any tissue other than CCAM. The cysts of
all of the cases were lined by pseudostratified respiratory epithelium.
Three cases had multifocal mucinous epithelial lining which formed pro-
truding mucinous tuftings. Mucinous epithelium was positive for MUCS
and negative for MUC1 and 2. Squamous metaplasia was seen in 2 cases.
Smooth muscle, mostly focal, around the cysts of CCAM was found in all
cases. In only one case, bronchial glands was noted. Within the cystic
areas of all of the cases, chronic inflamatory cells were present, and
lymphoid follicules was detected within the cystic areas of 6 cases.
None but one case had bronchial glands within the cystic area of lesion.
Conclusion: Pseudostratified respiratory epithelial lining, pericystic focal
smooth muscle and chronic inflamation are common features of CCAM
type 1 and 2. MUC profile of mucinous component of epithelial lining of
the cysts was positive for MUCS and negative for MUC1 and 2.

PS-13-050
Pleural NUT carcinoma with unusual chromosomal rearrangement
X. Wen", A. Furtado, A. Sanches, D. Tente

CHVNGVE, Pathology, Vila Nova de Gaia, Portugal

Objective: To introduce the morphological and immunohistochemical
characteristics of one case of uncommonly located NUT carcinoma with
unusual chromosomal rearrangement.

Method: A 22 years old male patient suffered from rapidly progressive
pleural effusion. Multiple pleural nodules were identified in CT exami-
nation and were surgically biopsied. The specimen was totally submitted
for histological examination, including immunohistochemical staining.
Detection of special chromosomal rearrangement by FISH was also car-
ried out.

Results: Histologically, the tumour was predominantly composed of
sheets or nodules of small undifferentiated cells with hyperchromatic
nucleus and scant cytoplasm, among which some nests of large cell with
vesicular nucleus and ample cytoplasm were observed. The transition
between the two kinds of cells was abrupt. Large areas of coagulative
necrosis and desmoplasic stroma were present. No obvious squamous
differentiation was observed. The tumour cells were diffusely immuno-
reactive with antibodies to p63, Vimentin, CD34 and NUT protein and
focally to SMA. Split of Chromosome 15 was detected by FISH, but
rearrangement with BRD4 was not identified.

Conclusion: NUT protein positive confirmed the diagnosis, although, in
this case, the location, morphology and genetic changes were not typical
for nut carcinoma.

PS-13-051
Diffuse pulmonary meningotheliomatosis: A rare entity
1. H. Ozbudak*, 0. Ozbudak, A. Erdogan

Akdeniz Uni, School of Med, Pathology, Antalya, Turkey

Objective: Multiple minute pulmonary meningothelial-like nodules are
incidentally found during pathologic examination of lung biopsies. In
some patients, these nodules cause diffuse radiologic abnormalities and
restrictive lung disease, which has been called as diffuse pulmonary
meningotheliomatosis.

Method: Here in, we present a 60-year-old woman with this uncommon
lesion. She had complaints of dispnea and cough. Computerized tomo-
graphic evaluation revealed bilateral pulmonary nodules/densities. She
underwent open surgery.

Results: Histopathologic evaluation showed multiple interstitial nodules
distributed in a randomized fashion. Epithelioid and spindle cells were
seen in a vaguely nested growth pattern around vessels.
Immunohistochemically, these cells were positive with Vimentin, EMA,
Progesterone receptor and Beta-catenin, negative for Melan A, S-100,
HMB45, Desmin and estrogen receptor.

Conclusion: In the presence of these features, pathologists should be
aware of diffuse pulmonary meningotheliomatosis in the clinical setting
of multiple pulmonary micronodules.

Tuesday, 27 September 2016, 09.30-10.30, Hall 11.3
PS-14 Thymic and Mediastinal Pathology

PS-14-001

Mediastinal tumours and cysts: Analysis of 142 cases

B. Mollamehmetoglu”, H. Erdem, M. A. Celik, F. K. Cimen
Kanuni Training Hospital, Dept. of Pathology, Trabzon, Turkey

Objective: The present study was undertaken to know the pathological
spectrum of mediastinal lesions and to determine the presenting features,
location, histology, surgical technique.

Method: We reviewed a series of 142 consecutive patients with medias-
tinal space-occupying lesions (anterior, middle, posterior compartments)
referred to us between January 2009 and December 2014. All patients
with undiagnosed mediastinal pathology were referred for tissue biopsy
to obtain a tissue diagnosis. There were 51 females and 91 males patients.
Average age was 56 years. The youngest patient was 17 years old and the
oldest, 82 years old.

Results: The highest incidence of malignancy occured in the first
(100 %) and third (65 %) decades and the most common malig-
nancy during the first four decades of life was malignant lympho-
ma (42 %). The most common presenting symptoms were dry
cough (40 %), chest pain(42 %), dyspnea (39), weight loss
(22 %) and pleural effusion (10 %). Twelve percent of patients
were completely asymptomatic. The majority of tumours and cysts
were located in the anterior mediastinum (51 %). 65 (46 %) pa-
tients had hilar masses or masses in the middle mediastinum. A
minority of lesions (4 %) were in the posterior mediastinum. The
highest rate of malignancy was observed in anterior mediastinum
(55 % malignancy rate). The most frequent diagnosis were medi-
astinal sarcoidosis (25 %), malignant lymphoma (10 %), tubercu-
losis (10 %) and tymoma (7 %).

Conclusion: We conclude that surgical biopsy seems to remain the
most important investigation for a successful therapeutic approach
to mediastinal masses when less invasive techniques have been
unsuccessful. Mediastinoscopy/ mediastinotomy, frozen section
and a suitable panel of antibodies were practical approaches to
mediastinal masses.

PS-14-002

Primary thymic seminoma emerged from fourth mediastinal bran-
chial cleft cyst-first case reported

F. Porcescu*, A. Neicu, G. Becheanu, S. Enache, V. Enache, F. Vasilescu,
L. Chiriac, C. Vasile, C. Mehotin

*Victor Babes Institute, Dept. of Pathology, Bucharest, Romania

Objective: Primary thymic seminoma is a very rare clinicopatho-
logical entity and the incidence of mediastinal branchial cleft cysts
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it is even lower. In this report we present a particular case of this
condition in a 33 year old male patient, where thymic seminoma
emerged within fourth branchial cleft cyst, unusually located in the
anterior mediastinum.

Method: The patient underwent thoracic computed tomography which
showed an anterior mediastinal mass that was removed by thoracotomy.
Histopathological and immunohistochemical assesments were performed
in order to establish the diagnosis.

Results: Histopathological examination reveals a cystic cavity lined by
epithelium (positive for AE1/AE3, P63) with a seminomatous germ cell
tumour proliferation developed within its walls. The large tumoural cells
arranged in sheets and separated by fibrous septa show strong positivity
for CD 117, PLAP and D2-40. Around the cyst there are areas of thymic
tissue positive for Tdt.

Conclusion: The final diagnosis, based on paraclinical, histopathological
and immunohistochemical features was primary thymic seminoma. To
our knowledge, there are no previously reported cases in literature of
primary thymic seminoma originated in a fourth mediastinal branchial
cleft cyst. Therefore, considering the novelty of this case, the topic of
our presentation might intrigue challenging opinions from the audience.

PS-14-003

Thymolipoma associated to a thymic cyst: A case report

M. Rais", F. Zouaidia, S. Bellarbi, N. Mahassini

Institut National d’Oncologie, Dept. de Pathologie, Rabat, Morocco

Objective: To report a case of a thymolipoma associated to a thymic cyst,
an association that, to our knowledge, was previously reported only once
in the literature. To describe briefly the pathologic aspects of these two
benign uncommon entities.

Method: A 63-year-old woman consulted with a persistent cough of
1 year duration. Physical examination was unremarkable. Thoracic CT
scan showed an anterior mediastinal oval mass of fluid density.
Tumourectomy was performed due to the symptomatic nature of the
mass.

Results: The specimen was a 6 x 4,5 x 3 cm mass, weighing 60 g, com-
prising a solid part of fatty appearance and a cystic cavity of4 x 3 x 3 cm,
with a thin smooth wall, filled with clear liquid. Histologically, the solid
part was made of two components: nonproliferative thymic tissue and
abundant lobules of mature regular adipocytes. As for the cystic cavity,
it was made of a fibrous wall comprising residual thymic parenchyma,
lined by simple cuboidal epithelium. The diagnosis of a thymolipoma
associated with thymic cyst was retained.

Conclusion: Thymolipomas and thymic cysts are rare tumours of the
anterior mediastinum, they can be responsible for non-specific clinical
manifestations, only pathological examination confirms the diagnosis.
The combination of these two entities is an exceptional occurrence.

PS-14-004

Immunohistochemical expression of p16, a surrogate marker for
Human Papilloma Virus (HPV), in oesophageal squamous carcino-
ma and its clinical significance

P. Gugalia*, R. Kumar, S. Desai, K. Prabhash, G. Karimundackal, C. S.
Pramesh, S. Laskar, N. Jambhekar, V. Noronha, J. Agrawal

*Tata Memorial Hospital, Dept. of Pathology, Mumbai, India

Objective: Evaluation of prevalence and clinical significance of Human
Papilloma Virus (HPV) infection in oesophageal squamous cell carcino-
ma (OSCC) which has not yet been studied extensively as in head-neck
and ano-genital malignancies.

Method: The immunoexpression of p16 on tissue micro-arrays of tumour
from 100 resected OSCC cases was correlated with clinical and histo-
pathological parameters and response to therapy [assessed by tumour
regression grade (TRG) using Mandard’s scoring system].

@ Springer

Results: In all, 19 cases were positive for pl6 immunohistochemistry
(IHC) and 81 were negative. The p16 positive tumours were smaller in
size at presentation (mean+SE=4.32+0.34 cm) than p16 negative tu-
mours (mean +SE=6.02+0.33 cm) (p-value: 0.028). The proportion of
p16 positive tumours in the middle third oesophagus (12/19; 63.2 %) was
higher when compared to p16 negative tumours which were proportion-
ately more in the lower third oesophagus (46/81; 56.8 %) (p-value:
0.048). The p16 positive tumours revealed a better neoadjuvant therapy
response in 25 % (3/12) of cases which had scanty residual viable tumour;
whereas only 13 % (10/16) of the p16 negative tumours revealed scanty
residual viable tumour with predominant fibrosis (p-value: 0.002).
Conclusion: The expression of p16, a surrogate marker for HPV, could
be used as a useful predictive biomarker in assessment of OSCC.

PS-14-005

Primary thymic adenocarcinoma with signet ring cells: An unexpect-

ed autopsy finding

J. Fraga*, C. Abrantes, P. Serra, R. Oliveira, H. Garcia, L. Prado e Castro
CHUC, Dept. de Anatomia Patologica, Vila Real, Portugal

Objective: Thymic adenocarcinomas are a heterogeneous group of ma-
lignant epithelial neoplasms showing glandular differentiation and/or mu-
cin production. The extreme rarity and similarity with metastases from
adenocarcinomas of other organs makes this a challenging diagnosis,
especially in small biopsies.

Method: We present an autopsy case of a 61 year old woman with
clinical suspected pulmonary thromboembolism.

Results: The complete autopsy study revealed a large tumoural mass in
the superior anterior mediastinum, with whitish and yellowish areas and
firm consistency. Microscopic examination showed a poorly cohesive
signet ring cell carcinoma in relation with vestigial thymic structures.
There were metastases in thoracic and upper abdominal lymph nodes.
The lung showed innumerable micrometastic foci and massive neoplastic
thromboembolism in small, medium and large caliber vessels. No other
lesions were identified in any other organs.

Conclusion: Cause of death was massive pulmonary embolism by a
poorly cohesive signet ring cell carcinoma. The presence of the main
tumoural mass in the anterior superior mediastinum, coupled with the
absence of any other tumoural lesion at autopsy supported the diagnosis
of primary thymic adenocarcinoma with signet ring cells (classified as
mucinous adenocarcinoma by the 2015 WHO bluebook).

PS-14-006

Mediastinal composite hemangioendothelioma: Case report of rare
vascular tumour with unusual location

D. Udovicic—Gagula*, A. Hadzismailovic, F. Jukovic-Bihorac, N.
Bilalovic

"University Clinic Center Sarajevo, Dept. of Pathology, Bosnia and
Herzegovina

Objective: Composite hemangioendothelioma is very rare low/
intermediate grade vascular tumour with characteristic mixtures of be-
nign, low-grade malignant and malignant components.

Method: We report the case of composite hemangioendothelioma of the
mediastinum in 63-year-old women.

Results: She went on standard chest roentgenogram, to exclude
pneumonia after common-cold, which showed centraly located
nodular mass. CT revealed nodular mass in posterior mediasti-
num, measured 40 %35 mm. Total sternotomy was performed
and mass completely resected. Histologic examination showed
mixed patern of epithelioid and retiform components embedded
in a myxohyaline stroma, also there was areas which resemble
arteriovenous malformation. Immunohistochemistry stains (CD31,
CD34, ERG) confirmed neoplasm of vascular origin.
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Conclusion: Vascular mesenchymal tumours are not uncommon in the
mediastinum, but they usually located in anterior or middle mediastinum.
This case is presented because posterior mediastinum is unusual and rare
location for vascular tumour, especially with this histologic patern.

PS-14-007

A schwannoma arising in a mediastinal lymph node: A case report
P. Ravazoula®, K. Kekempanou, E. K. Nikolatou, D. Koumoundourou
*University Hospital of Patras, Dept. of Pathology, Greece

Objective: Schwannoma is an extremely rare primary tumour of the
lymph node. Very few genuine cases of benign schwannoma arising in
a lymph node have been reported in the literature. We describe a case of a
schwannoma that arose in a posterior mediastinal lymph node.

Method: Material: A 43-year old woman had experienced dyspnea
for 3 months. A CT scan test was performed which showed a
mass of heterogeneous density in the posterior mediastinum. The
patient underwent a surgery and the tumour was sent at the pa-
thology lab.

Results: On gross examination the mass measured 2.8 cm in greatest
diameter and was totally encapsulated. Histological sections from the
mass showed a lymph node exhibiting focal effacement of its arthitecture
by a well circumscribed and bland looking spindle cell lesion. The spindle
cells were organized in fascicles while areas with nuclear palisading were
also present. No atypia or presense of mitoses was found. The spindle
cells were positive for S-100 protein and Vimentin while they were neg-
ative for smooth muscle actin, desmin and CD34. The diagnosis was that
of a primary lymph node Scwhannoma.

Conclusion: Because of the rarity of this intranodal tumour, it is impor-
tant to distinguish it from other primary and metastatic spindle cell tu-
mours that can arise in a lymph node including palisaded
myofibroblastoma. Intranodal Scwhannoma seems to have a totally be-
nign behavior.

PS-14-008
Metaplastic thymoma in 22 year-old male patient
G. Narli", Z. Kucukodaci, F. Candas, 1. Yilmaz
Gata Heh Traning Hospital, Dept. of Pathology, Istanbul, Turkey

Objective: Thymoma is the most common neoplasm derived from epi-
thelial cells of thymus. Primary thymic epithelial tumours characterized
by a biphasic histologic appearance are uncommon.

Method: 22 year-old asymptomatic man, an anterior mediastinal mass
was detected on routine chest radiography. Computed tomography scan
reveals a homogenously enhancing soft tissue mass in the anterior medi-
astinum. Gross examination; the tumours were not capsulated but well
circumscribed, and measured 60 x 30 mm.

Results: Microscopic exmination; The tumours were composed of
anastomosing islands or broad trabeculae of epithelial cells dis-
posed among delicate spindle cells. The normal thymic tissue was
observed at the periphery of lesion. The epithelial cells were oval
to polygonal with eosinophilic cytoplasm, vesicular nuclei and
small prominent nucleoli. Groove and pseudoincluson seen in ep-
ithelial cells. The spindle cells showed a short fascicular or
storiform growth pattern, and were bipolar processes. The two
components were sharply delineated. mitotic figiire and necrosis
was not observed. Rare lymphocytes were observed between the
epithelial and spindle component. Immunohistochemically, the ep-
ithelial cells were diffusely and strongly positive for cytokeratin
and EMA focal positive. While the spindle cells were strongly
positive for viementin, and CD-117 were negative. Ki-67 prolif-
eration index was 5 %.

Conclusion: Metaplastic thymoma is an extremely rare variant of prima-
ry thymic epithelial neoplasms with only a few cases reported in the

literature. Only 32 cases reported in the english literature, that our patient
is the youngest among these cases.

PS-14-009

Clinicopathological and histomorphological features of thymic cysts:
Is thick fibrous wall associated with multiloculation?

E. Bozkurtlar”, D. Filinte, R. A. Ahiskali

Marmara University, Pathology, Istanbul, Turkey

Objective: Thymic cysts are rare cystic masses in mediastinum. This
study aims to represent characteristic morphological features of thymic
cysts.

Method: Eleven cases of thymic cysts were identified in retrospective
search of the surgical database of our institution from 2010 to 2016. H&E
stained slides were evaluated to identify detailed histomorphological fea-
tures of cysts.

Results: The patients were 7 female and 4 male ranging from 6 to 66 years
(median 33 years). The accompanying thymic tissue was diagnosed as
normal thymic tissue (n=3), atrophic thymic tissue (n=4), hyperplasia
(n=3), and thymoma (n=1). One case had parathyriod tissue in
pericystic area. Six cases (55 %) were unilocular, and 5 cases (45 %) were
multilocular. Thick fibrous wall was found in 8 cases of thymic cysts
(73 %), and 63 % of'these cases with thick fibrous walls were multilocular
cysts and all of multilocular cysts represented thick fibrous walls. Four of
11 cases had ciliated one layer or pseudostratified epithelial lining, and 7
had single or multilayered cuboidal or squamous epithelial lining. Foreign
body type giant cells, cholesterol clefts and histiocytes were seen in lu-
men of cyst and pericystic tissue of 3 cases, keratin was noted in lumen of
cyst and pericystic tissue of one case . All of cases containing/with foreign
body type giant cells, cholesterol clefts and histiocytes were multilocular
cysts. Unilocular cysts showed nothing intraluminal or in pericystic
tissue.

Conclusion: Thick fibrous wall and presence of foreign body type giant
cells and cholesterol clefts in the lumen and pericystic tissue of cyst is
more likely to be associated with multiloculation of thymic cysts.

Wednesday, 28 September 2016, 09.30-10.30, Hall 11.3
PS-15 Dermatopathology

PS-15-001

Skin expression of mammalian Target of Rapamycin (mTOR),
Forkhead box transcription factorl (FoxO1) and serum level of
Insulin-like Growth Factor-1 (IGF-1) in patients with acne vulgaris
and their relations to diet
D. Abdallah”, N. Agamia

Faculty of Medicine Alexandria, Dept. of Pathology, Egypt

Objective: Acne vulgaris (AV) is a multifactorial disorder of the pilose-
baceous unit. Several studies have reported that Insulin-like growth
factor-1 (IGF-1), FoxO1 and mTOR interaction is proposed to be the
key to understand the influence and link between genetic and environ-
mental factors in acne vulgaris. The aim of this study was to evaluate the
immunohistochemical detection of mTOR and, FoxOl1 in skin and the
serum level of IGF-1 in patients with acne vulgaris.

Method: This study was carried out on 60 participants, 40 acne patients
and 20 socio-demographically cross-matched healthy volunteers as con-
trols. A detailed diet questionnaire was taken from acne patients and
controls. Serum level of IGF-1 was measured using ELISA technique,
skin biopsies were taken from lesion on the back of acne patients and
normal skin of the back of healthy volunteers, and FoxOl and m-TOR
expression was detected using immunohistochemistry.
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Results: A significantly higher serum IGF-1 level was found in
acne patients compared to controls. The cytoplasmic expression of
FoxO1 was found significantly more in the acne group while in
the control subjects this expression was likely to be nuclear. Both
cytoplasmic and nuclear expression of mTOR was significantly
higher in intensity in acne patients compared to controls. Excess
consumption of high glycaemic load diet was significantly asso-
ciated with higher serum level of IGF-1 and cytoplasmic expres-
sion of FoxO1l and mTOR.

Conclusion: These results suggest that FoxOl, m-TOR, serum
IGF-1and high glycaemic load diet may have a role in acne path-
ogenesis.

PS-15-002

P53 gene mutations in non melanoma skin cancers
N. Jaffer’, S. Kehar

BMSI - JPMC, Dept. of Pathology, Karachi, Pakistan

Objective: The aim of the present study was to observe the expression of
p53 gene in selected cases of cutaneous SCC & BCC in local population
of Karachi, Pakistan.

Method: A total of 64 NMSC cases were selected, morphologically
reevaluated and mutations in exon 5-8 of p53 gene were observed.
Results: SCC cases showed 34.3 % p53 mutation, most of which
i.e. 45.4 % were seen in exon 6. This was followed by 36.3 %
mutations in exon 7 and 18.1 % in exon 8 while no mutation was
recorded in exon 5. Amongst BCC cases, exon 5 mutation repre-
sented 30.7 % of all, followed by 19.2 and 15.3 % exon 6 and
exon 8 mutations respectively. Exon 7 mutations were noted in
combination with exon 5 in 7.6 % cases and with exon 6 in.
3.8 % cases. Nodular variant showed 11.5 % cases with single
exon 8 mutation. Dual exon 8 mutations were observed in com-
bination with exon 6 constituting 15.3 % of BCC cases. Moreover
3.8 % cases of twin morphologies including nodular and
pigmented as well as solid and adenoid combinations each also
revealed similar combination of exon 6 and 8 mutations.
Conclusion: Exon 8 of p53 gene was expressed in moderately and
poorly differentiated grades of SCC. Similarly exon 8 expressed
either singly or in combination with exon 6 amongst BCC cases
was a unique finding in the present study which may have some
prognostic implications.

PS-15-003
Skin stripping method using proteases to evaluate structural stability
by a scanning acoustic microscope
K. Miura", Y. Egawa, T. Moriki

Hamamatsu University, School of Medicine, Dept. of Health Science,
Japan

Objective: A scanning acoustic microscope (SAM) can detect tis-
sue stiffness by speed-of-sound (SOS) because harder tissues
show greater SOS. Major structural components such as collagens
or elastins alter with genetic background, aging and environmental
insults. If chemical modifications of these structure proteins are
visible, we can evaluate aging, metabolic disorders and damages.
To solve this problem, we have developed tissue stripping (TS)
method using proteases.

Method: Young and elderly skin images were observed by SAM and
LM. Pepsin or collagenase were applied on the section and SOS of each
component was compared before and after digestion.

Results: In elderly skins, dermal fine collagen fibers and degeneted elas-
tic fibers were easily digested by proteases. In younger skins, thick col-
lagen fibers in the dermis showed resistance to proteases. Hypertrophic
scars also showed strong resistance to digestions compared with usual
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wound fibrosis. In the skin of Ehlers-Donlos syndrome, slender dense
collagen fibers intermingled with elastic fibers in the dermis showed
slower SOS than normal skin. By protease digestion, subtle or no de-
crease in SOS was found.

Conclusion: Structural stability of tissues alters by different conditions
and diseases, which can be objectively evaluated by SOS changes by this
TS method.

PS-15-004
Reliability and usefulness of BRAF and NRAS mutational analysis in
sentinel lymph nodes of melanoma patients
C. Haas’, H. Amholdt, H. Starz
Klinikum Augsburg, Abt. Pathologie, Germany

Objective: There are conflicting results concerning the usefulness of
sentinel lymph nodes (SLN) for the determination of the mutational status
of melanoma patients. We tried to elaborate methods for the reliable
determination of the mutational status of SLN metastases in routine diag-
nostics and evaluated its level of concordance between metastases and
primary tumours and thus its usefulness for prognostication and
prediction.

Method: The mutational spectrum of BRAF and NRAS of SLN mela-
noma metastases was analyzed by two approaches: 1. DNA was extracted
from microdissected SLN-metastases and primaries. The BRAF and
NRAS mutation status was then determined by ARMS-PCR and/or
Sanger sequencing. 2. RNA was extracted from SLN-metastases, reverse
transcribed and analysed by ARMS-PCR. The determined mutational
status was compared to that of the corresponding primary.

Results: With ARMS-PCR on DNA from microdissected SLN metasta-
ses the mutational status of melanomas can be reliably determined and is
highly concordant with the primary tumour. Determination of the muta-
tional status based on cDNA is less sensitive and, therefore, the rate of
discordance between SLN metastasis and primary is higher.
Conclusion: With adequate methods the mutational status of SLN me-
tastases of melanoma patients can be reliably determined and is of prog-
nostic and predictive value.

PS-15-006

Recurring multifocal cutaneous leiomyosarcomas in a patient with
childhood history of bilateral retinoblastoma

A. Dumitru*, T.-A. Georgescu, M. Sajin, A. Chefani, A. M. Lazaroiu, G.
Simion, M. Costache

"University Emergengy Hospital, Dept. of Pathology, Bucharest,
Romania

Objective: Cutaneous leiomyosarcoma is an uncommon malignant
tumour arising from the smooth muscle cells of the dermis, ac-
counting for less that 3 % of all superficial soft tissue sarcomas.
Most cases develop in adult Caucasian males in the sixth decade
of life. Although these tumours may develop virtually anywhere,
they tend to have a predilection for the extensor surfaces of the
extremities, as well as the scalp and torso. Most of the time they
are solitary, measuring between 0.5 and 3 cm in diameter and
presenting no regional or distant metastases after complete surgi-
cal excision. Recent genetic studies reveal that mutations of the
Rb gene may lead to the development of retinoblastoma, as well
as leiomyosarcoma

Method: We report the case of'a 41 year-old patient, with early childhood
history of bilateral retinoblastoma, presenting in 2013 with two tumours
located in the left axilla and in the right gluteal region.

Results: The tumours were histopathologically diagnosed as cutaneous
leiomyosarcomas. The patient returned in June 2015 with three more
cutaneous leiomyosarcomas, which were surgically removed, with nega-
tive safety margins. The tumours were located on the left thigh, left axilla
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and right pectoral, respectively. In January 2016 the patient had a third
presentation, with several new cutaneous leiomyosarcomas: on the left
thigh, in the middle third of the right forearm and in the deltoid,
subumbilical and the posterior cervical regions.

Conclusion: We believe that this unusual presentation of multiple recur-
rent cutaneous leiomyosarcomas, as well as the childhood history of
bilateral retionoblastoma are most likely linked to a mutation in the Rb
gene. However, genetic testing should be performed in order to confirm
this assumption.

PS-15-007

Expressomics investigation of MHC II positive areas in melanoma

F. M. Bosisio, Z. Kalender Atak, J. Wouters, J. van den Oord
Katholieke Universiteit Leuven, Translational Cell and Tissue Research,

Belgium

Objective: Melanoma has an enhanced immune resistance. One of
the mechanisms is immune modulation. Major histocompatibility
complex (MHC) class II molecules can be expressed by melano-
ma cells, thereby participating in immune modulation. MHC class
II have a controversial role in melanoma, with some studies as-
sociating them with unfavorable outcome and others with regres-
sion. To clarify their role in melanoma, we microdissected HLA-
DR positive and negative areas in the same melanoma and com-
pared their expressomics.

Method: 58 melanoma metastasis were collected from the Department of
Pathology of the KU Leuven. Immunohistochemical staining were ob-
tained for HLA-DR. Two cases with heterogeneous HLA-DR expression
were selected. HLA-DR positive and negative areas were microdissected
and compared after Next Generation Sequencing. Bioinformatic and
pathway analysis were performed.

Results: 70 genes were upregulated in HLA-DR+ areas. Most of
them were immune-related. Most of these genes favoured an im-
mune suppressive inflammatory environment. Moreover, they in-
dicated the presence of a mixed B and T infiltrate and of mole-
cules involved in T-B cross talk and germinal center formation.
Pathway analysis confirmed these findings.

Conclusion: HLA-DR positive melanoma areas present an immune-
related molecular phenotype, with an expressomic signature suggestive
for an immune suppressive microenvironment and a germinal center-like
reaction.

PS-15-008

In situ evaluation of the correlation between the pattern of tumour
infiltrating lymphocytes, INF-gamma levels and MHC molecules ex-
pression in melanoma metastasis: Remarks to the current morpho-
logic classification

F. M. Bosisio”, M.-S. Dheur, J. Wouters, N. Volders, M. Stas, N. van
Baren, J. van den Oord

“Katholieke Universiteit Leuven, Translational Cell and Tissue Research,
Belgium

Objective: The pattern of tumour infiltrating lymphocytes (“TILs”)
is a known prognostic factor in melanoma, with a brisk infiltrate
having the best, and an absent infiltrate the worst prognosis.
Though, there is a lack of knowledge on the functional status of
these TILs in these categories in patient’s tissue. For stratification
of patients that may benefit from immunotherapy, knowledge of
this TILs-status is mandatory.

Method: 58 melanoma metastases were collected from the Department of
Pathology of the KU Leuven. Immunohistochemical analyses were per-
formed for HLA ABC, TAP1, TAP2, CD8, CXCL9. CD8+ TILs were
classified in brisk, non-brisk and absent. CD8, CXCL9 and INFy levels
were measured by qPCR.

Results: MHC I expression correlated with INFy levels (p:0.04).
Though, CD8 mRNA quantification did not correlate with INFy
levels nor with MHC I expression. Considering the CD8 patterns,
instead, a correlation was found: the “brisk” category was invari-
ably associated with high levels of INFy and MHC I overexpres-
sion, while the “absent” category invariably had low INFy. The
“non-brisk” category turned out to be very heterogeneous regard-
ing INFy levels.

Conclusion: A thorough functional evaluation of the “non-brisk” cate-
gory is needed for further stratification of patients in need of immune
checkpoint therapy.

PS-15-009
NAD(P)H dehydrogenase, quinone 1 (NQO1) protects melanin-
producing cells from cytotoxicity of rhododendrol
A. Okubo’, M. Nishiya, S. Yasuhira, C. Maesawa, T. Masuda
Iwate Medical University, Dept. of Pathology, Japan

Objective: We have examined how forced expression of the NAD(P)H
quinone dehydrogenase, quinone 1 (NQO1), a major quinone-reducing
enzyme in cytosol, affects the survival of Rhododendrol (RD) -treated cells.
Method: The growth inhibitory effect of carnosic acid (CA) and RD or its
metabolite on the normal human epidermal melanocyte (NHEM, HEMn-
LP/hTERT-1) and B16BL6 cells was assessed by cell counting and WST
assay and Western blot. Melanin quantification was detected by spectro-
photometry after cells were treated with CA and RD.

Results: We found that treatment of the mouse melanoma cell line B16BL6
or normal human melanocytes with camosic acid, a transcriptional inducer of
the NQO1 gene, notably suppressed the cell killing effect of RD. This effect
was mostly abolished by ES936, a highly specific NQOL1 inhibitor. Moreover,
conditional overexpression of the human NQO1 transgene in B1I6BL6 led to
an expression-dependent increase of cell survival after RD treatment.
Conclusion: Our present results clearly demonstrated that forced expres-
sion of NQO1 mitigates the cytotoxicity of RD without notably affecting
the inhibition of melanin synthesis. An obvious explanation for this is that
NQOI reduces quinone compounds originating from RD to less toxic
catechol forms.

PS-15-010

A unique haematopoietic malignancy in a 73 year old Iranian male
E. Smyth", C. Shilling, J. Quinn, G. Murphy, M. Leader

*Beaumont Hospital, Dept. of Pathology, Dublin, Ireland

Objective: A 73 year-old male presented with a 6 month history of an
enlarging exophytic lesion on the lower back. The lesion was itchy, the
patient had no systemic symptoms.

Method: A biopsy was taken.

Results: Histopathlogy showed an infiltrate of large undifferentiated lym-
phocytes. MIB1 was expressed in over 90 % of malignant cells.
Immunohistochemistry and cMYC rearrangement studies demonstrated
that the malignant cells were positive for CD45, CD4 and cMYC but
negative for other markers. cMyc translocation was present on FISH
analysis. PCR revealed a B-cell clone. Bone-marrow biopsy was nega-
tive. PET scanning confirmed extensive lymph-node involvement. The
diagnosis was a primary cutaneous haematopoietic malignancy with sys-
temic involvement. The patient was commenced on treatment, there was
significant reduction in tumour size at 6 weeks.

Conclusion: This case presented a diagnostic challenge for the following
reasons: The indolent clinical presentation and the negative bone-marrow
biopsy were not in keeping with the high proliferation rate and primitive
nature of the tumour. The neoplasm was exceptionally primitive and thus
negative by immunohistochemistry for B-cell markers. Molecular analy-
sis was required to determine a B-cell clone. Similar cases have not been
reported in the literature.
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PS-15-011

Correlation between clinico-pathological features of oral lichen
planus and concomitant treatments

J. M. Suérez Pefiaranda”, P. Bofiar Afivarez, M. Pérez Sayans, P. Gandar
Vila, E. Otero Rey, R. Luces Gonzalez, C. Aliste, A. Blanco Carrién
*Clinical Hospital, Dept. of Pathology, Santiago de Compostela, Spain

Objective: The aim of this study is to determine the correlation of the
histopathological features and clinical variants of lichen planus, as well as
with age, gender or concomitant medical treatments.

Method: We have studied 59 adult patients (36 females and 23 males)
cases with firm clinical and histopathological diagnosis of OLP. Clinical
parameters recorded included age, sex, location of the lesions in the oral
cavity, clinical variant of OLP, toxic habits (alcohol and smoking) and
concomitant treatments. Histopathologically, the presence of ulceration,
degree of interface lesion, distribution, intensity and composition of the
inflammatory infiltrate were evaluated.

Results: Patients treated with several drugs had more erosive forms of
OLP (15/20 vs. 14/39, Pearson Chi2 test, p=0.018) and showed atrophy
of the squamous epithelium more commonly (13/27 vs. 7/32, Pearson
Chi2 test, p=0,034). Plasma cells were present in 30 patients and they
were more abundant in those cases with the inflammatory infiltrate ex-
tending deeper in the subepithelial connective tissue (6/12 vs. 2/47,
Pearson Chi2 test, p=0.00027).

Conclusion: Patients taking multiple drugs seem to present a form of
OLP more severe with atrophy and erosion of the epithelium Plasma cells
are most commonly found in cases showing deeper infiltrate inflamma-
tory infiltration.

PS-15-012

Value of the histopathological features in predicting B-RAF status in
cutaneous malignant melanoma

J. M. Suérez Pefiaranda”, O. Figueroa Silva, A. Estany Gestal, M. Bouso,
C. Aliste, M. D. Sanchez Aguilar

*Clinical Hospital, Dept. of Pathology, Santiago de Compostela, Spain

Objective: Establishing the relation between several histopathological
features of cutaneous melanomas (CM) and the presence of V60OE B-
RAF mutation and infer, if possible, its presence from the pathological
characteristics of the neoplasm.

Method: We have retrospectively reviewed 90 cases of CM and have
assessed the presence of V60OOE B-RAF mutation on paraffin embedded
tissue (Cobas® 4800, Roche). The histopathological features evaluated
were lateral circumscription of the lesion, the percentages of melanocytes
along the basal layer and nest formation, predominance of epithelioid or
spindle cells and degree of pigmentation.

Results: B-RAF mutated melanomas showed better lateral circumscrip-
tion than those with wild-type B-RAF (52 vs. 33,3 %) and over 50 % of
the neoplastic cells formed well-defined nests (33,3 vs. 21.7 %). The
percentages of melanocytes along the basal layer were very similar in
mutated and non-mutated lesions. Large amounts of cytoplasmic melanin
were only present in non-mutated melanomas (12,5 vs. 0 %) and predom-
inance of epithelioid cells was noted in mutated melanomas (73,1 vs.
65,6 %). Nevertheless, differences were never statistically significant.
Conclusion: According to our results the predictive value of histopatho-
logical features is not accurate enough to infer the B-RAF status.

PS-15-013

The first Danish family reported with an AQPS mutation presenting
diffuse non-epidermolytic palmoplantar keratoderma, hyperhidrosis
and frequent corynebacterium infections

A. B. Krraigérd*, L. E. Hetland, O. Clemmensen, D. C. Blaydon, J. M.
Hertz, A. Bygum

*Odense University Hospital, Dept. of Clinical Genetics, Denmark

@ Springer

Objective: An autosomal dominant form of diffuse non-epidermolytic
palmoplantar keratoderma, palmoplantar keratoderma of Bothnian type,
is caused by mutations in the AQP5 gene encoding the cell-membrane
water channel protein aquaporin 5 leading to defective epidermal-water-
barrier function in the epidermis of the palms and soles.

Method: Genomic DNA purified from a blood sample from the proband
was analyzed using bidirectional Sanger sequencing of the AQPS gene.
Results: We report the first Danish family diagnosed with diffuse non-
epidermolytic palmoplantar keratoderma in which 14 individuals are po-
tentially affected. The proband, a 36-year-old male had since childhood
been affected by pronounced hyperhidrosis of the palms and soles along
with palmoplantar keratoderma. He reported a very distinctive feature of
the disorder, as he developed pronounced maceration of the skin with
translucent white papules and a spongy appearance following exposure
to water. The patient presented recurrent fungal infections, a wellknown
feature of the condition, but also periodic worsening with pitted
keratolysis and malodour due to bacterial infections.

Conclusion: The present case illustrates the importance of Woods light
examinations of palmoplantar keratoderma due to the risk of complicat-
ing Corynebacterium infections.

PS-15-014

Cutaneous nocardiosis

E. Tsiliaka®, A. Linardou, S. Pappa, A. Dimitriadi, C. Karambogias, E.
Mpoulios, P. Konstantopoulou, G. Kakiopoulos

*General Hospital of Athens, G. Gennimatas, Dept. of Surgical
Pathology, Greece

Objective: Cutaneous nocardiosis is a rare infectious disease. It is often
misdiagnosed because of its rarity and nonspecific clinical presentation. It
typically affects immunosuppressed individuals with a history of trauma
and can be subdivided into 3 clinical entities that include:
Lymphocutaneous infection, superficial skin infection and cellulitis.
Method: The patient (with history of Wegener disease under therapy)
presented with a circumscribed, whitish-red skin lesion of left leg and
clinical diagnosis of erythema nodosum was considered. Biopsy was
performed. Macroscopic examination revealed a whitish-red,
circumscribed lesion measuring 1,15 % 0,8 x 0,7 cm.

Results: Histological examination revealed chronic inflammation of the
papillary dermis and an area of acute inflammation in the reticular dermis,
extending into the subcutaneous tissue, with a small central abscess. This
was surrounded by smaller, similar lesions. Staining for PAS and GMS
was negative. These findings were compatible with Sweet Syndrome.
However later clinical examinations revealed a Nocardia infection.
Thus a special modification of GMS was carried out, which showed
Nocardia aggregates in the dermis.

Conclusion: In such cases, it is important to take into consideration all
clinical information in addition to the histological results, in order to reach
a correct diagnosis.

PS-15-015

Squamoid eccrine ductal carcinoma: Report of two cases
H. Sahin®, F. E. Kombak, Z. D. Akdeniz Dogan, Z. L. Cinel
*Marmara University, Pathology, Istanbul, Turkey

Objective: Squamoid eccrine ductal carcinoma (SEDC) is an extremely
rare variant of ductal eccrine carcinoma which represents less than 0.01 %
of all cutaneous tumours. As our knowledge is limited to very few case
reports, biological potential of tumour is still debatable. We report two
cases diagnosed as SEDC in our department.

Results: Case 1: An 80 year-old female patient presented with a lesion on
her forehead. A punch biopsy was misdiagnosed as SCC. Excisional
biopsy showed squamous and ductal areas, frequent mitosis, and exten-
sive perineural invasion. P63, CEA, and EMA stainings were positive.
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Case 2: A 43 year-old male patient presented with a lesion on his lower
abdomen. An excisional biopsy performed. Squamous and ductal com-
ponents, keratin cysts, stromal hyaline degeneration, and perineural inva-
sion were noted. Tumour was positive with P63, P40, CEA, and EMA.
Conclusion: SEDC usually occurs on extremities,scalp, and trunk of
middle aged or elder patients. Tumour nests, which are composed of
ductal (eccrine) and squamous features,are diagnostic. SEDCs have a
better prognosis than other eccrine carcinomas. Differential diagnosis
includes SCC, microcystic adnexal carcinoma, porocarcinoma, malign
mixed tumour, and metastatic tumours. Further information is needed to
understand SEDCs.

PS-15-016

The relations of JAK-STAT signaling expressions to MCPyV-
infection and outcome in Merkel cell carcinomas

M. Matsushita”, T. Iwasaki, D. Nonaka, S. Kuwamoto, K. Nagata, M.
Kato, Y. Kitamura, K. Hayashi

*Yonago, Japan

Objective: Merkel cell carcinoma (MCC) is a rare and aggressive neu-
roendocrine skin cancer. Merkel cell polyomavirus (MCPyV) is
monoclonally integrated into about 80 % of MCCs. JAK-STAT signaling
activation is associated with some cancers. Therefore, we first evaluated
the relationship of JAK-STAT signaling expressions to MCPy V-infection
and prognosis in MCCs.

Method: 50 MCC tumours (30 MCPyV-positive and 20 MCPyV-
negative cases) were assessed immunohistochemically for expressions
of p-JAK2, p-STAT3, p-MEK1/2 and p-Erk1/2, respectively, using
Allred score. Clinicopathological data were analyzed statistically with
SPSS software.

Results: p-JAK?2 and p-STAT3 were expressed in 48/50 (96 %) and 39/49
(80 %) MCCs, respectively but not different between MCPyV-positive
and -negative MCCs. Allred scores of p-MEK1/2 and p-Erk1/2 expres-
sion were significantly higher and lower in MCPy V-positive MCCs than
MCPyV-negative ones (p=0.002, p=0.019, respectively). These JAK-
STAT signals were not associated with OS or DSS of MCCs. However, in
MCPyV-positive MCCs, strong intensity (IS; 2 or 3) of p-MEK1/2 was
significantly associated with unfavorable OS (p=0.031).

Conclusion: We first demonstrated the significant association of higher
p-MEK1/2 and lower p-Erk1/2 expression with MCPyV-positive MCC,
and of higher p-MEK1/2 intensity score with poor prognosis only in
MCPyV-positive subgroup.

PS-15-017

Extramammary Paget disease in a seborrheic keratosis: A colonized
tumour?

A. Linardou*, B. M. Michaelides, A. Kostopoulou, A. Dimitriadi, S.
Pappa, A. Karonidis, E. Papaliodi, T. Choreftaki

*General Hospital of Athens, Dept. of Surgical Pathology, Greece

Objective: Seborrheic keratosis (SK) is the most common benign dermal
neoplasms in elderly individuals. Extramammary Paget disease (EMPD)
is a type of in situ adenocarcinoma, often with some degree of apocrine
differentiation and it’s occurrence in combination with seborrheic kerato-
sis is extremely rare.

Method: A 71-year-old female presented to our hospital with a well
demarcated pigmented lesion on the scalp, measuring 1,1 % lecm, which
was completely excised.

Results: Microscopically the lesion was well defined, composed of bland
and pigmented basaloid and squamous cells, with formation of pseudo-
horn cysts. Admixed with the epidermal keratinocytes there were neo-
plastic cells, isolated or forming small nests, with large nuclei, prominent
nucleoli and abundant pale cytoplasm (focally PAS+, PAS/D+). These
cells were immunopositive for CK7, GCDFP-15, CKS8, CEA, EMA and

HER2 1+ and focally 2+. S100, Martl, HMB45, CK20, ER, PR were
negative. The patient underwent thorough examination to exclude the
possibility of an underlying internal malignancy, with negative results.
A diagnosis of EMPD within a SK was established.

Conclusion: Cutaneous neoplasms with two or more distinct cell
populations frequently pose a diagnostic challenge to both clini-
cians and pathologists. Although malignant transformation has
been reported in SK, Paget’s disease in a pigment SK is very rare
and may be overlooked.

PS-15-018

Metastatic malignant melanoma in bone marrow report of a rare
case

G. Kalodimos”, P. Skoufogiannis, S. Lafioniatis, V. Pappi, P.
Fanourgiakis, A.-M. Feritsean

*General Hospital of Volos, Dept. of Pathology, Greece

Objective: Malignant melanoma usually metastasizes to skin (other
areas), lungs and area between lungs, liver, brain, bone, GI tract, heart,
adrenal glands, kidneys, spleen and others.

Method: We report the case of a 8 1-year-old white female who presented
with a rapidly growing dark brown lesion on her right ear auricle. A
nodular malignant melanoma, 2 cm in greatest diameter, Clark level V
and Breslow thickness 0,9 cm was diagnosed and
immunohistochemically confirmed. The excision had been successfully
carried out and the patient was referred to a centre for chemotherapy.
Results: Six months after the initial diagnosis the patient underwent
routine examinations and pancytopenia was detected. The bone marrow
biopsy showed 25 % infiltration by atypical melanocytes, a finding con-
sistent with metastatic malignant melanoma. Hypoplasia of all the
haematopoetic cell lines was also found. CT examinations didn’t reveal
other metastatic sites. The patient was referred to a tertiary centre for
chemotherapy.

Conclusion: Metastases of malignant melanoma to the bone marrow are
very rare. They usually occur in 5 % of patients with disseminated disease
and in up to 45 % when an autopsy is performed.

PS-15-020

A case series of cutaneous Penicillium marneffei infection
emphasising on histopathology

W. Suthiwartnarueput’, P. Chakkavittumrong, P. Sittiwattanawong, N.
Pruetpongpun, P. Rerknimitr

*Dept. of Pathology, Faculty of Medicine, Thammasat University,
Pathumthani, Thailand

Objective: To demonstrate histopathology of Penicillium marneffei in-
fection in AIDS and anti-interferon gamma autoantibodies patients.
Method: Retrospective descriptive study of cutaneous penicillosis con-
firmed by tissue culture and histology at Thammasat University Hospital
during 2007-2015.

Results: Only three patients were available for study. Case 1 had AIDS
with multiple umbilicated lesions on face and trunk. Case 2 and 3 had
anti-interferon gamma autoantibodies, suggestive of adult-onset immuno-
deficiency. Case 2 presented with multiple erythematous papules and
nodules confluent to plaques at the upper chest, neck, and face. Case 3
had multiple abscesses and ulcers with sporotrichoid pattern at left fore-
arm. The histopathologic features include mixed inflammatory cells in-
terstitial infiltration (2/3 cases), non-necrotizing granuloma (2/3 cases),
superficial ulcers (2/3 cases), nodular pattern (1/3 cases), dermal abscess-
es (1/3 cases), suppurative granuloma (1/3 cases), and lobular panniculitis
(1/3 cases).

Conclusion: Cutaneous penicillosis in immunocompromized hosts has
variable clinical presentations and histopathologic features. The predom-
inant histopathologic features are interstitial infiltration of mixed
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inflammatory cells, non-necrotizing granuloma (often poorly-formed),
and superficial ulcers. In AIDS case, the intracellular yeasts are abundant,
without granulomatous response. In contrast to anti-interferon gamma
autoantibodies cases, the yeasts are rare with granulomatous response.

PS-15-021

Primary cutaneous myoepithelial carcinoma: A misleading tumour
S. Ben Rejeb*, D. Ghachem, A. Dhaoui, W. Bayoudh, A. Souissi, A.
Ayari, R. Ben Romdhane, K. Bellil

"Military Hospital of Tunis, Dept. of Pathology, Tunisia

Objective: Tumours arising from myoepithelial cells are rare and mostly
benign. Most malignant variant reported cases arise from salivary gland.
Only 11 cases of cutaneous myoepithelial carcinoma (CMEC) were re-
ported. We aim to describe a case of CMEC with a brief review of
literature.

Method: A 50-year old woman presented with a nodular well
circumscribed flesh-colored lesion of 7 mm, located on the nasal wing.
Surgical excision was performed.

Results: Histopathological examination revealed a dermal poorly differ-
entiated neoplasm arranged in a solid pattern. Cells were epithelioid
with an abundant eosinophilic cytoplasm and centrally located or ec-
centric nuclei containing prominent nucleoli. Tumour stroma was fi-
brous. Surgical margins were infiltrated. Six months later, tumour re-
curred, showing almost all histological features initially observed with
more marked nuclear atypia. Mitotic rate was 4/10HPF. At immunohis-
tochemistry, cells expressed vimentin, CK7 and S100 protein. Mib-1
index was 50 %. Negative staining for cytokeratin/androgen receptors/
PHDLAI1 and p63 ruled out an adnexal tumour. Vascular markers
(CD34/CD31/ERG), muscular markers (desmin/caldesmon/actin/
myogenin), histiocytar markers (CD68/CD163/MMP11), plasmacytic
markers (CD138/mum-1) and melanocytic markers (Melan-A/
HMBA45) were negative.

Conclusion: CMEC has variable morphologic and immunohistochemi-
cal features, expressing at a varying degree both epithelial and muscle
specific markers. CMEC may thus be misdiagnosed as no single profile is
diagnostic.

PS-15-022
Intralymphatic nevus cells in benign nevi
C. Leblebici”, C. Kelten, M. S. Gurel, E. Hacihasanoglu
Istanbul Education and Research Center, Dept. of Pathology, Turkey

Objective: The histogenesis of nevus cell aggregates in lymph nodes
is controversial and various hypotheses have been used to explain
their origin. One of them is the transport of cells from cutaneous
nevi or lesions to lymph nodes, called mechanical transport theory.
We investigated in our cases of benign nevi to obtain evidence to
substantiate this theory.

Method: 369 benign cutaneous nevi were prospectively evaluated in
excisional biopsy samples. Immunohistochemical stainings for CD31
and podoplanin (D2-40) were performed in the cases with intralymphatic
nevus cell aggregate (ILNA), suspected for ILNA and/or intralymphatic
nevus cell protrusion (ILNP).

Results: A total of 13 intralymphatic nevus cell aggregates (ILNAs)
were found in 10 patients. Six ILNA were verified with their his-
tology as well as immunohistochemically with D2-40 and CD31.
Protrusions of nevus cells inside the lymphatics (ILNP) were seen
in all cases of ILNA and also in 27 nevi where an ILNA was not
observed.

Conclusion: We suggested that ILNAs can be dislodged with local
minor trauma and be carried inside the lymphatic vessel to the
draining lymph node. Our findings supported the mechanical
transport theory.

@ Springer

PS-15-023
Porocarcinoma arising in a sebaceous nevus of Jadassohn: Case
report
R. Andrei”, C. Socoliuc, A. Evsei
Synevo Romania, Bucharest, Romania

Objective: Porocarcinoma is a rare malignant tumour but the most fre-
quently encountered malignancy of the sweat glands. It is a rare associa-
tion with Jadassohn nevus.

Method: We present a case of a 69 years old female with a
porocarcinoma arising in a Jadassohn nevus of the scalp.

Results: The tumour had 1,5/1,5/0,5 cm, white and yellow appearance
and ulcerated. Microscopic aspects included basaloid, squamoid and
pleomorphic features, with high mitotic rate (22 mitosis/ HPF), a clearly
infiltrative growth pattern and connection to underlying epidermis. The
tumoural proliferation formed ductal structures. Desmoplasia and little
necrosis were present. In the periphery of the malignant lesion, signs of
a remaining Jadassohn nevus were present: some acanthosis and
papillomatosis, foci of basaloid hair papillae-like proliferations and rare
apocrine glands. Tumoural proliferation was positive for panCK, p63,
pl6 and p53, focally positive for EMA and negative for BerEp4.
Endoluminal ductal cells were highlighted by CEA, EMA and CK7.
Ki67 index was about 20 %.

Conclusion: Histopathological aspects and immunohistochemical profile
sustain the diagnosis of porocarcinoma and a remaining Jadassohn nevus.
Probably most porocarcinomas reported in scalp location were developed
on Jadassohn nevus which could represent a risk factor.

PS-15-024
Primary extramammary Paget’s disease: Report of 13 cases
A. Konstantinova*, K. V. Shelekhova
Dept. of Pathology, Clinical Research and Practical Center for Spec.
Oncological Care, St. Petersburg, Russia

Objective: Extramammary Paget disease (EMPD) is a rare neoplasm
usually presenting in the anogenital area. We report characteristics of
the 13 cases.

Method: We measured the depth from the epidermal surface to the
deepest located tumour cell in the adnexa. We used the Allred Score for
steroid receptor evaluation and CAP recommendations for HER 2 results
reporting.

Results: There were 12 females and 1 male. Median age was 66,9 years.
The lesions were solitary and occurred in the anogenital area. Two pa-
tients had recurrences of the EMPD. Three patients had history of breast
cancer and one had mammary Paget’s disease. Morphology was similar in
all cases: large tumour cells had clear and pale granular cytoplasm and
round nuclei. Tumour cells formed solitary units, solid nests and gland-
like structures in the epidermis. Hair follicles and eccrine ducts were the
most commonly affected adnexal parts, maximal depth of involvement
was 2.9 mm. ERs were positive in 4 cases. PRs were positive in one case.
ARs were positive in 8 cases. Her2/neu staining was positive in 4 cases
and coexpression of Her2/neu and AR were found in 4 cases.
Conclusion: Described morphological and IGH characteristics of EMPD
should be taken into account when planning therapy.

PS-15-025

Cytokeratin 17 and Ki-67: Immunohistochemical markers for the
differential diagnosis between Keratoacanthoma and Squamous
Cell Carcinoma (SCC)

C. Leblebici*, E. Pasaoglu, C. Kelten, S. Darakei, N. Dursun

Istanbul Education and Research Center, Dept. of Pathology, Turkey

Objective: The clinical and histopathological distinction between
keratoacanthoma (KA) and squamous cell carcinoma (SCC) is often
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troublesome. We investigated the utility of CK 17 and Ki-67 in
distinguishing between KA and SCC.

Method: Immunohistochemical staining patterns for CK 17 and
Ki-67 were evaluated in 24 KA and 27 SCC cases. The pattern
of staining was evaluated as central, peripheral and diffuse ac-
cording to basal/peripheral and suprabasal/central cell staining in
tumour lobules.

Results: We found that 22 of 24 (92 %) KAs stained with a peripheral
pattern for Ki-67 and a central pattern for CK 17, while only 2 of 27 SCCs
(7 %) displayed the same pattern. The majority of SCCs (16/27, 59 %)
stained with the diffuse pattern for both markers. The sensitivity and
specificity of the central staining pattern of CK 17 for identifying KA
was 92 and 70 % respectively. Additionally, the sensitivity and specificity
of'the diffuse staining pattern of Ki-67 in favor of SCC was 81 and 100 %
respectively.

Conclusion: The diffuse staining pattern of Ki-67 is useful for the diag-
nosis of SCC, while the central staining pattern of CK17 is in favor of
KA. Ki-67 and CK 17 may be useful in differentiating between KA and
SCC.

PS-15-026
Merkel cell carcinoma metastasis with coexisting B-cell ymphoma in
parotid gland: A case report
S. Poletaeva’, T. Fedorina, V. Keremet
Samara Medical University, General and Clinic Pathology, Russia

Objective: We presented a case of coexisting diffuse large B-cell
lymphoma(DBCL) with primary cutaneous Merkel cell carcinoma
(MCC) in metastatic lymph nodes(LNs) in parotid gland.

Method: Female patient, 75 years old. In May 2012 she
underwent surgical and radiotreatment for skin tumour MCC d
1 cm of right buccal region. In December 2012 -enlargement of
neck LNs on the right side (0,4 to 0,9 cm) and 2 tumour in soft
tissues of right buccal region (up to 2,2 cm in parotid gland). The
scar was normal. FNAC: small cell carcinoma. Lymphadenectomy
and glandectomy were performed.

Results: Part of skin 5 % 2 cm with adipose tissue and salivar gland with
grey, ill-defined, homogeneous, nodular mass 2,2 cm. Fat tissue with LNs
up to 0,9 cm in diameter. In 2 of 9 neck LNs d 0,4 cm and 1 LN from
parotid gland adipose tissue—metastasis of small cell tumour. Parotid
gland infiltrated by centroblast and immunoblast-like cells. IHC results:
metastasis in LNs: Cytokeratin 20(+), Chromogranin A(+),
Synaptophisin(+). Cells of parotid gland infiltrate: CD20(+), CD10(+),
bel6(+). CDS, CD23, CD30, bel2, Cyclin D1—negative.

Conclusion: Metastasis of MCC in 2 of 9 neck LNs and 1 intraglandular
lymph node and Extranodal DBCL of parotid gland.

PS-15-027

Cutaneous adnexal carcinoma: Clinicopathological study of 40 con-
secutive cases

M. Medjamia*, N. Kaci, M. O. Ait Si Ali, B. Bouacha, A. Abdelouahab,
F. Hacen, Z.-C. Amir

"Hopital Militaire Regional, Universitaire d’Oran, Dept. de Pathologie,
Algeria

Objective: To estimate the frequency of cutaneous adnexal carcinoma
(CAC), describe their clinical appearance and histology as well as the
particularities of each lesion.

Method: We conducted a multicenter descriptive study over a period of
08 years with a 03 year retrospective step (January 2008 to December
2010) and a prospective step of 05 years (January 2011 to December
2015).

Results: Our global series of 350 adnexal skin tumours includes 40 CAC
(11.4 %). A male predominance is noted with a sex ratio of 1.66. The

average age is 66.10 + 18.23 years. The most common site is the head and
neck (62.5 %). In most cases it was nodular or nonspecific budding
lesions with an average size of 3.6 cm. Sebaceous carcinoma is the most
common type (6 cases, 15 %) followed by adenoid cystic carcinoma (5
cases), trichoblastic carcinoma (5 cases), porocarcinoma (4 cases),
microcystic adnexal carcinoma (4 cases), Paget disease (4 cases), and
trichilemmal carcinoma (04 cases).

Conclusion: This study has allowed us to better understand these
rare tumours. The diagnosis is histological because their clinical
presentation is often non specific. They are represented mainly by
the sebaceous carcinomas, adenoid cystic carcinoma and
trichoblastic carcinoma.

PS-15-028

Cutaneous mixed tumours: Clinicopathological study of 41 consecu-
tive cases

M. Medjamia*, N. Kaci, M. O. Ait Si Ali, B. Bouacha, M. Riah, B.
Kelkoul, Z.-C. Amir

"Hopital Militaire Regional, Universitaire d’Oran, Dept. de Pathologie,
Algeria

Objective: To estimate the frequency of cutaneous mixed tumours
(CMT) and describe their clinical and histological characteristics.
Method: We conducted a multicenter descriptive study which focused on
all the mixed tumours over a period of 08 years with a 03 year retrospec-
tive step (January 2008 to December 2010) and a prospective step of
05 years (January 2011 to December 2015).

Results: Our series of skin adnexal tumours includes 350 cases with 41
CMT (11.7 %). A male predominance is noted (sex ratio 3.5). The aver-
age age is 48 years. The most common site is the head and neck (90.2 %)
mainly on the nose (31.7 %) and the upper lip (24.4 %). The clinical
appearance is often a nonspecific nodule (73.2 %) with an average size
of 1.15 cm. The diagnosis of adnexal tumour was clinically referred only
for two cases. All lesions were apocrine. Chondroid differentiation has
been objectified in only 58.5 % of the cases.

Conclusion: According to our study, CMT affect male adults, with a
predilection for the face. The most common clinical presentation is that
of a nonspecific nodular lesion hence the importance of histology diag-
nosis.

PS-15-029

Hidradénomas: Clinicopathological study of a series of 27 cases

M. Medjamia*, N. Kaci, M. O. Ait Si Ali, B. Bouacha, A. Abdelouahab,
F. Hacen, Z.-C. Amir

"Hépital Militaire Regional, Universitaire d’Oran, Dept. de Pathologie,
Algeria

Objective: Describe the clinical and histological characteristics of
hidradenomas.

Method: A multicenter descriptive study was conducted focusing on all
hidradenomas over a period of 08 years with a 03 year retrospective step
(January 2008 to December 2010) and a prospective step of 05 years
(January 2011 to December 2015).

Results: Our global series of 350 adnexal skin tumours includes 27
hidradenomas (7.7 %). We find a female predominance (sex ratio 0.58).
The average age is 46.65 & 14.84 years. The most common site is the head
and neck (37 %), mainly on the scalp (22.2 %). The clinical features are
those of an unspecific nodular lesion (59.3 %) or a cystic lesion (40.7 %),
with an average size of 1.7 cm. The diagnosis of adnexal tumour was
clinically mentioned only in one case. It was dermal tumours connected
with the epidermis in 11.1 % of the cases, composed of different types of
cells having a clear cell component in 55.6 % of cases and of glandular
structures in 77.8 % of cases, with sclerotic stroma in 92.6 % of the cases.
Local recurrence was observed in 14.8 % of the cases.
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Conclusion: According to our study hidradenomas affect female adults,
more often on the scalp. The clinical features are those of a non specific
nodular or a cystic lesion hence the importance of histological examina-
tion. These lesions recur frequently, so it is important to have a complete
surgical resection.

PS-15-030

Comparative study of mycological and histological findings on
onychomycosis

B. Laabidi’, M. A. Bani, S. Ben Rejeb, L. Bel Hadj Kacem, D. Ghachem,
F. Gargouri, O. Bel Hadj Amine, A. Bouziani, 1. Msakni

*Military Hospital of Tunis, Dept. of Pathology, Tunisia

Objective: The objective of our study is to specify the contribution of
histology compared to mycological examination in the diagnosis of
onychomycosis.

Method: A prospective study over a period of 2 months that interested all
patients consulting for onychopathy clinically suggestive of
onychomycosis and never been treated by antifungal. Each patient had
had two types of exams on nail biopsy: mycological and histological.
Results: A total of 40 patients with onychopathy clinically suggestive of
mycomycosis were included. The majority of patients were men (63 %)
and the mean age at the time of diagnosis was 45. Onychopathy was on
the foot in 80 % of our patients, 15 % on hands and only 5 % were in
both hands and foots. The Hallux was the primary site of
onychomycosis representing 34.73 % of all cases. Mycological exami-
nations showed positivity on KOH on 88 and 57 % on Sabouraud.
Histological examination were positive on hematoxilin-eosin in 27 %
of cases and 65 % on PAS. Gorcott-Gomori staining was positive in
90 % of all cases.

Conclusion: When highly suggestive clinically onychomycosis and neg-
ative or inconclusive mycological examination, we recommend to prac-
tice histology with PAS staining initially and if doubt we will pass to
Grocott-Gomori staining that remains for us pathologists the Gold
Standard.

PS-15-031

Specific cutaneous involvement in multiple myeloma: 2 cases report
S. Charfi", N. Abid, O. Boudaouara, C. Chaari, M. Mellouli, T. Sellami
Boudaouara, J. Feki, R. Kallel

*Centre Hosp. Univ. Habib Bourguiba, Dept. de Pathologie, Sfax, Tunisia

Objective: Skin involvement in multiple myeloma (MM) is un-
common observed in 5 to 10 % of MM. We aim through these
cases to describe the clinical presentation, epidemiological and
histopathological features of this entity and insist on its poor
prognosis.

Method: We describe two cases of MM with skin involvement diagnosed
in pathology departments of Sfax and Gabes Hospitals.

Results: We report the cases of two men aged respectively of 56 and
31 years; both presented with multiple violaceous nodules of the trunk.
The youngest patient was known carrying a MM in incomplete remission
since | year, whereas a MM was diagnosed in the first case.
Histopathologically, both skin lesions revealed a dense dermal infiltrate
of plasmablasts strongly immunopositive for CD138. No karyotype ab-
normalities were evidenced in the initial karyotype of the second patient
while complex abnormalities including 17p deletion were found in the
first case. The latter received poly-chemotherapy reaching a partial remis-
sion with no recurrences detected within 6 month follow-up while the
youngest patient died 1 month after extramedullary-relapse.
Conclusion: Cutaneous involvement in MM is a rare manifestation indi-
cating a deteriorating clinical course. The emergence of cytogenetic pro-
filing may be helpful in identifying genetic subgroups associated with
poor prognosis.
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PS-15-032

PD-L1 expression in invasive and in situ Squamous Cell Carcinoma
(SCC) of the skin and actinic keratosis

E. Kourea”, A. Stravodimou, V. Tzelepi, H. Papadaki, A. Mouzaki, S.
Georgiou, M. Melachrinou

*Univercity of Patras, Pathology, Greece

Objective: PD-1/PD-L1 pathway assists tumour evasion from the im-
mune system. We examined the expression of PD-L1 in invasive squa-
mous cell carcinoma (INSCC) of the skin and adjacent in situ squamous
cell carcinoma (ISSCC), actinic keratosis (AK) and normal skin (NS) to
evaluate for possible PD-L1 implication in tumour progression.
Method: Paraffin tissue sections from INSCC (n= 114) were stained for
PD-L1. The expression on epithelial cells and tumour infiltrating
lymphocytes/dendritic cells was evaluated using Allred score. Statistical
analysis was performed using Wilcoxon signed ranks test.

Results: ISSCC, AK and NS were observed adjacent to INSCC, in 43,
112 and 112 cases, respectively. PD-L1 epithelial cell expression was
higher in INSCC compared to ISSCC, AK and NS (p=0.025, p<0.005
and p <0.005, respectively) and in ISSCC and AK compared to NS
(p=0.039 and p=0.034). PD-L1 lymphocytic/dendritic cell expression
was higher in INSCC compared to ISSCC, AK and NS (p <0.005 for all
the comparisons), in ISSCC and AK compared to NS (p <0.005 for all the
comparisons) and in ISSCC compared to AK (p=0.039).

Conclusion: There is a gradual increase in PD-L1 expression during the
progression from non-neoplastic skin to INSCC, through AK and ISSCC,
implicating its participation in the neoplastic evolution.

PS-15-033

Merkel cell carcinoma occuring in a dark skinned woman: A rare
epidemiologic presentation of an uncommon tumour

L. Bahi*, M. Khmou, M. Rais, J. Kharmoum, S. El-Abbaoui, B. El-
Khannoussi

*National Institut of Oncology, Dept. of Pathology, Rabat, Morocco

Objective: Report a rare epidemiological presentation of Merkel cell
carcinoma(MCC) of the skin, occurring in the right elbow of a dark
skinned woman.

Method: 58 years old non “Caucasian” woman who presented a Merkel
cell carcinoma of the posterior face of the right elbow. She had a dark
skin. She presented first with a stage 11 disease and had a biopsy excision
and was lost of follow up for 4 months. She presented with recurrent
disease on the inferior third of the right arm with three metastatic ipsilat-
eral axillary lymphadenopathyconfirmed after biopsy. The treatment de-
cision was to perform an amputation of the right arm and ipsilateral
axillary lymph node dissection with adjuvant radiotherapy. She stayed
controlled for 6 months after the end of radiotherapy and then presented
with lung metastasis and died from respiratory failure.

Results: In our case and in the literature, the MCC resulted in a poor outcome
with a high rate of local and distant recurrence despite of radical management.
Conclusion: This case confirmed the literature demonstrating the poor
prognosis of patients with Merkel cell carcinoma, however, there is a lack
of literature regarding the comparison between the prognosis of this tu-
mour on white and dark skinned populations.

PS-15-035

Clinicopathological evaluation of cutaneous leishmaniasis in the
mediterranean region of Turkey

H. Akkaya', C. Durusoy

Baskent University Alanya Hospital, Dept. of Pathology, Antalya,
Turkey

Objective: Cutaneous leishmaniasis caused by various species of
Leishmania (mostly Leishmania tropica) is characterized by long-term
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nodulo-ulcerative lesions healing spontaneously with scarring. It is prev-
alent throughout South-Eastern Anatolia and East Mediterranean region
of Turkey.

Method: We evaluated biopsy sections, smear preparations, demograph-
ic, epidemiological, and clinical features in 25 patients diagnosed with
cutaneous leishmaniasis in 2000-2016 years.

Results: Diagnosis age range from 1 to 74 (median 31,8) years. Thirteen
cases were male; 12 were female. The disease was identified more fre-
quently in younger males and females. Eighty-eight percent of cases were
diagnosed under the 50 years old. The lesions were localized on face,
upper extremities, lower extremities and neck region in 9(%.36), 9(%36),
6(%24) and 1(%4) patients, respectively. Eleven, nine and five of cases
were nodulo-ulcerative, papular and nodular respectively.

Conclusion: Increased travel migration of the population from rural areas
to the peripheral suburbs with inadequate infrastructure and unhealthy
housing are thought to be the main factors for spreading the disease.
Immigrations to endemic regions of Turkey from neighbouring countries,
where cutaneous leishmaniasis incidence is higher, may lead to increase
case numbers, thus more powerful protective measures should be taken in
those endemic areas.

PS-15-036

Tumour burden in sentinel lymph node and its correlation to histo-
pathologic characteristics of primary melanoma and status in com-

plete lymph node dissection

L. Jovanovic*, M. Rajovic, L. Zolotarevski, J. Dzambas, S. Cerovic
Military Medical Academy, Institute of Pathology, Belgrade, Serbia

Objective: Sentinel lymph node biopsy(SLNB) is a standard procedure
for patients with localized cutaneous melanoma. In this study, sentinel
tumour burden was evaluated. Correlation with clinicopathologic charac-
teristics of primary melanoma and non-sentinel lymph node involvement
were analyzed.

Method: We included 26 patients in period 2014-2015 who had metas-
tases in SLN(22 males, 4 females, median age52.07, 11-77). Metastases
were classified in three group(subcapsular 46.15 %, multifocal 23.08 %
and diffuse 30.77 %). SLN tumour burden was evaluated by Rotterdam
criteria and correlated with histopathological characteristics of primary
melanoma (Breslow index 5.24+4.09), and with further lymphonodal
metastases (CLND). Kendall’s tau-b was done (p <0.05).

Results: Sentinel lymph node metastases were found as
submicrometastasis (<0.1 mm) in 3/26 patients (11.54 %), with tumour
burden 0.1-1 mm in 11/26 patients (42.31 %), and >1 mm in 12/26
patients (46.15 %). There was positive correlation between sentinel tu-
mour burden and Breslow thickness (p=0.012). Additional non-SLN
involvement was found in 13/26 (50 %) patient with submicrometastasis
(<0.1 mm) in 1/3 patients (33.3 %), with tumour burden 0.1-1 mm in 4/11
patients(36.4 %), and >1 mm in 8/12 patients (66.6 %). Correlation be-
tween sentinel tumour burden and CLND was without significans
(p=0.248).

Conclusion: SLN positivity is more frequent in primary melanoma with
greater Breslow thickness. SLN tumour burden are in positive correlation
with CLND for submicromatstasis, and in negative correlation for greater
tumour burden.

PS-15-037

Borst-Jadassohn phenomenon in clonal seborrheic keratosis: A
controversed entity

S. Ben Rejeb*, D. Ghachem, A. Dhaoui, A. Souissi, A. Ayari, R. Ben
Romdhane, K. Bellil

*Military Hospital of Tunis, Dept. of Pathology, Tunisia

Objective: Clonal seborrheic keratosis (CSK) is a rare subtype of sebor-
rheic keratosis with characteristic intraepithelial nests called Borst-

Jadassohn phenomenon (BJP). We herein describe pathological findings
in two cases of clonal seborrheic keratosis and discuss cutaneous tumours
displaying BJP.

Method: Two women aged 70 and 90 year-old presented with a
pigmented lesion, 1 cm in diameter each one, located respectively in the
left shoulder and the face, developed 5 years ago in the first case and
10 years in the second one. Surgical excision was performed in both
cases. An immunohstochemical study with Ki-67, p63, p40 and CK5/6
were made.

Results: Pathological examination showed exophytic proliferation of epi-
dermal basaloid cells evoking seborrheic keratosis. In the first case, well-
demarcated clusters of small cells with regular dark nuclei were found
within the basaloid proliferation. In the second case, the clusters were
made of large clear atypical and mitotic cells.

Conclusion: We illustrate two distinct morphological and immunohisto-
chemical features of BJP in CSK, having benign and malignant appear-
ance respectively. BJP may be observed in different tumours like CSK,
hidroacanthoma simplex and porocarcinoma. The mechanism of this nest
formation in a subset of intraecpidermal neomplasm and the true nature of
BJP remains unclear.

PS-15-038
Immunoprofiles of mismatch-repair proteins of sebaceous tumours
and their histopathological features
B. Yaman', H. Ozdemir, G. Serin, T. Akalin
Ege University Medical Faculty, Izmir, Turkey

Objective: The aim of the study is to evaluate the immunohistochemical
mismatch repair proteins(MMR) profiles of sebaceous tumours and their
histopathological features.

Method: In this study 35 cases diagnosed sebaceous neoplasm were
reevaluated. IHC was performed for MSH2, MSH6 and MLHI.
Results: Fifteen sebaceous carcinomas, seven sebaceomas, one atypical
sebaceoma and 12 sebaceous adenomas were identified. The mean diam-
eter of tumours were 4.3, 5.71, and 10.4 mm for sebaceous adenoma,
sebaceoma, and sebaceous carcinoma, respectively. All sebaceous adeno-
ma and sebaceomas were well demarcated lesions. Sebaceous carcinomas
had multinodular and/or infiltrative growth pattern, moderate to marked
cytologic atypia and numerous mitosis (mean 36.49/mm2). Mean mitotic
count was 3.83/mm2 and 8.14/mm2 for sebaceous adenomas and
sebaceomas, respectively. One case with 25/mm2 mitosis were evaluated
as atypical sebaceoma. Keratoacanthoma-like architecture or cyctic areas
that described in sebaceous tumours with Muir-Torre syndrome(MTS)
were seen at 8 and 5 cases respectively. Of these cases seven tumours
have loss of either one expression of MMR. While loss of MSH-2 and
MSH-6 were seen at two adenomas, two sebaceomas, two carcinomas,
one atypical sebaceoma, loss of MLH-1 were at three sebaceous adeno-
mas, one carcinoma. One sebaceoma demonstrated only loss of MSH-6.
Concomittant visseral malignancy (colorectal carcinoma) was present at
one patient.

Conclusion: Morphological findings were not strongly related with im-
munohistochemical findings. We couldn’t searched the germline muta-
tion. But depending on visseral malignancy the immunohistochemistry
results were not associated with possible MTS. Our findings should be
reevaluated with studies including germline mutation.

PS-15-039
Melanocytic BAP1-associated intradermal tumours: Report of 3
cases
D. Pinto*, R. Veiga, E. Vale, 1. Viana
CHLO, EPE, Anatomia Patologica, Lisboa, Portugal

Objective: BAP1 gene inactivation mutations were recently reported in
association with a novel familial cancer susceptibility syndrome, as well
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as with an increased metastatic potential of uveal melanoma and several
other sporadic tumours, including melanocytic BAP1-associated intrader-
mal tumour (MBAIT). MBAITs have characteristic morphological fea-
tures, do not express BAP1 and are usually mutated for BRAF. This paper
aims to evaluate the clinical, histological and immunohistochemical fea-
tures of MBAIT.

Method: We searched the archives of our departments from the last
5 years and found three cases of MBAIT. Their clinical records and
histological slides were then reviewed.

Results: All patients were male, ranging from 16 to 44 years old. The
lesions were single and located on the face, arm and back. Personal and
family records were unremarkable. Histology showed symmetrical, pol-
ypoid, predominantly intradermal tumours, composed by epithelioid me-
lanocytes with “spitzoid” features. Maturation was somehow incomplete
and mitotic activity was present. Immunohistochemistry showed loss of
BAPI expression in all cases. Clinical follow-up ranged from 21 to
25 months and all patients remain free of disease.

Conclusion: There are only a few published cases of MBAIT, especially
when sporadic. Considering their poorly understood biological behav-
iour, MBAIT should be regarded as atypical lesions needing complete
excision and close follow-up.

PS-15-040
Glomeruloid hemangioma in POEMS Syndrome: Report of a case
D. Sakiz", B. Gedik, M. Ozaslan, A. Kavak

Bakirkoy Dr Sadi Konuk Hospital, Pathology, Istanbul, Turkey

Objective: Glomeruloid hemangioma is a rare cutaneous vascular benign
tumour, which is strongly associated with POEMS syndrome
(Polyneuropathy, Organomegaly, Endocrinopathy, Monoclonal
gammopathy and Skin changes) and usually related the Castelman’s dis-
ease. We present a case POEMS syndrome with multiple cutaneous
glomeruloid hemangioma on the trunk.

Method: A 46-year-old woman presented to internal medicine with edema
on hands and feet, paresthesia and fatigue. Laboratory tests and imaging
studies demonstrated optic neuritis, widespread mixed sensorimotor demy-
elinating peripheral neuropathy, hepatosplenomegaly, autoimmune thyroid-
itis, adrenal insufficiency, increased VEGF and IgG monoclonal
gammopathy. She was diagnosed as POEMS syndrome. According to these
findings, the patient was consulted to dermatology for her skin lesions.
Dermatological examination showed hyperpigmentation and hypertrichosis
on the face, plethore, multiple erythematous papules on the chest, abdomen
and back, non-pitting edema of both hands and feet. Two papules on the
chest and the back were removed by shave excision.

Results: Histopathological examination of the two biopsies, coiled cap-
illary vessels contained within enlarged vasculary spaces resembles renal
glomeruli. These findings consistent with glomeruloid hemangioma.
Conclusion: POEMS syndrome involves a large number of dermatological
manifestation of which glomeruloid hemangioma is considered to be the
most spesific markers of the syndrome. Cutaneous lesions are present about
one-third of the cases may consist of the strawberry nevus, lobulary capil-
lary hemangioma and glomeruloid hemangioma types. These are located
on the trunk and on the proximal segments of the limbs. Light microscopic,
clinical features and differantial diagnosis of this tumour are presented here.

PS-15-041

Malignant proliferating trichilemmal tumour (MPTT) an
unfrequent entity, that deserve a successful and accurate diagnosis
C. B. Marta”, E. Poblet, P. Sota Ochoa, E. Megjia, J. Ortego, B. Fuertes
Negro, K. Garcia, Y. Leal Bolivar

*HCU Lozano Blesa, Anatomia Patologica, Zaragoza, Spain

Objective: Malignant proliferating trichilemmal tumour (MPTT) is
a rare entity, derived from the outer capillary root sheath,

@ Springer

originated in the wall of a pre-existing pilar cyst. They are be-
nign, however malignancy is described, 40 cases are described in
the literature.

Method: Male 41 with 2 cm scalp skin mobile lesion and slow growth
(6 months).

Results: Histologically, squamous cellularity was seen, disposed on
layers and lobes, with moderate pleomorphism, hyperchromasia, high
mitotic activity and atypical mitosis. Lobes showed abrupt keratinization
pattern with invasive growth into surrounding tissue without affectation
of the surgical margin.

Conclusion: MPTT, described in 1983 by Saida et al., are rare, normally
arising de novo however development over preexisting benign lesions are
reported. No specific immunohistochemical marker is known, however
the loss of CD34 expression may predict proliferating malignant trans-
formation. This last is evidenced by invasive component with classical
trichilemmal keratinization, with or without vascular/perineural invasion.
Incidence is unknown, because most are erroneously classified as squa-
mous cell carcinoma, and this represents their main differential diagnosis.
This distinction is important because the MPTT have more chance of
metastasis and recurrence. We present this case because it is a rare entity,
that deserve a successful and accurate diagnosis, due their aggressive
behavior.

PS-15-042

Angiolymphoid Hyperplasia with Eosinophilia (ALHE): A heteroge-

neous entity with frequent plasma cell IgG4

A. Sierra Gomez", N. Rakislova, A. Diaz, T. Estrach, A. Garcia Herrera
Hospital Clinic Barcelona, Dept. de Anatomia Patologica, Spain

Objective: Angiolymphoid hyperplasia with eosinophilia (ALHE) is a
locally proliferative lesion composed of channels of small blood vessels
surrounded by lymphocytes, eosinophils and plasma cells, with
etiopathogenesis uncertain.

Method: Clinical-pathological features of seven cases with ALHE were
studied. Formalin-fixed, paraffin-embedded skin biopsies were stained
for CD31, CD3, CD20, IgG and IgG4 to determine a possible relationship
with [gG4 plasma cells.

Results: Five women and two men (age range, 30—66 years) were seen
with localized head and neck lesions. Histologically, there were epitheli-
oid vascular proliferation, with mixed inflammatory infiltrate of T-cells
CD3+, associated with CD20+ lymphoid aggregates and a variable num-
ber of eosinophils (mean 106.8/HPF, range 20-285).
Immunohistochemically, most [gG-expressing plasma cells were positive
for IgG4 (IgG4/1gG ratio=51-83 %).

Conclusion: ALHE is heterogeneous condition and share features with
cutaneous IgG4-related disease. Further characterization of the disease
process is needed to confirm this observation.

Wednesday, 28 September 2016, 09.30-10.30, Hall 11.3
PS-16 Digestive Diseases Pathology — GI

PS-16-001

A parallel between HER2 protein expression in primary gastric
carcinoma and corresponding synchronous lymph node metastases
R. S. Laboissiere*, M. A. Buzelin, D. Balabram, M. M. Demas Alvares
Cabral, H. Gobbi

*Federal University - UFSJ, Dept. of Medicine, Sdo Jodo Del-Rei, Brazil

Objective: Although anti-HER?2 treatment is indicated for metastatic gastric
carcinomas, patients are selected by HER2 testing in the primary tumour. Our
aim was to characterize the concordance rate of HER2 protein expression
between primary tumours and correlated metastatic lymph nodes.



Virchows Arch (2016) 469 (Suppl 1):S1-S346

S149

Method: Histological slides and pathological reports from 137 primary gas-
trectomies and corresponding lymphadenectomies performed at a Brazilian
university hospital were reviewed. Whole-tissue sections from each primary
tumour and from paired lymph node metastases in 85 cases were submitted to
immunohistochemistry. HER2 status was confronted with clinicopathologi-
cal parameters to assess statistically significant associations.

Results: HER2 overexpression was found in 17/137 primary tumours
(12.4 %) and 12/85 metastatic lymph nodes (14.1 %). There were asso-
ciations between intestinal-type tumours and tumour differentiation and
HER?2 expression in primary tumour (P=0.026 and P=0.005) and met-
astatic samples (P=0.008 and P <0.001). The concordance rate was of
88.2 % (k-value: 0.515). There were 10 discordant cases, from which five
cases (5.9 %) were HER2 positive in the primary cancer and negative in
nodal metastases, while five cases (5.9 %) were negative in the resection
specimen and positive in metastatic deposits.

Conclusion: Since eligible patients for anti-HER2 treatment may remain
undetected if immunohistochemistry is performed only in primary tu-
mour samples, HER?2 testing in lymph node metastases is encouraged.

PS-16-002
Pancreatic-type mixed acinar-endocrine carcinoma arising from the
stomach: Clinicopathological, immunohistochemical and ultrastruc-
tural analyses
K. Kusafuka', K. Muramatsu, T. Nakajima

Shizuoka Cancer Center, Dept. of Pathology, Sunto-Gun, Japan

Objective: Although acinar cell carcinoma (ACC) is usually a neoplasm
arising from the pancreas or salivary glands, this tumour has been known
to arise rarely from the stomach. We examined ACC with neuroendocrine
differentiation of the stomach; this tumour is recently termed as “pancre-
atic-type acinar-endocrine carcinoma (MAEC) of the stomach”.
Method: We selected MAEC from pathology file of Shizuoka Cancer
Center, Shizuoka, Japan, during 2002—2015, and examined them clinico-
pathologically and immunohistochemically. One case was examined ul-
trastructurally and with double-immnofluorescent staining.

Results: Three cases (0.06 %) of MAEC were extracted; case 1 was
81 year-old Japanese male, who is alive without disease, 3 years after
operation; case 2 was 56 year-old Japanese female, who died of disease,
3 months after operation with peritoneal dissemination; case 3 was
62 year-old Japanese male, who died of disease with multiple liver and
lymph node metastases, 8 months after operation. Histologically, all cases
showed sheet-like or solid nest-like growth of amphophilic ovoid atypical
cells, which accompanied with acinar pattern. Immunostaining showed
the positivity for both the neuroendocrine markers such as CD56,
chromogranin-A, and synaptophysin and the acinar cell markers such as
lipase and alpha-amylase. Only case 2 was positive for BCL10.
Ultrastructurally, the cancer cells included 200 nm electron-dense neuro-
secretory granules and 500 nm electron-lucent zymogen granules. Some
cancer cells were double positive for chromogranin-A and alpha-amylase.
Conclusion: MAEC of the stomach is extremely rare. This tumour is
positive for both neuroendocrine markers and acinar cell markers.
Gastric MAEC is limited to the immunopositivity for BCL10, whereas
lipase is a useful marker for acinar differentiation.

PS-16-004

Association between the number of dissected lymph nodes and

clinicopathological variables in colon carcinoma

H.-C. Lee*, S.-M. Son, Y.-M. Lee, O.-J. Lee, S.-J. Lee, T.-G. Lee
Chungbuk National University, Dept. of Pathology, Cheongju, Republic

of Korea

Objective: The number of dissected lymph nodes (NDLN) is varied
according to clinicopathological variables in colon carcinoma. We
assessed which factors were associated with NDLN.

Method: Between January 2013 and February 2016, 429 cases of resected
colon adenocarcinoma, at least pathological T1 (pT1), were obtained. The
cases which had treated by preoperative radiation and chemotherapy were
excluded. The groups were divided according to NDLN, as less than 12
(lower NDLN group) and 12 or more (higher NDLN group). Relationship
between two groups and clinicopathological variables were evaluated.
Results: Forty-five out of 429 cases (10.5 %) were classified into lower
NDLN group. Lymph node dissection was performed twice in 42 out of
NDLN group cases. Lower NDLN group was associated lower pT stages
(T1 and T2, p<0.001), negative pN stage (p <0.001), polypoid growth
pattern (p <0.001), well-differentiated tumour (p=0.001), left-sided tu-
mour (p=0.004), smaller tumour size (p <0.001), shorter resected colon
length (p=0.033), and resection after polypectomy (p<0.001). Logistic
regression analysis demonstrated smaller tumour size (p<0.001), lower
pT stages (p=0.046), and left-sided tumour (p=0.004) were associated
with lower NDLN group.

Conclusion: For the smaller, T1 and T2, and/or left-sided colon carcino-
mas, the cutoff value of NDLN should be lower than that of large, ad-
vanced colon carcinomas.

PS-16-005

Tumour regression in rectal cancer: What is the most robust tumour
regression grade system?

L.de Smedt*, S. Palmans, F. M. Bosisio, F. Ballaux, K. Wetzels, 1. Joye,
A. Debucquoy, A. D’Hoore, K. Haustermans, X. Sagaert

*Katholieke Universiteit Leuven, Imaging and Pathology, Belgium

Objective: Standard care for locally advanced, rectal cancers (LARC)
consists of chemoradiation therapy (CRT) followed by surgery. The re-
sponse rate to CRT has important prognostic impact. Different tumour
regression grade (TRG) systems were developed, however no standardi-
zation is incorporated in clinical practice. This study aimed to compare
distinct TRG systems to assess both inter-observer and intra-observer
variability.

Method: Twenty LARCs were prospectively included at the University
Hospitals, Leuven. Tumour regression was scored on 4 separate time
intervals by four pathologists according to Mandard, Dworak, CAP,
Ryan, Becker, Schneider and Rodel. Inter-observer and intra-observer
agreement were assessed via kappa-statistics.

Results: Intra-observer agreement was best for Becker (k=0.944) and
Schneider (k=0.932). Both systems are based on estimating the percent-
age of residual tumour, resulting in low inter-observer reliability
(k=0.576 and k=0.567). Ryan (k=0.742), Dworak (k=0.709), CAP
(0.636) and Mandard (k=0,633) scored similar for inter-observer agree-
ment, but intra-observer agreement was best for CAP (k= 0.888), follow-
ed by Dworak (k=0.880), Ryan (k=0.855) and Mandard (k=0.845).
Conclusion: Assessment of the TRG is important for prognostication.
Estimation of residual tumour results in low levels of inter-observer
agreement. CAP and Dworak turned out to be the most robust systems.

PS-16-006

Circulating tumour cells, recist and pathological response in patients
with resectable colorectal liver metastases

M. Gomez Dorronsoro’, M. Aizcorbe, N. Ramirez, M. d. Rosario
Mercado, E. Mata, L. Alvarez

*Complejo Hospitalario Navarra, Dept. de Patologia, Pamplona, Spain

Objective: To correlate Response Evaluation Criteria in Solid Tumours
(RECIST), Pathological Response and Circulating Tumour Cells (CTCs)
in patients with resectable colorectal liver metastases (RCLM) and
neoadyuvant treatment.

Method: 27 patients with RCLM were chosen for a prospective study.
CTCs were quantified in 7.5 ml of peripheral blood pre and post-surgery
by the CellSearch® System. Zero CTCs/7.5 ml was chosen as the cut-off.
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Clinical response was evaluated according to RECIST. Pathological
Regression Grade (PRG) was classified depending on percentage of via-
ble tumour cells in each resected specimen.

Results: CTCs were detected pre-surgery in 12 of 27 patients and post-
surgery in 10 of 23; median 1.5 CTCs (range 1-25) and 5.5 CTCs (range
1-24) respectively. Patients with no pre-surgery CTCs achieve better
clinical response (RECIST median 2) compared with those with positive
pre-surgery CTCs (median 3). Patients with no post-surgery CTCs attain
better clinical response (median 2) and PRG (median 2) compared to
positive post-surgery CTCs patients (median 3 and 2.5 respectively).
Conclusion: This study suggests that detection of CTCs in patients with
RCLM is a surrogate prognosis tool to evaluate the response to chemo-
therapy.

PS-16-007
Prognostic significance of histopathological variables in colorectal
signet ring cell carcinoma
V. Barresi , L. Reggiani Bonetti, F. Domati, L. Baron
Policlinic G. Martino, Dept. of Human Pathology, Messina, Italy

Objective: To analyze the prognostic significance of histopathological
variables (histological grade, vascular invasion, microsatellite instability
(MSI), mucin content, pTNM stage) on disease free survival (DFS) and
on cancer specific survival (CSS) to colorectal signet ring cell carcinoma
(SRCO).

Method: Thirty-two surgical colorectal SRCCs were retrieved from
our files among colorectal carcinomas surgically resected between
2003 and 2014. Histological sections of each case were reviewed
to assess the above mentioned parameters. In addition, for each
case immunohistochemical procedures against proteins of mis-
match repair system, CD34 and podoplanin were carried out in
order to investigate MSI status, and the presence of venous or
lymphatic invasion.

Results: pTNM stage, venous and lymphatic invasion on haematoxylin
and eosin (H&E) stain and on immunohistochemistry were significantly
associated with shorter DFS and CSS to SRCC. In addition, high histo-
logical grade (<50 % of glands) was significantly associated with shorter
CSS and also to shorter DFS, although statistical significance was not
reached. Venous invasion on CD34 immunohistochemistry and histolog-
ical grade were significant independent variables at multivariate analyses
for CSS and DFS.

Conclusion: If our findings are confirmed in further studies, VI on
CD34 immunostaining and histological grade might be included
in the histopathological report of colorectal SRCC as significant
prognostic factors.

PS-16-008

MicroRNA 429 down-regulates MARCKS expression in ulcerative
colitis

H.-S.Kim", J.-S. Mo, K. J. Alam, S.-C. Chae, T.-W. Won, H.-W. Kim, S.-
A. Park

*Wonkwang University, Dept. of Pathology, Tksan, Republic of Korea

Objective: miRNAs are non-coding RNAs that play important roles in
the pathogenesis of human diseases by regulating target gene expression
in specific cells or tissues. We have focused on detecting miRNAs related
to ulcerative colitis of mouse, identifying their target molecules, and
analyzing the correlation between the miRNAs and their target genes in
colon cell lines.

Method: UC-associated miRNAs were identified by miRNA mi-
croarray analysis of colitis colon tissues and normal colon tissues
of mouse. The results were validated by quantitative RT-qPCR.
MIR429 target genes were identified by the mRNAs down-
regulated in MIR429-overexpressing cells (determined by mRNA
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microarray analysis). Luciferase reporter plasmids were construct-
ed to confirm the effect of MIR429 on target gene expression. Th
protein expression of the target genes was measured by western
blot.

Results: 37 miRNAs were identified as UC-associated miRNAs. We
investigated one, MIR429, which was specifically down-regulated in
UC, and identified 53 genes as targets of MIR429. The association be-
tween MIR429 and MRCKS was verified in this study. MARCKS tran-
script expression was directly down-regulated by MAR429; protein ex-
pression was also down-regulated.

Conclusion: Our results suggest that MIR429 could play an important
role in the pathogenesis of ulcerative colitis.

PS-16-009

Esophageal squamous papillomas: A retrospective histopathological
study of 95 cases from two centers

A. Evsei’, M. Dumbrava, M. Diculescu, C. Gheorghe, R. Iacob, B.
Codruta, 1. Popa, C. Balahura, G. Becheanu

*Fundeni Clinical Inst. Bucharest, Dept. of Pathology, Romania

Objective: Squamous papillomas (SPs) of the esophagus represent
benign polypoid lesions of stratified squamous epithelium. They
are usually an incidental finding during upper digestive endosco-
py, are frequently underdiagnosed and have low recurrence rates.
Method: We performed a two-institutional retrospective study on 95
cases of SPs diagnosed over a period of 4 years (2011-2015). Our pur-
pose was to evaluate clinical, endoscopic and pathological aspects of
esophageal SPs.

Results: From 2011 to 2015 we recorded 48,644 upper gastrointes-
tinal endoscopy procedures in one institution and 8969 in the other
one with an estimated incidence for SPs of 0,16 %. Clinically, SPs
occurred more frequently in women than in men (1,5:1). The ma-
jority of the patients (58,94 %) were 26 to 50 years old, followed by
the 51-80 years group. Median size was under 5 mm (90,52 %), but
larger lesions have also been observed (11,57 %). Most SPs were
solitary (85,26 %) but multiple papillomas have also been detected
(11,57 %). Their location was preferential to the distal third of the
esophagus (60 %). In 20 % of the patients other coexisting esoph-
ageal and gastro-duodenal lesions were present.

Conclusion: SPs of the esophagus remain a rare and, usually, an inciden-
tal finding. According to this study, the incidence has increased consid-
erably due to the extensive use of endoscopy outlining great improvement
in patient care management.

PS-16-011

An amazing cause of chronic intestinal pseudo obstruction

D. Cazals-Hatem*, M. Uzzan, L. Maggiori, O. Corcos
Hopital Beaujon, Dept. de Pathologie, Clichy, France

Objective: We report the observation of a 37-year woman referred
for severe constipation with occlusions becoming worse after
pregnancies.

Method: A subtotal colectomy followed 2 years later with proctectomy
was examined with immunohistochemistry. During surgery, no peritoneal
or genital lesion was noticed.

Results: Histological examination of samples of colon, rectum and
distal ileum found a diffuse pathologic muscularis propria affect-
ing both muscular layers at the three intestinal levels: additional
disorganized muscle coats filled submucosae and spreaded into
subserosae, forming parietal nodular bundles composed with ma-
ture bland smooth-muscle cells, stained with actin and desmin,
without mitosis, atypia or other cellular component notably endo-
metriosis. CD117, DOG1, S100 stained exclusively normal Cajal
cells and normal enteric plexus discarding stromal or Schwann-
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cell proliferations. Estrogen and progesterone receptors were
expressed in nuclei of muscular bundles.

Conclusion: We retained the diagnosis of a diffuse ileo-colonic
leiomyomatosis responsible for chronic intestinal pseudo-obstruction. To
our knowledge, this is the first report of digestive leiomyomatosis with such
a diffuse small bowel, colonic and rectal presentation without peritoneal
location. The peculiarity of our observation is the worsening of symptoms
after pregnancies, attributed to hormonal stimulation of the intestinal muscle
expressing strongly estrogen and progesterone receptors.

PS-16-012

ERCCI1 expression in mucinous and non-mucinous colorectal carci-
noma and relation to mismatch repair proteins expression, clinico-
pathological features and prognosis
A. A. Foda”, A. Palicelli, A. Shebl

University of Mansoura, Dept. of Pathology, Egypt

Objective: We aimed at this work to investigate the expression of
ERCC1 (as a member of nucleotide excision DNA repair path-
way) in colorectal mucinous adenocarcinoma (MA) and non-
mucinous adenocarcinoma (NMA), its relation to mismatch repair
proteins expression, clinicohistopathological parameters and
survival.

Method: Tumour tissue specimens from 75 patients with colorectal
MA and 75 NMA were included in the study. All clinicopatho-
logical data of these 150 cases were revised with re-examination
of all their slides. Three high density manual tissue microarrays
were constructed and immunohistochemistry for ERCC1, MLHI,
MSH2, MSH6 and PMS2 was done.

Results: ERCC1 showed complete loss of expression in 17 cases
(11.5 %) and aberrant cytoplasmic expression in 27 cases
(18.2 %). NMA showed significantly more cytoplasmic expression
than MA. In NMA, but not MA, loss of ERCC1 expression was
significantly associated with MMR deficient status. ERCC1 ex-
pression was only associated with presence of lymphovascular
emboli, and was not significantly related to survival in both
NMA and MA groups.

Conclusion: Loss of ERCC1 expression is strongly associated with
MMR deficient status in non-mucinous, but not mucinous, CRC.
However, this doesn’t affect survival of the patients. Further studies are
needed to explore the role of aberrant cytoplasmic ERCCI in colorectal
carcinogenesis.

PS-16-013

A clinico-pathological study of the appendiceal tumours: A 10-years’
experience of a Romanian tertiary center

M. Poga*, F. Andrei, I. A. Cozea, V. Enache, S. Enache, D. Terzea, C.
losif, F. Vasilescu, G. Becheanu

*Emergency University Hospital, Dept. of Pathology, Bucharest,
Romania

Objective: The aim of this study is a retrospective analysis of the spec-
trum of appendiceal tumours registered at the Victor Babes National
Institute of Pathology from 2006 to 2016.

Method: We analyzed 53 cases, including the clinical data, imaging,
tumour morphology, mural extension and IHC profile: CKs, CDX2,
chromogranin, synaptophysin, Ki67, CEA, MUCs.

Results: From 53 cases, 26 cases where NETSs, four cases of goblet cell
carcinoid, two cases of MANEC, one case of tubular carcinoid, two cases
of cystadenoma, one case of sessile serrated polyp, 12 cases of LAMNS,
three cases of mucinous adenocarcinoma and two cases of adenocarcino-
ma NOS. The mean age was 42 years old, with female predominance
(F:M of 2.3:1). All NETs measured less than 10 mm in diameter.
Neuroendocrine markers were positive in 92 % of cases and CDX2 in

three cases from five (60 %). Infiltration of mesoappendix was noted in
25 % of cases. LAMNs were diagnosed in 12 cases, with female predom-
inance (92 %). Infiltration of the subserosa and beyond was noted in 58 %
of cases. Other epithelial neoplasms are rarely diagnosed.

Conclusion: Neuroendocrine neoplasms are more frequent among young
patients, under 30 years old, whereas the other epithelial neoplasms tend
to affect people after the third decade (p =0.0008). We found 7 cases with
advanced tumour stage (pT4 and pM1), associated with poor prognosis.

PS-16-014
Evaluation of duodenal biopsies from patients of malabsorption with
suspected celiac disease: Histopathological assessment by modified
MARSH grading system
A. Shalaby”, A. Alsalami, A. Qureshi

Sultan Qaboos University, Dept. of Pathology, Muscat, Oman

Objective: To apply a uniform system of reporting morphological chang-
es in duodenal biopsies done for malabsorption with suspected Celiac
disease to provide a diagnostic tool for celiac disease through a quantita-
tive histopathological assessment by modified MARSH grading system
for a better patient management.

Method: This study is a retrospective, cross-sectional study conducted in
Sultan Qaboos University Hospital. It included 73 cases presented in
2012 with malabsorption and clinical suspicion of Celiac disease. The
biopsies were reviewed by three pathologists, two consultants and one
resident and it started on September 2013. The studey was ethically ap-
proved Sultan Qaboos University Hospital ethical comittee.

Results: Thirty nine out of 73 (53.4 %) patient were identified to have
raised intraepithelial lymphocytes, ten patient were 18 years or below and
29 patients were above 18 years. In our study, we considered the upper
limit of normal intra epithelial lymphocytes (IELs) as 25 IELs/100
enterocytes. We applied the criteria for modified MARSH grading system
to our patients and we found that most of our cases were classified as
normal (33 patients), followed by followed by grade 1 (30 patients) and
grade 3 (9 patients) (P <0.0001). 11 patients with modified MARSH
grade 1 (36.67 %) were positive for one or more of antibodies, which
are antitransglutaminase antibody, antigliadin antibody and anti-
endomysial antibody.

Conclusion: In conclusion, the grading system will help and guide for
further evaluations for the suspected cases and to start the management
early. The finding of a raised IEL count with normal villous architecture is
clinically significant and must be highlighted in routine duodenal biopsy
reports.

PS-16-015

Inflammatory Fibroid Polyps (IFPs) of the GI tract: Clinical,
endoscopical, histological and immunohistochemical features of a
series of 19 consecutive cases

A. Ciobanu”", G. Becheanu, I. Cozea

Emergency University Hospital, Dept. of Pathology, Bucuresti, Romania

Objective: To investigate the clinical, morphological and immunohisto-
chemical characteristics of a series of 19 cases of IFPs, confirmed or
diagnosed in the Victor Babes Institute of Pathology, Bucharest, from
2005 to 2016.

Method: This is a retrospective study, based on the clinical files,
endoscopical reports, histopathological and immunohistochemical
diagnoses.

Results: A total of 19 cases were collected (11 males, 8 females), ranging
from 30 to 76 years, localised in the stomach (ten cases), small bowel
(seven cases) and cecum (two cases). The tumours were asymptomatic or
with signs of obstruction or abdominal pain. Their size was from 8 to
45 mm. Histologically, IFPs presented with a variable cellularity and
vascularity, with perivascular onion skinning in 7 cases, giant cells in 3
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cases and with 15 to 1430 eosinophils/10 HPF. Immunohistochemically,
panels of antibodies showed variable expression. The PDGFRA was pos-
itive in 7 cases from 10. CD 117 and DOGI were negative in all tested
cases. CD 34 was positive in 10 from 18 cases.

Conclusion: Inflammatory fibroid polyps are rare, benign lesions of the
gastrointestinal tract, originating in the mesenchimal tissue of the submu-
cosa, most frequently located in the stomach and small intestine, with a
span of clinical, morphological and immunohistochemical patterns.

PS-16-016
EGFR, HER2 protein overexpression and gene copy-number varia-
tion in distal extrahepatic bile duct carcinoma
A.-R. Moon"

Soonchunhyang University, Dept. of Pathology, Bucheon, Republic of
Korea

Objective: EGFR and HER?2 receptors are one of the most promising
therapeutic targets in solid cancer. However few studies have been con-
ducted on EGFR and HER?2 receptors in EBD carcinomas.

Method: Immunostains using antibodies against EGFR and HER2 were
performed on TMA blocks, consisting of 84 cases of EBD carcinoma.
Twenty cases including all high to moderate EGFR, HER2 expression
cases and randomly selected weakly positive and negative cases were
evaluated EGFR and HER2 copy number variation by FISH and SISH,
respectively.

Results: EGFR expression of distal EBD carcinomas was 26.2 %, 6.0 %
and 6.0 % in the weakly positive, moderately positive, and strongly pos-
itive groups, respectively. HER2 expression was 5.9 %, 3.6 %, 1.2 % in
the weakly positive, moderately positive, and strongly positive groups,
respectively. All cases of strongly positive EGFR expression showed
amplification (n=1) or high polysomy (n=4) of the EGFR gene and 3
cases (60 %) of moderately positive EGFR expression also showed high
polysomy. One case of strongly positive and 2 cases of moderately pos-
itive HER2 expression showed amplification of the HER2 gene. EGFR
expression was associated with shorter cancer-specific overall survival
(p=.005).

Conclusion: Although further study is warranted, our finding suggests
anticancer therapeutics against EGFR and HER2 receptors may be an
effective therapeutic options for some subsets of distal EBD carcinoma
patients.

PS-16-017

Digestive neuroendocrine tumours: About 32 cases

G. Sahraoui’, R. Doghri, L. Charfi, M. Driss, N. Boujelbene, 1. Abbes, R.
Dhouib, K. Mrad

*Salah Azaiez, Dept. of Pathology, Tunis, Tunisia

Objective: to correlate prognosis of digestive neuroendocrine tumours
classified according to WHO 2010 classification

Method: A retrospective review.

Results: The mean age was 50 years. The sex ratio was 0,68. The primary
sites were colorectal, appendiceal, ileal, gastric, pancreatic and oesopha-
geal. The WHO 2010 grading: NET grade 1 25 %, grade 2 15,6 %,
neuroendocrine carcinoma 40,6 % and mixed adenoneuroendocrine car-
cinoma 18,8 %. TNM stage: I 13,7 %, 11 25 %, 111 15,6 % and IV 41 %.
Curative surgery was performed in 53 % with a S-year survival rate of
90 %. This rate was lower than 30 % for the other cases. Mean follow-up
was 27 months. Five patients were missing. Seven died: 4 of them were
stage IV and 5 with a Ki67 index superior to 20 %. For all patients, the 5-
year survival rate was 62 %. The presence of metastasis and TNM staging
were major prognostic factors. Indeed, the 5-year survival rate dropped
from 80 to 35 % with the presence of metastatic disease.

Conclusion: The Ki67 value, the presence of metastatic disease and the
type of treatment were determinant prognostic factors for these tumours.
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PS-16-019
CD24 expression in the progression from adenoma to invasive ade-
nocarcinoma of the colon
K.-H. Kim", K.-S. Suh, S.-Y. Choi, M.-K. Yeo

Chungnam National University, Dept. of Pathology, Daejeon, Republic
of Korea

Objective: CD24 is known to be a putative marker of stem cell and
tumour metastasis. The study aims to verify the clinicopathologic values
of CD24 expression in adenoma and colorectal adenocarcinoma (CRC).
Method: A total of 7 whole tissue sections of malignant polyp containing
the progression from adenoma to CRC, 48 adenomas and 161 CRCs
arranged as tissue microarray were examined by immunohistochemistry
for CD24. Associations of CD24 expression with clinicopathologic pa-
rameters were also analyzed.

Results: In the normal mucosal epithelia, CD24 was not detected.
Cytoplasmic CD24 expression increased from adenoma to well to mod-
erate differentiated CRC and was decreased in poorly differentiated CRC
(p<0.001). In the CRCs, cytoplasmic expression of CD24 was inversely
correlated with high-grade differentiation (Grade 1 to 3), tumour size and
pathologic TNM stage (I-III versus 4) (p=0.005, p=0.03, p=0.006).
The statistical associations between CD24 expression and overall and
disease-free survival rates were not seen.

Conclusion: Cytoplasmic CD24 plays important roles in carcinogenesis,
and the differential pattern of CD24 expression between well to moderate
differentiation (G1 and 2) and poorly differentiation (G3) in CRC implies
overexpression of cytoplasmic CD24 is an early process, through adeno-
ma to invasive carcinoma.

PS-16-020

Mucin-rich variant of traditional serrated adenoma

S. Serra’, S. Hafezi-Bakhtiari, R. Colling, L. M. Wang, R. Chetty
University Health Network Toronto, Dept. of Pathology, Germany

Objective: Traditional serrated adenoma (TSA) is a serrated polyp that
has a predilection for the left colon. The aim of the study is to describe a
mucin-rich variant of TSAs (MrTSA).

Method: One hundred and forty-one TSA were retrieved in the depart-
ments of Pathology (UHN and Oxford). Age, sex, site, presence of conven-
tional dysplasia, association with other polyp types, frequency of ectopic
crypt foci (ECF) and content of goblet cells were recorded and compared to
classic TSA (cTSA). Arbitrarily, TSAs that consisted of more than 50 %
goblet cells were classified as mucin-rich TSAs (MrTSAs). The number of
ECFs was quantified as low (1-10) and high (>10). All the TSA included in
this study showed the typical serrated pattern.

Results: Of the 141 TSAs, 22 fulfilled the criteria for mrTSA. There was a
slightly higher male predominance of mrTSA but no age difference com-
pared to cTSAs. While both occurred most commonly in the left colon,
mrTSAs were relatively more frequent in the right (28.6 %) than in the left
colon (12.6 %) (p=0.012). Ten of 22 mrTSAs were associated with other
polyp types: 8 sessile serrated adenomas (SSA) and hyperplastic polyps
(HP) (3 TSA/HP, 2 TSA/SSA and 3TSA/SSA/HP) and 2 with tubular ade-
nomas. mr'TSAs showed a lower frequency of ECF than ¢TSAs (p=0.001).
Only 1 of 22 mrTSA showed conventional adenomatous dysplasia.
Conclusion: Our observations highlight a mucin or goblet cell rich var-
iant of TSA characterised by more goblet cells and fewer ECFs than
cTSA. Other defining histologic features such as the typical serration
pattern were present in all cases.

PS-16-021

Progression of colorectal cancer K-ras positive patients is associated
with differential expression of IL-17, IL-22 and IL-23

D. Anestakis’, S. Petanidis, S. Koutsoukis, I. Geroudis, P. Pavlidis, A.
Salifoglou
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*Aristotle Univers. of Thessaloniki, Laboratory of Forensic Medicine,
Dept. of Histopathology, Greece

Objective: Explore the role of mutant K-ras signaling in inflammation-
driven tumourigenesis and the involvement of interleukins in colorectal
tumourigenesis progression.

Method: Inhibition of Ras signaling using Manumycin A and Sequence
Analysis of K-ras exon 1 in colorectal cancer patients.
Immunohistochemical analysis of IL-17, IL-22, IL-23 using ELISA SPOT
and correlation with GM-CSF and IFN-y expression levels in cancer tissues.
Results: Specific interleukins are differentially expressed in K-ras posi-
tive patients and the use of K-ras inhibitor Manumycin A decreases both
interleukin levels and apoptosis in Caco-2 cells by inhibiting cell viability.
In addition, inflammation-driven GM-CSF and IFN-y levels are modu-
lated through interleukin expression in tumour patients, with interleukin
expression in the intestinal lumen and cancerous tissue mediated by ab-
errant K-ras signaling.

Conclusion: Collectively, the findings a) indicate that interleukin expres-
sion is influenced by ras signaling and specific interleukins play an on-
cogenic promoter role in colorectal cancer, highlighting the molecular
link between inflammation and tumourigenesis, and b) accentuate the
interwoven molecular correlations as leads to new therapeutic approaches
targeting neoplasia.

PS-16-022

Ileal adenocarcinoma in Crohn disease: An unicentric experience
emphasizing the importance of screening for dysplasia

C. Grolleau™, N. Guedj, Y. Bouhnik, Y. Panis, D. Cazals-Hatem

L era——

Paris, France

Objective: Association between small bowel adenocarcinoma (SBA) and
Crohn’s disease (CD) is well-known but rare, following a dysplasia-
cancer sequence. We reviewed the clinicopathological characteristics of
a series of SBA surgically resected in patients with CD.

Method: A distal ileal SBA was diagnosed in 9 of 441 patients who
underwent small bowel resection for ileal CD between 2006 and 2016.
They were retrospectively analyzed and followed during a mean time of
20 months [2-71]. Genetic mutations of BRAF, KRAS were tested. MSI
phenotype was investigated.

Results: The median age of diagnosis was 46 years; median CD duration
was 15 years. Seven patients (78 %) had obstructive symptoms refractory
to treatment. Pre-operative biopsies made in 6 patients were informative
in 5 (83 %), revealing cancer, dysplasia and indefinite for dysplasia le-
sions in 2, 2 and 1 patients respectively. SBA developed in active ileitis
with adjacent dysplasia in all patients. Two-third of SBA exhibited high
grade differentiation, with predominant mucinous and/or signet ring cells
component in 44 % of cases. One SBA showed a MSI profile with
isolated loss of PMS2 expression. One of the 8 SBA tested exhibited
KRAS mutation. None showed BRAF mutation. Five patients (55 %)
had advanced stage IV SBA; four of them died within 2 years following
surgery.

Conclusion: In our center, an ileal SBA was diagnosed in 2 % of patients
resected for refractory CD. Adjacent ileal dysplasia was present in all
surgical specimens and could be diagnosed on screening biopsies. This
strengthens the importance of neoplasia detection by systematic endos-
copy in all refractory CD.

PS-16-023

Molecular biomarkers in a representative sample of Colombian pa-
tients with colorectal cancer studied at Fundaciéon Santa Fe de
Bogota

R. L(’)Eez*, L. E. Barrera Herrera, R. Andrade, M. M. Torres, D. Roa, L.
Vasquez, N. Ospina

*Fundacién Santa Fe de Bogot4, Pathology and Clinical Lab., Colombia

Objective: The aim of this study was to characterize the molecular and
histopathological features of colorectal cancer (CRC) in a sample of
Colombian patients.

Method: A representative and aleatory sample of 45 cases was selected
from the total cases diagnosed as CRC (2008-2014): 15;<49 years-old
(Group 1), 15; 50-64(Group 2) and 15; >65 (Group 3). Cases were held
on KRAS exon 2 mutational status and those who were wild type were
subjected to KRAS exon 3,4, NRAS exon 2,3,4 and BRAF-V600E study
by direct sequencing. Microsatellite instability was evaluated with
Promega MSI analysis system v.1.2 and Miss Match Repair proteins by
Immunohistochemistry. The study was aimed using paraffin embedded
tissues.

Results: 45 patients with CRC average age 58.3 years-old, 97 %(44)
adenocarcinomas. KRAS exon2 mutations were detected in: Group 1;
11/15 (73.3 %), Group 2; 7/15(46.6 %) and Group 3; 5/15(33.3 %).
Among the KRAS exon 2 wild-type patients; 0 % harbored additional
RAS mutations (KRAS Exon 2,3,4, NRAS Exon 2,3,4) and 3(13.6 %)
presented V60OOE-BRAF mutation (2 in Group 2, 1 in Group 3). Bethesda
panel exposed 2 cases with Microsateliatal Inestability in each group
which was correlated with IHQ expression. Statistical analysis revealed
that patients with <49 years-old presented more frequency of KRAS
exon2 mutations than older ones (p: 0.03; OR: 4,12 1C95% 1,06-16)
Conclusion: The clinicopathologic features and tumour cell gene expres-
sion patterns are different according age group, younger patients are phe-
notypically and molecularly different from elder patients.

PS-16-024
Distinct expression profile of key molecules of crawling type early
gastric carcinoma
H.-Y. Woo®, H-K. Kim
Yonsei University, Dept. of Pathology, Seoul, Republic of Korea

Objective: Gastric “crawling-type” adenocarcinoma (CRA) is a
tumour histologically characterized by irregularly fused glands
with low-grade cellular atypia. To date, the expression character-
istics of key molecules in the CRA are still uncovered. Then,
using immunohistochemistry and in situ hybridization, we tried
to elucidate molecular characteristics of CRA subtype on large
series of CRA (n=94).

Method: We constructed tissue microarrays of 94 CRAs and 72 conven-
tional type differentiated adenocarcinomas (CDAs) of early gastric can-
cers to evaluate and compare clinicopathological and expression profiles
of important molecules in gastric cancer (EBV, MMR protein, HER2, c-
MET, EGFR, PTEN, and p53).

Results: CRA was significantly associated with the younger patient age,
larger in size, and more frequent involvement of resection margin than
CDA (p<0.001, p=0.048 and p=0.048, respectively). None of the
CRAs showed MMR protein deficiency (0.0 vs. 5.6 %, p=0.036),
HER2 overexpression (0.0 vs. 12.5 %, p=0.001), and loss of PTEN
(0.0 vs. 9.7 %, p=0.003). Moreover, other expression alterations, such
as c-MET overexpression (4.4 vs. 19.4 %, p=0.004), and mutant-pattern
of p53 (either complete loss or diffuse positive, 12.4 vs. 62.5 %,
p<0.001) were significantly less common in CRAs than CDAs.
Conclusion: CRA demonstrated a unique clinicopathological character-
istics. Furthermore, this subtype showed a distinct expression profile of
key molecules. Those results support that CRA is a distinct subgroup of
gastric adenocarcinoma.

PS-16-025

Expression of beta-catenin in premalignant lesions of the colon and
rectum

0. Kharlova”, N. A. Nefedova, N. V. Danilova, P. G. Malkov
Lomonosov Moscow State University, Dept. of Fundamental Medicine,

Russia
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Objective: Beta-catenin acts as intercellular signal transducer in Wnt-
signaling pathway. Its abnormal nuclear expression is a marker of “clas-
sical” carcinogenesis.

Method: We immunohistochemically assessed distribution patterns of
nuclear beta-catenin expression in 24 hyperplastic polyps (HPs), 29 ses-
sile serrated adenomas (SSAs), 14 traditional serrated adenomas (TSAs),
30 tubular adenomas (TAs) and 28 tubulovillous adenomas (TVAs).
Results: HPs and SSAs showed no nuclear beta-catenin expression.
Strong or moderate nuclear reaction with beta-catenin was detected in
15,4 % TSAs, 51,7 % TAs, 72,0 % TVAs. Among lesions with nuclear
accumulation of beta-catenin sporadic singular positive cells were found
in 66,7 % TAs, 44,4 % TVAs; small focuses of positive cells were detect-
ed in 20,0 % TAs, 50,0 % TVAs, 7,7 % TSAs; diffuse reaction was
revealed in 13,3 % TAs, 5,6 % TVAs, 7,7 % TSAs. Reaction was more
prominent superficially in 80,0 % TAs, 55,6 % TVAs, 7,7 % TSAs.
Conclusion: Among serrated lesions only small portion of TSAs showed
nuclear accumulation of beta-catenin while conventional adenomas showed
pretty high rate of nuclear expression of beta-catenin. This suggests Wnt-
signaling pathway plays a small part in malignization of serrated lesions in
contrast to conventional adenomas. The reported study was funded by
RFBR according to the research project No.16-34-00179 mol a.

PS-16-028

Surviving expression occurs in precancerous colorectal lesions

Z. PaE*, A. Tlyés, B. Baroti, D. Lorand, T. Mezei, A. Szénto, Z. Pavai, S.
Mocan

*Targu Mures, Romania

Objective: The risk stratification of patients with colorectal polyps
still requires identification of novel molecular markers of carcino-
genesis like survivin. Survivin is a member of the apoptosis in-
hibitors family, involved in regulation of cell division, angiogen-
esis and inhibition of apoptosis. Our objective was to study the
survivin expression in different types of colorectal polyps and
adenomas (A/P).

Method: We studied 91 colorectal A/Ps (hyperplastic polyps, sessile
serrated adenomas, traditional serrated adenomas and conventional ade-
nomas with low and high grade dysplasia) from the archived biological
material of the Pathology Department of the Clinical County Hospital of
Tirgu-Mures, Romania. We performed survivin (Merck Millipore,
Germany, AB3610, 1/1500) immunohistochemistry, using the Dako
EnVision system.

Results: Survivin expression was detected in most A/Ps in the cytoplasm
and nucleus (p <0.05). There were no statistically significant correlations
between clinico-pathological parameters and expression of this protein.
Moderate and increased survivin expression was observed most frequent-
ly in conventional adenomas and traditional serrated adenomas.
Conclusion: Survivin expression in most A/Ps is suggestive of its in-
volvement in the early steps of colorectal carcinogenesis.
Acknowledgements. The study is supported by the Internal Research
Grants of the University of Medicine and Pharmacy, Tirgu-Mures,
Romania (contract no. 20/23.12.2014).

PS-16-029

Correlation between postsurgery pathology studies with presurgery
imaging studies in pancreas adenocarcinoma: A retrospective study
with 75 patients

A. B. Roche”, C. Horndler, A. Valero, N. Torrecilla Idoipe, S. Simon, M.
A. Trigo, M. J. Viso, J. I. Franco, I. Montejo, D. Rosero, A. Serrablo
"Hosp. Universitario Miguel Servet, Dept. of Surgery Pathology,
Zaragoza, Spain

Objective: In the 21st century pancreas adenocarcinoma will be the 4°
cancer death cause in the Western world since its rate of incidence equals
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its mortality rate, assuming a high fatality rate. The intent of this study is
to compare the preoperative radiology studies with the postsurgical pa-
thology studies.

Method: A retrospective study was performed with 75 patients with
pancreatic adenocarcinoma surgery in Miguel Servet Hospital,
Zaragoza (Spain) by the surgery pathology department in collaboration
with the radiology department. Several variables were chosen to analyze
the correlation between the two studies. A statistical study was performed,
including first, a descriptive study and inferential in second term.
Results: The results show that the study population is a good represen-
tation of general population, since the results can be extrapolated to arti-
cles published to date. It shows that multidetector CT is the best technique
today for the preoperative staging of the pieces of DPC, but shows serious
deficiencies with the correlation of these pieces in surgery patholoy
studies.

Conclusion: 1. The AP remains the “gold standard” in the staging of
pancreatic adenocarcinoma. 2. There is a good correlation between both
studies in retroperitoneal margin, peripancreatic fat infiltration and duo-
denum infiltration. 3. There is no statistical correlation between both
studies in tumour size and infiltrated regional lymph nodes.

PS-16-030

Prognostic significance of clinico-pathological variables in rectal can-
cer resected after neoadjuvant chemoradiotherapy

S. Lionti", L. La Rocca, L. Reggiani Bonetti, A. Ieni, F. Domati, V.
Barresi

“University of Messina, Dept. of Pathology, Gela, Italy

Objective: To investigate clinico-pathological factors affecting cancer-
specific survival (CSS) and disease-free survival (DFS) of patients with
rectal cancer after preoperative chemoradiotherapy (CRT) and surgical
resection.

Method: The prognostic relevance of clinico-pathological variables on
CSS and DFS was analyzed in 238 patients with rectal adenocarcinoma
surgically resected after neoadjuvant CRT. Tumour regression grade by
using Dworak score, clinical TNM (¢cTNM) and yTNM staging were
evaluated in all the cases.

Results: Dworak grade was 0 in 38, 1 in 84,2 in 62, 3 in 18 and 4 in 36
cases. Acellular mucin pools in 8 non-mucinous cases were considered as
total regression (Dworak 4). Craniocaudal extension <3cms, yT, cNO,
yNO, cMO0, yMO, total/subtotal regression (Dworak 3/4) were significant-
ly associated with longer CSS and DFS (P <0,05). Mucin pools had not
prognostic significance in cases with complete pathological response.
Craniocaudal extension and yN were significant independent variables.
Regression grade was an independent prognostic factor for DFS.
Conclusion: Pathological tumour regression by Dworak score has prog-
nostic significance in rectal cancer treated by CRT. Presence of acellular
mucin pools in surgical specimens is not related with mucinous histotype,
while it is associated with clinical behaviour similar to that of cases with
total regression and absence of mucin pools.

PS-16-031

Calretinin use for serosal invasion detection in case of colorectal
cancer

1 Drike*, I. Strumfa, A. Vanags, J. Gardovskis

Pauls Stradins, Clinical University Hospital, Riga, Latvia

Objective: Serosal involvement by colorectal cancer can remain
underdiagnosed due to evaluation difficulties, subjective approach and
lack of appropriate criteria [Stewart et al., 2011]. Thus, we investigated
the validity of immunohistochemical visualization of the mesothelial
marker calretinin to detect serosal invasion by advanced colorectal cancer.
Method: Non-perforated colorectal cancers, previously routinely classi-
fied as pT3-4 were retrieved from the archives. Immunohistochemistry
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(IHC) for leukocyte common antigen (LCA), CD68 and calretinin was
applied, followed by case reclassification into five groups: 1.cancer def-
initely invades serosal surface (SS); 2.invasion into SS reliably excluded,;
3.mesothelial desquamation (LCA+, calretinin-); 4. macrophages on SS
(LCA+, CD68+); S.inconclusive.

Results: Study included 61 advanced colorectal cancer cases (pT3-4).
After IHC, the tumours were reclassified as follows: 1st group comprised
11.5 % [95 % confidence interval: 5.7-21.8] cases; 2nd: 14.7 % [7.9—
25.7]; 3rd: 50.8 % [38.6-62.9] and 4th: 16.4 % [9.2-27.6] of cases. In 2
(5.3 % [1.5-17.3]) cases that were initially diagnosed as pT3 calretinin
IHC disclosed clear-cut serosal invasion. In 16 cases (22.5 % [14.4-33.5])
calretinin IHC was useful to identify SS mesothelium.

Conclusion: Calretinin detection does not ease diagnostics of serosal
involvement by colorectal cancer. Mesothelial desquamation is the most
frequent reaction.

PS-16-032

HER?2 status in gastro-oesophageal adenocarcinomas: The ‘equivo-
cal’ results, their incidence and significance

M. Sheehan®, A. O’Keeffe, G. Leonard, M. Keane, O. McAnena, C.
Collins

*Galway University Hospital, Dept. of Histopathology, Ireland

Objective: This study reports Her2 status for 224 oesophago-gastric
adencoarcinomas using immunohistochemistry (IHC) with follow-up
FISH done in 215 cases. We looked at overall results, site specific pat-
terns, IHC/ FISH concordance and cases with HER2 signals > =4, <6 /
nucleus (‘equivocal’ group as defined for breast in ASCO/CAP 2013
update).

Method: THC was performed on all 224 cases with FISH on 215 cases.
HER?2 signals/nucleus was noted for all cases. HER2 positivity was de-
fined in accordance with published guidelines (ASCO/CAP 2013).
Results: Overall HER2 positive rate was 23.7 % (n=153) with a higher
rate in oesophageal/oesophago-gastric junction tumours (O/OGJ) (n=40;
31.0 %) compared with gastric tumours (n=13; 13.7 %). Twenty-eight
tumours (12.5 %) showed HER2 signals in the range >=4,<6 without
meeting positive criteria otherwise. This ‘equivocal’ group was more
common in O/OGJ tumours (n=21; 16.3 %) compared with gastric tu-
mours (n=7; 7.4 %).

Conclusion: HER?2 overall patterns of expression are in line with pub-
lished data. This study gives detailed information into IHC/FISH concor-
dance across all categories. It identifies a numerically significant ‘FISH
equivocal’ group (12.5 % of all tumours). The possible significance of
this ‘equivocal’ sub-group is discussed in the context of current HER2
reporting guidelines and current literature.

PS-16-033
Actual status of distribution and prognostic impact of extramural
discontinuous cancer spread in primary gastric cancer
M.-Y. Cai", Y.-H. Ling, J.-W. Chen, R.-Z. Luo, J.-P. Yun, D. Xie

Sun Yat-Sen University, Cancer Center, Dept. of Pathology, Guangzhou,
People’s Republic of China

Objective: Metastatic nodules in perigastric adipose tissue without evi-
dence of residual lymph node (LN) structure (ND) have been identified in
gastric cancer (GC). However, the morphological features and clinical
significance of ND have not been clarified in gastric cancer. This study
was to clarify the actual status of distribution and prognostic impact of
ND in GC.

Method: A retrospective study was performed for 1148 consecutive GC
patients underwent curative gastrectomy with regional lymphadenectomy
at a single tertiary care center between 1996 and 2009, focusing on the
impact of ND detected by routine H&E staining on disease-free survival
(DFS) and cancer-specific survival (CSS).

Results: ND was detected in 16.0 % of patients in our cohort. The ND
status was significantly correlated with tumour size, infiltration depth, and
TNM stage (P <0.05). Patients with ND showed significant shorter DFS
and CSS than those without ND (P <0.0001for both). Univariate analysis
showed the variables affecting CSS included CA19-9, tumour size, lauren
classification, tumour differentiation, gastric wall invasion, LNM, distant
metastasis, TNM stage, and ND (P <0.05 for all). Multivariate Cox pro-
portional analysis identified ND as an independent predictor for CSS
(P=0.022).

Conclusion: The presence of ND is a risk factor for cancer progress and
an independent predictor of poor survival in GC after curative resection.

PS-16-034

Clinicopathological and prognostic characteristics of esophageal
sarcomatoid carcinoma: An analysis of 50 patients in a single
Chinese center

M.-Y. Cai’, P. Li, Y. Li, C. Zhang, J.-L. Huang, Y.-H. Ling, R.-Z. Luo, J.-
P. Yun, D. Xie

*Sun Yat-Sen University, Cancer Center, Dept. of Pathology, Guangzhou,
People’s Republic of China

Objective: The aim of this study was to explore the clinicopathological
characteristics and prognostic factors of esophageal sarcomatoid
carcinoma.

Method: Clinicopathological data of 50 patients with esophageal
sarcomatoid carcinoma in Sun Yat-sen University Cancer Center from
January 2001 to December 2014 were retrospectively analyzed, focusing
on the impact on disease-free survival (DFS) and cancer-specific survival
(CSS).

Results: Among the patients, the median age was 61.0 years, with a male-
to-female ratio of 2.85:1. The 5-year DFS and CSS rates were 53.6 and
68.9 %, respectively. In the univariate analysis, perineural invasion(PNI),
pathological stage, serum alkaline phosphatase(AKP), serum C-reactive
protein(CPR), white blood cell count, blood neutrophil count, neutrophil
to lymphocyte ratio(NLR) and blood mononuclear cell count were sig-
nificantly correlated with patients’ outcome. The multivariate analysis
suggested that PNI, AKP, CPR and NLR were independent prognostic
factors for CSS; while PNI, CPR and NLR were found to be associated
with DFS independent of other clinicopathological parameters.
Moreover, the combined prognostic model with PNI, CPR and NLR
can significantly stratify the risk (low, intermediate and high) for CSS
and DFS.

Conclusion: The proposed new prognostic model might aid to the risk
stratification and a personalized therapy for patients with esophageal
sarcomatoid carcinoma.

PS-16-035

CD8-Positive Cytotoxic T-Lymphocytes in Colorectal Carcinomas
(CRCs): Association with high-level Microsatellite Instability (MSI-
H) or germ-line MUTYH mutation

A. O. Ivantsov”, G. A. Yanus, M. A. Kleshchov, K. Shelekhova, E. N.
Imyanitov, A. G. lyevleva

"Petrov’s Institute of Oncology, Pathology, Saint-Petersburg, Russia

Objective: High number of tumour infiltrating lymphocytes (TIL) and
peritumoural lymphocytes (PTLs) is characteristic for MSI-H CRCs,
however their status has not been analyzed yet in another hypermutable
CRC entity, i.e. in cancers arising in MUTYH mutation carriers.
Method: CD8+ TILs and PTLs were evaluated in 8 MSI-H CRCs, 2
CRCs from biallelic MUTYH mutation carriers and 1 MUTYH hetero-
zygous patient (as a control). Tissue sections were
immunohistochemically stained with CD8-specific antibodies and
assessed by the digital image analysis system. TILs and PTLs were count-
ed in 5 high-power fields each.
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Results: In two MUTYH-related CRC, the TIL scores were 28 and 76,
and the PTL scores were 106 and 129, respectively; this values were 11
and 25 in the CRC obtained from the MUTYH-heterozygous patient. In
MSI-H CRCs the mean numbers were 112 (47-179) for TILs and 107
(33-304) for PTLs.

Conclusion: MUTY H-associated CRCs seem to be characterized by el-
evated infiltration by CD8+ lymphocytes, however the degree of this
infiltration in lower than in MSI-H tumours. This work has been support-
ed by the Russian Scientific Fund (grant number 14-15-00528).

PS-16-036

Gastric atrophy in breast and ovarian cancer patients carrying
BRCAI1 germline mutation

A. O. Ivantsov*, M. A. Kleshchov, A. A. Avanesyan, K. Shelekhova, A.
M. Shcherbakov, E. N. Imyanitov, A. P. Sokolenko

*Petrov’s Institute of Oncology, Pathology, Saint-Petersburg, Russia

Objective: High-risk stages (III, IV) of gastric mucosal atrophy are con-
sidered to be precursors of stomach carcinoma. Given that BRCA1 mu-
tations are associated with increased gastric cancer risk, we evaluated
presence and degree of gastric atrophy in BRCAL1 heterozygotes.
Method: 35 BRCAI mutation carriers were prospectively enrolled in the
study (breast cancer: 27; ovarian cancer: 8; mean age: 48 years (range:
22-71 years)). The majority of the patients had relatively low tumour
bulk and were analyzed before the chemotherapy. Five biopsy samples
were obtained from each of the patients. Slides were stained with
hematoxylin/eosin and alcian blue. The evaluation was performed ac-
cording to OLGA (operative link for gastritis assessment) system by 2
independent morphologists.

Results: 11/35 patients (31.3 %) did not have any evidence of gastric
atrophy. 12/35 (34.3 %) cases were classified as OLGA stage I, 10
(28.6 %) as OLGA stage II, 1 (2.9 %) as OLGA stage III, and 1
(2.9 %) as OLGA stage IV. None of the analyzed patients demonstrated
evidence for gastric cancer.

Conclusion: These preliminary results warrant further research on the
status of gastric mucosa in BRCA1/2 mutation carriers, with the emphasis
on yet healthy subjects and comparison with mutation-negative controls.
This work was supported by the Russian Scientific Fund (grant number
14-25-00111).

PS-16-037

Cell cycle regulation and its influence on the progression to oeso-
phageal adenocarcinoma using DNA ploidy and immunohistochem-
istry for Ki-67, p53, and E2F

1. Puccio*, D. Oukrif, S. U. Rehman Khan, V. Sehgal, A. Butt, D.
Graham, L. Lovat, M. Novelli, M. Rodriguez-Justo, R. Hamoudi
*University College London, Cancer Institute, United Kingdom

Objective: Anomalies in cell cycle regulation can lead to abnormal pro-
liferation resulting in tumourigenesis. The aim of the study is to correlate
cell cycle regulation on oesophageal adenocarcinoma progression using
chromosomal analysis and protein expression of cell cycle markers.
Method: Samples from 77 patients (squamous n= 12, Barrett’s n= 16,
low grade n=13, high grade dysplasia n=23 and adenocarcinoma
n=13) were immunostained for p53, Ki67 and E2F. DNA ploidy was
carried out using image cytometric analysis. Multivariate analysis using
Kruskall-Wallis test was used to compare between the histological grades.
Results: Multivariate analysis across the 5 groups showed the strongest
association with progression to be with E2F (p=0.0007) followed by
Ki67 (p=0.0075) and p53 (p=0.0325) being the weakest. Ploidy data
showed increase in aneuploidy in HGD and OAC with average DNA
index scores of 1.45 and 1.32 respectively.

Conclusion: E2F is most upregulated marker with strong contribution
from HGD and OAC compared to SQ. Ki67 showed upregulation in the
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earlier NDBE all the way to HGD and OAC. However p53 only showed
upregulation in OAC. Ploidy analysis showed aneuploidy increase in
HGD and OAC. Taken together, this suggests that cell cycle regulation
plays crucial role in the progression to OAC.

PS-16-038

Role of inflammation and T-cell response on Barrett’s oesophagus
progression to oesophageal adenocarcinoma

L Puccio”, S. U. Rehman Khan, A. Butt, D. Graham, D. Patel, V. Sehgal,
M. Novelli, L. Lovat, M. Rodriguez-Justo, R. Hamoudi

*University College London, Cancer Institute, United Kingdom

Objective: Barrett’s oesophagus (BO) occurs as a consequence of
inflammatory response triggered through prolonged reflux and
may precede the development of adenocarcinoma (OAC). T-cell
activation has been shown to play a role in the progression to
OAC. The aim of this study is to assess the potential role of T-
cells/immune checkpoints as biomarkers in the BO progression.
Method: 77 patients’ samples, including normal squamous (n = 12), non-
dysplastic Barrett’s (n=16), low grade (n=13), high grade dysplasia
(n=23) and adenocarcinoma (n=13) were stained with antibodies
against Survivin, PD1, FOXP3 and CTLA-4. Protein expression was
scored with Allred system. Mann—Whitney and Kruskall-Wallis tests
were used for statistical analysis.

Results: CTLA4 expression was upregulated in the dysplasia-
adenocarcinoma sequence but not at the stage of metaplasia (p =0.003).
Survivin was progressively upregulated across the different stages
(p<0.0001). There was no significant difference in PD1 or FoxP3 ex-
pression between any of the histological groups.

Conclusion: The results show that T-cells / immune checkpoint contrib-
ute to the progression of BO to OAC, in addition to survivin. This study
adds further evidence to the use of immune checkpoint blockade in upper
gastrointestinal cancer, but further studies are needed to assess the rela-
tionship of tumour-associated lymphocytes and the metaplasia-dysplasia-
adenocarcinoma sequence in BO.

PS-16-039

Expression profiles and clinical impact of MUC1, MUC2, MUCSAC
and MUCG in colorectal cancer

J. Betge", N. L. Schneider, L. Harbaum, M. J. Pollheimer, R. A. Lindtner,
P. Kornprat, M. P. Ebert, C. Langner

“Universititsklinik Mannheim, Medizin. Abt. 11, Germany

Objective: Mucin glycoprotein expression can be altered during the car-
cinogenic process. The impact on the prognosis of patients with colorectal
cancer (CRC) is controversial.

Method: We analyzed tumours from 381 patients for MUCI1, MUC2,
MUCSAC and MUC6 expression by immunohistochemical staining,
using tissue microarrays. Progression-free and cancer-specific survivals
were determined using the Kaplan-Meier method.

Results: Expression of intestinal mucin MUC2 was lost in 85 (23 %)
CRCs, and affected patients showed shorter progression-free surviv-
al (PFS, p=0.043). Gastric mucins MUC5AC and MUC6 showed
high (>50 %) aberrant expression in 28 (8 %) and 9 (2 %) cases,
respectively. High expression of MUCSAC was associated with lon-
ger PFS (p=0.055). High expression of MUC6 was associated with
100 % PFS (p=0.024) and longer cancer-specific survival (CSS,
p=0.043). MUCI1 was expressed in 238 (64 %) tumours and had
no impact on outcome. When analysis was restricted to stages II and
III, loss of MUC2 was associated with adverse outcome, while
overexpression of both, MUCSAC and MUCS6 significantly predict-
ed favorable PFS and CSS.

Conclusion: Loss of MUC2 expression proved to be a predictor of ad-
verse outcome, while the gain of aberrant MUCS5AC and particularly



Virchows Arch (2016) 469 (Suppl 1):S1-S346

S157

MUCG6 expression is associated with favorable outcome in CRC, espe-
cially in intermediate stages II and III.

PS-16-040

Influential factors and prognostic impact of lymph node count in
colorectal cancer

J. Betge*, L. Harbaum, M. J. Pollheimer, R. A. Lindtner, P. Kornprat, M.
P. Ebert, C. Langner

*Universititsklinik Mannheim, Medizin. Abt. II, Germany

Objective: Lymph node involvement is a major determinant of
prognosis for colorectal cancer (CRC) patients. We analyzed path-
ological factors related to lymph node retrieval and evaluated the
prognostic impact.

Method: The number of retrieved lymph nodes was assessed in 381 CRC
patients (excluding patients with neoadjuvant treatment) and was related
to different clinicopathological variables. Progression-free (PFS) and
cancer-specific survivals (CSS) were determined using the Kaplan-
Meier method.

Results: Median number of retrieved lymph nodes was 21 (mean 21,
range 1-56) in right-sided, 13.5 (16, 2-57) in left-sided and 17 (19, 3—
68) in rectal tumours. It was higher in patients with positive lymph nodes.
The number of retrieved lymph nodes was associated with T-
classification (p<0.001), UICC stage (p<0.001), tumour size
(p=0.03), localization (p<0.001) and length of the operation specimen
(p<0.001). In T3/T4 patients (n=283), both PFS (p=0.044) and CSS
(p=0.029) were significantly longer, when >12 lymph nodes had been
retrieved. Also, in T3/T4 NO patients (n=130) retrieval of >12 lymph
nodes was associated with improved PFS (p=0.037) and CSS
(p=0.029).

Conclusion: The number of lymph nodes retrieved was associated with
adverse outcome in intermediate stages of CRC. High T-classification,
tumour size, localization and length of the operation specimen were as-
sociated with increased number of lymph nodes.

PS-16-041
The prognostic significance of Cerb-B2 expression in gastric
carcinomas
B. Babaoglu*, A. Akyol, C. Sokmensuer, G. Gedikoglu
Hacettepe Universitesi Sihhiye, Ankara, Turkey

Objective: Cerb-B2 overexpression of some solid tumours, particu-
larly breast cancer, has been related with prognosis and response to
treatment. But there are a limited number of studies on this subject
in gastric cancer. In this study, we tried to determine the relationship
between prognosis and Cerb-B2 expression in patients with gastric
adenocarcinomas.

Method: 46 patients diagnosed with gastric adenocarcinoma in our de-
partment, between 2011 and 2015, were retrospectively investigated with
respect to clinical and pathological aspects. All patients were Cerb-B2
positive and some of the patients were re-evaluated with the FISH
method.

Results: Clinical follow up 37 of the 46 patients evaluated with
Cerb-B2 could be retrieved. Mean follow-up of these patients
was 9.6 months and 4 patients had died over this period. 31 of
37 patients had received chemotherapy and metastases were detect-
ed in 33 of them. 21 of 46 patients were evaluated with the FISH
method. 10 of 11 patients with Cerb-B2 score of +3 were also
FISH positive but one of them was negative. Metastasis was iden-
tified in 33 patients including; 21 patients with a cerb-B2 score of
+3, 9 patients with a Cerb-B2 score of +2 and 1 patients with
aCerb-B2 score of +1.

Conclusion: In this study presence of Cerb-B2 expression was seen to led
to increased metastasis and aggressive behavior therefore Cerb-B2

positivity and degree can be used as a prognostic factor in gastric adeno-
carcinomas.

PS-16-042

Role of inflammation induced by the serine-protease Granzyme A in
development of colorectal carcinoma in vivo

B. Fuertes Negro*, P. Sota, G. Mufioz, L. Santiago, M. Castro, J. Pardo,
A. Ferrandez, C. B. Marta, E. Mejia Urbaez, F. Felipo Berlanga

"HCU Lozano Blesa, Dept. of Pathology, Zaragoza, Spain

Objective: Inflammation supports the different phases of cancer devel-
opment, being one of the main factors of risk and prognosis in colorectal
cancer (CRC). Granzyme A (gzmA) induces an pro-inflammatory re-
sponse in macrophages and epithelial cells, regulating the production of
cytokines in vivo and in vitro. We have now analyzed the contribution of
gzmA to the development of CRC of inflammatory origin using different
drugs. In parallel the presence of gzmA in colic tissue from patients with
CRC has been analysed.

Method: Ulcerative colitis (UC) and CRC was induced in C57Bl/6 wild
type (wt), granzyme A KO (gzmA-/-) and granzyme B KO (gzmB-/-)
mice using 2,5 % DSS in drinking water alone (UC) or in combination
with a single dose of Azoxymethane. Disease evolution was monitored
during 2 months. Mice were evaluated after 60 days. The production of
inflammatory mediators was quantified in cultures of colic tissue ex vivo.
Results were evaluated using two-way ANOVA with Bonferroni’s post-
test and considered statistically significant if P <0,05.

Results: GzmA-/- mice showed a clinical score lower than wt controls.
The survival of the animals in the GzmA-/- group during the phase of
acute colitis was higher than 80 % in contrast to that observed in the wt
mice (lower than 40 %). Necropsies revealed that macroscopic and mi-
croscopic damage were significantly lower in GzmA-/- mice. The analy-
sis of the development of tumours in the distal region of the colon of
animals treated with DSS/azoxymethane evidence a lower incidence,
number and size in the GzmA-/- group.

Conclusion: This data suggest that inflammation induced by gzmA con-
tributes to CRC development in vivo.

PS-16-044

Anastomosing / crawling-type adenocarcinoma of the stomach

Y. Kato*, H. Kawachi, M. Kobayashi, N. Yamamoto, M. Takamatsu, Y.
Ishikawa

“The Cancer Institute of JECR, Pathology Dept., Tokyo, Japan

Objective: Gastric anastomosing/crawling-type adenocarcinoma
(ACTAC) is a neoplasm histologically comprising irregularly-fused
(holding-hands) glands with low-grade cellular atypia that tends to spread
laterally in the mucosa. ACTAC has been recognized as a distinct entity
preceding poorly differentiated adenocarcinoma, and frequently showing
mixed intestinal and diffuse type.

Method: From 563 T1 consecutive gastric cancer cases resected by en-
doscopy (326 cases) or surgery (237 cases), lesions including histologic
features of ACTAC were selected.

Results: Twenty-five lesions (25 of 563, 4.4 %), including 16
intramucosal and 2 submucosal invasive cancers, were identified.
Ten lesions were resected endoscopically. In remaining 15 lesions
resected surgically, two (25 %) showed lymph node metastasis.
One of those was an intramucosal cancer and the other was a
submucosal invasive cancer. Lymphovascular permeation was
found in 2 lesions and one of those showed lymph node
metastasis.

Conclusion: ACTAC is a distinct subgroup of gastric adenocarcinoma in
the early phase. To apply endoscopic treatment to this subgroup, stratifi-
cation of the risk for lymph node metastasis is needed by histologic
assessment.
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PS-16-045

Effects of acute exposure to orally administrated acrylamide on his-
tological structure of stomach tissue in Wistar rats

J. Ilic Sabo", M. Djolai, M. Zivojinov, A. Levakov Fejsa, M. Mocko-
Kacanski, J. Amidzic

*Novi Sad, Serbia

Objective: Acrylamide is a toxic chemical substance which is in 2002
discovered in foods rich in starch, which are prepared at high temperatures.
Method: The research was carried out 6 groups of 5 experimental ani-
mals (Wistar rats). Two control groups orally implicated distilled water.
Two experimental groups orally administrated acrylamide in a daily dose
of 25 mg/kg, and two dose of 50 mg/kg. Three groups were sacrificed
after 24 h and three after 72 h; On histological gastric tissue material is
applied qualitative and semi-quantitative histological analysis, stereolog-
ical measurements of individual compartments of the stomach wall, linear
measuring the number of mast cells in the mucosa and submucosa.
Results: Histological changes in the stomach tissue of Wistar rats are seen
as a direct slight damage of the surface epithelium, accompanying mild
inflammatory reaction and degranulation of mast cells. Directly toxic effect
on epithelium leads to the result of the reconstruction of the epithelium,
which is confirmed by the presence of immature form of mucoproductive
cells. Examined inflammatory and degenerative parameters show a positive
correlation with respect to dose and/or a time of exposition to acrylamide.
Conclusion: Knowing the mechanism of action of acrylamide allows to
apply adequate prevention and make an appropriate choice of therapeutic
methods.

PS-16-046

Telomere measurement of intestinal and cardiac-type mucosae in
Barrett’s oesophagus using quantitative-fluorescence in SITU
hybridization

J. Aida*, K. Takubo, N. Ishikawa, Y. Matsuda, T. Arai, T. Ishiwata, M.
Vieth

*Tokyo Met. Institute of Gerontology, Dept. of Geriatric Pathology, Japan

Objective: In many countries, Barrett’s oesophagus (BE) is defined as
columnar-lined oesophagus (CLO) with intestinal metaplasia (IM), IM being
considered to have a marked predisposition to cancer development. However,
our previous studies have demonstrated a close relationship between Barrett’s
carcinoma (BC) and cardiac-type (CT) mucosa (Hum Pathol 2011, AJSP
2015). On the other hand, we have revealed excessive telomere shortening
with chromosomal instability in precancerous lesions. In the present study, we
studied telomere lengths in IM, CT, and BC, where excessive telomere short-
ening induces chromosomal instability.

Method: In 41 EMR samples containing BC, IM, and CT, we measured
telomere lengths using our original quantitative-fluorescence in situ hy-
bridization method (Hum Pathol 2007).

Results: There was no significant difference in telomere length between
IM and CT.

Conclusion: Our findings suggest that chromosomal instability due to
telomere shortening is not peculiar to IM, and do not support the conten-
tion that IM has a special predisposition to cancer development.
Therefore, we consider that in accordance with the Japan and United
Kingdom definition, BE should be regarded as CLE with/without IM.

PS-16-047

Traditional serrated adenoma or serrated tubulovillous adenoma:

‘Which is which?

C. Cansiz Ersoz', S. Yiiksel, A. Kirmizi, B. Savas, A. Ensari
University of Ankara, Dept. of Pathology, Turkey

Objective: Epithelial serration, ectopic crypt foci (ECF), and cytoplasmic
eosinophilia are typical features of traditional serrated adenomas (TSA);

@ Springer

though they may be observed in conventional tubulovillous adenomas
(TVA). When there is accompanying adenomatous dysplasia, the differ-
ential diagnosis becomes more difficult. The term“serrated TVA” (STVA)
has recently been introduced to define TVA with serration. We, hereby,
present a series of TSAs with filliform architecture and adenomatous
dysplasia resembling TVAs.

Method: Eleven filliform TSAs showing epithelial serration, ECF and
cytoplasmic eosinophilia in more than 50 % of the polyp were analysed,
using an immunohistochemical panel including CK7, CK20, MUC2,
MUC 5AC, MUC6, CDX2, Beta-catenin, p16, p53, and Ki67.

Results: Nine polyps were located in the rectosigmoid while 2 were in the
proximal colon. Three cases had intramucosal carcinoma, one had high
and the remaining showed low grade dysplasia (7/11). Dysplastic areas
showed diffuse positivity with Ki67 and p53, and Beta-catenin. Gastric
foveolar differentiation was observed focally in all with MUC5AC ex-
pression whereas, 5 polyps showed focal CK7 positivity and 3 demon-
strated MUCG positivity. All polyps were diffusely positive with MUC2,
CK20 and CDX2.

Conclusion: Misinterpretation of adenomatous dysplasia in TSAs as a
TVA or a mixed polyp may lead to undertreatment of the patient.

PS-16-048

Gastric involvement in Inflammatory Bowel Disease (IBD): Clinical-

pathological correlations and utility of step sections analysis

L. Breic”, F. Sarocchi, H. P. Grochenig, M. Ortner, S. Siebert, C. Langner
Medizin. Universitit Graz, Inst. fiir Pathologie, Austria

Objective: Gastric involvement is well known to occur in inflammatory
bowel disease (IBD). However, a systematic clinical-pathological corre-
lation has not been evaluated.

Method: We analysed gastric biopsies from 182 cases of patients with
IBD (106 with Crohn’s disease (CD) and 76 with ulcerative colitis (UC)).
Afterwards, we performed additional serial sections.

Results: Symptoms related to upper gastrointestinal tract were present in
45 (42,4 %) CD cases and 40 (52,6 %) UC cases. Endoscopic alterations
such as erosions and ulcerations were seen in 42 (39,6 %) CD cases and
35 (46,1 %) UC cases. In original sections, upon histology, we found
focally enhanced gastritis in 40 CD cases and 17 UC cases.
Granulomas were observed in 7 CD cases and in one UC case, crypt
related. On serial sections, focally enhanced gastritis was found in 12
new CD cases and in 5 new UC cases. Additional granulomas were found
in 7 CD cases and one crypt related granuloma was observed in one
patient with UC.

Conclusion: The introduction of serial sections allowed us to detect the
presence of an increased number of gastric lesions, thus indicating that
single-level histological evaluation could underestimate their occurrence.
Moreover, our study confirmed the gastric involvement by both forms of
IBD.

PS-16-049

Diagnostic value of gamma delta intraepithelial lymphocytes in
gluten sensitivity: Any better than H&E or CD3?

A. Kirmizi", C. Kalkan, C. Cansiz Ersdz, B. Savas, H. Cetinkaya, Z.
Gencturk, A. Ensari

*University of Ankara, Dept. of Pathology, Turkey

Objective: The proportion of intraepithelial lymphocytes (IEL) express-
ing gamma delta T cell receptor (TCR) expands in gluten-sensitive enter-
opathy (GSE). We aimed to evaluate the number of gamma delta IELs in
comparison to H&E and CD3 counts, within the spectrum of gluten
sensitivity.

Method: The study group comprised of a spectrum of normal duodenal
biopsies (n=40), non-GSE IELosis (n=40), Type 1 (n=40) and Type 3
(n=40) serologically diagnosed GSE cases. The number of IELs/100
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enterocytes on H&E, CD3 and gamma delta immunostained sections
were assessed for each group and compared using Chi square test.
Results: IELs increased significantly through the spectrum (9.00; 19.50;
1.25 in normal, 23.00; 36.50; 3.75 in non-GSE, 38.00; 59.50; 5.00 in
Type 1,and 52.50;70.00; 8.00 in Type 3 GSE) on H&E, CD3, and gamma
delta immunostains respectively (p <0,001). IEL counts >28.50 on H&E,
>44.50 on CD3, and >3.87 on gamma delta immunostains had a sensi-
tivity of 91.30, 83.80 and 85.00 %, and a specificity of 97.50, 91.30, and
68.80 %, respectively, for GSE.

Conclusion: Anti TCR gamma delta antibody proves to be a useful
marker and can be used as a supportive tool for the diagnosis of GSE,
particularly when dealing with histological equvoical cases.

PS-16-050

Morphological changes of interstitial cells of Cajal, associated with
myenteric plexus in animal model of ulcerative colitis

L. Kakturskiy”, S. Kiriukhin, O. Makarova

Institute of Human Morphology, Moscow, Russia

Objective: The interstitial cells of Cajal associated with myenteric plexus
(ICC-MY) play an important role in motor function of gastrointestinal tract
(GI). They are affected in GI motor disorders including ulcerative colitis and
Crohn’s disease. However, morphology of ICC network isn’t sufficiently
characterized in colitis. Aims: to assess the morphological changes of the
ICC-MY in the distal colon using a murine model of acute ulcerative colitis.
Method: Acute colitis was induced in adult male C57BIl/6 mice by 3 %
aqueous solution of dextran sodium sulfate (DSS, 40 kDa). Histological
sections of distal colon were stained with hematoxylin and eosin. ICC-
MY were marked in the whole mount of colon muscular layer with the
anti c-Kit monoclonal antibody (ACK4). Digital images were obtained
with fluorescence microscopy and analyzed with the ImageJ software.
Results: DSS caused acute inflammation of the distal colon with exten-
sive mucosal ulceration. Vacuolar alterations of smooth muscle cells were
found. In control group colonic ICC-MY formed a tight network. In mice
with ulcerative colitis there was a decrease in number of cells and in
length of their processes. The network density decreased by 20-30 % in
colitis. Also specific granularity appeared in some of ICC-MY.
Conclusion: There are morphological changes of colonic ICC-MY,
which includes a decrease in their number and a damage of their process.

PS-16-051

The immune score in patients with colorectal cancer: A possible
approach for classification and prediction outcome

A. Gheju*, S. Taban, A. Jurescu, O. Vita, I. Mihai, S. Dema, C. Duta, A.
Dema

“University of Medicine Timisoara, Dept. of Pathology, Romania

Objective: Cancer development is influenced by the host’s immune sys-
tem. Data collected from large cohorts demonstrates that the immune-
classification has a prognostic value that may be superior to the TNM-
classification. Evaluation with Immunoscore (I) methodology could be a
useful prognostic marker in patients with colorectal cancers.

Method: Intratumoural immune reaction was investigated in 20 colorec-
tal tumours from a total of 166 diagnosed in 2011 at Emergency County
Hospital Timisoara. Cytotoxic (CD3) and memory (CD45RO) T cells
were quantified by immunohistochemical analyses of tissue sections in
the center (CT) and the invasive margin (IM) of the colorectal tumours.
Results: The results were correlated with patient survival. Densities of
CD45RO(+) and CD3(+) cells in tumour regions (CT/IM) classified the
patients into four prognostic groups. The four groups were associated
with dramatic differences overall survival (all P<0.0001). The
Immunoscore provides a score ranging from (low densities of both cell
types found in both regions), to 4 (high densities are found in both
regions).

Conclusion: The Immunoscore could be a useful prognostic marker in
patients with colorectal cancer. The combined analysis of CD3(+) and
CD45RO(+) cells in specific tumour regions could provide a useful
criteria for the prediction of survival.

PS-16-052

Changes in the expression of beta-tubulin isotypes are associated
with different prognosis and chemosensitivity of colorectal cancer
A. Portxanko*, K. Ruksha, M. Malko, A. Mezheyeuski, A. Nerovnya, T.
Bich, G. Tur

"Belarusian State Medical University, Dept. of Pathology, Minsk, Belarus

Objective: To reveal influence of the expression of betal- and betalll-
isotypes of tubulin on CRC outcome.

Method: The study was performed on surgical material of 125 CRC.
Double immunofluorescence with anti-cytokeratin and anti-betal- or
anti-betalll-tubulin antibody was performed. Expression was analyzed
by image analyses software and was calculated as ratio of integrated
density to epithelial region’s area and normalized according to positive
and negative controls.

Results: The expression of betal-tubulin was significantly elevated in
CRC (p=0,000). Lower values of betal-tubulin expression in CRC were
associated with lower disease-free (p =0,008) and cancer-specific surviv-
al (p=0,015). Betalll-tubulin was almost absent in normal mucosa, but
was present in CRC cells (p=0,000). Elevated value of betal-tubulin in
CRC was associated with lower disease-free (p=0,002) and cancer-
specific survival (p=0,022). Increased expression of betalll-isotype in
tumour budding was associated with lower disease-free survival in pa-
tients on 5-FU chemotherapy (p=0,010).

Conclusion: These results demonstrate for the first time that betal-tubulin
expression is increased in CRC, but lower levels of this isotype are asso-
ciated with worse survival. Expression of betalll-tubulin is also increased
in CRC, but higher level of it is associated with worse survival.
Upregulation of betalll-tubulin in tumour budding could be important
for determination of 5-FU resistant patients.

PS-16-053
Inflammatory Bowel Diseases (IBD) are associated with changes in
betal-tubulin expression epithelial cells
A. Port anko*, P. Perevoschikov, K. Ruksha, J. Gorgun
Belarusian State Medical University, Dept. of Pathology, Minsk, Belarus

Objective: To reveal changes in the level of betal-isotype of tubulin in
IBD.

Method: The study was performed on biopsy fragments of colonic
mucosa from 61 patients: 12 with Crohn’s disease (CD), 27 with
ulcerative colitis (UC) and 22 controls. Double immunofluores-
cence with anti-cytokeratin antibody and anti-betal-tubulin was
performed. Expression was analyzed by image analyses software
and was calculated as ratio of integrated density to epithelial
region’s area and normalized according to positive and negative
controls.

Results: The expression of betal-tubulin was detected in epithelial cells in
both inflamed and normal colonic mucosa. In joined IBD group the level
of betal-tubulin was significantly reduced (p =0.000). But in the group of
CD the expression was increased comparing with both control (p =0.029)
and UC groups (p=0.000). The linear regression revealed significant
relation of betal-tubulin with the presence of dysplasia (p=0.000). No
relation was found with disease activity signs, mucus depletion and crypt
depletion.

Conclusion: These results demonstrate for the first time that betal-tubulin
expression is altered in IBD and this phenomenon has the opposite direc-
tions in CD and UC. Further investigations are needed to understand
clinical significance of these findings.

@ Springer
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PS-16-054
Florid T-cell lymphocytosis in appendix could be misinterpreted as T-
NHL
F. Tordanidis”

Gloucestershire Hospitals, NHS Trust, Cellular Pathology Laboratory,
Cheltenham, United Kingdom

Objective: Intravascular lymphocytosis (IVL) in appendectomy speci-
mens is a fairly common phenomenon and should not be confused with
chronic lymphocytic leukaemia. Here, an exuberant intravascular T-cell
lymphocytosis at the tip of the appendix, extending into the serosa and
subserosal tissues is presented.

Method: 28-year-old female referred to hospital with acute abdominal
pain. Laparoscopic appendicectomy was performed. The gross examina-
tion showed an appendix measuring 49 mm in length and 6 mm in diam-
eter with inflamed tip.

Results: The microscopic examination revealed intravascular accumula-
tion of monomorphic small lymphocytes in the serosal vessels, at the tip
of'the appendix, which extended into the subserosal tissues. There was no
evidence of acute appendicitis. Immunohistochemistry showed that these
small lymphoid cells were positive for CD3, CD5 and bcl-2. Staining for
CD20, CD10, bel-6, CD23, TdT, CD34, CD56, MUM-1, Cyclin-DI,
CD30, CD3 and EBV (EBER) was negative. Ki-67 staining showed a
very low proliferation index. Gene rearrangement for T cell clones dem-
onstrated no evidence of monoclonal T cell population.

Conclusion: Surgical manipulation and the patient’s innate immunity are
contributary factors to the development of the IVL phenomenon.
Pathologists should be aware of this histological artefact in order to pre-
vent overdiagnosis of lymphoid neoplasia.

PS-16-056

Expression of Cdx2 in primary gastric carcinomas

A. Dhaoui’, A. Khadhar, D. Ben Ghachem, S. Ben Slama, K. Bellil, S.
Haouet

“FSI Hospital de La Marsa, Dept. de Pathologie, Tunisia

Objective: Cdx2 is a homeobox domain-containing transcription factor
that is important in the development and differentiation of the intestinal
cells and served as a potential biomarker of tumour progression in early
intestinal-type gastric cancer. The aim of this study was to evaluate the
frequency of Cdx2 in gastric carcinomas and to investigate its expression
in these tumours.

Method: It was a retrospective study of 32 cases with primary gastric
carcinoma that were analyzed over a period of lyear and a half. The
follow-up period varied between two and 48 months. The expression of
Cdx2 in gastric carcinomas was detected using immunohistochemical
method.

Results: Cdx2 expression was detected in 34 % (11 cases/32) of gastric
cancer cases. Expression of Cdx2 was significantly higher in intestinal-
type carcinomas than in diffuse-type carcinomas (82 versus 10 %;
p<0,01). Moreover, positive expression of Cdx2 was mainly found in
moderately to well differentiated gastric carcinomas (p <0,05).
Howerver, the presence of Cdx2 was not associated with tumour size,
TNM stage, vascular and perineural invasion.

Conclusion: Cdx2 plays an important role in the differentiation of normal
and neoplastic gastric tissues. Further clinical studies are needed to con-
firm the role of Cdx2 in clinical practice.

PS-16-057

Expression of TMEM16A (DOG1) by medullary colorectal
carcinomas

J.-F. Mosnier*, D. Dansette, S. Métairie, S. Bezieau, C. Toquet, C.
Bossard

“Hétel Dieu de Nantes, Dept. de Pathologie, France

@ Springer

Objective: Because calretinin is expressed in medullary colorectal carci-
nomas (MCRC), we assessed the expression of calcium-dependent chlo-
ride channel TMEM16A (DOG1) in these tumours.

Method: Seventeen MCRC were included. DNA mismatch repair
status, KRAS and BRAF mutational status, MGMT and pl6 ex-
pression were assessed. The following immunophenotypic traits
were studied: cytokeratin 7, cytokeratin 18, cytokeratin 20,
MUC2, MUC4, MUCS5AC, MUC6, EPCAM, chromogranin A,
synaptophysin, CD56, CDI15, calretinin and TMEMI16A. Cajal
Interstital cells in normal colonic walls served as positive controls
for TMEM16A. Seventy six additional non MCRC were immuno-
stained for TMEM16A.

Results: All MCRC but one had MSI-H status. Eight of them displayed
BRAF mutation and 9 a loss of pl16 expression. The most frequent
immunoprofile of MCRC combined the expression of cytokeratin 18
(100 %), EPCAM (100 %), TMEMI16A (76 %), CDI15 (76 %) and
calretinin (70 %). TMEM16A expression was also observed in 13 of
the 76 (17 %) non MCRCs. In normal colonic mucosa, TMEM16A was
detected in epithelial cells at the bottom of the crypts including goblet
cells.

Conclusion: TMEM16A (DOG1) expression by medullary carcinomas
suggests that these histologically “undifferentiated” tumours harbour a
differentiation state mimicking that of cells from the colonic crypt bottom,
involved in water absorption and mucus secretion.

PS-16-058
Screening neuroendocrine component in advanced gastric cancers
N. Karnaukhov”, 1. Derizhanova

Rostov Institute of Oncology, Dept. of Pathology, Russia

Objective: To conduct the screening of neuroendocrine component (NC)
in advanced gastric cancers.

Method: 25 gastric tumours (IIIA-IV stage) after gastrectomy were in-
vestigated. The conventional methods, IHC studies with antibodies to
chromogranin A, synaptophysin, NSE, Ki-67 were used.

Results: The ratio of M:F—2.1: 1. The average—65 years (43-77). 16 %
of tumours (4 patients) had a NC more than 90 %, ulcerative type, were
located on the border fundus and antrum, Ki-67 more than 55 %. 1
neoplasm were located in the fundus, protruding type, 4.5 cm diameter,
regarded as MANEC (NC—35 % with Ki-67—20 %, exocrine—G3
adenocarcinoma with Ki-67—70 %). 8 infiltrative-ulcerative neoplasms
(32 %) of different localization were presented mostly undifferentiated
cancers and papillary adenocarcinomas, with spread serosa and multiple
metastases in regional lymph nodes (NC—up to 10 %). 7 tumours (28 %)
were submitted mainly tubular adenocarcinomas Grade 2 and 3 without
the NC. 20 % of tumours had a structure mostly signet ring cell carcino-
ma, many cells contain both mucus and neuroendocrine granules
(amphicrine carcinoma).

Conclusion: 52 % of advanced gastric cancers have neuroendocrine
components in different proportions, 16 % of which was the major (more
than 90 % of the tumour). Signet ring cell gastric cancers are often
amphicrine.

PS-16-059
Cancer stem cell markers CD44, ALDH-1 and Lgr-5: Their relation-
ship with clinicopathologic parameters and survival
G. Ayranci , K. Uprak, C. Celikel
Umraniye Training Hospital, Dept. of Pathology, Istanbul, Turkey

Objective: CD44 and ALDH-1 are well known markers for cancer stem
cells (CSC). Lgr5 is a recently found CSC marker in the gastrointestinal
tract. The goal of this study is to determine the distribution of CSCs,
investigate their relationship with clinicopathologic parameters and sur-
vival in gastric adenocarcinomas (GAdC).
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Method: CD44, ALDH-1 and Lgr5 immunostains were performed in
153 GAdC cases. Clinicopathologic parameters investigated were age,
gender, tumour location, histological type, grade, stage,
lymphovascular- perineural invasion and stromal response. Clinical fol-
low up was available in 144 cases.

Results: CD44 staining was associated with intestinal morphology,
lymphovascular invasion and desmoplastic response. ALDH-1 staining
was seen in proximally located and low grade GAdCs. Lgr5 staining was
correlated with low grade and low stage. No relationship was found with
CD44 ve ALDH-1 whereas increased survival was associated with Lgr5
staining (p <0.05).

Conclusion: The relationship between CD44 and poor prognostic factors
may indicate that CD44+ cells are the actual cancer stem cells and they
may play a role in planning the treatment. ALDH-1 staining was closely
related with proximal GAdC, reflecting that these stem cells could be
particular to this location. Lgr5 staining seen in low grade and early stage
tumours may reflect their role in earlier steps of carcinogenesis.

PS-16-060

The relationship between KRAS, NRAS, BRAF, PIK3CA, and TP53

mutations and tumour morphology and behavior in colorectal

adenocarcinomas

J-W. Kim", M.-E. Hong, M.-K. Shin, B.-C. Kim, S.-J. Jang, S.-M. Hong
Kangnam Sacred Heart Hospital, Dept. of Pathology, Seoul, Republic of

Korea

Objective: Tumour budding in CRCs is a notable histologic feature as-
sociated with an adverse outcome and aggressive histopathologic find-
ings, such as lymphovascular tumour emboli (LVE), perineural invasion
(PNI), and an infiltrative growth pattern. We aimed to investigate the
associations between molecular alterations and clinicopathologic param-
eters including tumour budding.

Method: We examined KRAS, NRAS, BRAF, PIK3CA, and TP53 mu-
tations in 90 CRCs using a multi-gene panel with the Sequenom
MassARRAY technology platform and analyzed the results.

Results: The incidences of KRAS, PIK3CA, NRAS, BRAF and TP53
mutations were 42.2 %, 12.2 %, 1.1, 2.2, and 23.3 %, respectively. A high
tumour budding grade was correlated with KRAS mutations (p <0.001). In
addition, KRAS codon 12 and PIK3CA exon 9 mutations were associated
with a high tumour budding grade (p=0.016 and 0.006, respectively). LVE
and PNI were correlated with KRAS mutations in exon 3 and 4 (p=0.044
and 0.049, respectively). The median disease free survival of patients with
PIK3CA mutant tumours in exon 9 was shorter than those of patients
without PIK3CA mutation (28.3 vs 47.7 months, p=0.030).

Conclusion: Our results show the associations between certain KRAS or
PIK3CA mutations and aggressive clinicopathologic findings such as
high tumour budding grade, LVE, and PNI.

PS-16-061

SATB?2 is a promising biomarker for identifying colorectal origin in

liver metastatic adenocarcinoma

M.-Y. Cai", Y.-J. Zhang, J.-W. Chen, H.-Z. Zhang, J.-P. Yun, D. Xie
Sun Yat-Sen University, Cancer Center, Dept. of Pathology, Guangzhou,

People’s Republic of China

Objective: SATB2 has been shown to be a sensitive marker of normal
colorectal epithelium and colorectal adenocarcinoma (CRC). The aim of
the present study was to compare the possible differences in SATB2
expression between primary CRCs and their corresponding liver metas-
tases, and to elucidate the use of SATB2 as a promising biomarker for
identifying CRCs in a metastatic setting.

Method: In this study, we utilized immunohistochemistry to stain SATB2
in tissues arrays containing 337 primary and 78 liver metastatic adeno-
carcinomas from different digestive anatomic sites.

Results: Nonneoplastic colorectal epithelia were SATB2-positive.
Among primary digestive system adenocarcinoma, SATB2-positive
staining was observed in 99/101 CRCs, 2/97 gastric cancers, 3/82
cholangiocellular carcinomas, 1/30 pancreatic cancer and 0/28 duodenum
cancers, respectively. The sensitivity and specificity of SATB2 for CRC
detection was 97.0 and 97.5 % in the primary adenocarcinoma. Among
liver metastases, positive staining of SATB2 was observed in 53/58 met-
astatic CRCs, 2/12 metastatic gastric cancers and 0/7 metastatic pancre-
atic cancers, respectively. For diagnosis of liver metastatic adenocarcino-
ma, the sensitivity and specificity of SATB2 for colorectal origin detec-
tion was 91.4 and 94.7 %.

Conclusion: Our findings suggest that SATB2 staining, as examined by
immunohistochemistry, can serve as a promising diagnostic biomarker
for liver metastasis of colorectal origin.

PS-16-062

What is the value of radical resection after local excision of early
colorectal cancer?

A. van Tilburg", G. Bokkerink, 1. Nagtegaal

Radboud Univers. Medisch Centrum, Dept. of Pathology, Nijmegen,
The Netherlands

Objective: To evaluate outcomes of the subsequent resection after local
excision of early colorectal cancer (CRC).

Method: From all patients who underwent a local excision for CRC
between January 2013 and July 2015, the pathology report and the
follow-up were extracted from the national pathology database (PALGA).
Results: In total, 2016 patients with a local excision were identified. Risk
factors could not be determined in a substantial proportion. Close resec-
tion margins (<1.0 mm) were present in 655 patients (out of 1373,
47.7 %), sm3 invasion was present in 84 patients (out of 197, 42.6 %),
303 patients had Haggit level 3/4 (out of 838, 36.2 %), 228 had lymphatic
invasion (out of 1725, 13.2 %). In total 483 patients underwent an addi-
tional resection (24.0 %). After radical resection residual carcinoma was
present in 152 patients (31.5 %). Positive lymph nodes were found in 82
patients (17.0 %); in 18.5 % of patients with LI and in 16.4 % of patients
without LI in the local excision. The percentages of positive lymph nodes
per Haggit level (1-4) were 5.9, 13.8, 16.1, and 37.5 %, respectively. For
the Kikuchi level (sml - sm3) percentages were 0, 33.3, and 18.8 %,
respectively.

Conclusion: Existing high risk features do not adequately predict the
presence of lymph node metastases.

PS-16-064
Neoangiogenesis and histochemical expression of mucins in colorec-
tal adenocarcinoma
M. Rakocevic*, S. Jancic, F. Vukmirovic, V. Milosevic
Faculty of Medical Sciences, Dept. of Pathology, Kragujevac, Serbia

Objective: The aim of this study was to investigate histochemical expres-
sion of mucins comparing to neoangiogenesis in colorectal
adenocarcinoma.

Method: From paraffin blocks of 75 patients operated from colorectal
carcinoma, the cuts were made and routine HE, histochemical AB-PAS
and HID-AB methods, and immunohistochemical ABC method with
anti-CD105 antibodies were implemented. After semiquantitative analy-
sis of expression of neutral (fucomucins), slightly acidic(sialomucins) and
strongly acidic(sulphomucins), microvascular density (MVD) per mm2
was calculated stereometrically. Software package SPSS (version 13.0)
was used.

Results: Moderate and hyper-secretion of sialomucins were the most
frequent in colorectal carcinoma (in 88 % of cases), while there was a
trace of secretion of fucomucins and sulphomucins(48 %, 53.3 %). In
adjacent non-tumour tissue, most frequent finding was moderate and

@ Springer
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hyper-secretion of sulphomucins (100 %), while there was a trace of
secretion of fucomucins(97.3%of cases) and sialomucins (68%of cases).
Expression of sialomucins is with significant and highly positive correla-
tion coefficient (0.44) connected with neoangiogenesis index (mvdIDX).
Moderate and statistically significant, but negative correlation coefficient
(—0.33) connects sulphomucins with mvdIDX in colorectal
adenocarcinoma.

Conclusion: Qualitative and quantitative disorders of epithelial
mucin secretion occur in colorectal adenocarcinoma. Mucins-
histochemical alterations are in significant correlation with index
of neoangiogenesis.

PS-16-065

Diet-related genes polymorphisms are associated with colorectal can-
cer risk

L. Carvalho”, P. Jegundo, R. Pandeirada, J. Mendes, S. Fernandes, M.
Reis Silva, V. Sousa, S. Balseiro

*University of Coimbra, Inst. of Anat. Mol. Pathology, Faculty of
Medicine, Portugal

Objective: Association between colorectal cancer (CRC), diet and diet-
genes stay uncertain. Some authors proposed diet and gene interactions
may explain some of the inconsistencies related to diet and CRC associ-
ation. This study aimed to correlate diet-genes polymorphisms (within
lipid, folate, and oxidative stress metabolisms) with CRC risk.

Method: A total of 119 CRC biopsies and 100 blood samples from
healthy subjects (control-group) were incorporated in this study. Lipid
metabolism(LM): APOA1 APOB, APOC3, APOE, CETP, and NPY;
folate metabolism(FM): MTHFR, MTR, and MTRR; oxidative-stress
metabolism(OSM): MnSOD, SOD3, GSTP1, GSTT1, and GSTM1 poly-
morphisms were genotyped using PCR-SSP Kkits.

Results: LM mutant-genotypes: APOAI(=75)AA (p=0.001);
APOC3(3175)GG (p=0.0002); CETP(279)AA (p=0.003), and
NPY(7)CC (p<0.0001), were found associated with CRC risk. FM
mutant-genotypes MTHFR(677)TT (p=0.04), MTHFR(1298)AC
(p<0.0001), and MTR(2756)GG (p=0.0002), were prevalent among
CRC subjects. OSM mutant-genotypes MNSOD(175)CC (p<0.0001),
SOD3(213)GG (p<0. 0001), GSTP1(105)GG (p<0.0001), and
GSTT1-null (p<0.0001; OR:7.71; 95%CI:3.83-15.56) were correlated
with CRC risk.

Conclusion: A positive association between CRC prevalence and several
diet-related genes mutant-genotypes were observed. It seems that dereg-
ulation of genes involved in OSM, FM and LM processes seems to have
an important role in p53 inactivation. Our results provide preliminary
evidence that mutations in diet-related genes may be risk factors for CRC.

PS-16-066

IL-1 common polymorphisms are associated with colorectal cancer
risk

L. Carvalho*, S. Balseiro, P. Jegundo, R. Pandeirada, M. Reis Silva, M.
Alvarez, S. Fernandes

*University of Coimbra, Inst. of Anat. Mol. Pathology, Faculty of
Medicine, Portugal

Objective: Interleukin-1 (IL-1) pluripotent cytokine is responsible for the
mediation of immunological functions. Inflammation with altered expres-
sions patterns triggers colonic inflammation and cancer susceptibility and
development was studied to correlate with colorectal cancer (CRC). We
intended to investigate IL-1A, IL-1B and IL-1RA common polymor-
phisms in CRC development risk.

Method: A total of 50 CRC biopsies and 100 blood samples from healthy
subjects control group, were genotyped for IL-1A -889T>C; IL-1B -
511C>T, IL-1RA 11100T>C polymorphisms using commercially avail-
able Kkits.
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Results: IL-1A and IL-1B, low producer genotypes, IL-1A -889CC
(OR=0.2; 95 % CI:0.1-0.4); IL-1B -511CC (OR=0.5; 95 % CI:0.3—
0.9) were associated with CRC absence (p<0.005), while IL-1B low
producer allele, IL-1B -511C (OR=1.78; 95 % CI:1.0-3.1) was more
frequent in control group (p<0.05). We also verified that IL-1RA
11100TT (OR=0.4; 95 % CI:0.2-0.7) and IL-1RA 11100T (OR=0.4;
95 % CI:0.4-0.7) were associated with CRC absence (p <0.005).

Conclusion: IL-1 genes revealed a strong linkage with CRC and IL-1A,
IL-1B, IL-1RA polymorphisms were associated with IL-1A and IL-1B
downregulation (related with pro-inflammatory responses among colonic
and rectal carcinomas) and can decrease tumour induction and prevent
CCR development. Although not directly linked to the disease, these
genes can be important biomarkers for this multifactorial disease.

PS-16-067
Colorectal signet ring cell carcinoma: A clinicopathological study of
10 cases
H. Belkralladi*, K. T. Douidi, Z. Merad, T. Guendouzi, A. Tou
Dijillali Liabes University, Dept. of Medicine, Sidi Bel Abbes, Algeria

Objective: The aim of this study was to analyse the clinico-pathological
features of patients with colorectal signet ring cell carcinoma (SRC).
Method: Retrospective study of 340 cases of colorectal cancer including
10 cases of (SRC) diagnosed at our department of pathology over 6 years
from 2010 to 2015. Data concerning gender,age, tumour location, mac-
roscopic appearance,lymph node metastasis,pathologic stage and MSI
status were analyzed.

Results: The total number of colorectal SRC was 10 cases, which repre-
sents 2,9 %, including 7 males (70 %) and 3 females (30 %),aged between
34 to 67 years with median of 48,2 %. The diagnosis was made on
surgical resection in 7 cases and only on biopsy in 3 cases. Two patients
had Crohn’s disease history. The RSC are slightly more common in the
left colon 4 cases (40 %) followed by equal frequency in both the right
colon and rectum each 3 cases (30 %). Macroscopically, 8 cases (80 %)
have an infiltrative gross appearance. Seven patients (70 %) had stage VI
with peritoneal carcinomatosis and distant metastases at the time of
diagnosis.

Conclusion: The purpose of our study is to demonstrate the aggressive-
ness of colorectal SRC, which occur more in younger patients, and often
at an advanced stage at diagnosis, than usual adenocarcinomas.

PS-16-068

Lanthanum deposition in the stomach and transfer via lymph flow

A. Tonooka*, S. Uda, H. Tanaka, T. Kikuchi, M. Obata, T. Uekusa
Komagome Hospital, Dept. of Pathology, Tokyo, Japan

Objective: Lanthanum carbonate (LC) is an orally administered phos-
phate binder for end-stage renal disease patients. Its absorption has been
thought to be minimal. Recently, a few cases showing lanthanum depo-
sition in the gastric biopsy specimen were reported in Japan. We evalu-
ated lanthanum deposition and its spreading in the gastrectomy specimen.
Method: 81-year old woman and 67-year old man who undergo hemo-
dialysis and take LC as a phosphate binder were received subtotal gas-
trectomy for gastric cancer. We checked the specimen microscopically
and confirmed LC deposit by scanning and transmission electron
microscopy-energy-dispersive X-ray spectroscopy for the former.
Results: Lanthanum deposition were observed in the metaplastic atrophic
area extensively and also in the regional lymph nodes. Its deposition was
found at neoplastic area, too. They have shown no adverse effect so far.
Conclusion: These findings suggest that lanthanum is absorbed in the
stomach and transported via lymph flow. And deposition would be asso-
ciated with intestinal metaplasia, which might be a reason why lanthanum
deposition was reported by only Japanese, who mostly carry intestinal
metaplasia in gastric epithelium.
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PS-16-069

Immunoexpression and signficance of B-Catenin and Sox2 in adeno-
matous polyps and adenocarcinomas of colon

£\I. Eti", L. Gurses, D. Giirsoy, E. Serinsoz Linke, E. Ucbilek, T. Colak
Mersin University, School of Medicine, Turkey

Objective: To investigate the immunohistochemical expression of (3-
catenin and Sox-2 in adenomatous polyps and adenocarcinoma of colon,
also evaluation effect and significance of these markers in adenoma-
carcinoma sequence.

Method: There were 56 tubular adenoma with low grade
displasia(TALGD), 53 tubular adenoma with high grade
displasia(TAHGD), 44 tubulovillous adenoma(TVA), 29 villous
adenoma(VA) and 60 adenocarcinoma. Nuclear staining of Sox-2
and (3-catenin and also cytoplasmic staining of (-catenin were
evaluated. Semiquantitative scoring was performed. Results were
compared between groups. The relationship between the findings
and clinicopathological parameters were evaluated.

Results: Nuclear 3-catenin expression was higher in adenocarcino-
ma than polyps. The expression in the polyp groups was higher in
VA, TVA, TVA than TAHGD, TAHGD and TALGD, respectively.
Cytoplasmic 3-catenin expression was significantly higher in ad-
enocarcinoma than VA, TVA, TAHGD and TALGD groups; in VA
higher than TVA, TAHGD and TALGD; in TVA higher than
TAHGD; in TAHGD higher than TALGD. There were significant
differences between nuclear [3-catenin and tumour differantiation
and lymphovascular invasion. Nuclear Sox-2expression was higher
in adenocarcinoma and TVA than VA.

Conclusion: B-catenin results were consistent with the literature. High
Sox-2 expressions were correlated with malignant potential. Further mo-
lecular studies are needed for the effect of Sox-2 in adenoma-carcinoma
sequence.

PS-16-071

Changing trends in H. Pylori gastritis: From antral predominant to
corpus predominant?

E. Ocal’, S. Kiremitci, A. Kirmizi, C. Cansiz Ersdz, N. Kursun, B. Savas,
A. Ensari

*Ankara University, Turkey

Objective: Early H. pylori gastritis is antral predominant while
advanced gastritis is typically an extensive pan-gastritis involving
both corpus and antrum. Prolonged use of PPI affects both the
distribution and severity of gastritis which may become corpus
predominant. The aim of the present study was to evaluate the
variations in the pattern of H. Pylori gastritis within a time span
of 10 years.

Method: Pathology reports of cases with a diagnosis of H. Pylori
gastritis between 2005 and 2015 years were retrieved from the
database evaluated for the histopathologic parameters included in
Syndey classification both for corpus and antrum. The results
were analyzed using chi-square, Wilcoxon and McNemar and ho-
mogeneity tests.

Results: There were 9715 cases with a diagnosis of H. Pylori gastritis,
86.0 % of which showed pangastritis whereas 6 % was corpus predom-
inant and 8 % was antrum predominant gastritis. The incidences of
pangastritis, antral and corpus predominant gastritis ranged between
81.5-89.0; 5.0-12.4; 4.1-8.3 %, respectively, over 10 years. There was
a significant increase in the incidence of corpus predominant gastritis
whereas the incidence of antral gastritis decreased significantly
(<0.001).

Conclusion: Unsuccessful eradication therapies and long-term use of
PPIs seem to change the presentation pattern of H. Pylori gastritis, from
antral to corpus predominant.

PS-16-072
CD133 expression is related with survivin expression in surgically
resected stage II and III colorectal cancers
M.-Y. Cho®, W. L. Li, M.-R. Lee, E. Choi, T. Kim
Yonsei University Wonju, Pathology, Republic of Korea

Objective: Cancer stem cell has been investigated as a new target
for colorectal cancers. We have reported that CD133, cancer stem
cell marker, positive cell showed a higher level of survivin ex-
pression than siRNA-induced CD133- cell and high survivin ex-
pression in CD133+ was related to chemoresistance to 5-FU
in vitro study. In this study, we try to know the result of our
in vitro study can be applied to the clinical samples.

Method: We investigated CD133 and survivin immunohistochemical
(IHC) expression in stage II and III colorectal cancers from 187 patients
treated by surgical resection with/without 5-FU based chemotherapy.
Terminal deoxynucleotidyl transferase mediated dUTP Nick End
Labeling (TUNEL) assay for apoptosis was performed.

Results: Mantel-Haenszel test established a linear association between
nuclear survivin and CD133 expression (p = 0.0178) although neither had
prognostic significance according to the level of IHC expression. There
was no correlation between survivin and invasion depth (p=0.2674),
lymph node metastasis (p=0.7128) or histologic differentiation
(p=0.5314). Apoptotic index (Al) was related with CD133 and survivin
expression (Mean+ SD; 4.2308 +3.8123 in CD133- vs 5.1654 +£4.9607
in CD133+ (p=0.0336), 4.1026 + 3.6906 in survivin- vs 5.1164 +4.8941
in survivin + (p=0.0443).

Conclusion: CD133 expression is significantly related with survivin ex-
pression and apoptosis in colorectal cancer patients.

PS-16-074
The utility of imprint cytology of gastrointestinal endoscopic biopsies
at Kenyatta National Hospital
N. Kalinganire”, E. 0.0. Walong, E. Kamau, L. W. Muchiri
University of Nairobi, Dept. of Human Pathology, Kenya

Objective: The main objective was to establish the utility of imprint
cytology in the diagnosis of GIT pathology at Kenyatta National
Hospital.

Method: This study was a cross sectional descriptive study and was
carried out on 124 patients in Endoscopy Unit, Kenyatta National
Hospital, within a period of 3 months. Imprint smears were made from
endoscopic biopsies prior to formalin fixation. Slides were stained with
Papanicolaou and Giemsa stains. Cytological features were described.
Diagnostic performance of Imprint cytology was calculated and
expressed in percentage.

Results: A total number of 124 participants were included in this study
and Imprint cytology revealed that 37 (29.83 %) were positive for malig-
nancy whereas 34 (27.41 %) were positive for H.pylori. The overall
accuracy of imprint cytology for malignancy and H.pylori was excellent
(94 and 90 % respectively).

Conclusion: Imprint cytology has a high accuracy, sensitivity and spec-
ificity in diagnosis of malignancy and Helicobacter pylori.

PS-16-075

Crohn’s disease first presenting as signet-ring cell carcinoma: A case
report

J. Tavares”, E. Vitorino, J. Carvalho, D. Lopes, C. Ferreira

= .1 . . . ;. .
Hospital de Santa Maria, Servico de Anatomia Patologica, Lisbon,
Portugal

Objective: The higher risk of small bowel carcinoma (SBC) in Crohn’s

disease (CD) patients is well-documented, but remains an uncommon
event, usually diagnosed after a long-standing history of the latter. We
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report a very unusual case of a signet-ring cell carcinoma (SCC) present-
ing as a first manifestation of CD.

Method: A 59 year-old female, with a prolonged history of colitis of
unclear etiology, was admitted with 3 month-long intestinal obstructive
symptoms, abdominal pain and weight loss. Computed tomography scans
showed severe ileal wall thickening with segmental strictures, suggestive
of CD. Diagnostic biopsies revealed SCC and therefore the patient
underwent distal enterectomy and sigmoidectomy.

Results: Grossly, there were serosal adhesions, ileal mucosa ulcer-
ation with cobblestone pattern and wall thickening, with segmen-
tal stenosis along the specimen. Histologically, ileal SCC was
confirmed, involving contiguous intestinal loops and sigmoid
wall; transmural inflammation, myoenteric hyperplasia and fibrosis
in non-infiltrated areas were also evident. The case was signed off
as a SCC associated with CD.

Conclusion: Despite being an uncommon complication of CD, small
bowel carcinoma should be kept in mind when dealing with enterectomy
specimens. The pre-operative diagnostic challenge raises awareness
about the absence of surveillance methods for malignancy in the small
intestine, namely in inflammatory bowel disease patients.

PS-16-076
A case of gastric carcinoma with intramural lymph node metastasis.
How to stage?
M. Fernandes, J. Magalhaes, E. Rios
Centro Hospitalar de Sao Jodo, Pathology, Porto, Portugal

Objective: Intramural lymph node (ILN) spread of digestive carcinomas
is an extremely rare event (in the literature there is a single report of an
oesophageal carcinoma with metastasis to a gastric ILN). Herein we
report a case of gastric carcinoma with ILN metastasis in the submucosa
of the stomach and discuss the implications for staging.

Method: A 55-year-old man was referred to our Hospital after the detec-
tion, on gastric endoscopy, of an ulcerated lesion (1 cm in diameter)
diagnosed as adenocarcinoma. The patient was submitted to radical sub-
total gastrectomy.

Results: The histological examination revealed a mixed gastric carcino-
ma, with tubular and poorly-cohesive cell components and focal invasion
of the muscularis propria (pT2). Two submucosal ILNs were identified,
localized away from the tumour, both with metastases of the tubular
component. No other metastases were found in the remaining lymph
nodes identified in the specimen. The tumour was staged as pT2NI1,
and the patient was started on chemotherapy (XELOX regimen).
Conclusion: To the best of our knowledge, this is the first description of
ILN metastasis from a gastric carcinoma, in keeping with the rarity of this
situation. For staging purposes, ILNs should be considered as regional
lymph nodes and staged as pN1 (x/total lymph node count).

PS-16-077

Endoscopic ultrasonography with fine needle aspiration (EUS-FNA)
as essential tool in diagnosing advanced pancreatic neoplasms (PN)

C. PoER*, A.-D. Michire-Stefana, L. Nichita, G. Micu, O. Barbuceanu,
M. R. Busca, C. Neacsu, G. Pop, M. Rimbas, S.-A. Zurac, F. Staniceanu
*Colentina Clinical Hospital, Pathology, Bucharest, Romania

Objective: PN are frequent tumours usually with silent aggressive be-
havior. Since patients are diagnosed in advanced stages, when surgery is
not an option, EUS-FNA is the only reliable method to obtain tumoural
tissue for microscopic diagnostic.

Method: We present the results of the first 47 EUS-FNA performed on
pancreatic tumours in Colentina University Hospital. Biologic material
was immediately immersed in 90 % alcohol for 2 h; then all fragments
were processed for paraffin embedding. There were performed hematox-
ylin-eosin, specials stains, and immunohistochemical assays.
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Results: We examined 41 pancreatic and 6 bile duct lesions. Patients
underwent a mean number of 3 +0.7 passages each. 32 (68.08 %) of cases
were conclusive with 82.5 % accuracy for body or neck, 50 % for the
head and uncinate process, and 17 % for bile duct lesions. The diagnostic
accuracy did not correlate with the number of passes.

Conclusion: EUS-FNA is a very important diagnosis tool for inoperable
pancreatic tumours, allowing an adequate treatment (chemotherapy and
specific pain therapy), increasing survival rate and life quality. As more
EUS-FNA are performed in one center, sensitivity rises, allowing less
passes and better diagnosis.

PS-16-079

Type of pathologic response in liver metastases of colorectal carcino-
mas related to specific chemotherapeutic agents

M. d. Rosario Mercado Gutierrez', F. J. Suarez, 1. Amat, 1. Paniello, L.
Alvarez, R. Vera, M. L. Gomez

*Navarre’s Hospitalary Complex, Dept. of Pathology, Pamplona, Spain

Objective: Correlate the type of chemotherapeutic agents with the grade
and type of pathologic tumour response (PTR) in the liver of patients with
metastatic colorectal carcinoma (CRC).

Method: Chemotherapeutic agents were divided into chemotherapy
alone (QT) or in combination with biological targeted agents (QT+ mono-
clonal antibodies against the epithelial growth factor [anti-EGFR] or QT+
vascular endothelial growth factor [VEGF]). PTR was assessed using a
four grade score based on residual tumour cells. The type of tumoural
regression was measured by fibrosis, histiocytes, mucous and necrosis.
Results: Median of PTR was 70 %, greater with QT+ VEGF (median
95 %) followed by QT+antiEGFR (median 75 %) and QT (median
59.50 %). Fibrosis causes a median of regression of 52.5 %, mucous
18.14 %, necrosis 17.38 %, and histiocytes 11.07 %. QT causes more
fibrosis when PTR is greater than 90 % compared with the others and
QT+ VEGF more necrosis.

Conclusion: Fibrosis is the most frequent form of regression and its
increase is associated with greater degree of PTR. Histiocytes don’t play
arelevant role in this mechanism. The chemotherapeutic agent that causes
more regression is QT alone but the association of QT+monoclonal anti-
bodies raises greater liver PTR than only QT.

PS-16-080
Diagnostic yield of biliary brushing cytology: A single centre study
A. Azam’, S. Ghulam, F. Ibison, U. Zanetto, M. Wasimi

Birmingham, United Kingdom

Objective: a) To determine the percentage of biliary brushing cytology
cases with positive, negative, false positive and false negative results. b)
To determine the positive and negative predictive value of this test in our
centre. ¢) To see the correlation between cytological, radiological & clin-
ical findings.

Method: This is a retrospective data analysis of all biliary brushing cy-
tology cases reported over 3 years from Jan 2012 to Jan 2014.

Results: A total of 34 biliary brushing cytology cases were reported
between 2012 and 2014. Among them 22 were men and 12 were women.
Average age was 69 years (Range 24-92 years). Out of 34, 15 cases
(44 %) showed presence of malignant cells and all these were true posi-
tives with underlying pancreatic and biliary malignancy. Among the re-
maining 19 cases, 10 cases were true negatives and 9 cases were false
negatives. In our cohort, the specificity of biliary brushing cytology was
100 % and sensitivity was 63 %. The positive predictive value 100 % and
negative predictive value 53 %.

Conclusion: Biliary brushing cytology in conjunction with radiological
investigation and serology is a useful technique in patients with suspected
pancreato-biliary malignancy. Our results are comparable to studies done
in other centres. To be re-audited.
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PS-16-081

EGFR gene amplification is relatively common and associates with
outcome in intestinal adenocarcinoma of the stomach, gastro-
oesophageal junction and distal oesophagus

E.-M. Birkman®, A. Algars, M. Lintunen, R. Ristamaki, J. Sundstrém, O.
Carpén

*University of Turku, Pathology, Finland

Objective: In contrast to anti-HER2 antibodies, anti-EGFR antibodies
have not provided survival benefit in clinical trials for metastatic gastric
cancer. Despite the molecular and clinical variation among gastric adeno-
carcinomas, these studies have not included patient selection based on
tumour characteristics such as histology or EGFR gene copy number
(GCN) status. This study examined the role of EGFR GCN as a potential
in intestinal-type adenocarcinomas of the stomach, gastro-oesophageal
junction and distal oesophagus.

Method: 220 tissue samples were analysed with EGFR and HER2 im-
munohistochemistry and those with moderate/strong staining intensity
with silver in situ hybridisation to quantify GCNs. The results were as-
sociated with clinicopathological patient characteristics.

Results: Moderate/strong EGFR protein expression was found in 72/220
(32.7 %), EGFR gene amplification in 31/220 (14.1 %), moderate/strong
HER?2 protein expression in 31/220 (14.1 %) and HER2 gene amplifica-
tion in 29/220 (13.2 %) of the tumours. Co-amplification was detected in
only eight tumours (3.6 %). EGFR amplification associated with short-
ened time to cancer recurrence (p=0.026) and cancer specific survival
(p=0.033).

Conclusion: The determination of EGFR GCN status together with
immunohistochemistry could improve the specificity of patient se-
lection for anti-EGFR therapies in gastric cancer. The rarity of co-
amplification suggests that anti-EGFR therapies might be applica-
ble to some patients not eligible for anti-HER2 treatment.

PS-16-083

Intestinal lymphomas, 15 years’ experience of a single center

B. Doganavsargil*, N. Ozsan, F. Unal Yildirim, B. Pehlivanoglu, M.
Sezak, M. Hekimgil

*Ege University Medical Faculty, Dept. of Pathology, Izmir,
Turkey

Objective: The incidence of small intestinal (23-30 %) and colorectal
lymphomas (6-23 %) are less than stomach (60-75 %). But their frequen-
cy shows geographic variation and they display a broader histological
spectrum and clinical presentation.

Method: We reviewed endoscopic biopsy (n = 36) or resection specimens
(n=52) of 75 primary intestinal lymphomas (IL) with available data
diagnosed between 2000 and 2015 years and correlated the clinicopath-
ological features by nonparametric tests.

Results: The most common subtypes were diffuse large B-cell
lymphoma (DLBCL) (n=34;45.3 %), and Burkitt lymphoma
(BL) (n=17;22.7 %), followed by MALT Lymphoma, Mantle cell
lymphoma, Enteropathy associated T-cell lymphoma (EATL), fol-
licular lymphoma. Rare subtypes as plasmablastic lymphoma were
also observed. Almost all BLs were seen in first decade while FL,
MCL, EATL were observed in 4th-6th decade. DLBCL has the
widest age distribution (p=0.003;chi-square). There was a male
predominance (female/male ratio:1.6). The most commonly in-
volved site was small intestine (n=33;44 %) followed by
colorectum (n=21;17.3 %). Multifocal involvement was seen in
6 cases. (8 %). The complications as perforation (n=10;13.3 %)
and obstructing bulky masses were seen especially in DLBCL.
Coeliac disease -like enteropathic changes accompanied EATL.
Conclusion: ILs are histologically more divergent, more frequently oc-
curs in males, and after >50 years of age. (except for BL). Perforation
with massive heamorrhage and obstruction are the important

complications. DLBCL and BL are the most common ILs. Despite geo-
graphic predisposition no immunproliferative small intestinal disease
(IPSID) cases were identified in our series.

PS-16-084
Role of EUS-FNA in the diagnosis of intra-abdominal lesions
A. Karimkhan", U. Kini, H. Devarbhavi

St Johns Medical College, Dept. of Pathology, Bangalore, India

Objective: Non palpable intra-abdominal lesions because of poor acces-
sibility is a diagnostic challenge and mandates tissue sampling by guided
