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ABSTRACT

Background. Preoperative staging of patients with colo-
rectal carcinoma (CRC) has the potential benefit of altering
treatment options when metastases are present. The clinical
value of chest computed tomography (CT) in staging
remains unclear.

Materials and Methods. All patients who undergo colo-
rectal surgery in our hospital are prospectively registered,
including patient, treatment, and histopathological charac-
teristics; outcome; and follow-up. Since January 2007,
routine preoperative staging CT of chest and abdomen for
patients with CRC has been performed as part of our
regional guidelines. In this observational cohort study, an
analysis on outcome was done after inclusion of 200 con-
secutive patients.

Results. Synchronous metastases were present in 60
patients (30%). Staging chest CT revealed pulmonary
metastases in 6 patients, with 1 false positive finding. In 50
patients indeterminate lesions were seen on chest CT
(25%). These were diagnosed during follow-up as true
metastases (n = 8), bronchus carcinoma (n = 2), benign
lesions (n = 25), and remaining unknown (n = 15). Ulti-
mately, synchronous pulmonary metastases were diagnosed
in 13 patients (7%), in 6 patients confined to the lung (3%).
In none of the patients the treatment plan for the primary
tumor was changed based on the staging chest CT.
Conclusion. The low incidence of pulmonary metastases
and minimal consequences for the treatment plan limits the
clinical value of routine staging chest CT before operation.
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It has several disadvantages such as costs, radiation expo-
sure, and prolonged uncertainty because of the frequent
finding of indeterminate lesions. Based on this study, a
routine staging chest CT in CRC patients is not advocated.

INTRODUCTION

Preoperative staging of patients with colorectal carci-
noma (CRC) has the potential benefit of altering treatment
options when metastases are found. Synchronous metasta-
ses are usually detected in the liver, lung, and peritoneal
cavity. Staging with abdominal computed tomography
(CT) for liver metastases has resulted in various new
approaches aimed at increasing the chance of curative
treatment. It seems a logical next step to apply this
approach on synchronous pulmonary metastases as well.
Preoperative staging with CT of chest and abdomen in a
routine “one-stop shop” setting also has a logistical
advantage, saving time for both patient and physician. The
clinical benefit of a staging chest CT, however, has been
controversial. There are few studies describing the outcome
and clinical relevance of a staging chest CT.'™ The main
problem of staging with chest CT lies in the frequent
finding of indeterminate lesions (20%—30%). These lesions
are usually difficult to determine and seldom malignant
(10%—-20%)."* The main advice is not to delay treatment
of the primary tumor or of liver metastases when indeter-
minate lesions are found.>>° The outcome can be debated,
because in most of these studies the number of patients was
limited or the studies were carried out more then 10 years
ago. Accurate staging is increasingly important in the
oncological multidisciplinary treatment plan of CRC.
Rapid technical advancements and increasing knowledge
resulting from histopathological correlation studies
enhance the determination of pulmonary anomalies on
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chest CT.”® For these reasons, routine staging with
abdominal and chest CT was decided upon as a part of our
regional guidelines for colorectal cancer. The aim of this
study was to analyze the outcome and clinical benefit of
routine staging with chest CT after inclusion of a consec-
utive series of 200 patients with colorectal cancer.

METHODS

The Medical Spectrum Twente is a large teaching hos-
pital in the Eastern part of the Netherlands that functions as
a referral center for liver and lung surgery. All patients
operated on in our hospital for CRC are prospectively
registered in a database designed for colorectal surgery,
including patient, treatment, and histopathological charac-
teristics; outcome; and follow-up. Since January 2007,
routine preoperative staging CT of chest and abdomen for
patients with CRC has been performed as part of our
regional CRC guidelines, when feasible. An analysis on
benefit was intended after inclusion of 200 patients with
staging CT of chest and abdomen as a prospective obser-
vational cohort study.

All patients with colon and rectal cancer presented to our
department, also those with an urgent or acute presentation,
were included. When a staging CT scan could not be per-
formed before operation because of acute circumstances, the
scan was done within 1 month after the operation. Patients
with rectal cancer at 0-10 cm from the anal verge were
additionally staged with a pelvic MRI for estimation of the
local invasion (cTN stage). In the cases of ¢ T4 tumors or ¢T3
tumors with a distance < 1 mm from the mesorectal fascia,
a long schedule of chemoradiation consisting of 25 x 2 Gy
combined with oral capecitabine was given followed by
surgery 6-8 weeks later. In the cases of ¢T3 tumors with a
distance of >1 mm from the mesorectal fascia, a short
schedule radiotherapy consisting of 5 x 5 Gy was given,
followed by surgery the following week. Both according to
the Dutch guidelines for rectal cancer.

A CT scan of chest and abdomen was performed on a
16- and 64-slice scanner (Toshiba Aquillion 16 and 64)
after intravenous contrast injection (visipaque 320, 90 mL,
3 mL/s.), in the portal venous phase, with a slice thickness
of 1 mm and a reconstruction of 0.8 mm. Lesions were
evaluated on density, number of lesions, morphology,
localization, and size. The lesions found on chest CT were
defined by the radiologists as benign, malignant, or inde-
terminate. Indeterminate lesions are defined as lesions seen
on chest CT that could not be judged by the radiologist as
either benign or malignant.

Follow-up was done for all patients when feasible
and consisted of 3-monthly visits with carcinoembry-
onic antigen (CEA) measurements, according to the
national guidelines. Indeterminate pulmonary lesions were

reevaluated during follow-up, with consideration of indi-
vidual patients’ circumstances. The definitive diagnosis of
pulmonary metastases was based on imaging (aspect and
growth rate on CT and/or PET scanning) or histological
confirmation. Indeterminate pulmonary lesions were con-
sidered benign when there were no signs of malignant
growth on repeat chest CT and no increase in CEA after at
least 1 year of follow-up.

RESULTS

The 200 patients were included between January 2007
and August 2008 (Table 1). Elective procedures were done
on 164 patients (81%). Urgent or acute procedures were
done on 36 patients (19%), of whom 16 patients had a
staging CT after the surgical procedure. Findings during
follow-up till July 2009 were taken into the analysis.

Synchronous metastases in the liver, lung and/or peri-
toneal cavity were found in 60 patients of the study group
(30%) (Table 2). Pulmonary metastases were diagnosed on
the initial chest CT in 6 patients (3%). In 1 of these 6
patients the pulmonary lesion turned out to be benign after
resection. Indeterminate lesions were seen on 50 staging
chest CTs (25%) (Fig. 1). Additional diagnostic procedures
done during follow-up for indeterminate lesions were a
repeat chest CT scan in 29 patients, a PET scan in 11
patients, and a bronchoscopy and percutaneous needle
biopsy in 4 patients (Table 3). In 2 patients the percutane-
ous needle biopsy resulted in a small pneumothorax; in 1 of
4 patients a definite histological diagnosis could be made. In
8 patients the indeterminate lesions were diagnosed as
pulmonary metastases (16%), in 2 patients as primary
bronchus carcinoma, in 25 patients as benign lesions, and in
15 patients no diagnosis was made (Fig. 1). The time to
final diagnosis of the indeterminate lesions took 3 months
up to 1 year after resection of the primary tumor.

Ultimately, 13 of the 200 study patients had synchro-
nous pulmonary metastases (7%) (Tables 2 and 4). In 6
patients the metastases were confined to the lung (3%). Of
these 6 patients, 4 had no mesenterial lymph node metas-
tases at the primary tumor site. The prevalence of
synchronous lung metastases was higher in patients with
rectal cancer (0—15 cm from the anal verge) (7 of 71, 10%)
than in patients with colon cancer (6 of 129, 5%). Three
patients with rectal tumors who had neoadjuvant treatment
(radiation or chemoradiation) turned out to have lung
metastases (3 of 40, 8%) (Table 4). From the 47 patients
with liver metastases, 6 patients also had lung metastases
(13%). In 2 of 6 patients who had a conventional chest
x-ray as well, the metastasis were visible on chest x-ray.

In none of the patients with either lung metastases or
indeterminate lesions was the neoadjuvant or operative
plan for the primary tumor changed. In 2 patients, intended
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TABLE 1 Patient characteristics (n = 200)

Demographics Value %
Age

Mean 68 years

Median 70 years

Range 33-91 years
Gender

Female 83 42

Male 117 58
Rectal carcinoma 71 35

Rectum 0-5 cm 16

Rectum 5-10 cm 34

Rectum 10-15 cm 21
Colon carcinoma 129 65
Resection of the primary tumor 199 99

Neoadjuvant treatment
Neoadjuvant chemoradiation rectal carcinoma 33*
Neoadjuvant radiotherapy (5x5Gy) rect. ca 7*

Chemotherapy 1°
Urgency
Elective procedure 164 81
Urgent and acute procedures 36 19
In-hospital mortality
Elective procedures 4 2
Urgent en acute procedures 4 11
AJCC stage based on pTNM (2002)
Stage 0° 6 3
Stage 1 22 11
Stage 11 56 28
Stage 111 56 28
Stage IV¢ 60 30
Follow-up
Mean 19 months
Median 19 months
Range 12-30 months

? Neoadjuvant treatment was given to patients with rectal carcinoma
c¢T3-4N1-2 on MRI, located at 0—10 cm (lowest border of the tumor)
from the anal verge. From 40 patients who received neoadjuvant
radiation or chemoradiation, 11 had indeterminate lesions on chest CT
° This patient initially received palliative chemotherapy for asymp-
tomatic disease and incurable liver metastases. This strategy was
changed when the primary tumor became symptomatic

¢ Complete regression after neoadjuvant chemoradiation for rectal
carcinoma (cT3-4N1-2)

9 In this table, metastases that were suspected on staging CT and
confirmed during follow-up were classified as AJCC stage IV. Sus-
pected metastases that were resected and histologically benign were
classified as stage II or III disease. This overview therefore represents
the actual oncological status in the study cohort

curative metastasectomy of true pulmonary metastases was
done; both patients had recurrent disease within 10 months
after resection.

DISCUSSION

As in preceding studies, this study shows the limited
clinical value of a routine preoperative staging chest CT in
colorectal cancer patients. The incidence of lung metasta-
ses is low (7%), especially those that are confined to the
lung (3%). Only in 5 patients were lung metastases diag-
nosed before treatment of the primary tumor (2.5%).
Indeterminate lesions on chest CT are frequently found (in
25% of patients), and discrimination between benign and
malignant lesions is often difficult. Only a minority turn
out to be metastases (16%). Staging with chest CT did not
result in a change of the treatment plan for the primary
tumor, nor did it result in curative treatment of pulmonary
metastases. It does cause diagnostic dilemmas and pro-
longed uncertainty and requires resources.

The clinical relevance of staging on distant metastases is
highly dependent on the consequences for the treatment
plan. Colorectal surgery knows a considerable morbidity
and mortality, which can be reduced when the presence of
incurable disease is diagnosed before the operation. For
asymptomatic patients with widespread metastases, only
chemotherapeutic treatment might be preferable. Also in
symptomatic patients with incurable disease, treatment
alternatives such as stenting for impending bowel
obstruction, limited surgery with only colostomy, or radi-
ation therapy in bleeding rectal tumors might be better
alternatives. Curable metastases found on the staging CT
can result in alternative strategies such as neoadjuvant
chemotherapy, a “liver-first” approach, or simultaneous
resections. Intended curative resection of synchronous liver
metastases can be done in an estimated 25%-40% of
patients.”'® Consequently, accurate staging before resec-
tion of colorectal cancer has become a requirement for
optimal oncological treatment. Abdominal CT is a very
reliable diagnostic tool for liver metastases and has proven
to be better than noncontrast-enhanced ultrasound.”'"'?
However, where accurate staging of the liver has resulted
in changes in treatment plans and possible favorable out-
come, this does not seem to be true for pulmonary staging
in this study. Several reasons were found that contribute to
the suggested difference between synchronous liver and
lung metastases. The incidence of lung metastases is much
lower (7%), and the curative options for synchronous lung
metastases are very limited or may be even nonexis-
tent.'">'> This might be due to the bad prognosis of
synchronous pulmonary metastases as an expression of
tumor behavior, as has been suggested by other
authors.">™!> Metastases confined to the lung are rare (3%)
and limits the value of a routine staging chest CT when no
metastases are found on the staging abdominal CT.

Small nodules are often seen on chest CT and are usu-
ally benign, as was also found by Kronawitter et al. and
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TABLE 2 Localization of diagnosed synchronous distant metastases (n = 60)

Incidence Curative resection
Value % Value %
Liver metastases 47 24 13* 28
Lung metastases 13 2b 15
Peritoneal metastases 11 1€ 9
Localization of distant metastases
Liver 38 22 13* 30
Liver and lung 5 3 0
Liver and peritoneal 3 2 0
Liver/lung/peritoneal 1 0.5 0
Lung 6 3 2°
Lung/peritoneal 1 0.5 0
Peritoneal 6 3 1€

This table shows the definite classification after staging, operation, and additional testing in case of indeterminate lesions

? Only actual curative resections of liver metastases were counted

® Both patients had recurrent disease after curative resection at 5 and 10 months postoperatively

¢ HIPEC

CRC patients with staging
CT of chest and abdomen

(n =200)
Indeterminate lung Diagnosed lung
lesions on chest CT metastases on chest CT
(n=50)25% (n=6)3%
Remain Benign Bronchus CRC CRC Benign
indeterminate lesions carcinoma metastases metastases (resection)
(n=15) (n=25) (n=2) (n=28) (n=5) (n=1)
Reasons:*
No evaluation: 7
Deceased: 6
LTFU: 2

FIG. 1 Outcome of staging chest CT in patients with CRC. All
numbers refer to the number of patients. Reasons: No evaluation, in
these patients the absence of presence of pulmonary metastases would
have no consequences for (further) treatment, such as with incurable
metastases on other locations or the wish of the patients to receive no

Brent et al.' The difficulty with these lesions is that they
are usually too small (between 0.5 and 1 cm) to evaluate on
radiological characteristics such as density and shape.
Determination of the nature of these lesions has proven to
be rather difficult. PET scanning has the same disadvantage
of a limited discriminative capacity for small lesions.
Percutaneous needle biopsies for small lesions can be
technically difficult and are prone to sampling errors; when

further treatment. Deceased, patients who died during hospital stay or
within 3 months after discharge. LTFU, lost to follow-up, both
patients were referred to other hospitals for reasons other then the
indeterminate pulmonary lesions

the histological result does not show a malignancy, a
metastasis is still not excluded. It can, however, be harm-
ful, because of the risk of pneumothorax and bleeding
complications. In this study, it took several months up to
1 year after resection of the primary tumor before the
indeterminate lesions could be classified. Our definition of
a benign lesion, which is no growth and no serum-CEA
increase after 1 year, however, is a mere assumption and
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TABLE 3 Additional diagnostic tests for indeterminate lesions
(patients with indeterminate pulmonary lesions [n = 50])

Patients (n)

Regular follow-up without additional diagnostics 9
Repeat chest CT scan 29
PET scan 11
Bronchoscopy 4
Percutaneous needle biopsy 4

Multiple diagnostic procedures were usually done in a single patient

not definitive proof that the lesion is truly benign. On the
other hand, the duration and absence of clinically relevant
disease does imply there is no need to try to find these
lesions before treatment of the primary tumor. Staging with
chest CT during follow-up might be a better alternative.
The diagnostic difficulties of findings on chest CT are
also reflected in literature. The reported incidence of syn-
chronous pulmonary metastases of colorectal cancer varies
largely, from 3% to 18%."**° This is likely influenced by
the applied definition of pulmonary metastases, which is
usually a derived definition because of a lack of obtainable
histological proof. In this study, neither the “gold” stan-
dard for false or true metastases was available. Because of
the criteria used for true metastases and study design, the
real incidence might be slightly underestimated. It is,
however, a close approximation of the number of patients

TABLE 4 Characteristics of the 13 patients with lung metastases

with clinically relevant lung metastases in a nonselected
population.

We agree with previous authors that small lesions on
chest CT (< 1 cm) should be considered of limited clin-
ical relevance and ignored in choosing the initial
treatment plan.'>°® The finding of large pulmonary
metastases might change the treatment plan, but these
kinds of metastases are rare and often visible on chest
x-ray. Few studies compared staging chest CT with chest
x-ray. Two studies compared a negative chest x-ray with
outcome on chest CT in preoperative staging, concluding
that a staging chest CT had little to no additional value."°
One other study compared findings on staging chest x-ray
with chest CT.? This study showed that in 4 of 7 patients
the pulmonary metastases were visible on chest x-ray.
This number is comparable to the 2 of 6 visible metas-
tases on chest x-ray in this study.

Concerning the change of treatment plan in cases of
resectable liver metastases, pulmonary staging with chest
CT seems the best, most sensitive option to exclude
extrahepatic disease. Evaluation of consequences for
hepatic metastasectomy was not the aim of this study, and
the patient group is too small to draw conclusions; in the 5
patients with synchronous liver and lung metastases, the
liver metastases were not resectable. Povoski et al. did
study this specific patient group and concluded that chest
CT had only minimally improved detection of malignant
lesions of the lung over chest x-ray.°

Localization Neoadjuvant treatment Localization Size and Urgency pTN
primary tumor synchronous metastases ~ number
Immediate diagnosis cT
Patient 1 Sigmoid - None Liver/lung/peritoneal 5 mm, M Elective pT4N2
Patient 2 Colon ascendens - None Lung 10 mm, M Urgent pT4N1
Patient 3 Colon descendens - None Liver and lung 80 mm, S Elective pT3NO
Patient 4 Rectum 10-15cm - None Lung and peritoneal 9 mm, M Urgent pT4N2
Patient 5 Rectum 10-15cm - None Liver and lung 25 mm, M Urgent pT3N2
Delayed diagnosis
Patient 6 Rectum 10-15cm - None Lung 7 mm, S Elective pT3NO
Patient 7 Rectum 10-15cm - None Liver and lung 9 mm, M Elective pT4N2
Patient 8 Rectum 0-5 cm cT4 RCT Liver and lung 4 mm, S Elective ypT4NO
Patient 9 Sigmoid - None Lung 10 mm, M Urgent pT3NO
Patient 10 Coecum - None Liver and lung 4 mm, S Elective pT4N2
Patient 11 Sigmoid - None Lung 47 mm, S$* Elective pT3NO
Patient 12 Rectum 0-5 cm cT3 RCT Lung 25 mm, M*  Elective ypTONO
Patient 13 Rectum 5-10 cm cT3 RT Lung 11 mm, M Elective pT3N1

Immediate diagnosis diagnosed on staging CT, Delayed diagnosis diagnosed after additional diagnostic procedures, RCT chemoradiation,

RT short course radiotherapy (5 x 5 Gy), ¢T cT stage on pelvic MRI

Size: largest pulmonary lesion on the staging CT. Number: either single (S) or multiple (M)

* These lesions were primarily diagnosed as primary bronchus carcinoma; histology showed they were CRC metastases
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It is reasonable to argue that selected patients might
benefit from a staging chest CT instead of chest x-ray, for
instance, patients with compromised health who are about
to undergo major surgical procedures for hepatic or per-
itoneal metastases or patients who will receive
neoadjuvant treatment for rectal cancer. The latter group
would especially benefit because pulmonary metastases
seem to occur more often in rectal cancer than in colon
cancer and the operative procedure might be more
extensive. In our study, the proportion of patients with
rectal cancer, especially located 0-10 cm from the anal
verge, is too small to draw straightforward conclusions for
this specific group but deserves further study. It is,
however, likely the same problem with indeterminate
lesions on chest CT will occur. Future studies on imaging
techniques with a higher discriminative capacity for small
pulmonary nodules remain required to improve staging in
high-risk patient groups.

Relevant disadvantages other than the diagnostic diffi-
culties of routine chest CT are the significant radiation
exposure and costs; routine staging with CT of the chest
together with CT of the abdomen is twice as expensive and
induces twice as much radiation exposure. When indeter-
minate lesions are seen, it may further cause a prolonged
period of uncertainty, unnecessary anxiety for patients and
relatives and possibly lead to a delay in neoadjuvant, sur-
gical, and adjuvant treatment. The need for additional
diagnostic procedures such as repeat chest CTs with a
summative radiation exposure, PET scanning, or percuta-
neous needle biopsies, further increases costs and possible
harm to the patient.

To conclude, in our opinion routine staging of colo-
rectal cancer patients with chest CT is not advocated
based on these study results. We believe that defining
high-risk patient groups and predictive factors for pul-
monary metastases followed by either immediate
staging in selected patients or “delayed” staging with
chest CT during follow-up might be a better and less
expensive alternative to identify patients with pulmonary
metastases.

OPEN ACCESS This article is distributed under the terms of the
Creative Commons Attribution Noncommercial License which per-
mits any noncommercial use, distribution, and reproduction in any
medium, provided the original author(s) and source are credited.

REFERENCES

1. Kronawitter U, Kemeny NE, Heelan R, Fata F, Fong Y. Evalu-
ation of chest computed tomography in the staging of patients
with potentially resectable liver metastasis from colorectal car-
cinoma. Cancer. 1999;86:229-35.

2. Mclntosh J, Sylvester PA, Virjee J, Callaway M, Thomas MG.
Pulmonary staging in colorectal cancer—is computerised
tomography the answer? Ann R Coll Surg Engl. 2005;87:331-3.

3. Brent A, Talbot R, Coyne J, Nash G. Should indeterminate lung
lesions reported on staging CT scans influence the management
of patients with colorectal cancer? Colorectal Dis. 2007;9:816-8.

4. Kirke R, Rajesh A, Verma R, Bankart MJG. Rectal cancer:
Incidence of pulmonary metastases on thoracic CT and correla-
tion with T staging. J Comput Assist Tomogr. 2007;31:569-71.

5. Kosmider S, Stella DL, Field K, Moore M, Ananda S, Oakman C,
et al. Preoperative investigations for metastatic staging of colon
and rectal cancer across multiple centres—What is current
practice? Colorectal Dis. 2009;11:592-600.

6. Povoski SP, Fong Y, Sgouros SC, Kemeny NE, Downey RJ,
Blumgart LH. Role of chest CT in patients with negative chest
x-rays referred for hepatic colorectal metastases. Ann Surg Oncol.
1998;5:9-15.

7. Kawaguchi T, Kusumoto M, Maeshima A, Tateishi U, Suzuki K,
Moriyama N. High resolution Computed tomography appear-
ances of surgically resected pulmonary metastases from
colorectal cancer, with histopathologic correlation. Radiat Med.
2005;23:418-26.

8. Yoon HE, Fukuhara K, Michiura T, Takada M, Imakita M, No-
naka K, et al. Pulmonary nodules 10 mm or less in diameter with
ground-glass opacity component detected by high resolution
computed tomography have a high possibility of malignancy. Jpn
J Thorac Cardiovasc Surg. 2005;53:22-8.

9. Valls C, Andia E, Sanchez A, Guma A, Figueras J, Torras J,
Serrano T. Hepatic metastases from colorectal cancer: preoper-
ative detection and assessment of resectability with helical CT.
Radiology. 2001;218:55-60.

10. Kobayashi H. Characteristics of recurrence and surveillance tools
after curative resection for colorectal cancer: a multicentre study.
Surgery. 2007;141:67-75.

11. SE Engelen, Beets GL, Beets-Tan RGH. Role of preoperative
local and distant staging in rectal cancer. Onkologie. 2007;30:
141-5.

12. Bentrem DJ, DeMatteo RP, Blumgart LH. Surgical therapy for
metastatic disease to the liver. Annu Rev Med. 2005;56:139-56.

13. Lin BR, TC Chang, YC Lee, PH Lee, KJ Chang, JT Liang.
Pulmonary resection for colorectal cancer metastases: duration
between cancer onset and lung metastasis as an important prog-
nostic factor. Ann Surg Oncol. 2009;16:1026-32.

14. Treasure T. Pulmonary metastasectomy: a common practice
based on weak evidence. Ann R Coll Surg Engl. 2007;89:744-8.

15. Rena O, Casadio C, Viano F, Cristofori R, Ruffini E, Filosso PL,
et al. Pulmonary resection for metastases from colorectal cancer:
factors influencing prognosis. Twenty-year experience. Eur J
Cardiothorac Surg. 2002;21:906-12.



	Preoperative Staging with Chest CT in Patients with Colorectal Carcinoma: Not as a Routine Procedure
	Abstract
	Background
	Materials and Methods
	Results
	Conclusion

	Introduction
	Methods
	Results
	Discussion
	Open Access
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (ISO Coated v2 300% \050ECI\051)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Perceptual
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /sRGB
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 149
  /ColorImageMinResolutionPolicy /Warning
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 149
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 599
  /MonoImageMinResolutionPolicy /Warning
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 600
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)
    /HUN <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
    /DEU <>
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.276 841.890]
>> setpagedevice


