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PHASE II-STUDY OF IFOSFAMIDE(IFS) + ADRIAMYCIN(ADM) IN AD- 
VANCED SOFT TISSUE SARCOMA IN ADULTS - A PRELIMINARY ANA- 
LYSIS. d. SchUtte*, P.Dombernowsky, H.Mouridsen, A. 
Santorc, W.Stewart, R.Somers, d.Rou~ss@, A.v.Oosterom, G. 
Blackledge, H.M.Pinedo, D.Green and D.Thomas f o r  the EORTC 
Soft  Tissue and Bone Sarcoma Group. *Innere Un ivers i t~ ts -  
k l i n i k  und P o l i k l i n i k  (Tumor fo rschung) ,  Essen. 

ADM and, as more recent ly  demonstrated, IFS each as a s in-  
gle agent have documented a c t i v i t y  in so f t  t issue sarcomas 
(s ts ) .  Thus, in order to assess the e f f i cacy  and f e a s i b i l i -  
ty of  the combination of  both drugs, so f a r  120 pat ients 
(pts) with prev ious ly  untreated advanced sts were entered 
in to  th is  ongoing t r i a l .  E l i g i b i l i t y  c r i t e r i a  included: 
measurable,progressive disease; age > 15, < 70 years; per- 
formance status < 2; WBC > 3,500/~l;thrombocytes > 100,000 
/~ l .  Treatment consisted of  ADM 50 mg/m 2 iv  fo l lowed by 
IFS 5 g/m 2 as a 24h- infusion plus mesna. Treatment courses 
were to be repeated every 3 weeks. 
As of the in ter im analysis of  May 1985, 66 pts (median age 
: 48 years; 36 ~, 30 Q) were evaluable fo r  response. The 
response rate was 30% (95% CI: 19-41%) including 4 CR and 
16 PR. Median time to response induct ion was 6 (range: 3- 
14) weeks. Stable and progressive disease were recorded in 
53% and 17% of  the pts, respect ive ly .  
Tox ic i t y :  WBC nadirs < 1,000/Nl were observed in 12% of 
the pts during the f i r s t  3 treatment courses. Thrombocyto- 
penia < 100,000/~I was recorded in 2 pts a f t e r  the f i r s t  
cycle and in each 1 pt a f t e r  the second and th i rd  course. 
Non-hematologic side e f fec ts :  nausea/vomiting 92%, alope- 
cia 88%, oral  t o x i c i t y  15%, microhematuria 14%, diarrhea 
12%, severe in fec t ion  6% and renal t o x i c i t y  (grade I)  3%. 

The pre l iminary  conclusion is  that  the combination o f  ADM 
with IFS is an act ive chemotherapy fo r  advanced so f t  t i s -  
sue sarcoma and - a f t e r  a fu r the r  fo l low-up - w i l l  have to 
be compared with other standard regimens appl ied in th is  
disease. An update of  these resu l ts  and an analysis of  re-  
mission durat ion,  time to relapse and surv ival  w i l l  be 
presented. 
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STUDIES OF IFOSFAMIDE IN CERVICAL CANCER 
G.Blaekledge, C.Meanwell, J.Mould, F.Lawton, N.Stuart, J.Kavanagh, 
D.Spooner, T.Latlef and A.D.Chetlyawardana 
Ifosfemide (IFX) has been demonstrated to have activity in a number of malignancies. 
It cart be given safely, with minimisation of urothelial toxicity, by the concurrent 
edminstration of sodium-2-mereaptoethane sulphonate (Mesaa). 
Alkylating agents have been shown to have some activity in cervical cancer. 
IFX/mesna was therefore evaluated in advanced eurvieal cancer. 30 patients with 
biopsy proven advanced or recurrent squamoas cell carcinoma of the cervix were treated 
with 5Gm/M 2 of IFX with equal doses of mesna. IFX/mesua was given as a 24 hour 
infusion, and 3.2Gm/M 2 of mesna were infused over the next 12 hours. The treatment 
was repeated every three weeks. 
Ten out of 30 patients (33%) showed objective response to treatment. All patients 
with responses and 4 patients with static disease noted subjective improvement of 
disease related symptoms. The median duration of response was 6.5 months with one 
complete remission sustained for 12+ months. Median survival for the respouders was 
11 months (5 months for non-respunders, p=0.0008). 
50 lesions were assessible for response. 4/22 (18%) lesions in previously irradiated 
sites showed response compared with 15128 (54%) responses in non-irradiated sites. 
Toxicity was minimal apart from three patients who developed a severe and 
characteristic encephalopathy within 20 hours of starting treatment. One patient 
recovered spontaneously, one died of peritonitis and the third patient became comatose 
and died. 
This toxicity led us to try to identify the underlying problem related to this highly 
active therapy in cervical cancer. In a larger study of 77 patients with a variety of 
malignancies, 7 (9%) developed signs of eneephalopathy. Discriminant analysis 
identified low serum albumin, high serum ereatinine concentration and the presence of 
pelvic disease as variables which pre-dispose patients to the development of severe 
encephalopathy. The risk of an individual patient developing eneephalopathy can now 
be predicted aecttrately using a nomogram~ High risk patients can then be monitored 
closely, or considered for other forms of therapy. 
With this information a eembination study in cervical cancer has now begun. IFX 
5Gm/M 2 with mesna, bleomyein 15rag., and eis-platiuum 50mg/M 2 are given 
intravenously with hydration every four weeks. 20 patients have been entered into this 
trial, of whom 17 are evaluable. 13 (76%) patients have shown a response (2CR, 
riPE). Toxicity is manageable and predictable, and with this high response rate a 
study is now in progress to assess the value of this combination as debalking therapy 
prior te local radical treatment for patients with locally advanced disease (Stage IIB, 
III and IV, FIGO classification). This study will form the basis of a trial to test this 
approach of 'neoadjnvant' therapy in cervical cancer. 

West Midlands Cancer Researoh Campaign Clinical Trials Unit and Department of 
Radiotherapy and Oneology, Queen Elizabeth Hospital, Birmingham, UK 
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PRECLINICAL CHEMOSENSIVITY STUDIES WITH HUMAN 
SOFT TISSUE SARCOMAS IN NUDE MICE 
V. Budach, M. Bamberg, M. Scheulen, N. Niederle, 
U. Krause 
During the last two years we obtained 84 speci- 
mens of soft tissue sarcomas (STS) from our de- 
partment of surgery for xenotransplantation. 36 
(43%) of these tumours were established in nude 
mice for an average of 7 passages by serial sub- 
cutaneous grafting (range: 3 to 37 pass.). Our 
interest was to investigate the individual and 
interindividual chemosensivity of different STS 
quantitatively. Therefore we have tested the cy- 
totoxic effects of 5 drugs in 4 subtypes of STS. 
Toxicity studies have been performed previously 
to determine the lethal dose levels of the cyto- 
toxic drugs. Each substance was given as a sing- 
le ip.-injection. The growth delays caused by 
the different drugs were the parameters to jud- 
ge the effectivity of chemotherapy definitely. 
Drug doses, corresponding LD-50 values and the 
growth delays for the tested STS age given in 
the table: 
DRUGS Ifos Cy ADM E-ADM DDP 
DOSES(mg/kg) 300 300 10 12,5 9 
LD-50(mg) 550 530 10 12,5 - 
HISTOLOGY growth delays (days) 
Leiomyo-sa. 40 4,5 - - 
MFH 18 + + - 
Spindle-cell-sa. 32 22 11 + 
Neurofibro-sa. 29 + - 
Cy=Cyclophosphamide, +=not statist, significant 
The results are listed in order of decreasing 
drug efficacy: Ifos > Cy> ADM. The other drugs 
were not effective. Our findings are in agree- 
ment with the clinical experience concerning 
these substances. The availability of this ani- 
mal model for preclinical chemosensivity studies 
will be discussed. 
Strahlenklinik, Hufelandstr. 55, D-4300 Essen-1 
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THE TREATMENT OF BRAIN M~TASTASES WITH A COMBI- 
NATION OF IFOSFAMID, BCNU AND RADIOTHERAPY 
J. Schlechtingen and O. Lange 

105 patients with brain metastases (46 male, 59 
female, median age 53 years (18 - 78 years)) had 
been treated between O1. 01. 1982 and 01. 05. 
1985. Primary tumor sites were mostly lung and 
breast, a few had hypernephromas, testes tumors 
and others. 28.6 % (30/105) of the patients had 
a solitary brain metastasis, 71.4 % (75/105) a 
multiple manifestation of the cerebral metastases. 
The brain metastases had been found on an aver- 
age of 24.5 months (O - 136 months) after first 
tumor manifestation. 84 from 105 patients had 
been pretreated. 

A daily dose of 1.2 gr/m 2 ifosfamid was appl~ed 
for five days. An additional dose of 30 mg/m 
BCNU was applied on day I, 3 and 5. A whole 
brain radiation therapy os 5 x 1.5 Gy/week (15 
Gy/cycle, 45 Gy/ all over) was applied simul- 
taneously during the chemotherapy. Three thera- 
peutic cycles with a four to six week interval 
had been given. The therapeutic tolerance was 
excellent. 

All patients could be followed up by cranial 
CAT-scan a~d evaluated according UICC criteria. 
24.8 % (26/105) achieved complete remission (CR), 
45.7 % (48/105) partial remission (PR), 6.7 % 
(7/105) reported a general improvement without 
fulfilling the criteria for PR. No change (NC) 
10.4 % (11/105) and progressive disease (PD) 
12.4 % (13/105). Only 22.5 % of the patients 
died of their brain metastases. The survival 
rates will be reported. 

Kreiskrankenhaus ~ummersbach, Radiation Depart., 
Wilhelm-Breckow-Allee 20, D-5270 Gummersbach 


