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FOTEMUSTINE IN THE TREATMENT OF DISSEMINATED MALIGNANT 
MELANOMA : A RETROSPECTlVE ANAL YSIS 
D. KHAYAT(l), M.F. AVRIL f2J, GERARD B. @, J.P. BIiZARIC1) 
(1) : Hbp. Piti& Salp&ri&e, Paris - (2) : Inst. Gustave Roussy, Villejuif - 
(3) : IRI SERVIER, Courbevoie - France 
We have evaluated the efficacy and the toxicity of the nitrosourea 
fotemustine (FJ in the treatment of disseminated malignant melanoma 
(DMMJ and results according to various protocols are summarized 
below. 

DRUG EVALUABLE MEDIAN RESPONSE 
PATlENTs RATE (range) 

F alone 315 24.2 96 (X7-27.5) 

F + DT/C(non sequential) 1 148 1 26.7 % /14.0-38.5J 

F + DTKC(seouentia/J 1 184 1 24.0 % M)-41.0) 

I F + IFN I 49 1 32.0 % (O-37.5) 

F + DTlC + IFN 29 I 23.1% 

F + DTIC + VDS 51 40.0 % (40.0 - 43.0) 

Other combinations 93 25.0 96 {lO.O-40.01 

Local route 7 108% 

lntra arterial route 29 43.8 % (43.8-61.5) 

Overall analysis will be presented and a strategy in using F according to 
various metastatic sites (i.e. cerebral, visceral or non visceral) will be 
outlined 
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BIOCHEMOTHERAPY WITH DTIC AND THYMOSIN-@I. (TAl) + INTER- 
LEUKIN-2 (IL-21 IN PATIENTS (PTS) WITH METASTATIC MELA- 
NOMA (MM) 
S Carpano, S Santini, P Del Medico, M Vercillo, F Valen- 
te, L Di Laura, T Gionfra, M Lopez 
Regina Elena Institute, Rome, Italy 

The combination of TAl, a synthetic polypeptide of 
thymic origin, and IL-2 with chemotherapy has been repor- 
ted to be highly effective in experimental studies. In 
October 1990 we began a phase II trial of 
py in pts with MM. Schedule: DTI 850 mg/m 

Biochemothera- 
1" d 1 + TAl 

2 mg SC d 4 to 7 + IL-2 18 MUI/m 5 /d by CIV d 8 to 12 q 3 
weeks. There were 1 CR and 14 PR in 43 evaluable pts (RR= 
35%). Median duration of response was 5 months. 6 pts had 
stable disease. Sites of response: soft tissue in 5 pts, 
visceral metastases in 10 pts. Median survival was 12.5 
months in responding and 6.3 months in non responding pts 
(kO.004). There was no statistical difference between 
responding pts and those with stable disease. Toxicity: 
fever (loo%), hypotension G2-3 (96%), diarrhea (39%), N/V 
(35%), nephrotoxicity (20%) and thrombocytopenia (13%). 
This combination is generally well tolerated and should 
be considered for further investigations in metastatic 
melanoma. 
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PtiASE III TRIAL OF CISPLATIN(DDP),DACARBAZINE(DTIC),BCNU, 
INTBRFBReN-ALFA-2A(IFN) AND TAMOXIFBNCTAM) IN THE TREAT- 
MENT OF DISEMINFATED MALIGNANT MELANOMA(m): 
CA.GALVRZ;M.BONAMASSA;R.PIRR. 
DEPARTMENTS OF ONCOLOGY,CENTRO MEDICO CHACABUCO,CLINICA 
25 DE MAYO;HOSPITAL UNZUE;CLINICA CENTRO DE PERGAMINO: 
Prov. De Buenos Aires.R.ARGENTINA. 

The combination of DTICfBCNUIDDPand 
TAM IiAs PE8UlmB iH Btt@Fhll response rate of 53% in pts. 
with NM(ASC0: 8:1098.89).Recent clinical trials have 
shown that a co&inafi& CT agents and IFN may 6e syner- 
gistic in Advanced malinancies.To date 27 Pts. wit6 MM 
have heen treated with a sequence of CT and IFN as follow 
DTIC: 25Omg/sm,iv,dl-3;DDP: 25mg/sm,i~,dl-3;BCNU:12Omg/sm 
d16every 28 days,TAM 1Omg po hid,contlnwsly and IFN: 5x 
IQ ,ac 3 tunes a week.Median age of pts. was 51(x-:26-75); 
male:female was 15111;PS was: 0(19~,lC8)pta..Sites of 
metastatic diseaoe included,liverQ7);lungC6>,subcutane- 
ous sitescl8) and limph nodesC241.Pts. with brain metas- 
tases were not elegihie forethe study The res onse rate 

with this regimen was 48.1%(CR: 7.4%(ij:PR:40.9%(ll).SD 
14.8% and PD~37%(~lO].Median‘follow-up & the study & 15m 
Median time to progression was 8.7months and median sur- 
vival was 11 months for responders.Hematology toxicity 
CG31 included neutropenic -13f27pts.;thrombocytopenia 151 

27pts.10 Pts. have been neutro enic 
that &is regimen has manageab 'I 

fever.We conclude 
e toxicity,especially 

since the introduction of ondansetron and GM-CSF.TAM 
appears to contribute to response. 
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LONG TERM OUTCOME IN PATIENTS WITH AGGRESSIVE 
FIBROMATOSIS. A SINGLE INSTITUTION ANALYSIS OF 172 
CONSECUTlVE CASES 
Quaalk~olo V FISSI S , Garbugka A., Azzarelll A, Clemente C. 
lstiiuto Nazionale Tumori. Via Venezlan 1, 20133 Milan0 Italy 

From 1965 to 1992. 172 oatlents with aqqresslve fibromatosis w era treated in our 
Institute Malenemale ratid 0 4, average age 30.6 years. 86 (50 5%) were located in 
the trunk or head & neck, 05 (49 5Ob) in the extremities. 60 (42%) patients 
presented a recunent lesion at entry m our Institute. 30 cases were not consldered 
ior surgery and were treated with RT and/or chemo or hormono-therapy 142 
(82.6%) were operated Surgery was ConsIdered radical h 6 (4.2%) patients, wide in 
90 (63.4%). marginal in 40 (28.2%) and lntralesional In 6 (4 2%) The overall 
recurrence rate was 32.7 at 5 years, 28.0% for radical+wlde operations. and 43.2% 
for not adequate operations (PzO.3). According to the recurrence rate by stte. no 
difference was documented between lesions of the trunk versus those of the 
extremities No patient developed distant metastases Only 5 pts died.3 for local 
progresswe disease and 2 for causes not related to disease The 1 O-year survwal 
was 8% Also patients consldered not operable had a fau good prognosis, 75?0 at 
10 years. Survival according to the site of the primary was 95% for extremities and 
80% for the trunk at 10 years (p=O 3). The qualtty of surgery is determmant m 
fibromatosls as for any soft tissue sarcoma, nevertheless In our series the 
lncldence of local failure after adequate surgery is higher (28%) than expected, and 
the same Incidence after not adequate operations IS lower (43%). It suggests that 
this low grade malignant disease has a natural history poorly modified by our 
treatrrents. ASlso oatients not amenable with surqsrv have a fair oroqnosw with few 
deaths dueto disease, and for that patlents can-be-sometlmes only-observed and 
eventually considered for altarnatwe treatments, as for endocrine therapy, 
chemotherapy + radiotherapy 
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SMALL ROUND BLUE CELL MALIGNANT TUMORS OF SOFT 
TISSUES AND BONE IN ADULT PATIENTS. Casali Mastore M, 
Bertulli R, Lombardi F, Gandola G, Navarria P, Azzarelli A, Quagliuolo V, 
Santoro A, Bonadonna G. lstifuto Nationals Tumori, Milan, My. 

Small round blue cell malignant tumors include Ewing’s sarcoma, 
peripheral neuroepithelioma, and rhabdomyosarcoma. From June 1966 
we have prospectively studied a consecutive series of 36 adults (mean 
age = 27 yrs; range = 16-55) with such tumors arising from soft tissues 
(30 pts) or bone (6 pts). A combined approach was used in 30 pts. 
including primary chemotherapy with epirubiiin 90 mg/sqm, ifosfamide 
7500 mgkqm, and vincristine 2 mg every 3 wks for 4-6 courses. Surgery 
followed in conservatively resectable patients. Radiiherapy (45-60 Gy) 
was given in combination with cisplatin 90 mg/sqm for 2 curses. 
Consotiiation was performed with 4 courses of ifosfamide 7500 mgkqm, 
actinomycin-D 1.5 m9/sqm, and dacarbaazine 900 mcjsqm every 3-4 wks. 
Six pts had chemo-radiotherapy following surgery done elsewhere. 

Primary chemotherapy achieved CR or PR in 63% of the 30 pts with 
measurable lesions (Cl: 65% to 94%). Overall, FFP was 40% at 3 yrs. In 
the subgroup of 20 pts with only local-regional disease, DFS was 60% at 
3 yrs. All 10 pts with metastatic disease relapsed, progressed or died. 
Three of the other 6 pts who received their treatment as an adjuvant to 
surgery relapsed at ~14 mos. 

We conclude that chemotherapy is highly active in adults with small cell 
sarcomas. These sarcomas are aggressive tumors deserving combined 
treatment and, possibly, new approaches in high risk patients. In 
particular, both in clinical trials and in clinical practice these histotypes 
should be distinguished from classical adult soft tissue sarcomas. 


