
Melanomas - Sarcomas 
Melanomas 

s179 

992 

THE CLINICAL SIGNIRCANCE OF ONCOCENE 
EXPRESSION IN MALIGNANT MEWNOMI. 
D.A. F&q’ ami G.D. Wih+ 

RAFrDcpofRedeKdlinFlaslicSugeIy’, 
CRCOWLJb8IO$*MOOIUvcmOnHC4pit8l. 
NorUwood HA6 2RN. Middlesex l3@8nd. 

Mslipmt mel8mm8 amtitus to pose 8 lbetapeolic md epidsnilogid 
Ehpucngc. HOwcwr.theamwemtOautslsndjngquestiomtionlybefound 
with grealer undaauding of tomour biology. cClwide* imelcsl ceoues 0” 
* mokudar geDeIia of eaxu ad, io palliallar. the behavioor of Mmgcncs. 
Using flow cytooletry, we have sNdii expressioo of lJl6 pMci0 p0dUCl.s Of 
two amgenes. p53 sttd c-myc, in bttmm melaoma. lo addition. (he 
pmlifenha khies of the tomoms have bea meaJulcd o@ 
blomodeoxyoddinetithahvivo~ lh8ep8mmeIeIsb8vebcen 
~atedtotl~elhhqkhgial*pucsofcpchtumau. Wehave 
tnvedlig8IedbcuIIiesbmdti8cdm8mt8l(eut8nol8ndpnmncmbcdded~~ 
tatt8pio8pedve8l8lrctlorpctiveQvly. lbd8Ie.ourlk%ulI8showbah 
omw8awstobemquentlyovaqnwedinmelaooow pS3~apesscd 
io77%ofprimuykaoosmd83%of-. wtCkcmyewsfouodio 
67%ofprim81ylumot~~md88%of- -k.MOfenplcsPionOf 
emyc WEI asmciwd with mrmtn pdikdon uml adcome. No such 
~laahipwgevidcn*~3. ~oflbcre~may~ 
oimpwedMnour-mdrobjcaivepl*lormuparwtdehIo 
&8ipfutuIemcrpy. 
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FREQUENCY OF HLA CLASS I ANTIGENS IN ISRAELI- 
JEWISH PATIENTS WITH ADVANCED MELANOMA 
T. Klein’ , J. Schachter , B. Klein and A Adler 
‘Tissue Typing Lab, Tumor Immunology Lab, Institute of Oncology, 
Beilinson Medical Center, Israel 

The association between malignant melanoma and the expression of 
HLA class I antigens was studied in a group of 43 melanoma pts in 
comparison to 110 normal controls in the Israeli-Jewish population. 
The study group consisted of 25 pts with metastatic disease, 13 pts 
with stage II finvolved lymph nodes) and 5 high-risk pts with 
advanced primary tumor. The expression of HLA -A and B locus 
antigens’ in melanoma pts differed from that observed in the 
normal population. The frequency of HLA A 24 (A91 was 
significantly fp< 0.05) hinher in melanoma nts (37.2% in 
melanoma as compared to 16.6% in the normal population). HLA- 
Ewas also higher in melanoma pts ( 32.5% vs 20.6%), while 
HLA- 835 was lower in melanoma than in controls ( 20.9% vs 
33.2%). A positive correlation was found between advanced 
(metastatic) disease and the expression of A 24 antigen the 
frequency of metastatic disease was 93% (13/14) amongst those 
expressing Aantigen as compared to 58% (25/43) of total pts 
studied. This finding suggests that HLA class I antigens in general 
and A24 in particular may play a role in the biologic behavior of 
malignant melanoma. 
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SZFECI OF CALCIVM~NEL SUtCKEItS AND PROTEIN 
KINASE C lNlUWTOR8 ON MELANOMA CXLL GROWIll AND 

DIRECnONAL MlGRAllON IN VITRO. 

Fick-Puches S Smolle I, Hofmao-Wellenbaf R, Helige C, Kerl H 

Depanmeot of Dsmmtology, Ucwsrsity of Gmr. Acstna 

In malignant melanoma active mcvemect of - cells is considered to be 
essential for tissce invasion. Variw mechacisms, soch as the CaZcabocdolin- 
pro&n kicase C (PKC) wcade are considered to Play a role in tom01 cell 
fonctiocs. 
In this study the amimigracory ctiect of drugs interfering with steps of this pahway 
was investigated using the assay of 4irstional migration combined witk computer 
assisted image analysis. Residea tbis, the effat cc melaocma cell pmlifemtiw was 
a.5mat. 
Untreated K1735+42 molaocma cells sbcwd a mi,xaticc rate of 377+-ZZ,,m/day 
The calcium cbacnel blccken wqwmil and dew&nil sbowd a slight r&c& 
of motility (IO wooI w”wtdl: 382+-3111mldsy: 10 ,&f dwacacil: 383+- 
271un/d$ gt’wlb rates w& net impaitwJ. $4 oftbe PK&hibit& dqcalinium 
ccosidembly davascd the migration rates (154+-7pm&y); c&t PKc-inhibuors, 
8s tamcxifen and H-7, sbowcd P cleat dcae dqeadect dfku cc nt&ncma cell 
dircnioml minratioa whatas Krmlh rates were not affacd -,I”. 
Concltictts &tvcdfmtn thii study ate: 1. One cdticaI target oi the Caiciw- 
cabocdtdic-PKC sthwav in K1735-MZ mcluvms oclh mtdtl b Ihc mhibition of 
p~cb;&colllpaunds.2.1ckibitiooof~ ottl directiotlal 
mlgralion is not coarequmtly combined with inhibiticn cf gmwth. 3. Tke assay of 
dimctiooal migraticc combimd with compotcr assisted image analysis may be used 
for the scmning ofpntendtil antiinvasive drugs. 

995 

CUTANEOUS MELANOMA IS LESS FRIGHTENING IF TREATED IN OUTPATIENT 
REGIME. 

ZIJRRIDA S, BARTOLl C, BONO A, DEL PRATO I, SANDIERAMONTE 0, CLEMENTE C 
and CASCINEUI N. 
Istituto Nszicnale Tumori. Milan - ITALY 

Since it has been established that for all melanomas. irrespective of thickness, survival 
is independent of width of resection margins, the Division of Diagnostic Oncology and 
Outpatient Surgery. lstitutc Nazionale Tumori. Milan, initiated a naw cutaneous 
melanoma ICMI managsmsnt protocol. beginning in 1988. Two hundred and ninety 
CM patients. 120 (41 %I males and 170 females (59%) have undsrgons excision with 
local snassthssia as outpatients. Patients in whom ths clinics1 diagnosis was not 
certain CM (125 cases), the initial excision (l-2 mm from margins) was for biopsy only 
and a subsequent wider excision was performed. This second “radical” rssaction was 
also parformed in outpatient rsgims. lo-15 days after the initial surgery. if the 
thioknsss of the CM lesion was c 2 rmn I85 cascsl, if grsatar patients wcrc admitted 
and resection with 2-3 cm margins WBS performed 140 cases). When ths resection 
was with 1 cm merains (clinical melanoma) end the histolodcal svaluation revsalad a 
lesion thioknsss of ( 2 mm (165 casss) this trsetmcnt was considered definitive. 
One hundred and sixtv-five oatisnts 156.8%) had a CM of thickness < 0.76 mm. 76 
(26.2%) had CM > 0:76 (‘2 mm and 49 (17%) had CM > 2 mm. Fzcw up w.; 24 
months (mean). disease rscurrcnoe in 3 patients was apparently unrslatsd tc ths type 
of excision psrformsd on the primary tumor. Outpatient surgew soems the best way tc 
menags a workload characterized by ths need to examine growing numbers of 
pigmented skin lesions, and st the same time permits diagnosis of 8 large numbsr of 
thin, and thsrsfors curabls melanomas sven when in situ l18.2%1. Day Hospital 
surgery is appreciated by the petients. it reducas the psychological stress associatsd 
with admission and is much Isss costly than hospitalization. 
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PHASEII-STUDY OF FOTBMCSTINE, CISPLATIN AND 
HIGH-DOSE TAMOXIFBN IN METASTATK MALIGNANT 
MEIANOMA 

KASemb, S.Aamdal, T5ohmann, C.Lucas*, B&ward* 

The Norwegian Badium Hospital Oslo (N),*llUS (F) 

Del Crete (1964) and MoClav f1662) rernorted hi& n?sncn~c rates 

a novch nih’sourea, was given 4 h:befon, cisplatin (C) (166 me/m’) 
with 22 hours of hydration evay 4 weeks. From the 2md cycle 
on T Cl6Omg~ was given daily for 7 days before each cycle. A 
ph-a.kinetic study of F was also performed &q.o,,se 
evduption was pexrolmc d afta 2 cycles. Of tbhe 36 pta included 
3 had prior cbemotberapy, and 7 local radiotherapy. No anti- 
coagulant prophylaxis was given. 2 pb M not eligible due to 
tranmlmt.sd melanoma, 1 x&used tbera~v after 1 cwlc. 1 
pro&wad whithin 2 w&a and 6 M t&-.,1, for -&&&ion. 
Of the 29 evaluable uh tbaza was 1 CR. 8 F’B. 0 stable disease 
and 11 with pq&ion. To&&y OVli6h r&ea md vomiting 
grade 1.2 was seen in 19 pta and grade 3 in 4 pts. Renal toxicity 
was seen in 12 ptd (10 with grade l-2; 2 with grade 3). Ibrombo- 
cvtmfda was men in 17 w&ienta fS with aade l-8: 6 rith wade 
3: 4 &th grade 4. Otatastkty grade l-2 in 5 pts. L.e&pemia grade 
l-2 in 15 pta and made 3-4 in 4 I&. 3 ~ticnts cmeriemwd DVT. 
The ph&utc&&ic data did iot r&sal my ‘i&titie~t 
diierencer between responders and nonrsqmndcaa before and 
afim introduction of T. Conclusion: Tbs drug mmhi~tion itan 
good antihrmor activity in malignant melanoma, but i, less active 
than tba ra?8nt published combinationa with temoxifen. lluombo- 
embolic eventa are rare when tamoxifen is administered over a 
short period of time. 


