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COMPARISON OF P-GLYCOPROTEIN EXPRESSION AND 
INADULTAND 

COMPARATIV8 EVALUATION OF S9788. VBRAPAMIL AND 
CYC!LO!IPCXtINE A ON MULTIDRUG RBSISTANT CBLLS FROM 
PATB3NTSWITHHBMATGUXiICALMALIGNANCIBS. 

a’, P. v *, N. Missoum 3, S. Mambai 1, A. Guaci 3, 
0. Gserci 3, D. Sommekt-GBve~ 
Wentre Akxis Vautrin. *M&e&e Infantile 2, sM&cinc A. CHRU 
Braboii, 54511 VandmuvroNancy. France. 

J.L.~,S.MPchal~,N.Missoum~.A.Goari2,C.0ucni2 
’ Ccna Alexis Vauti. * CHRU-Brabcis McdsciDe A. 
Av. de Bourgogne, F-5451 1 Vandmuvre-Nancy, France. 

Multidrug resistance of tumor cells is bnown to be responsive for 
tmatment faihue in cancer cbemotbe 

“;x 
y and P-glycopmtein (PgP) 

ovemxpmssion is smpected tc cctrelrte WI the developmeot of resistance 
PheniMype. 
Thii-SIX bioed and bone marrow samples from 21 adults (13 AML. 8 
ALL) and 13 children (3 AML, 10 ALL) were anal red using flow 
cytometry analysis with simultsneous duermmation o? Pgp by MRR16 
monoclonal antibody (kindly prwided by Dr. T. Tsuruo, Tokyo, Japan) 
and accumulation ofdaumruikm (DNR). 

in ampLeI mmimicn,tberateofDNRaccumuladngceSscbsuved(mean 
14.5%) was signt6lantly low (pQ.05) dm in adult ALL widl complete 
remission (7 cases. mean 39.2%). Frcm these resuhs. if tbe rate of DNR 
accumukting cells seemed to be * prcdicttve factor of clinical response in 
adult Ieubemia. in childhood leubemia, the threshold value may 
signifiitiy differ and should be iKd before attempting to extrapohte 
the mdts from adult to chiihood L. 
Study supprted by the French “Ligue Nationaie contra le Cancer”. 

623 

SENSITIVITY TO CYTOTOXIC DRUGS IN BIOPSY 
MATERIAL FROM LUNG CARCINGMAS 
p~NygrcnI,W~~,MAMikd.GG~n4,D 
Anjedani . Depts of OncologyI, Pathok&, ENT3, Tboracic 
Surger)r! Abademisba Sjubbuset, Uppsala University and Lung 
Medicine Falu lasarett5, Sweden 

Chemotherapy is tbe main treatment modality in small ceil 
carcinoma of tbe lung (SCLC) and is of incredg importance also 
in non small cell carcinomas of the lung (NSCLC). Drug rcsistance 
is, however, very common in NSCLC and a major obstacle against 
cure in SCLC A fluoromctric microculture cytotordcity assay for 
investigation of drug-resistance of biopsy derived tumourcells has 
earlier been used in certain leukemias and lymphomas and in these 
tumours tbe results of tbe assay have. correlated well with tbc 
cliicai outcome. Viable tolls deave Buoresceiu diacetate to 
fluorescent fluorescein and tbe effect of drug treatment on S~UVM 
was measured after exposure for 3 days compared with the survival 
of unexposed cells. Tbe assay bas bere been applied to biopsies 
from 12 bmgcar&omas. Tbe se&tivQ profile differs conkierably 
between individual tumours, SCLC, however, bechgasarulemore 
sensitive compared with NSCLC. Ciiplatinum was in these few 
tumours maybe tbe most effective drug, however, also etoposide 
and doxorubicine and other sntracycbnes demonstrated efficiency. 

Infusion and Perfusion Chemotherapy 
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POSITIVE CORRElATlON BETWEEN TUMOUR DRUG DISPOSITION AND 
THE ACTIVITY OF DOXORUBlClN MICROSPHERES: IMPLlCATlONS FOR 
THE DRUGS IN VlVO MECHANISM OF ACTlON 
wand Smyth J.F. 
lrnperial Cancer Research Fund, Medical Oncology Unit, Western General 

Hospital, Edinburgh EH4 2XU, United Kingdom. 
Pmtain miawphms can activefy alter both drug disposkiin and 

the therapeutic properties of incorporatad doxorubicin (DOX) once they 
have reached the tumour. This is due to the fact that a proportion of the 
drug becomes covalently coupled to the protein matrix of the microspheres 
during their fwmetbn and acts as a sustained release depot but reduces 
drug anaembic quinona bioreduction (AQR). In this study DOX has been 
inwporated into 5 different formulations of microspheres where % 
complexation was: 0.49.69.76 and 88 resp. Each system contained the 
same total drug content (2.2-3.2 % wlw) and achiied the same turrtour total 
drug level at tims zaro aftar intra-tumoural irtjeckn to the rat Sp 107 
mammary catcinoma (15-I 7 f@g). There was no correlation between fold 
stimulation in ACR over the levels produced by free DOX (88,61,26,14,0 
resp.) and tumour growth dafay in days (4.5,7.4,6.8,12, 12 resp.). A 
strong wnelatii (a =9948, P < 0.01 two tailed t statistic) was observed 
between siow release of native drug and antitumour efficacy. These data 
suppfl the view that free radicals are net invoked in the mechanism of 
action of DOX and suggest that the optimum way to deliver DCX to a tumour 
for maximum affect is thmugh sustained release of lower concentrations 
(appmx. 2 pM) fmm a large extracellular pool. 

CHENOFILTRATION (CF) FOR LOCALLY ADVANCED CANCER 

M. Inbar, N. Cutman, A. Ravid, P. Sorkin, J. Papa, 
5. Chaitchlk 6 J.M. Klausncr 
Depts. of Surgery, Oncology, lntenslve Care end 
Radiology, Tel Aviv Sourasky Medical Center,Israel 

Regionally advanced cancsr Is a comnon, often unresolved 
problem. Effective local control Is limited by the toxicity 
of systemic chantherapy. CF enables the admiral=+--*'-- -* 
high dose cytotoxlc drugs into one body area while limiting 
systemic toxicity. The drug Is Infused into the -r---l. 
supplylng the involved are;. The ven~"s efflu.;tw'b;S& same 
organ Is pumped Out into a hcmoflltratlon unit at a rate of 
500ml/mln. The drug is then filtered away and the blood 
returned to the systemic circulation. 41 pts. undcrwwt 45 
CF. 7.4 pts. underwent CF of the pelvis for advanced renal 
cancer (10). malIgnant mlanoma (6), and cancers of the 
ovary (2). uterine cervix (3), vulva (1) and a""s (1). 17 
pts underwent CF of the liver for metastatlc colon (10). 
pancreas cl), breast (4). ovary (1) and unknown (1) cancer. 
5FU lg/m?lOmin and mitomycln-C 30mg/m'/ZCmln; cls-platinum 
ZOOmg/& alone or canblned wlth bleemycin 5Omg/m* and 
mltomycin-C 20mg/ms; or melphalan lmg/kg ware the combinat- 
ions used. 2 pts died within 40 days follewlng CF. The 
procedure was generally well tolerated. Complications (48%) 
included transient leukopcnla (16). paralytic llcus (2). 

ototoxlclty (1). hair loss (Z), renal failure (1). Of 39 
cvalueble patients, 17 (44%) had PR, 15 (38%) SD and 7 (18%) 
PD. Tlnr to progression was 5.4mts. lo/l3 (77%) achievzd 
symptomatic palllatlon. In 12/24 pts (SO%), a reduction in 
CEA levels occurred. 


