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A. Maglstrelll,P.Vllia,Emlllo Benfenau,Mario Salmona and M.T.Taccan~. 
Dlfferentml metabohc fate of octadecvl-methvl-alvcero-3.phosphochollne 

(ET18-OMe) in tumoral cells. normal cells and Isolated and perfused Ikver. 

Cytotox~c~ty of Ether LIpIds (EL) m wtro 1s high and tumor speclfx but 
kttle effect was found agamst tumors ,n wvo Smce one powble reason for 
this lack of actwty in the whole anlmal could be a high degree of metab& 
degradation, we have studted the metabokc route of 1-octadecyl-Z-methyl- 

glycero-3-phosphochollne (ETl&OMe) in tumor and normal cells I” wtro and 
I” a more complex system, for example the Isolated and perfused rat I~ver. 

ET1 S-O& labeled wth (‘H) ,n the posmon 9-10 of stearyl alcohol was 
Incubated at 37’C for dlfferent periods of t,me wth rat serum and er~trocytes, 

wth HL60 (sensttwe to EL effect) and KS62 (resistant) leukemic cells, HT29 
adenocarcmoma cells and m pnmary culture of hepatocytes. In other 
exper,ments labeled ET1 8-OMe was added to the perfusion flud I” a Isolated 
and perfused lkver system. ETlS-OMe and nts metabobtes after bp!d extraction 
and TLC separatw were ldent,fied and quantlhed. 

We found that nn tumor cells 98% of ET1 8-OMe remwed undeoraded after 24 
h mcubatlon. Plasma and erythrocytes from rats metabdzed not more than 4. 
5 % of the orlgmal compound. 

In pnmary cultures of hepatocytes, Incubated for 6 and 24 hwrs wth ET,& 
OMe. radloactlwty was mcorporated I” different compounds; three were 
products Of direct metabollsauon by phospohokpase C and D (1.0-alkyl-P- 
methyl-glycerol and 1-O-alkyl-2.O-methyl-phosphatldlc acad respectwely) 

and alkylhydrolase (stearyl alcohol); however other phosphollplds. l,ke 
phosphatldtlchollne(PC) and phosphatvjy ethandamlne (PE), and nn fatty sods 
(F.A) were also labeled. In Isolated and perfused rat lkver after 3 hours 

perfuwn about 15% of total radloactwty was found I” products of 
metabdlsabon by phosphollpases C and D and alkylhydrolase. 

We conclude that EL are substrates of phosphokpase C and D, which are 
ubiqutary in the body, whtle tumor cells lack of thas capacity. 
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ANTITUMORAL ACTIVITY OF THE NEW ANTIESTROGEN 
RU 58668 ON THE HUMAN MAMMARY CELL LINE MCF-7. 
P. PLANCHONl, V. MAGNIENl, P. VAN DE VELDE2, F. 
NIQUE2, .I. BREMAUD2, D. PHILIBERT2, G. TEUTSCH2, G. 
PREVOSTI. 
(PP, VM, GP) 1-Institut d’Oncologie Cellulaire et Moleculaire 
Humaine, 93000 Bobigny and (PV, FN, JB, DP, GT) 2-Centre de 
Recherche Roussel-UCLAF, 93230 Romainville, France 
RU 58668 is a pure antiestrogen with potent a&proliferative activities 
in vitro on human mammary cell lines which express the estrogen 
receptor, it also induced the regression of MCF-7 tumors implanted in 
nude mice. To better investigate the antitumoral properties of this 
product we extented our study using cell cycle analysis of MCF-7 
cells, invasiness in embryonic chick of very highly tumorigenic 
MCF-7 (MCF-7vht) and histological analysis of MCF-7 xenografted 
in nude mice. RU 58668 effect on MCF-7 cell cycle for 48 hr resulted 
in a large decrease of 32% cells in S-phase with a corresponding 
increase in GO/Gl-phase cells. Effect on invasiveness of MCF-7vht 
resulted in a decrease of the presence of epithelial cells in chick 
embryonic heart. At last tumor from nude mice treated with RU 
58668 demonstrated important stromal composition. Angiogenic 
activity was also observed. Thus, in addition with the in vivo studies 
these results argue that this antiestrogen is a potential candidate for the 
treamrent of human estrogene sensitive mammary carcinoma. 

THE SOMATOSTATIN (SST) ANALOGUE BIM23014 INHIBITS 
GROWTH OF THE SST RECEPTOR (SSTR) POSITIVE SMALL 
CELL LUNG CARCINOMA (SCLC) XENOGRAFI : SCLC-6 
Prevost G, Bourgeois Y, Mormont C, Lerrant Y, Veber N, Poupon 
MF and F. Thomas 
(PG, LY VN) IOCMH-BPBS, 129 route Stalingrad, 93000, 
Bob&y, (BY, PMF) I. Curie 26 rue d’Ulm, 75231, Paris. (MC, 
FT) Ipsen-Biotech 24, me Erlanger, 75016 Paris, France. 
SCLC is a neuroendocrine tumour with a poor pronostic. SSTR for 
SST-14 and its analogue BIM23014 were characterized in 3 human 
SCLC xenografts transplanted in nude mice.One major complex of 
57kDa was identified by both ligands in all 3 tumours by cross- 
linking assay.. Two minor complexes were only detected by SST-14 
90kDa in all 3 tumours and 70kDa in 2 out of the 3 (SCLC-6, 
SCLC-75). Analyzed by Northern hydrization, SSTR-I expression 
was detected in all 3 tumours whereas SSTR-II expression was only 
detected in 2 out of 3 (SCLC-6, SCLC-75). No expression of 
SSTR-III. The antiproliferative effect of BIM23014 was evaluated 
on SCLC-6 growing in nude mice. BIM23014 alone (25Opg t. i. d., 
5 days) or concomitantly administered to cis-Platinum 
(1.5mg/kg/day, 2 days) inhibited the proliferation at day 10: 
BIM23014 57%, cis-Platinum 57% and BIM23014 + cis-Platinum : 
78%. Our data suggest that BIM23014, alone or in combination with 
cis-Platinum could have a potential in the treatment of SSTR positive 
SCLCS. 
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2’,2’,-DIFLUORODEOXYCYTIDINE AND INTERFERON-a AGAINST 
BUMAN RENAL. CELL CARCINOMA IN NUDE MICE 
Rohde D., Goertz M., Trotter&q U., Klusendick J., J&se G. 
Dept. of Urology, Technical University of Aachm, Aschen, Germany 
2’,2’-Difluorodeoxycytidine (dFdC; Gemcitabine; GEM) has been show to 
inhibit mmor cell growth by blocking DNA-polymerases and ribonucleotide 
reductases. Due to previous in-vitro data, where we observed a nearly equal 
cytotoxicity of GEM and vinbla.stin (VBL) against established cell lines from 
human renal cell carcinoma (rcc) (SNlZC, ACHN, A498, C&i 1) at peak- 
plasma concentrations, an experimental study was employed to evaluate the 
potency of GEM against xenogmfts from human rcc alone or in combination 
with interferon-a. Methods: Cell suspensions of SNl2C sod ACHN cells 
(5x106) have been inoculated subcutanously (s.c.) in 3-4 week old balb/c m&u 
mice, and in additon by tail vein injection (1x106 vital cells) at first mmor 
appearance. Therapy was initiated at a S.C. tumorvolume of 100 mm3 and lasted 
16 weeks either with GEM (40 mg/kg Bw i.p.) and rhu-IFN*2a (8x106 Iuikg 
Bw s.c.), VBL (0,6 m&g Bw i.p.) and IFNa2a. or GEM a10ne. Results: S.C. 
hlmors derived from ACHN cells were inhibited by GEM +I-IFN-(r & a more 
sufficient way than by VBL+IFN+. Xenografts of SNl2C cells at S.C. sites did 
not respond to any treatment, while GEM+IFN-a was effective to decrease 
pulmonary metastasis. Moreover all animals that underwent a remission recieved 

GEM+/-IFN-a exclusively. III conclusion GEM has been shown to be more 
effective to treat xenografts from human renal cell carcinoma than VBL+IFN~. 
In combination with IFN-a, GEM recommeds itself as an most interesting 
chemotherapeutic drug for patients with advanced renal cell carcinoma, thus an 
already preexisting clinical trial (phase II) should be extended. 
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NEW IN VIl’Ro APPRO&Zl FOR INDIVIDUALI~ION OF 
TTU?ATtQST IN CHILD= WITH ACUTE I&w (Z&I). 
b#etelitsa L,Stilev V,C!aqov 1,Popov A,Shvedova 
E,Mmtkevich Q.Institute of PCCRC,Moscow,Elassia. 

!Po provide species-specific therapy of AL sen- 
sitivity of freah tumor cells framp 20 children 
(13~AIL, 6-ANNL, 1-a in blast crisis) to the 
panel of cytostatic agents (ADR,ARA-C,VP-16,VCR, 
PRd,MTX) and cytokines ( alpha and gamma IFN, TWF 
and new hybrid protein W-T<tymosin-alpha>) and 
their canbinations was studied in MT-assay.LC-50 
can be variable ten-hundred times even when AL is 
of the - inmmnophenotype,cytogenetics, especi- 
ally for PRd and MTX. Cytotoric activity of both 
TNF and TLSF-T was equal and without lineage dose- 
dependence, their combination with ARA-C was more 
effective then ARA-C alone, and in one case of 
TNF-T+ gaunna-IPN ccmbination even more effective 
then U-C. In 3 I&I& patients when ARA-C was 
ccnahined with ganma-IEN the U-50 was 2-3 times 
leas then for ABA-C alone. Cells survived treat- 
ment were incubated to receive the model of 
relapse and to explore it (izmaunophenotype, 
cytoqenetic, sensitivity in m-assay). This will 
be c-red with biology of the blasts in relapse 
if occur. Consolidation phase in newly diagnosed 
AL and relapse protocola will be based on this 
MTT-assay data. 


