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Retinoic acid and its catabolic inhibitor, 
R75251, in human malignant glioma cells 
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Ulm University Department of Neurology, 
RRU-OE-45, D-7900 Ulm/Germany 

Retinoic acid is a natural intracellular 
retinoid able to induce differentiation in 
human malignant glioma cell lines. R75251, 
an initally antifungal imidaxole, inhibits 
retinoic acid metabolism in-vivo, resulting 
in an increase of both natural or supple- 
mented retinoic acid levels. We tested 13- 
cis retinoic acid and R75251 in-vitro on 
highly malignant glioblastoma cell cultures. 
The two substances seem to act syndrgisti- 
tally, demonstrating effects got to be seen 
with either substance alone. Ii-thymidine 
incorporation as well as cell size and 
appearance changed after incubation with RA 
plus R75251. We discuss these findings in 
the light of serum level measurements. 

7.045 

EGF RECEPTORS IN SENSITIVE AND MDR MCF7 CELLS. ACTION OF 
DIFFERBNTlATlNG AGENTS AND VERAPAMIL. 
A. RALLET, c. DELVINCOURT. MJ FAROUX. JC JARDILLIER 
INSTITUT JEAN GODINOT, BP 171, 51056 RBIMS, FRANCE. 

The exptwssion of steroid and growth factor receptor was compared 
in sensitive end multidrug resistant (MDR) MCF, cell lines, then action of 
differentiating agents and of resistance revertants was studied. 

Resistant MCF, cells exhibited typical features of MDR cells : 
amplification and surexpression of mdr, gene, cmss resistance to cytotoxic 
drugs. Epiderma, Growth Factor Receptors (EGF R) were detwnined on 
whole cell monolayers by a radio ligand assay. An immunocytochermcal assay 
was made in parallel with a double immunostaining for estmgen receptors 
(ER) and EGF R. 

Sensitive MCF, cells possessed ER but were devoid of EGF R. Results 
were strictly opposite for MDR-MCF, cells. The number of EGF R sites are 
15 time higher in MDR-MCF, cells compared to sensitive cells : respectively 
2,350 ? 670 and 161 ? 96 sites/cell. K, was identical and close to.0,3 nM., 
Double immunostalnlng ER-EGFR of MDR cells was negative for ER tn nuclei 
and positive for EGF R in cy’toplasrdc membranes. 

Treatment by differentiating agents Retinoic Acid (RA lO_‘M) and 
Sodium Butymte (NaBu Z.lO-‘M) decreased the BGF R level of resistant 
cells and concomitantly increased that of sensitive cells. So the rate of EGF 
R expression of R/S is 15 for contml cells, 6 for RA and 3 for NaBu 
treated cells. 

“empamil 5.10--M which reverses resistance of MCF, Cells with an 
index of 100, decreased of almost SO % the expression of MDR-MCF, cells 
without recovering the basal level of wild type MCF,. 

So differentiating agents and resistant Pevei+xnts seemed decrease the 
numhw of AGF R sites. 
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RIM SPIR LABELED NI'RROSOURRA A.M.Zheleva*.Z..D.Ra& 

kov*,E.~Jteikova* .MJlarimmva** ,D.K,Todoro9* 
Nitro.saureas are one ef the most important olas- 

sea af antitumar agents but their applioation is li- 
mited because of the oomgaretively high toxicity. 

It is well lmown t$gt l.)nitroxyl gmuge greeent 
in biologically active' compounds reduce the toxicity 
2)the e@.n labeled biologically active cornRounds are 
suitable models for elucidation of the mechanism of 
action. 
Bearing in mind the above faots we have eyntheh_.- 

sised s9i.n labeled nitrosourea derivative of,L-ala- 
nine(mp 53-55°C).bes,ESR and IR agecfra(om - 3300, 
3080,2970,1710,1640,1525,1490,1350,13~5,765~, have 

antitumor activity against L1210 Umphoid leukemia 
'in BDF mioe. We established an 714,3% ILS and lo@ 
Icures ?hen the nitrosourea was injected i.9. in the 
!single dose 120,O m&g. 
*Biger Medical Institute - Stara Zag;ra,%Lgsria 
**Natina,lXentex_&_QnSofia. 


