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ANALYSIS OF RRSULTS FROH ARTIREOPLASTIC ACTIVITY 
Comparative studies on mouse leukemic bone marrow 

PREDICTIOR By PORHAL STATISTICAL HZTHODS 
purging ex vivo. 
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Ilza Pajeva 

CLRA, Bulgarian Academy of Sciences, Aca4.Q. Bonchev str.,B1.106, 1113 Sofla,Bulgarla 

The substructural analysis approach to quan- 

titative structure-activity relationship (WAR) 

investigations was applied for predicting the 

activity of compounds towards in VlVO tumor 

models on the basis of the comp0unas~ 

structures. Analysis of the results obtained is 

clone with respect to the data used ana methods 

applied. A ConcePtlon for the future development 

of the substructural analysis approach to 

antineoplastic activity prediction 1s outlined. 

7.027 
ALTERATIONS OF PHOSPHOLIPlD METABOLISM INDUCED BY CYTCKINES IN 

EXPERIMENTAL TUMURS 
F.Pcdo (+), G.Carpinelli(+), A.Ferretti(+), E.Proietti(*), F.Eelarde~li(*) 
Labs. (+) Eio~.Cellul. and (*I VirOl.,IstifUto Super.Sanita',Rane, Italy 

31P and 1N Magnetic Resmavxe (MR) studies et 9.4 T alloued detection of 
early biochemical alterations induced by cytokines (rTNF-a, rTNF-p,rll-1P) on 
phosphatidylcholinc (PC) metabolism in solid tunourS inplanted in DRAl2 mice 
by s.c. injection of Friend erythroleukemia cells (FLC). Early alterations 
inbced by these cytckins on tuwxr blood vessels (prior to the onset of 
necrosis) were associated with about 3-fold decreases of glycercqhorylcholine 
(GPC), Rccuwlatim of glyceraphosphate (GP) and choline, more than ten-fold 
increase of cholinefphosphorylcholice ratio and reductions of ATP levels. 
These results are interpreted on the basis of reduced activity of choline 
kinase <ATP-dependmt cytosolic enzw) in ccwbinatim with activation of GPC 
phosphodiestersse (EC 3.1.4.2). a microsomal enzyme so far detected and 
studied only in normal tissues. tiich catalyses hvdrolvsis of GPC into 
choline and GP. Moreover, NMR- in vitro studies .dem&treted that GPC 
hydrolysis is also markedly enhanced in FLC lysates, follwing DMSO-induced 
erythroid differentiation. These results swport the conclusion that 
noblatims of enzyrs cowrolling GPC hydrolysis nay contribute to regulate 
??ltarmtims of PC turnover in moplestic vs. normal cell woliferetim: - 
suggest a ney, possible biochemical nm&l for mderstanding metabolic effect; 
in&ced by eytokincs on tuner cells in viva; propose the possible use of u 
w IRS for monitoring early responses of tunours to 
differentiation inducers. we 

cytokines or 
thank AIRC for financial syrport and 

Mr.M.Giamini for technical assistance). 
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INCREASE OF DOPA-OXYMSE ACTIVI'LY OF NUSIiROOFi 
TYROSINASE BY SPILUBELED TBIAZEXES. 
Z.BAIKOV. EJUIKOVA. V.GADGEVA and T.VLAIKOVA 
we have previously reported the synthesis of new 
class spin-labeled triazenes with a general formula 

Ar/Eeteroar - hT = h' - R(Crg )-@ ,'o 

(Z.Raikov, K.Koch, V.Cadmva, G:Kolar. SEK-Sgmpo- 
sium, April lgS9, Heidelberg, rFRG) 
Mazenes with a nitroryl radical were chosen in 
this work because of the following reasons; t)triac 
zenes have been known as an important class of 
tumorinhibitory amnts and some of them are antime 
lanoma drum (ILCIC); 2)the nitroxyls concentrate 
mainly in piwent nelanomas.It is well-known that 
the tyrosinase is a key enzyme in the melanin biosyx 
thesis,vhich quantity is si&ficant in the pi-ant 
melenoma fumore. The results show that all spin- 
labeled triazenes have increased DOPA-oxydase acti- 
vity of mushroom tyrosinase what migt be due to 
nitroxyl radicaLIncrease is dependent on the 
structure of the compounds. 
HIGHER I'7EDICA.L ILSTITUTE, STARA ZAGORA, BULGABIA. 

Poland. Wroclaw 
M. Paprocka, A. Wiedlocha, Cz. Radzikowski 

For model studies on bone marrow ex viva purging 
mouse L121OV and monoclonal antibody MoAb-16, specifi- 
cally reacting with these leukemic cells have been 
selected. MoAb-16 with complement, immunotoxin composed 
of MoAb-16 and A-chain of ricin or MoAb-16 together with 
antiimmunoglobulin coated magnetizable microspheres 
were applied in comparative studies on their purging 
efficiency. To achieve complete elimination of leukemic 
cells single exposure during 60 min to immunotoxin 
appeared to be sufficient. Treatment with MoAb-16+C' 
as well as with MoAb-16 and magnetic microspheres had 
to be repeated at least twice. None of the treatments 
applied was toxic to the normal bone marrow stem cells. 

7.028 

The use of HIDA to improve the therapeutic ratio with tri- 
modality therapy. 

M. Radacic, J. Overgaard, D. Skaric, V. Skaric, M.R. Horsman, 
and J. Jercic. 
Rudjer Boskovic Institute, Zagreb, Yugoslavia, and Danish Cancer 
Society, Aarhus, Denmark. 
The interaction between cisplatin, heat, radiation and HIDA was 
studied in vivo using a C3H mouse mammary carcinoma grown in 
the feet of CDF, mice. Response was assessed by tumour growth 
time, or local tumour control. Cisplatin (2-8 mg/kg) and heat 
(43SW60 min) exerted their greatest tumour growth inhibition 
when given simultaneously. But at the same time there. was a 
substantial increase in mouse toxicity, such that 18% and 83% of 
mice died when given heat with respective cisplatin doses of 6 mg/kg 
and 8 mg/kg. When HIDA (100 mg/kg) was given 150 min before 
cisplatin administration and heat, no mouse toxicity was seen at 6 
mg/kg cisplatin, and only 3% with 8 mg/kg. HIDA did not influence 
the tumour growth time results. In tumour control studies cisplatin (6 
mg/kg) and heat (43S”C/60 min) were given simultaneously 4 hrs 
after irradiating. Some 45% of mice died from this treatment, but 
only 5% when HTDA was added to the protocol. Local tumour 
control was unaffected by addition of HIDA. 

7.030 

DEVELOPMENT OF TWO NEW MONOCLONAL ANTIBODIES 
REACTNE 10 A UNIUUE ANTtGBNtC DElERMlNANl PRESENT ON 
HUMAN OVARtAN CANCER CELLS 
S. Ramakrlshnon, M. M. Momdt, F.J. Xu. B.Y. U, Y.H. Yin, $A. tilg. 
and L.F. Carson. Dopartmonl of Phannacotogy and Womon’s 
Cancor Cantor, University of Minnesota, Mlnneapolb, MN 55455, 
U.S.A. 
Mice were lmmunlzed with muiRpIe ovarlan cancer cell lines In a 

sequential manner to ampllty the immune response agahst common 
antlgenlc detem-inanh. Spteen celk tram the lmmunlzed mice were 
then used to establish hybrldomos. Atter extendve screening, two cell 
llneswereselectedontheba3tsotthe4r aelectlvereacth4tytoovartan 
cancer cells. Mono&xal antlbodbs OVXl and OVX2 bound to all 5 
ovarian carchoma cell lines tested arid dld not bhd to normal 
flbroblast cells. These anttbodles recogrdzed a unique antlgenlc 
ctetemWant presmth ova&n and breast cancer celts. C~cea bbckhg 
studk3sshWedmatttlebhdhgofOvXlandOvX2t5notd@aB2b& 
by tenomwprwknJSlyt%Sanwd antkvarian anltbodtm hdudhg 
~~h~lnocytochemlcaldudtes.OVXlreactudtoama)&yot 

canwrtlaeJes(17outof2o)anddtdnotbhdto lxmlWlovcrlon 
Wues.PWmknYre&s hdlcatethatOV%landOVX2antt4bscre 
dkectedtoahlgh moleakWwetghtanngen. lhe6e-coldd 
beIlnkedtotoxtntxtypepndes toprepare Wmorsetectlveqtotoxlc 
coWgate ClmmWWo~~. 


