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differences w?re seeninstructureof rylw sIxdied the reactivity of perioxidative 
Ileabolitee of DEB and 2-BD-E2 towsrds c-Ha-ras p in the tummr and 

inthelvmJhocvtemisola~franthesame 
per=- - -I.kzn&a, sank? differences in 
several loci w?xedetectdwhenmA 
containing nu1ti1ccus repeated sqwnces 
Mnisatellite UNA) was used asaprobe. 
These results indicate that loss or 
redistributicm of sanecNA sequemesoccurs 
in neop1astic tissue. 

B.tklenica, J.Rngan-Gkgas and R.Vasari 

Central Institute for Tmmrs, Zagreb, 
Yugoslavia 

we established two humn malignant 
melamm xemgrafts, Mm-l ad MEL-2, 
subcutanecuslyinto~-deprived miceby 
melanam cells derived fran the primary 
-layer culture. m=w=ftsgrew 
progressively till the animals death. Mel-l 
WaS the fkSter g-ruvirqt- E&h 
xetx&Tafts spaltaneouslynletastasizedtothe 

. The histolcgical appearance of the 
xenograftsandtheirmeta&asesweresMlar 
tothatoforiginal timkmrs. Bothmalanama 
XerKqrafts were sensitive to rmc! ard 
Cis-platinum inallparameters tested. It is 
cxmcluded that the 1uIq colcmy assay 
provides thebestpossibility toassess the 
antitmmr activity of the cytostatics used. 

M.MetzlerandB.Epe 

DIGIHEIsmLBEswaLAND 
wlmAMImAc!IDs~ 

Institute of Toxicology, university of 
wiirzburg, D-8700 Wikkurg, F.R.G. 

Recent evidence suggests that the 
ildlctimofchangesinchraaoscmeraanber, 
i.e. aneuploidy, is a critical event in the 
process of necplastic celltransfonmtial 
inlucedbystilbeneestrogens such as 
diethylstilbestrol (DES) ardalsobynatural 
estrogens and their ldabolites. we 
ptdxlate that the bkchmical mechanism 
unaerlYinsaneuploidy~~byestrogens 
involves cqalent bidingofmetabolically 

spindle apparatus. 

that DES and 2-hydroxy estradiol (2-HO-EZ), 
the major metabolite of estradiol-17/3, are 
able to bind mvalently to a specific 
birding siteinthe C-terminal rqicm of 
tllklin activation 
pemmase~~peroxide. 

with 
moxderto 

identify the birding amino acid(s), we have 

varials amino acids &J a. UsiJq 
tl4lc-labelld estrcqens and high 
perfonuanceliquid chr&tography,wef& 
thegreatestextent0famlctformationwit.h 
cysteine dtyrcdne, while other amino 
acidsgaveonlysnallanKluntsofadductsor 
did not react at all. This preferential 
binding ofreactiveestrogenmetabolites to 
certainaminoacidsmayhelpto~lainthe 
&served specificity in the covalent bindiq 
totubulin. 

For-. 
the Deutsche 

E;, -,nDoe-,ROlf 
and Niels -(I 1 

IaimratoryofEnvimnwkalardOccq&icmal 
Qncer, Institute of Camx?z ReseSch, 
N-0310, Oslo 3; and (1)Iaboratory of 
ClinicalBiochedstry,UniversityofBergen, 
N-5016 Haukelad sykehus, Norway 

&lnyhypolipidedcdrugsandirdustrial 
plasticizers cause peroxiscm proliferatim 
inratlivex, and induce bepatic rle@ams 
in rate aId mice. Them== 
proliferaimrs (Pps) shod little or no 
evidence of direct interactial withm. 
TheeffectsofthePPs clofibrate (CW) and 
diethylhexyl phthalate (DEHP) ondifferent 
mark enzymes ad of mxpholcgical 
tmnsfomationarestudiedin8yrianhamster 
&l&y~~@RE) cells. Preliminary results 

that both chemicals irduce 
mrphological transfoxmation of SBE cells. 
meyinaucedanincreaseincatalase 
activity (pzroxismes), while noincrease 

glucme-6-@xx@dase 

dW 
(mitochmdria) shcwed Imre inomsistent 
results. We were not able to detect 

beta-oxidaticn in either 
or amtrol cells. Elm 

microscopical studies of SHFI cell 
peroxisarwareinprogress. 
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Researd, Mmtebello, Oslo, Norway 

The ability of glass fibers ad 
differenttypesofasbestos to induce 
lmrphological transformaticn of Syrian 
hamster Elnbryocellshaskeencunpamd. An 

zzzz? 
tknsformtion f& 

with alass fiber (GF? 100 ashz 
as Cbrysolite; crocidolit~, .amsite and 
anthophyllite, while no significant increa 
wasob5emed for GJ? 100 and TiO2. GF 1; 
was less~tthan chrysolite, hut more 
potent than crocidolite, amosite and 
anthqhyllite. By wing the 
transforudicm frquency ad toxicity, it 
anlld bs ccncllxled that iIduction of 
transforll&ion add not bs caused w 
unspecific cyotokdc effects. In ccntrast 
toearlier stdies, no synergistic effect 

obserwd between benzo(a)pyrene and 
ZLtos fibers. !zkctmn microecopical 
stM.ies simw that thefiberswererapidly 
phagocytolsed,andblebsappeandonthecell 
surface. Thefozmationofblebsdeperdedon 
thefibersused. The 1odization of the 
blebs seemed not to be specifically 
associatedwithareaofphysicalinteraction 
wi.ththefibers. 

-cITYoF- -mm 
P388 AND EHRLICX CELU 

M.Miko,J.KhpelkaandM.MBlka 

DqartmntofMicrobiologyandBiochemistry, 
Slovak Folyt. University, 812 37 Bratislava, 
C!ZeCWdoMMa 

me new cyto8tatic chug Benflmis 
currentlybeingtestedin clinical trials. 
In the present study the cytotmdcities and 
mode of action of 2 mtabolites of 
Benflurm(A), namely 7+W&&&edlm(B) 
and N-oxide(C), have been investigated. 
Both metabolites areqtotoxicagainstthe 
two tumur t:ypes tested (P368 and D~~lich 
tumurcells)httheyareless activethan 
the parent carpaund (A). Ill order to 
elucidate the ma% of acticn, the effects of 
both B and C cm aerobic glycolysis, 
diffemntkids of respiration, level 0fATP 
and thiol groups, integrity of cell 
lnmwamsandlossoftransplantahilityhave 
-canpared. BothBardChaveshownat 
leasttwmozles of actionaccordingtothe 
amcentraticn tested. Inlow cmcentratim 
lmthmetabolitesinterf~pnhlblywithm 
synthesis and Edhquent1y with m and 
protein bicsynthesis. At the highest 
amcentmtions there is damge to cell 
llwnbranes. 

m- ANDINvl!moIjvAuATIcN 
AraI-IIEU; -- lzemmma 
N,N-BIS(-)-3- 

J.HidEVa 

Phanmcolog.ical Research Institute, M 
Sofia,Bulgaria 
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It has been recently shown that 
N,N-bis(chlorethyl)-3dhloqqpiW 
oxalatepossessesantituoau:activity& 
*and is vnrthy 0ffllmwrevaluatiaL 
This studywasaimsd atcharacterizationof 
its cytotoxicity & vitro and 
eluci.datiwthewesiblemcharZ~ acticn 
in tenns~ofefkctscnosllularlXJA. Asa 
resultitwas falrd (by clcmgenic cell 
survival assay) tl=ttidrugpsoduced 
ex@mexltialreducticm in cell sumivalad 
similarly shapea dcee-respcnsecurveswhen 
givenbyshortoramtinuousexpmure. tit 
data, as well as the law IL60 ratio, 
characterize thecytotoxicityofthednqas 
sclduleidepemhtt suggestcellcycle 
mm-specificity. It was feud also (by 
usingmm assay and a nucleoid 
sedimmtationtechnique) that the drugin 
pham&cologically relmt amcentraticns 

sirqle JINA strand breaks, which 
incmasd with drug cmcentratim. 
Ckmsidering all the data, it is prohble 
thatdrug-inducedmware the major 
cause for the drug qtotoxicity. 

B.Wmyer(l), G.her(2), N.Einkm(3) and 
G.-(4) 

Eepdment of (1)obstetrics and Gynaemlogy, 
(2)'Rnwxlr Patmwt~&;~=&gg 
Q=logy,~~, 
ard Hcspikll, Stockholm, Sweden; and 
t4mepdment of Pathology, Paculty of 
Medicine,Kuwait 

Theresults franacmbind retro-and 
prospective stiyof variations of nuclear 
ENA and cellular estrogen recepkm of 
rxxnd and hyperblastic endcmetriuntiof 
endanetrial ademcardlxnlasin relation to 
the clinical stage,thehistologicalgrade 
anathegmwthpattemof thetUmurs,to 
the inmklceofmetastasw ard to ths 
survival rates of the patients hasken 
eValUat&. Themxorsandthevalidityof 
ImAmeasurenents~smear preparatialsand 
hiStOlOgid SectionS lq dired 


