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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. 
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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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