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iz==’ We have identified plasmin in 
tear fluid of patients with 

therapy-resistant CmrWalulcers. Aprotinin 
inhibitedthisactivityandwas successfully 
used inpatient treatment. 

J.X!._ 

C.N.R.S., B.P. 8, 94802 Villejuif, France 

Exe ard nDreinformtionalnDlecules 
(JK) are known, but most of them are 
apparently plurifunctional (ho-, 
factors, lWdiatorS, receptorS . ..I. 
Interactiansare ccmplexbsyomddeacriptim. 

We propose the following hypothesis: 
(I) a laxquage of fur&ions does exist, 

ofwhichthamareonlythewo?Lds.In 
order to get a synthetic view it is 
necessary to decipher spscificfuuctioM1 
massages, not atthelevel of TM, lmtatthe 
level oftheirasscciations in meaniqful 
sentences; 

(2) betwesn the d -J% 
interactionsarenothierZ%Zal: genesand 
theirproducts are closely linked, since 
muy geneprcductsareIMwhichactiMteor 
repressother genes. lhelinearsizmctme 
of the genans is cunpletely fuucticnal 
becauseitis integratedintoanetwork. 

Incancers, theassociationof atunmr 
andofpareneoplasticphemma cculd bea 
"Rosetta Stcne" giving an insight into the 
sanatic code. 

PIWTBXYSIS IN MALI- 
-mANoTIssuE-ON 

DapaLtmlt of Virology, mivexsity of 
Iielsinki, 00290, Helsinki, Finlard 

we have &mm previously that 
cmpalents of the proteolytic mchinary, 
pro-PA and (Lys)-pm&iud'& 
inncbilised fibrorx& 
ledustointrcducetheconceptW~~l 
proteolysis" which *lies that both mmal 
and mlignant cells direct pericellular 
pmteolysis to specific sites. In actively 

= Er-'080 
sarama cells, W found 

jlmnImfluorescence and 
*1edrcmicroscoW, that u-PA was 
coIlfined to cell-cellaIxdfocalcon~cts, 
colocalized with vinculin. PA-inhibitor 
(PAI-1) was deposited inculturesofhoth 
El?-1080 cells and nomal huamn fibroblasts 
QI the suhetratm exceptatfocalccntact 
Sites. The different distributions of PA 
and PAI-I may permit PA-mdiated focal 
(directional) proteo1ysi.s in the presence of 
largeamountsofPAIinthecellpeciphery. 

mesams mechanisms of proteolytic 
activation that operate in canc%x also 
appear to act in othertissuedestructive 

mmoFm-- 
OX033 AM) N-7 CxTANINEwITHmTIm 
ME!ITJmINvIm3 -- 

K.Savela, A.Flssso and K.5mink.i 

Institute 
TopelimZf 41 

Cccllpational Health, 
aA, 00250 Helsinki, 

Finland 

styrene isanilgohantmonanerinthe 
plasticsand rubber im.Iustry. Thenatural 
matabolite of styrene oxide is styrene 
7,8-oxide. The products of deoxynuclecsides 
and R9L with styrene oxide are well 
characztmized & vitro. Styrm oxide 
reactsthroughtheocandJ3c!arbonandfour 
isanericpraductsarefolansd. 

We have been developing a more 
sensitivemethodto detect theprcductsof 
styrene oxide with N-7 guanine. The 
fomaticm of two acetyl derivatives of N-7 
alkylguaninewereobsemed and isolatedby 
RPW analysis. -The mass spectral and 
chmical investigations suggested the 
binding of acetyl group into N2-position of 
N-7 alkylguanine andintohydraxylgrcupof 
styreneoxide. 

FuLWenmrewehave incubatedinsnall 
reaction vessels IMlXXaolar amlunts of 
tiitiated 
alkylguanine. 

acetic_ anhydride with N-7 
bcund [3]Ii-acetic 

ydrs;can estimated by usingthe 
. 

I4laI-c EEFECI! OF -c 
AIVlTOIUDANTS OF W(a)- IN SC9 
QHRcIM31EsTINl-SEpREsENcEc9?S9s9~ 
C@MXJSELIVERUNDERVARICWINlXXXT(X9 

J.Sisvi&iandA.B@xmek 

WdiGzIlAcademy, DepMmantofEuvirommtal 
Health Sciences, 02-097 Warsaw, Pol.alxI 

menewbacterial test SmChramtest 
wasusedtostdythe in vitro effect of -- 
the antioxidants, IxtvlatedhMmxvmisole 
(BBA)audbutylated hy&xyto&ne~BEP)on 
the genotoxicity of benso(a)pyrene (BP). BP 
wasactivatedbythe S9 liver fractionof 
mice in the basal statetiinducedwith 
3-inethylcholanthrene (ML!) orAroclor1254. 
Results franour aims&s demcnstrated 
that genotmicity of BP was decresed by BBA 
andBEP.ard this inhibitoryeffectdepstds 
cn S9 fraction. mehighestarkd lowest 
inhibiticm was obsfm&whenBPwas 
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activatfxlbys9fracticn fran cc&ml. ard 
Aroclor-induoed mice, respectively. Tkre 
werealsodifferenms inthe inhibitory 
SmFmFmd =. our data 

fmction(cmntrolor 
-by different 

==zzenz indu&em) mya be critical 
evaluation of results cbtaiSd in SOS 
chmmte&, when the effects of 
chqxemntive agents onthegenotoxicity 
of irrXmctactingaxqa~& areanalysed. 

REvERsIm~THENmPLSmIcPmWlYPEm 
Ha-m-m RAT CELL5 INLXCED BY 
lRANmmImwf2HDNA~~~ 

R.S&ifer, J.Iyer, E.Ilxn & A.Nizicko 

Ludwig Institute. for -Research, 
Inselspital, CH-3010 Bern, Switzerland 

The necplastic phenotype of FE-8rat 
cells transformed by an activated human 
IQ-ras gene is sumsible upm fusion 
witiii&malcells (Gr~1 & a& Int.J. 
Cancer, 38: 697, 1986). lhe nature of the 
gene(s) zivolved in the suppressim of 
neoplastic transfoxmationis Lmknown. We 
atteqted to revert the transformd 
Fhenotype in FE-8 cellsby ikmductionvia 
tranfectionofmA fran nomalhumancells 
rather thanbycellfusion. six thousand 
transfectants harbalring the genetic 
infomaticmof nom1 humncellsandofa 
cotransfected selectable marker (pY3) were 
isolatedand subsequently selected forthe 
normal @amtype based cn the relative 
resistanceofmrmalcells totreatmentwith 
ollahin. primary d secondary 
transfectants kiere isolated in whichthe 
e phenotype (depmknce of serum and 
andmrage) appeamd tobe restored. The 
tmkxrigenicity innudemiceof theseclcmes 
wasalsoreduced. me expression of the 
nutznt ras gene was not substantially 
reduc& xi revertants, nor was the 
biological activity of the ancogene 
impaired. man 
repetitive lx?A theTox fragmfmts 
transfectants we ccncl~ethattransfeckd 
msequencesare associated with the 
reversal of the neoplastic phenotype. 

AblPLlmcATIoN OF 
PROCXBSIoNOFHLJMf4N 

lYScWab 

Deutsches 
Heidelberg, F.R.G. 

THE Ns GENE IN 

Neumblatana isa 
w$=?_cells frequently 

for amplified 

e&Z 23:11-O 

sere&ipitousscmeniqarrJAdauainderiv& 
f?mntheslmrt~of~2was 
identified to be al@ifiedinalltumlu?3 
andcelllinesderived fran neuroRlaetcmes 
andcarKyingrMsorfisRs.lBecoreregion 
0fthisIMA damin iscbaracterizedbythe 
presenceofacellulargene Ns that is 
related to cs in sm, sequence 
and the protein itenccdes. N~isOne 
memberofafamily of genes thathavein 
~twoWWY ConsenrednlXleotideboXes 

Amplifications of another 

Amplificaticol of Nz has been 
detected, with few exoeptions, only in 
advanc& stages of neurcblastmla. _lY 
stages with amplification have extrenely 
poor prognosis. meestimatedpmqreSion 
free survivalof patients with th? Imst 
advanced foKmofneuroblas~ (stzlge Iv) is 
roughly 50% in case there is,a single ccpy 
of N-m 20% and 0% in case there are 3 
to 10, or mre than 10 copies respectively. 
These data suggest that amplificatial of 
NS MY corltrhte to malignant 
progression of human neuroblastam. 

THE INHIBITICN a? mLYPmIDIzATIcxi c#? 
CAR--rnHEPW PlmmTsIN 
muMARY -1s AND AETER 
lRANSPMNTATTI%N 

P.ESdmne, G.saeter ard P.O.Seglen 

Department of Tissue Culture, Institute for 
canCerRe==& The Nomegian Radium 
Hospital, Mcxltebello, Oslo, Norway 

Dllringtrea~t of nonnal ratswith 
2-acetyklIninofl~ (2-Am) the liver 
lmmlly increases in weight,protehand 
mA cmntent. Hcmver, polyploidizationof 
hepetocytesisblccked, asMicatibythe 
reduced percentagrz of bi-nuclear cells. 
Aftex remxal of 2-AAF polyploidizatim 

Kzzs Z1lY' 
In liver previously 

the initiating agent 
diethylnitrmarnine (DRW tisuMe+ekly 
with244F,the hepatocytes neverattained 
the degree of polvploiay of mmnal 
mm?&? la&t=;W=ring~es~ 

were diploid. 
Hepatocytes transplanted after the 
CieqWltial treatment with the 2 agents 
appeamd to be constitutively blockedin 
their ability to polyploidize, since ncdules 
at-d cancers isolatedfranthe host liver 
consisted p&lanhntly of diploid cells. 
Treatment of the host with the 
polyploidization-pzcmthg acp?nt 
phenckhitaldid notleadtomre polyploid 


