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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. 
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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 
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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. 
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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 


