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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 
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rlodules and cancers. l%us the inhibition of 
polyploidizatim persists in the altered 
popllation of hepatmcytes after mn/AAF 
treatmalt and sems to bs an essential 
feature ' 
hepaizocaxc&is. 

this model of 

Sqqmtedby TheNoxwegianCancer Scciety. 
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ha3d.itionto epcscbs,hydraperoJddesand 
otherstnrctures.Cellularacntrolof the 
levels of such aqxnmds is exerted boUl 
enzymatically and ~-enzymatically. The 
latter includes the role ofantioxidants 
such as vitamins E an3 C. Rqxding 
enzymatic defense, cd-besectariIXAtiesthe 
PhaseIIgroupofdetcixicationenzymes,many 
of which are under the control of tNA 
msthylation;rmhypansthylationleadstoan 
enharmdexpressionof _GsHtranfemses 
ardNADpH:quinone oxUoxMuctaseandother 
(Mire&) antioxidantenqmes,czcnamitant 
witha diminished expressionofqtodmax 
P-450 forms. misrespcm3e resembles the 
pattexnobgenredinhepaticncduli. 

m bu Dm m, ti =, 
WasNngton. 

T.hen&astaticpotentialoftummrshas 
been reported to correlate with genetic 
instability. Wehavethmefore investigated 
whether genetic reaxnbinaticm shows any 
mrrelation with themetastaticability in 
B16 inurine mslanam variants. 

SCE incidence (i.e. pmportion of cells 
exhibitirqSCEs)increased withincreasein 
metastatic ability. Celllinesderivedfran 
@nmary metastatic deposits showed greater 
SCEthantheprimary BL6 cell line. 'Ihe 
former rejoined bleunycin-induced strand 
break3 at a greatly reduced rate as canpared 
with the prjmaryizumxr. Progressionfran 
pr~~_~tastaticstatealsoslmwe3 
a transiticm into 
predcmiMntly hypertriploid state. Not onlt 
did a majority of SC& ocmr in this 
hypertriploid m&opulation lxlt also they 
were easily induce3 in this s&population by 
mitunycin Candethylmsthane sulplmnate. It 
is suggested that cells with metastasizing 
ability might arise within this genetically 
unstablerepair+3efective s&populationbya 
process of genetic reanlbination. 
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Fragile sites (FS) on human chmmams 
have received much attention because of 
their association with m rar&m 
&mkxa& aberrations associated with 
tUlUXYZS. Fkent studies ShYwthatFs are 
notlimitedtothehmangenane. wehave 
initiated asturtytoexaminethe~essian 
of folato-sensitive FSusingaChinese 
hamster diploid cell line, an imortalized 
andatransfomzdone. llx?purposewasto 
evaluate amssiblecorA.ationbetweentbs 
pm3enceof-specific FS and theinvitro 
evolution of these different cell lines. 
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Cells physiologically are expcee3 to 
oxidative challengeanlmaintainadelicate 
pmxidant/antioxidsnt balance. oxidative 
&allengeandcarcinqenesisarelinkedina 
ramdw of ways. This refers to the 
generation of reactivemstabolitestoform 
ultjnlate carcincgens as well as to 
oxygen+%rived species that nudulate the 
process. 

Chmically, free-radicalmnpamdsand 
electra&ally excited ampour& (singlet 
oxygen; excited carbmyls) areof interest, 

oilarinatedetbanesarewidelyusedin 
industrial processes, textile processing and 
agriculture. !l%ei.mxWxduseofthese 
&inicals leads to thejJ===irrg 
possibility ofexpcmre tObOthWXkSand 
generdlpopilation. we have studied the 
effects of five chlorinated ethanes m 
chmmums of V79/AP4, aChineaehamster 
cellline. llxemstnotable findingwasa 
ms??ke3excessofcentranericim3aks. 

WxksuppartedbyAssociazioneItaliana 
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