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M thenotia$thatlym&ocyk 
CmldbeusedasamaMfarprimrytarget 
tissue, e.g. lungs. However,wehavenot 

Y~zGlzzz; szff?zzzli~ 
bet=f=lung cancerptientsandcontrols. 

we have also studid whethex m 
activities prdict the&l*or&l 

*&~&&&74d~~~~ 
lesion for PAH-inducedcarc~ls. ws 
have slmnl that the nature of P450 isozyms 
is of jnpdmos for theactivaticn ability, 
whweasthemgnitu3eofactivity seem to 
be of lesser ilqmrbm. This was 
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'Ihe develqmnt of [224]Ra an3 [9OlBr 
in3ucedosteowzamasinmiceisaccuqanied 
bytheexpressionofehgenawre~ 
inbnetissues of the treatedanimlsin 
theearlylatencyperiod,ardlater in the 
OS-S. Usirq the .Scu~blotting 
plmce&m,wehavestudiedthe~of 
samtically acguird provirusesingenanic 
DNA isolated fran seven Primary 19Olsr 
iducfxlos~alnasandoneosteosarcaM 
cell line (0-127al) of the CJ?l muse strain. 
Newly integrated eakropicproviruseswere 
detectedwithspscific hybridizaticnpmbes 
in four pdlsry tulmlrs. In Czcntrast, 
genanicLmfmncLllturedos~cells 
harbaJred additioMlecotmpicrecanbinant 
m%d.dxd) p.rodmm. Nointe9ratials 
here fold in the ViCinitY (22 kkm) of 
cs. !nle cs locus is &lifi& in 
two outofeighttunmrlNAs. Accord&to 

tit-% &hctable integraticms-of 
Z&i3tedretrovirusesdomtappeartobe 
anessential requisitefor the developnent 
of radiogenic OSteosarcaMs inlnice,butin 

CloMl oligoclcnal 
EEEaZZ’might havebeZrresponsible for 
the dmzgulation of a nearby p&dive 
cmmgene,allowirq cells to escapenond 
gradhcxmtrolinvivo. -- 

RExmmw8 cu? I+ErfiIm~H-~-l 
WaxEm--m 

dmmstrated with the aid of mrnocld 
atmboaies (MAb) to differentP450isozvmes. 
For exmple; the MT& to rat K-induced ii& 
P-450 hhibitedABHinplacenta,ka.ltnot in 
liver. It readily lllhibim theinvitro -- 
formation of BEDB-mAadductsinplacenta, 
kut not in liver. The MAb to 
alar-ilhcedisozymedid not have 

. 
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Mitochcdxia(mt) amtain mm cdng 
for sewxsl submits of canponentsofthe 
oxidative phosphrylaticm systm ard a 
specific systmto~transcsribeandtrsnslate 
thismA. d Inhibi on oftheexpressimof 
mtqms finally diminishes the capacity for 
cxidative g4los~lation to an extent that 
cell functim (e.g. proliferation) beams 
impaired. mishas been demnstrated 
already in several tmrxr systems. Specific 
andczcCltinucusimpairment ofmt-pJmtein 
synthesis bytreatment with tetracyclines 
results also in grcwth inhibition of a 
1~iI-l therat- itevenleads toit 
disappeamme. cytostasisis achievedmre 
rapidly and the rat of cytolysis is fastex 
when tetracycline treatment isstarte3in 
later stages OftmrnJr prcgression. our 
studies i.m.Yicate that this is due to 
interference of tetracyclines with the 
cytcetatic and cytolyuc effects of 
ccrticcsterrids~~~~~ of this 
tumxrr. treatmsnt has 
lastedlonger,thE! anti-tmlcm effects of 
(endogenecxs) cortiwteroids beamsless. 
It is suggested thatmt-protein synthesis is 
requiredfarthe action ofaxticostm&ls 
on 1eukaCSlLic cells. 
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M&hi- is a metabolic 
defectreporkdtobe&Li.bitedbymany 
transfonnsdandlnsligMnthuaaanoranimdl 
cells 0&chan et& EBEC, 117: 429, 
1983). Thisdefectis characteri%bythe 
insbilityofcellsinculture to growina 
mdiunwhfxemsthhninehasbeenreplacedby 

wehaveshmn 
that the a&at& I-has-1 

oncogene, derived from the El TiGim 
carcincrna lb, 
methfonine- rquimnmtafter transfection in 
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epithelial nm-Md iItxmrwi2ed rat 
cellsof ths claw 9-3line(VanbmsarKl 
Sqdrer, Exp. Cell. Res., 169: 120, 1987). 
HerewerE@c?rtthat~ofthe 
H-~-transformed msm 
clalse can yield mthh+=i 
Imedadsatahighf~. Weanalyzed 
theserevwtantsforsweraloftheir 
~.t$ses'bi=lwcl=&r*ficiencyin 

dete?dmwhetherreversionof 
themmcharacteris 
associated with full reversicn of the 
transformsd FJlenatype. 
Met&iadm-i revedantc1onesvllere 
fold to retain their abilitytogrowin 
agar, indicating cmlypartialreversionof 
th@H-~-linaucedtransf~phenotype. 

1809 

ard M-Y specific antisera in a 
cumetitiveEKJSAisavalusbletoolinthe 
det&lcnadreliablequsntildicnofhunan 
expomretomHs* 
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Antihdies stxcific for DNA modified bv 
(iI tras-7,8-hhydmxy-anti-9,1O-epoxy~ 
7,8,9,10 tetra hvdmmemoTm([BHIE) 
have~b3~31 U&I ii & ~_iia& 
-assay @LISA) to quantitate 
the prductsofBPcova1entlyhundtom. 
Theantibodies weremdebyiumJnizing 
rabbitsad micewith I?mEddified lm4 (2% 
mdified)aqdxedwith msthylatd buvim 
sennnalbnin. Theresultingpolyclc~lad 
nmocl~antisera~ahighreactivity 
tmads single-SbarkMBPDE-mA, hthada 
lowm reactivity for double Stranded 
BgaeQIA. me free N2dmygmmsinyl 
adductof F@DEwaslesswellremgnizedard 
noaffMtywasdetectedforBPDE-tetrolsor 
m modifiedwith N-acetoxy-AAF. A hhh 
cross-reactivitvwasfoudwithCNAmcdi.fied 
with (*I &I&-1,2dhydmxy-anti-3,4- 
epoxy-l ,2,3,4-tetrahydro (UW. 

me antjboay-reactivity ttsazds 
BPREi-ILPlPi deper&d al the level crf 
mdificatbl; in the anIpetitiveELISAas 
little as 4 hl BPtE-LNA (42 pnol/pg) was 
sufficient for 50% inhibiticm, whereas 17 
fml of adduct was requid when [3lH-BPDE of 
a low level of maification (I to 10 
fml/pg, wasusedas inhibitor. Sarqdesof 
[3]H-BP-Lm isolated fran the livers of mice 
treated with various doses of [3lH-BP were 
examined by ELISL Thebi=wJval=s, 
calculated fran the inmmcassay, wrein 
z_zt with the valuesfrcnl 

lmamrmmts. Ttlecanbinatial 
of standards of a low level of modification 

MaligTlant nlesothelianas 
lnsbbmlly derivedtmmurs. occasimy 
areactive aTmectiveti.%suegrcwthoccurs. 
!Rmexpressicnof mRNAofPEFAarxIHX;FB 
(c-.&3) was studied in n=w=t 
msothslians cell lines and normal 
msothelial cells. FYanfivepatientswith 
amfirmed ndignsnt nm3othelianas, seven 
malignant mesotheliana cell lines m 
id.ated. All 
chmmamlaberratiz 

fad to have 
Mmsothelial 

cellswere dfxived franpatientswithouta 
malignant mesothelium srd had a normal 
karyatype. Allmalignantmsothe.lianacell 
lineswere fcuid to express the 4.2 kb 
c-sis mRNA abufdantly while the normal 
rllezzhial cells did mt express this 
m==wer. TheKG4?Achainviaseqress& 
bymxmalas well asrnalignantmmthelial 
cells. m8se stdies indicate thattb 
c-e cxmgene mypossiblyplayarolein 
thistypeofraslignancy. 
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StLdiescnmcogenesprovideevidence 
thatthetransfonnEdpbmtype is anfer.?d 
mtocellsinadcminant fashicm. St&.&s 
on retinob2astoma, Wilmstmmr,etc.shaw 
antrsryeddence,i.e. tumurs are&et0 
lmmygosityortoaMallossofrecessim 
m. SUE of this ccilain 
int=TYem genetic mechanisms in 
tmrxrigenesis cmldbestberesolvedinan 


