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epithelial nm--d iItxmrwi2ed rat 
cellsof ths ehe 9-3line(VanbmsarKl 
Sqdrer, Exp. Gell. Res., 169: 120, 1987). 
HerewerE@c?rtthat~ofthe 
H-&-transformed msm 
clalse Carl yield mthh+=i 
Imedadsatahighf~. Weanalyzed 
theserevwtantsforsweraloftheir 
~.t$s,bi=lwcl=&r*ficiencyin 

dete?dmwhetherreversionof 
themmcharacteris 
associated with full reversicn of the 
transformsd w. 
Met&iadm-i revedantclones~ 
fand to retain theb abilitytogrowin 
agar, indi~ting cmlypartialreversionof 
th@H-~-linaucedtransf~phenotype. 
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ard M-Y specific antisera in a 
cumetitiveEKJSAisavalusbletoolinthe 
det&lcnadreliablequsntildicnofhunan 
expomretomHs* 

mswxkissuppumahygrantNKI 
85-11 franl'bNetherladsCancerFcudaticn 
(KWJ?). 
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Antihdies stxcific for DNA nmdified bv 
(i) tras-7,8-hhydmxy-anti-9,1O-epoxy~ 
7,8,9,10 tetra hvdmmemOTüene[BHIE) 
have~b3~31 Ussa ii & ~_iia& 
Massay @LISA) to quantitate 
the prductsofBPcova1entlyhundtom. 
Theantibodies weremdebyiumJnizing 
rabbitsad micewith I?mEddified Im4 (2% 
mdified)aqdxedwith msthylatd buvim 
sennnalbnin. Theresultingpolyclcnalad 
nmocl~antisera~ahighreactivio( 
tmads Single-SbarkMBPDE-mA, hthada 
lowm reactivity for double Stranded 
BgaeQIA. l¶le free N2dmygmmsinyl 
adductof F@DEwaslesswellremgnizedard 
noaffiIdtywasdetectedforBPDE-tetrolsor 
m mdifiedwith N-acetoxy-AAF. A hhh 
cmäs-reactivitvwasfoudwithCNAmcdi.fied 
with kl &-1,2dhydmxy-anti-3,4- 
epoxy-1,2,3,4-tetrahydro (UW. 

llw antjboay-reactivity ttsazds 
BPREi-ILPlPi deper&d Ul tb level crf 
mdificatbl; in the anIpetitiveELISAas 
little as 4 hl BPtE-LNA (42 pnol/pg) was 
sufficient for 50% inhibiticm, whereas 17 
fm1 of adduct was requid when [3lH-BPDE of 
a 10~ level of maification (1 to 10 
fml/pg, wasusedas inhibitor. Sal@esof 
[3]H-BP-mA isolated fran the livers of mice 
treated with various dcses of [3lH-BP were 
examined by ELISL Thehindinclval=s, 
calculated fran the inmmcassay, mein 

lmamrmmts. Ttlecanbinatial 
of stadmds of a low level of mdification 

MaligTlant nlesothelianas 
lnsbbmlly derivedtmmurs. occasimy 
areactive aTmectiveti.%suegrcwthoccurs. 
!Rmexpressicnof mRNAofPEFAarxIHX;FB 
(c-.&3) was stlxlied in n=li<yiant 
msothslians Ce11 lines and normal 
msothelial cells. FYanfivepatientswith 
amfhmzd ndignsnt nm3othelianas, seven 
malignant mesotheliana cell lines m 
id.ated. All 
chmmamlaberratiz 

fand to have 
Mmsothelial 

cellswere dfxived franpatientswithouta 
malignant mesothelium srd had a normal 
karyatype. Allmalignantmsothe.lianacell 
limswere 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 idicate thattb 
c-e cxmgene mypossiblyplayarolein 
thistypeofraslignancy. 

Suppo&dbyTheNe~landscancer 
Fmdation (IGxlinginwilhelminaFcpids). 
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StLdiescnmcogenesprovideevidence 
thatthetransfonnEdpbmtype is anfer.?d 
mtocellsinadcminant fashicm. StMies 
On retinob2astoma, Wilmstmmr,etc.shaw 
antrsryeddence,i.e. tumurs aredueto 
lmmygosityortoaMallossofrecessim 
m. SUE of this ccilain 
int=TYem genetic mechanims in 
tmrxrigenesis cmldbestberesolvedinan 
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animalmode System wlth weu-establish& 
tulmrinheritance,suchastbehereditaxy 
mlananafarmationin sml.1 trcpicalfish, 
platyfishandsmrdtails. Inthissystem,a 
1:1 Mwdeliatl segregatim of bE?nigTl and 
mlignant melmams is m. As 
suggested by Vielkind (1976) and Ahuja, 
8chwab and Anders (19801, this is due to a 
Single regulatorylocus. 8twes cm the 
diffexentiatad stateofthepigmntcells in 
thetwom&nanatypesshowalmost 
ampletely differwtiated cells in the 
benignand verypcorlydifferent.l.atedcells 
inthemlignant typa. wehavenowmapped 
this lccus, and tan shm a recessive, 
perhaps deletogenic,mde oftnelamm 
inheritance. m the reglllatmy locw 
temsdDiff, presmably ccdes for 
informationnea?ssary indifferentiaticil; it 
does not influence the severity of the 
melananainadanimntfashim. 

[99nllTc AND [1lllIn - a? - 
F(ab')2-m AG?UNST PRWIWICACID 
PHxPmmmmRAD10IMAGIxoFPR(mxm! 

P.Vihko, ukkikka, r4.scdermll(l) imd 
R.Vihko 

Biocenter Oulu, Departnwt of C1Mca.l 
chemistry, University ofOülu,FinlaMand 
(1) Fanms Grcup Ltd., Reswrch Center, 
Oulu,Finland 

mrxlrdetecticnbyexwMlimaging 
following administraticm of radiolabelled 
IKlkXlaial antibedies specific for 
+xnIkxr-associati antigens has drawn 
considerable attentim in tbe diagmsis of 

AltkughradioisotopesofMine 
EzT&en~l~forlabellingatltibodies, 
theselabelsarenotstable,tisignificant 
deicdiMticm my t&e place rapialY & 
vivo. Analternateapproach to attech 
199lnlTc or [Ill IIn to tlu3 antibody using tb 
anhydride ofMPAasabifumticnal&elate. 

Wnoclml F(ab')z-fragmnts (1 to 10 
mg/ml) againstprcstatic acld phosphatase 
werederivatizedwithcDTPAA(n&ar ratioof 
cDEAA/F(ab')z = 1:1, 5:1, lO:l, 2O:l). The 
best labelling efficiencies (90 to 95% or 70 
to 80%) using [lll]In or [99nllTc we7x 
obkinedwitb molar ratio of cDTPAA/F(ab')2 
of 5:1 and with protein ccncentraticxls of 10 
mS/rm. ur-der these corditicms the 
akibaliesretainsdtheir~vity 
totally andhad no aggregatim fonnaticn 
wh?n SMied by SDS-Pm. A successful 
purificaticmpLxmss for 199mlTc labelled 
antibaxes wasdevelopedtoincreaw 
specific activity of labelled antibcdy. The 
radioactiveantUxx&derivativessynthesized 
revealednlek&asesofprc&aticcsncerwhen 
usedinradioimagingstLxlks. 

tlmcm-m GL- INNIRMAL~ 
MALI- HAESWWOIESIS 
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lSs actlvity of uracil-LW4 glycosylase, 
a repair enzymefortheexcisionofuracil 
fran mA, was studied systzE¶IEltically in 
differenttypesof blocd ard bcme mrrcm 
cells in xnxmal irdividuals, in 
haenatologiCXil mlignancies, and in 
establiskd leukamia celllines. The 
patients reprewnted awiderangeofacute 
ard&ronicleukamias. 

me higlwt uracil-UNA glycosylase 
activities wmefourdinprimitivecellsof 
rmrmaland nEllignant haenatcqoiesis, 
althcaqhamsiderablevariationwasnotedin 
blasticleuka&a& Tbc eqressionof 
uracil-D?A glycosylase gradually diminished 
tcwards the ltmre mature cells. This was 
cdxemedinnormalbonenlarruw, i.tlChXUliC 
grarailocytic leukaW,and in TPA-M 
malignsnthistiocytes. Blocdlyn@mc@s in 
healthy i.I-diVidUdlS and in Ch?zalic 
lyqklproliferative disorders hadstmqex 
uracil-mAglycceylaseexFm3sical than the 
other mature cells, such as erythrocytes, 
granulocytes, and platelets. 
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meCIRomtentofl0b?xastcamxx 
tissues was ITElswM by a single-W 
inhibiticm technfique using human t1251-I-CJ! 
as labelled ligand and sallmnm! (sm?) as 
inhibitor. sixcasesaltof1o provedtobe 
Cm-~itive,theCIRccntent (man * 8D) 
was 620898 fmtaml/nq protein and all tbe 
nonmlsarnples wsre CISnegative. kthe 
Cl!R-positive cancer tissue the cytosol 
estr~ol recepkr (B) .level was 154*90 
f&mol/mg protein. onthebasis of alr 
hmanstudythecTbindingto!4Z?-7kman 
ER-positive breest cancer cell line was 
investigakd. mec!lRcontentoftheintact 
ceus was 5.3 ffmtam1/106 cells and the Kd 
value was 0.413~10~ M, in3icating that the 
binding was veq specific to the CIR. 
Acwxung to anexcharq assay, the Cm 
birrlimgsiteswere alxeady occupiedbythe 
~within10ml.n.A3hrexpomreofthe 


