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anti-cancer which inNbit DML 
synthssis can iitzzse -frecluency~gene 
amplificatial. meclmentlyfavou?xdnlcdel 
for the mechanism of gene alI@lific&ial is 
that of saltatory replicatial whweby 
uns&duled~replicati~ creates strands 
of m that are not attachedtothe 
chmnosane; suchre-replicatedmA may be 
observed cytologically as double minutes 
I=," hanogeneausly staining regic= 

. 
WS have i.tlveStigated wlkeher the 

anti_canCer~hydraxyureaCan-thiS 
mi?cbliSm of gem amplificaticn in hlanm 
neuroblastaIla cm-100 cells. m double 
lakelung techniques have revealedno 
evidence of re-replication of IXW followirq 
hydxqum treatment. Wore, it is 
unlikelythat hydmquB caninducegene 
aquficationby thismechanism. 

!tbisworkwasfur&dby the Yorkshire 
Qncer~Qmpaign. 

H.~(l), WhcW, J.Rehic(l), 
Km(l) ad O.FQlxQta(?) 

(1)The Institute of oncology and (2)nle 
Institute of Histolcgy ti Rnbriology, 
Ljubljana,Yugoslavia 

Imqerableardiss&natedH&rthlecell 
carcimna is a therapeutic challenge as 
Uxzrapy with [131]1 or radiation or 
B is usually ineffective. In 
cndartofindaneffectivel&em&rapy,the 
influence of vhblastine (VLB) (2mgbolus 
orhfusicmover 6, 12, 24 hr) was sMiied 
in5patients(4wanm,1mn,aged43to69 
Yrs). Fwrpatientshaddistantmetas~, 
me locoregimaldiseasecmly. Thin-needle 
aspirationbiopsiesoftmmus(1pr~,4 
n&astases) were pufcmsd before and 
repeatedly after VLB applications. me 
smeaxswerestainedafterFeulgenandwere 
us$i~~tricDNAmeasureoents. 

ilmeaseofcellsinsphase 
carpartment. m the basis of changes 
prc&cedinthemdistrtitionpat~by 
thetestdceeofvLB,&emumqy~ 
plannedz either a squence of3vLB 
infusicnswithhWzMualintemalsora 
canbinatim of VI.& c-law, 
me~te,bl~inoradr~was 
used. All5 patients resw -lcR,4 
m. ~wascanb~withsuryery 
in1ard?Cadiaticmin2p&ent5.woalt 
of5patientsshow m evidence ofdisease 
3.1 years aftex therapy, 2cx&inue 
chmouwapy, 1 patient is deadofottmr 
causes. 

Department of Toodcology, Karolinska 
Itlstitutet, stockholln, Sweden. 

me content oftotalsul&ydryls B-I) 
and lav mlecular weight thiols O.&W.) 
incl* reduced glutathicnf? m-0, aI-d 
cYS_, oxidized gluM%.ons GSSG), 
cystine and mixed protein disulphiaas~ 
didxmbdin~~~ithelial 
cellsandf uxoblasts. EmChellalcellshad 
signfiicantlyhigherleveisoft&llsHthan 
fibmblasts, 75 as aYQaredt0 53 ImDlof SH 
per lo6 cells, respectively. In both types 
of cells, qualitative analysis h%z&ed 
similarprcporticms amxq thevariousIhm 
whereGsHwasfcund to bethemjourthiol. 
For both cell types, passage .inculture 
caussdanimIEdiatedemease iIltX&llthMlS 
and also changed ratios amxq different 
Imn. Q&inuedculturecausedamrked 
peak in GSH synthesiswhichpmceded 
cellular proliferation. w,w 
prcportial of GEE plusmizddisLll@lides 
was significantlyhigherbefore the cells 
e.nteaxd the growth phase. DwKl 
logarithmicgrmth, the anKmnt OfGsHwas 
nEu%dlydecreased. ProlongEdmaintensnce 
offihcblastsat cmfluence,didnotcause 
furtherchangeinsH. Theresultsindicate 
variations in sHcontent between different 
humn cell types and irtlplicate the 
hpor&ceofIMwTinglxYwwlregulatlon. 

&IMnpaudT.Serew& 

Laboratory of Rlvmta1 orrcinogenesis, 
l'heFibigerInstitute,@ehagen,Demark. 

A sensitive ELISA assay has been 
developed to detect antibody activity 
against aflatoxin (AFB) in hmsn sera. 
AntibcdiestoanepitopecmAFEl-mm 
detected in all sera collectedinKmya. 
The specific activity shawed a trhmdal 
distrihticn. Bhehighactivitygxuphada 
w= f 
measured=?? 

ofrecentAFJ3 
-*z urinary exJxetion 

aflatoxin-gusnhe, than th? low activity 
graq. Little or noactivitywasdetected 
inDanishsera. Animlexperimentsindic&e 
thatthespecificactivity depep' cn the 
metabolistll of AFB to its ulwte 
carcinogenicfonn. meactivityinratsera 
was inhibited inaccmpetitiveassaybyan 
aflatoxin-likeantigenicmaterial fiwd in 
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bmnurine, andtoalesserextentbym3 
anditsprimary metabolites. Theresults 
suggest that carcinogen-alk;anin 
fonnsdaftercarcinogfm 
an-0 

expomrecanactas 

mx=tedbytheIsnishourcer 
society.1 
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theNghestintheliverandthelowestin 
the lung nuclei. The major adttucts 
identi.fiedweretheBP-4,5+xi&+mAandthe 
BP-hzms-7,8-diol-9,1O-ep&de 
~inea&&LTmatmantofanilnals 
with octyl gallate dacmmed the total 
bimUnglevelofBPtoIX&oftheliver 
nucleiarKlthefomationofal1 a&u&s by 
40%. Inthekidneynuclei the total binding 
levelandfoLmaticnofadductswereslightly 
elevatedandinthelurqnucleiundmq& 
Theseresultsiniicate that octyl gallate 
mayplayacertainrole intheinhibitionof 
BP-iMuc&lcarcimgenes islxtthis effect is 
tissue specific. 

Lungcanceristhe nlostprevalentfonn 
ofcancerinthei&llstrialised world, ard 
smkilq of tmbacco praluctsisconsidered 
the single most importmt etiological 
factor. r&e of theplausiblehcetfactors 
is thegenes controllimgboththe oxidative 
metabolismanddeactivaticnof the tnbacm 
==cinosens. A wide inter-individual 
variaticn in the primary metabolism of 
tobacxo associated caJximgens, 
hnzo(aM=e, in the target tissueeiz 
beennqorted. Glutathicnetransf~am 
involved in the seandarymetabolism,and 
theg===f?r=singthe isozyma(s) is 
anothx host geneticdetxzmha& m 
initial~intm&ed incelluJ_armAby 
the ultimate form of the tobacco smke 
carcinogenscanberepairedby~repair 

cne of these, 
EE$ELsferase, shows a wE 
inteM.Milvidual. variation in human 
ixmchial apithelial cells. 

Otheracquiredorinheriteddiseasesdo 
influencean individual's riskofdevelopw 
1urrS camx, i.e. sarcoidcx3i.s and scar 
(tubermlosis). 

W.Baer~audJ&mJkarsM 

-a m QF 4-EPI-DoXXUBICIN 
ANDRADImImmmMsrER LtJISmlLm 

JaWaBan,LBiShX&alldILIhtariE 

Department of Bicchemistry, Academy of central Institute fox Thmrs and Allied 
Medicine,FUMn,lxhnd. Diseases, Zagreb,Yugoslavia 

The effect of intraperihxEal (ip) 
administration of cctyl gallate on the 
fom&i.cm of benzo(a)m (BP) 
mehbolites-DNA a&l&s &-& in rat 
1iVer. kidnev and luna nuclei was 

?hepurposeof thisstudywasdirected 
totestthetypeandthedegreeofcytotmic 
effects of epirubicin and radiaticn in 
cxlnbinedtrea~cmolinesehamsterl~ 
cells 
performsdinwith$Sffxat?$eEEEsculE 
cells. cell killing was determin& & 
colcmy-foancingability. TlleImximmkilling 
effects were obtaimdwhensilmltansals 
actionof drug treatmsnt ard irradiation 
oaxmxd. interacticxl 
synergistic. E$Ik?rgisIQdQXT&d&iIlle~ 
drlqincubation (epinlbicin present for1 

irlveskgated. -&ale Wistar-rats receive~Z 
ipinjectiaU3per weekfoe 2weks. Nuclei 
vllere iIxxbat& with &-IlE@ and m was 
purified and emymically hydrolysed to 
deoxy?zikcmucleosides. lhsRP-mAa&Sucts 
wereresolvedbyHPIC Inthenucleiofall 
tissuesthenatureofadductswasidentical 
but the level of RPbindingwasdifferent- 

Jm?Exm OF ATaxBICAcID (AA) ONGEmmxIc 
TUmmTYoF(3DEMIcAt~ 

R.Eahus&, P.Rliqoem, Z.M.izhm and 
I.stoMzv 

Institute of Oncolcgy, Sofia 1156, Bulgaria 

TbeinfhenceofAAcnm_ltagenicard 
carcinogenic activity of benzo(@y== 
(BP), tobacco .¶&e US),u=thane UJ) and 
diethylni~ (Dm) wereinvestigated 
iIlVitroandiIlViV0. -- 

AA added to the top agaz (0.2 to 
Lomg/Plate) suppmm& in about 50% the 
mtagenicactivity of BPin&Q@msrhm 
TA98 lx.& not in TM00 and failed to 
influetEethemutagenlceffect of Ts. AA 
(0.3%, l.O%, 1.5%, with the drinking water) 
dqmssedthe clastogenic activity of BP 
(2.Om3/mlse)andTswitha&inflLEalcingthe 
effect of u (l.Og/kg). When applied after 
theuadnlinistratioil kl.ltnotgiventogethfx 
withthecarcinogen,AA inhibited thelung 
carcinogenesisinmice. Aninhibitionof 
livercarcimgenesiswasalsoestablished in 
rats treated with DEN (S&&q) & AA. 


