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Activation of the Ha-~oncogene in 
rat and human cells is associated with a 
pointmutation at a particular positicm, 
usually the 12th cakm of ttle firstexon. 
Although ithasbeen postulated that the 
point mutation (WA) obsemed in rat 
mmnaqtumurs irduced bythemethylating 
cam-en N-ni iz?manethylureais the result 
of misreplicaticn of DNA containing the 
prm&agenic lesicm 06-methy1guanine, 
neither this rm any other relationship 
between DNA hge ando=?= mutagenesis/activation have been exammed 
directly. FurWmmxe, since ithasbeen 
suggested that the pattml of cncogene 
activation may be related to preceediq 
carcinogen-iMu~CNAdamagear&hence,be 
carcinogen-specific, examinatim of the 
pattern of llUlWpleSiS and activation 
induced in the human Ha-rasonaqeneand 
its relationship to particular 
carcincgen-Im adducts mld be of 
particular interest in studies of the 
etiology ofhunlancancer. Curcurrent 
studies have iXlWlW?d researchcnmA 
mo%.fication, mutagenesis and activation in 
thehman Ha-E cncogene (involving the 
construction in vitro of alkylatedforms -- 
of the protooncogene, transfection into 
procaqotic or CNA squqemenxdifications). 

t221Na+. -ical and 
bioclmnlcal zzrties have been&fined. 
During thedifferentiaticnprocefB, ths 
activity of the Na+/H+ezhaqesystemis 
iwrewedatallthe @Ii vales cur@ssd 
betmen 6.20 and 7.60. The activatia~ of 
thissystx3nisnot a rapid gix3mwm as 
abservedwithgrowth facto.rsalquiescent 
cells. Noactivationaxildbedetected 
duringthefirstth?Bhalrsofallturewith 
thednlg.Tbemaxilmleffectiscbtained~ 
days afterrRu-IFW-T aM.iti and three 
days aftxzRAadditial. 

Institutfiir Arbeitsphysiologie, Abteilurq 
fiir Tkzikologie, Dortmmd, F.R.G. 

EWhalogeIEltedethyleneSaXldather 
aa, severalreactivemtabolitescalld 
berelevant for e%pomr8Imnitcxing. J%r 
vinylchloride(VC3)andvinyl branide(VBr) 
tbe detecticm of 7-N-(2-oxoet&lkguanim (a 
reactiakpmductofthecarregpading 
epoxide andgua&me)lnlivermofrats 
afterEoQmmreoftheanimalstovCorVl3r 
mpporiMthece&ralmleoftlmepoxidw 
as carcinogenic principleinm&abolismof 
thsseccnpauds. A possible role of tha 
Jxactive VC-mewmlitechl~ 
(CAA) in formation of cIML-adducts&in 

MSDIFI~TION 0FTi-E -pH- 
DURTNGTHED~CNOFLEUIWMICCELL 
LINES (I-E-60 AND U937) TOWARRS hDMXY’E LIKE 
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~.Krawice(l) aa3 J.P.=tdl) 
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75475. Paris cedex 10. France: (2kentre de 
EUch&ie du CNRS, & Valrok; 06034 Nice 
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We have measuredtbeintracellularpH 
(pHi)duringthe mmocytic differentiatim 
of HL-60 cellsinkcedbyhmanrecabinant 
interferon gamna (rHu-m-T, RU42369), and 
of U937 cells i&u&i by retinoic acid @A). 

PX was mmitored either by the 
fluorescence of intracellularly-trapped 
bis-carboxyethylcarboxyfluorescien, or by 
the distributicn of [14]C benzoic acid. In 
bothcasesthereisanincreaseinthepHi 
fran 7.00 f 0.03 to 7.13 f 0.01 for 
rHu-IFN-f treated cells, and fran 7.02 f 
0.02 to 7.23 f 0.03 for RA treat& U937 
cells. 

InbothcelllinesthepHiisregulated 
by two mechanisms: a Na+/H+ exchange system 
and a Na+ deperdent Hoog'/Cl' exchange 
system which both catalyze an influx of 

bidmthylether, aCAAfomlngagent. 
!three differentepo%Mes,epoxybutene (EB), 

After ew==e of 
7-(1-hydmxy-3-bken-2-yl)gumine (a product 
oflxa&ionofEBti~guanlne)caildbe 
identified in liver ImA of mice. This 
supportsacentralroleof~inini&uced 
CarcWiS. 

lbdkkiLaiho,o11l-aadJaaraa 
m+ja 
lx&#mE/~hlogy, university of 

I 

aJltured~c f mztmasts (WI-38, 
0X-137) .aM a fkxmrcum oell line 
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(HF-l08O)u8r8used asamabltostdythe 
effe&sofwF-paltheczell-secreted 
paateolyucacttvity~depolaitianof 
_Wbtt=gravth 
&6f!3SAttYh me8ecre~cbp~ 
actlvatnrs (u-PA and t-PA) and the 
cddhual type plambqn activab 
hwbilsx (PAI-1) m qlLmt.ltated usilq 

TEG-p caused a s@nifkant 
decmaseintheanKalntsof secreted u-PA and 
t-PA in WI-38 and EL-137 cell lines. 
m=Y,* @nbamdsecJstlaland 
dqcxitlal of PAI- was dlmrvedbothin 
KC-38 and HP-1080 cell lines. 'Ihe 

sulphate/-itin 
(3linmemed SialYlatirn of wl/s 

sulphate 

d.awlyas shrmn bymetaboliclabellngsand 
pilse-chase @+=*ti. lb deposited 
PAT.-1 uws sensitive to rmwal by u-PA. 
~YlmrplexesOf~~ 
waism= btactedinthemediua. our 
results suggwt thatarapidandsensitive 
effectofTGF-pal bothnornmlfi.bdhds 
ad mugnant cells istb xEdwtkm of 
proteolyticactivitywhichmaykeassadated 
witithegruwthinhibitorylnapertiesof 
m-/3. 

Gminatdgl~Asa~ 
aflmhrane WeQ tk MstilY 
lm&astaticcells expresseaNghaffMtyto 
BcMonparents(~), fibPraneclln,W 
I-III, and shxml inxmuesistanoe~ 
NKcellsanalwm&qs. Meanwhilethere 

anti-metaatati 

(1)prolifera~ El3324, 
as follcws: 

tiazofurin), 

(3)heterotypic 
(4)ilnmmeaistance m-103, lentinan, 

iIlfUSiC@. The 
anti-pmlifeEltive agents were =wllY 
effective against tunmr Lb& The 
arlti-cxagent- v-Wasableto 
inhibit the highly lnebstatic tumr, 

cILmi,P.Banfi,L.Giami,L.Vigam'ana 
RoAoGdledzb 

cnlyagainstinmxmem 

Istit~& Nazicnale 'Rrmti,ViaVenezianl, mwm l!xmxim/m ANALms USING Ki-67 
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Duxmlbicin activates hxmlnplaw 
whiledaum&lc~inhihitsboth~ 
release and psmtdn kimm c (Pm 
activatiallnthMIbh c!caI@mmwith 
Fe (III) decmasd the axxenhati.cn of 
Dccmhunvtomplatelet 
activatialandImmmed the eff@ct of 
dalnmmbMnffmminhibitinntoactiMtian 
oh Pxc. N-aceQl~cin~ 
il&fective eVen in the presenoe OfFe. 
Additlcnofca~or~~~ 

me nuclear antlgetl Ki-67presentin 

133: 1710, 1984) was 
inPHAs+zimla~ 

effect m the acthatiav 

methJaslxYudan bzrese of lipid 
~aa@atelets treated withthe 

that follawed the samz 
pattern of the activatial OfPKc. lhese 

treated plateletsoatldbe 
n&latdbyfreeradicalfomm~andlipid 
pemxidatial. 

&pportd in part by grant 85.02561.44 
fJxmcNR,Rcm 

lymphocytegandinIit,-60-B 
leukadacells. InstbulaWl~ 
81%ofasllswerefa1ndtoheEG67pcsitive 
in caqxisal to 85% positive with 
at&i-~W and 80% and 77% 
positive with the antdldy inrpepardent 
staining n&hds using Hcwhst 
33342/ethidim Jxd& a& mithmqydn, 
raspectielY* In m-60 cells idwxd to 
differentiate by pEx3, theKi-67negat.b 
f?cacticn,aswellas them&l mAfractial, 
was increased in cmparim to an 
lJdiffsentiatdmltm~ 


