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smmptibility to cancerby Ikxkiris & Ihe Wistar Institute, 
19104, and Institute of 
the pblish Amidmy of 
Poland 

& (Nature, 313: 6369, 1985). west&i&l 
theD#Aflxxll~l k&omtesofactramof 
fifty mala~ma patients & 0f fifty-heaithy 
individuals and failed to fM any 
significantassociati~betweenmelancmEland 

alleles 
fikgztia. 

defined by mwIlpaI1 
Wehave recentlydescribedanew 

polynmphism in the VTRregimof H-ras-1 
basedonthepresence of additicmal-~I 
restriction sites (Pierotti et al, Nucleic 
Acid Research, 14: 4379, 1986~~Digesting 
our DNAsaz@eswithlkqI,weobsenedthat 
the frequency of the allelic variant 
ccntaining%qI restriction siteswithinthe 
VCRregicmwas three foldhigherinmelamm 
patients than in unaffected individuals. 

EKPRESION OF 'IHE C-Ha-Z QNE IN 
DMBA-INIXCED RAT MAMMY TUMXRS mExrE!l 
WITHAMNEL~EMKUND 

A.Ra$+iki(l) and T.Vwzio(2) 

(1)Famx Group Ltd., Research Center, 
Turku, Finland, ark!l (2)-t of 
Biochemistry, Unviersity of Turku, Turku, 
Finland 

Ratmamarytumxrswere inducedby 
INSA in 8 wezk-old femalesprague-Dawley 
rats. Thetumourswereallowed to develop 
for apprcodmately 8 weeks where&W 
toremifene treatm?nt (15 Kg/kg daily) was 
initiated. Qntrol rats were exposed 
similarly to DMBA but did not reoeive 
tormifene. Total RNAwasisolatMfran6 
controltunuurq8 lxxmne-independent,and 
10 ~ttumours.'Ibtal mAwas 
alsoisolatedfxmthe liver and uterusof 
cc&r01 rats. !l&e expressionof c-Ha-= 
gene was studied by Northem blot analysis 
using ES-9 probs (a clone specific for rat 
Ha-ras 
c!cnxsions~~: (T;"?I, aE&Ez 
Ha-ras@NA did not differ significantly 
betGkthecontrolgrulpandthetl.mrxKs 
insensitive to toremifene treatment. (2)In 
hormme sensitive tmtwrs the expression of 
Ha-ras was reduc&i by approximately 40% 
wlmcanparedtothetwoothergroups. 
(3)lSe amcunt of Ha-ras mRNA in liver was 
ofthesamcmkrtomagnitude as that in 
bo?xnedepe&mttzlmmlrs~sinthe 
uterus thewssionwas sanewbatlower. 

lvucLEmuPTAKEoFNc;F,~, FDGF AND 
INSULIN, BINDING To(IxiRcmTIN-IN 
TUMDRCELLLINES 

memschanismof _. . _._ 

1793 

Phildel~, PA 
Ehmsn Gmeticsof 
S&nces,Pozlnii, 

actialofgxwth 
factorsisunclear,altmqhinteractionwith 
the surface receptors andintemalizaticn 
aregensrallyacoapted. We havefaundthat 
Em, Em, PrGFandinsulin, taken up bu 
cellsbearingappmpriate surfacercepkxs, 
are tightly and specifically bou& to 
&ran&in. Allgrowthfactors tested have 
been isolated fran chramtin 
Mn-degraded. Bindingofgrowtbfactors~ 
theisolatedchraMtinhasbeeninhibitfxiby 
M%edimct& againstthesurfacereceptor. 
Nx cbramtin receptor has been 
kmurqmcipitated by lvpIb 20.4 fran EC0 
RIkligesM cbrcxmtinof m&lrzm HS 294 
(230 kd), proliferatm in the preseme of 
TPA melamcytes (230 kD) and mlorectal SW 
707 cells (35 kd). 

MAb 425, anti-F@ receptor hasbeen 
-upand inmrporatedintothechramtin 
of A 431, SW 948 and WI 38 cells, while 
another MAb, Bs 15-6A only in SW 948 cells. 
Chramtin binding of anti-EGF nxeptor 
antibodies seem to explain an agonistic or 
antagonistic effect on grmth factorsof 
sane antibodies thmugh direct acticnon 
gene regulation. Wesuggestthatchranatin 
receptors for growth factors my be of 
special impartance for intracellular 
activationof autonanic grmth of tmrmr 
cells. 

A 3T3-cELL DEXIVEDFACKRTfUCXERSTHE 
~OFASELF'MITCGEN FROM Fell RECEPKR 
B[AZESSIM;TCEUlS 

x&m(l), s. &ad&ein(l), I.P.Witz(l), 
J.L.'lheFuaud(Z) and W.Ei.Fridmn(2) 

(1)Departmnt of Microbiolcgy, Tel-Aviv 
University, Tel-Aviv, Israel; and 
(2)Institute Curie, Paris, France 

We tested the possibility of a 
proliferative response of FcY receptor 
(FclR) expressing Tcells to sigmalmitted 
byprecanmmsor cancerous non-lyn@loid 
cells, as an attempt to explain the ohserved 
increase in the number of FcllR T qqressor 
cells in cancer patients. Hypotonic cell 
extracts derived fran H-ras transf& 
andnon-transfoxmedNIH3T3Zils,triggered 
a mitogenic respcmseof Fcmpositive T2D4 
hybridam T cells, originating fran density 
arrested cultures. Kinetic studies 
indicated that the 3T3 cell derived factor 
(3T3-F) triggers the release of a self 
autccrinegrmthfactorfrantheT2D4 target 
cells. While 60 to 120 min were req.&& 
for a proliferative response to T2D4 cells 
to the signal mitted by 3T3-F, supernatants 
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ofT2D4cel.l~ exposed to the 3T3-F wxe glicmas inaqariscmtonomallxain. This 
decreasewasa~edby a relative 
increase intheexpressicxl of the L-typs 
subunitof the enzyme. Inadditial,this 
particular subunitcculdbephospharylated, 
mostprcbsbly byacAMP-independentprotein 
kinase. misphcsphorylation cmld mtbs 
detectedinnonmlbrain. The tumaUr enzyme 
appeared to be less sensitive to citrate 
inhibition z, E impoortantly, m; 
sensitive activation 
fructose--2,6-bi@msphate. The enzymes 
fr?mtlmKlurandnormalbrainshcMdm 
significant differences in theiraffinity 
tcwards thesubstratefructose-6-@os@ate. 
Theresultssuggestanalteredregulationof 
glycolysis in human gliams by a reversible, 
CAMP-independent phosphofructakinase. phosphcay~ti~ of 

capable of tra&mitt@ the pmliferative 
signaltonaiveT2D4 cells, within15 min. 
The possibility of a relationship between 
thefastactingmitogen (FAM) in theT2D4 
supernatants ard jmmoglolmlinbinding 
factor (IBF) wastested. II?J?isa soluble 
form of FcR, released w T2D4 cells, with 
culturecom%tions similartothoseallowiq 
the release of FAM. Imleed, theeqosureof 
T2D4 cells to the 3T3-F enhmced the release 
of IEF, shown to be actirq as a self 
nlitogen. 

R.Re%el,Y.Rie,M.MdWmin,B.Genein, 
J._ and c.c.muis 

L&oratory of Human Carcimgenesis, NCI, 
NIH, Bethesda, m 20892, U.S.A. 

Iiumn lm3othelial cellswereobtaimd 
frcm pleural effusions or ascites fluids of 
patients withncm-rmlignantccux%tions, and 
transfected with a p-d, W-T, 
amtainingtheSV40laryeTantigengeneand 
tlERcus sarcanaviruslongtenninalrepea~ 
Colonies ofmorhologically transfonMcells 
ocmrredwith a frquency of 1 to 2 x 10-4 
transfected cells; transfom& cells= 
not seenincontrol cultures. IdiVidual 
colonieswere isolatedandcultured. These 
cells retaimdelectronmirxcscopic features 
of mesothelial cells, and all expressed 
keratin, vimentinand SV40 T antigen as 
detected by indirect immnofluomsmxe. 
The cells were aneuploid lxlt most had 
near-diploid &ramxaW aunts. For all 
cultures studied, thetimeto semscmxwas 
extended (60 to 70 pcpulaticm doublings 
ml, 140 days) cxqxred to nonnal 
mesothelial cells (15 PD, 30 days). For at 
least one culture, cells have escaped 
senescencetiappear to be imortalized. 
Injectim of 5 x IO6 cells per site into 
rademicehasyieldedno tumursafter6to 
12 llrmths. Experimentsareinprcgressto 
determine the response of these cells to 
asbestos and to transfection by other 
oncogenesandgrowthfactorgenes. 

pHxl?HxmTIm OFL-TYPE- 
KINASF#INRUMANGLI(X?!S 

G.Rijksm, A.lQlff, E.C.m, C.W.&van 
Veelen and G.E.J.Staal 

university Hospital, utrecht, The 
Netherlands 

activity of the enZyme 
*s~Iumwas decreased inhuman 

INAAtWCI'SINMXJSEANDRATEPIDERMIS 
VERSUS DmMIS AFTmlmIc7&APFzIcATIoNoF 
(~)-~~,8~,-DIRYEUXY-9Q,lO+EE'OXY-7, 
8,9,10- m(a)P AND (*I 
mm(a)- 4.5XXlDE 

M.RojasandK.Alerandrw 

InstitutedeRecherche surle&ncer,BPNo. 
8. F-94802, Villejuif, France 

Mice and rats weretreatedtopically 
with 
,1,-,,8a,~-~~~,~~~~~ 
teW(a)Pyrene @&-BKW and 
(a) benzo(a)pyrene-4,5-oxide @PO). Rat 
epidemal DNA was extensivelymdifiedby 

while muse epidfxmal IXA was 
~emtiauy modified by anti-m. 
Anti-dGuoadductswEz-eobeemed- dY in 
~dmmalIX?A. DNAadductswereabeent 
fran the rat dennis. ThisaMuctformation 
could prcduce the significantly different 
biological effects obeemedin viva inthe _- 
twospecies. 

~C!ANCERRISKFACIWSINFINLAM)AND 
mFlUNITEDSTATFS 

D.P.Rme, K.Lsakso, E.L.Wynder(l) and 
K.W(2) 

(lmerican Hea1thFuundation,valha1la,New 
York, U.S.A.; and (2Wrliversity Centre 
Hospital of IQqio, Kuopio, FMand 

&east cancer (BC) incidenceisloW?x 
inFMandthan intheUnitedStates,yet 
bothpqmlatimshavethesamehighdietaxy 
fat intake, a suspectedriskfactor for this 
tuucmm Toexplorethisdiscrepancy,other 
potential risk nudifiers were canpamdin 
286 healthy wl~llw and 124 Bc patients in New 
York (NY) , and 163 healthy controls and 106 


