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mre than 1100 lccatims all mer Fink& 
Cancer incidence rates datingbacktothe 
year 1953 were prcduced by municipalities 
(mean population 10,000). As a first step 
bothgeochemicaldataand cauce.r incidence 
data were illustrated as maps showing the 
areaswithhighand low concentrations and 
rates in IO-colour scale. On the basis of 
the hypotheses generated by visual 
okeemation ofthemapsorthoseknownfran 
the literature, a statistical multivariate 
_lysis will be cckkted by taking into 
account the known associations discovered in 
earlier analyses by the Finnish Cancer 
Registry k&ween different backgrcurd 
variables characterizing the mnicipalities 
(industrial structure, social welfare, 
living conditions, latitude, etc.), and 
individual cancer forms. 

L.J.E.Pusey 

Department of Biochemistry, University of 
rEeds,LeedsIS2 9JT 

Analysis of JXV+ and WA-protein by 
buoyant density centrifugaticm and 
electrophoresis of fractions revealed that 
WpoSUre of 8v40 tr_fomed mouse EmB/c 
fibrcblasts to the alkylating agent nitrogen 
mustardreducedtheamuntof Emthat 
barided in an isopycnic caesium chloride 
(C.&l) gradient and resultedinagreater 
pW??r;n of lz@U seais=ting at 1~ 

untie&d' 
Analysis of the drug treated aud 
DNA purified from the CsCl 

g-radientrevealedtraceanmunts of protein 
of molecular weight 20 to 25K (detected by 
silver staining) associated with the 
nitrcgenmustardtreatedDNA. 

These findings were correlated with 
cytotoxicity (as assayed by colony-formation 
assays and radiolabelled thymidine 
incorporation into DNA) and the studies are 
beingextemded toImve1platinum-cofltaining 
agents. 

SEARc!.RINGEGR~oNooGhlEs ATTI-EJUNCl'ION8 
oFTUMxlRS?Fx!IF1c -mITIR8 
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chralmsaml abnormalities which appear 
tobe tumur specific may beinvclvedin 
aetiology of the malignant cells. 
Almormalities involvimg chranoscme bands 
14qll and 14q32 are frequently oberved in 
humantumoursas rearranging g_s(Tcell 
receptor 0( chainand imnuucglobulinheavy 

chain genes respectively) exist atthese 
positi_; this appears to enhancethese 
in-- We have 
exambed a nmber of differentalmomalities 
involving 14qll or q32 in anattempt to 
define newmccqenesbytheir occurrence at 
thejunction of the alnomalityandbythe 
ability to detect nRNA transcripts fran 
thesegerles. Thenatureof suchtranscripts 
has been investigated. 

_Y ~MAElMARYcARcINoMA 
cuREDwITR AcEmMmScNuANDHEcNu 
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AaK)==a=a==y CarCinaM 0-1 
implanted intraperitoneally (i.p.1, 
intiavencusly and intramuscularly can be 
cuxed acetamido-CNJ and 
~~ydrthyl%?oroethyl-ni~ 0IEaW) 

et al, Chemterapia 2: 455, 
1983). =, = have stud&d the 
sensitivity of intracerebrally implauted Mea 
to those drugs. Animals were inoculated 
with different nuabers of tumxlr cells 
ranging fran IO6 to 103 given in 0.05 ml (in 
one group, O.lml). cneday later,anim1s 
were treated i.p. with acetmido-UiU (15 
rag/kg) or RRCNU (20 mg/kg). The efficacy of 
the drugs was higherwhenthetmmucell 
incculual was 0.05 ml than with 0.1 ml. 
Antitmour effects of acetamido-CNJ were 
higher than the antitumcur effects of HECNU. 
me-third of the animals incculated with 105 
tmxr cells and treated with acetamido-CNJ 

wezecure% 
and all animals incculated with 

10 or10 cellswere cured. RRCNJ-treated 
animls were cured onlywhentheincculm 
was lo3 cells or less. 

TAQ1PQLYmRPRIcAImm8 OF H-ras-1 
m-Y Al%mEzm 
WITIiMALI~MEL?NMA 

P&dice, M.G.Rmm=Uo, M.R.Qtbadrxi, 
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A polymrphism based cm a variable 
nmber of rep&itionsinaregion(VIR)of 
the humau H-=-l proto-ormgene has been 
reported and used tc define different 
classes of alleles that were designated as 
Urn!, _&.d Nrare". The latter have keen 
found to be significantly associated with 
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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 _. . _._ 
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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 


