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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 
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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 
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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 
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cases in mral Kuopio. Mmarche occumed 
earlierinbothtbs NY casesandcontmls, 
but amamlmlageofthecases in the 2 
locaticnsdid not differ fmnthatofthe 
co=espondi@Tamtcolgralps. Msnopausal 
age was similar inall4groups. MoreNY 
m were nulliparcus, with no difference 
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Iq3erialcancerReserchFlJnd andRQyalFree 
Hospital&dicalSchool, Imdco,U.K. 

A dimethylhydrazine-inauoea wlcm 
in rat, axpcssd entirely of 

z?EzzLd locally invasive signet ring 
cells (SE) or their precursor cells, has 
been investigated. me single 
ultrastructural difference frantherxxmal 
epithelium is absence of junctimal 
cmplexes, apparently allowing both cellular 
nobility fran the epithelial sheet and loss 
of polarity with failure to secrete. Sucha 
unifcm tmmur dsmmstrates an effective 
neoplastic process, with mbile precursor 
CzellsmaturingtoSRC. 

In contrastatypical invasive mixed 
adenocaxcimnawith SRChastightjunctions 
preservedinthelocsegla&ularstmcture, 
lossofpolarity,and retainedsecreticmin 
SRC. 

This 
z?p=iE 

illustrates two 
sub-sets car&ma, and 
intra-cytcplasmic lumens maypmvidea 
third. Their differential progmsis awaits 
aproperly Wetted survey. me absent 
junction in SRC may confer the extra 
invasiveness. 

bstmsn cams andccntrols;inKucpionKxe 
BC patients were nulliparcus (p<O.O5). Age 
at first preqmcyoccurred later in the 
casesthan controls in both locations. 
Breast feeding was practiced more frequently 
and for longer in Kucpio,butfewercases 
than amtrols had breast fed (p<O.OOl). 
There Ware 110 differences in bcdy weight 
b&weenthe4gmq% The small differences 
in reproductive risk factors appear 
insufficient to explain the hi- EC risk 
intheunited States, which mybedueto 
nudifying dietary factors such as fiber 
intake. 

ANAImSIC ACIWITY OF W IN PATIR?E 
wImPAINmLmlmLxTIcMEmmASmoFBRmsr 

&ltMIWlandKrstoKolari6 

Central Institue for !mmurs and Allied SMALLCRLT,LXJ%CARCIt@XA(SCW):ASYSPEMIC 
Diseases, Zagreb, Yugoslavia DISEASE 

The analgesic effect of salnKxl 
calcitonin was tested over 28 days in a 
double-blind clinicalraxxdanized cc&rolled 
trial in 40 female patients withpainful 
CStWlytiC nletastases. The effect of 
calcitcoin was monitored with respectto 
daily analgesic consmption, duration of 
pain, patients' functiohal capacity, 
patients' CWn assessnkant of pain, and 
assessment of efficacy by the investigator. 
Statistically significant differences were 
established in terms ofreduced analgesic 
~uWt&,~$=afonOf pain d 

subject1veassessnent0fpain 
duration and intensity. The cbjective 
assessmnt of the analgesic effect of 
calcitoninbythe investigator shcxd the 
drug to be extremelyusefulin3 patients 
andlmderatelyusefulin 11 patients. No 

Ezs 
were observed in serum calcium 

; there were likewise m skeleton 
charqes as established by X-rays aud ixme 
scintiscans before and at the end of 
treatment, metrialhas sm calcitonin 
toproduceam analgesic effect in 
breast cancer patients with painful 
osteolyticmetastases. 

J.-C!.M.CXKXl 

C.N.R.S., P.B. 8, 94802 Villejuif, France 

Asa alnplemsnt to the cellulax 
hypothesis of SC&C, ws prqose a 
neur~ocrineor systemic hypothesis. 

ASSmmIm: Ihe toxins which playa 
role inlurq cercinamas i&Ice central 
mmer&crine lesionsleadingtoadeficit 
inpsptidelxmlKmprcdllcti~ttbatresultin 
)zmmhialhyperplasiasaoddyscplasias. 

HYPCl?WIS:As a axmqmma ofthis 
deficit, thestimliwhichuomallycaltrol 
~prcdu&ialofpeptidehoxnmesare 
llmmamd me naxt mqetcellforthese 
stinnlla~factorsare brmchialcells at 
tbelevelofbxininducedstmctural 
derangements. Those brcmhi&cellswhich 
arelxograImlsdtorespaYdtoraeuroendrrcrine 
signals, regardless 0ftheirelubKyological 
origins (Kulchitsky cells) rmltiply and 
Wduce~tompeptiQ~. 
=, these cells in adhilt 
hyperplastic or dysplasticbronchiazenot 
eqlippsdtomsnufactureperfectlyactive 
lxxmmes,theyarenotabletoprovidethe 

zon. 
control of stimulaa factor 

TlE2-ti-C 
~yish_~~tic oomllarieewhich 

thenxx3t accessible 
framsworkinwhichtodeviseexperimentsfor 
testing the hypothesis. 

IwDzmB-SEmCFSIGNFTRING&Lt~ 
INRATUXCW 
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