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revedlsgrowth regulaticm andcelldeusity 
depem&nt reactials. The cultlxe system 
described for gzwliIqL929cellsinf~ 
layerspJmmtescolcmies of hamlogous 
cells,cultursdcn the surfaceagarlayer. 
A cell density of 0.5x106 cells per ml reach 
confluency at24hrand these stationary 
cultures cause a amplete inhibiticm of 
colony fcxmation. 'Ihis Mlibition is 
exter&dnotcnlytohanologalscalls ix&to 
p&wyotic cells as well. streptoaEus 
grmislcwly and forms tiny colcnies cm 
stationary cultures,ontheamtrarya 
growingcellculturepmnotesdevelcplK?ntof 
greatex diffused colonies. such mdel 
systems of colcny mxphogeuesis cm 
stationary and growing feeder cells may 
prove more sensitiveest&natingregulatoxy 
acticns of phsmacological and biological 
substarcesorcelltocellin~actions. 

purified fJmn Sanm-freenEdiummti~ 
by sV40-transformed 3T3 cells seeded at high 
density (W. The purificaticn steps 
amsistedofgelpeImsation&ram~ 
of the acid-soluble (EI fracticm follwed by 
catim exchmge and reverse-phase high 
pressureliquidchmnato9mphy. Apartially 
pvified preparatim of growthfactcrwas 
fomdcapableofstimlating boulthymidins 
imxporation as well as the proliferation 
rate of quiescent 3T3 cells. This fracticm 
also anchorage- 
ncc-transfarmedcells(NRK)tofoKmcol~es 
in softagar. Ihepremqtivetrausfonning 
pmperties associated with the growth 
pramting activity as well as its possible 
relatialship WithkmMlmFs or ED@-like 
factors are currently uI-&.r investigation. 
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In an effcrt topmvidefurth~ 
evidenceforthehypothesisthataqmtmin 
is involved in the aetiology of Ralksn 
emdenlic nephropathy(m)andthatthelater 
isassociatedwithths occuncenceofurinary 
systmtmrmrs (USP),a surveywasmdeftx 
theoccurrenceof cchratoxinA(CA) inhuman 
bloodsanplesoollectedfran people living 
inanareawithmatxdhighincidencesof 
USC mnpared with those fran ax&her 
non-endenucareainBulgaria9 In all, 312 
peoplewereanalyseda.rdCAwasfaundinthe 
serum of people fmn both emdmic anl 
non-endemic areas, Rutamchgreater 
proportion of samples ccntaining QA (26.3%) 
was famd intheserumofpatientswithmr 
and/orBmwhweas the propmtionofoAin 
the serum ofpeoplefran the non-endemic 
area approximtely to 7.7%. The highest 
concentration found was 35 rg ochratcucin A 
lg serllm. 
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IGEI (Insulin-Like Grmth Factor(l) 
stimulates the proliferationof humanbreast 
cancer cells. Wehave characterized the 
R-IG!Tl infour breast cancarcelllines in 
long-tern tissueculture: wefollowedthis 
work deteminiq the R-IGE'I cxmcentration in 
76primrybreastcaucers. The labeled 
Im, 200 uCi/ug (Pr Rumbel-Zurich and 
Amersham-France) wasincubated for Shrat 
4°cwith400ug of breastcancer mmbrane 
-#tithe presemeorabeenceofa 
pztially purified IGFI prepsration. Cnly 
6.6% of the txmxlrs bcund less thah 1% of 
the total radioactivity (IGFI-R-); 18.4% 
hound 1 to 2% (IGFR+), 75% of the tmKnlrs 
bout-d more thau 2% (IGF-R+). The range was 
0 to 16.4%. There is a relation between 
IGFI-R+ and Rpg+ (Xa=8.6,p=0.003) and 
between IGE'I-R+ and the mencpause ($=6.8, 
p=O.OOS). The concentration of IGF-R is 
correlated (Gpeaman test) to RR (p=O.O018) 
and to RPg (p=O.OOll). There is alinem 
positive correlation betweenlog IGF-Rand 
log RR (n=59, p=O.O25) and between IGF-R and 
log RPg (N=54, p=O.O025). These results 
suggest that (1) as breast cancers contain 
IGF-1-R they could be sensitive to this 
gxwth factor, and (2) an IGE'-R lowering 
drug could be a beneficialtreatmentfor 
these patients. 

A grmth pranoting activity Was 
FCDULWIa CIF THE BONAN Ha-ras-1 QKEl34E 
EXERESSI~BYDNAMETHYMT~- 
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me praoater region of tlzs Ra-ras 
CMogene cm&ainsoG clusters similarto 
thosefamline&uyotichcuse-keeping 
genes,whceeexpressicchasbeenfourdtobe 
lmdulatsd by m?Amsthylatial. ws have 
imertedfully methylated I-B-X ollcogene 
in RIR-3T3 cellsbyco-transfectionwitha 
plamidamtainingaselectablemarker.Tbe 
NIB-3T3 trarlsfected cells rmlaimd 

containing an integrated,lnethylated and 
SilencedRa-rasgeue, wastreatedwiththe 
demsthylati&JTmlcg5'-asacytmW. Mter 
the treatment: (lkhs mrpbology of the 
cellstumedfranflatto~flactile swindle 
shape;(2Mecellsaa@redthep3xp&tyto 
growthinO.3%agaramdtofonntmwrswhen 
injected in nude mice; (3)ths pmmter 
regico (0.8 SacI fragment) of the ~a-= 
gene was specificallydemthylated;(4Me 
cells pmducedW_ associated mRNA and 
p21. mase data showthatmmsthylaticc 
caumcdulatetheexpressicmofagenetically 
alteredhman~oucogem. 

-oFAcrIaucR?- 

APihl, A.Gndsl and @bdstad 

Institute for Re==& 
IMimWepitalet, Mcntebello, 0310 Cslo 3, 
NorwaY 

Irmu;notcpdns, II& representanew 
classofpbanmcolcgical agentsdesignsdto 
have csall spscific activity. They are 
amjugates of autibodies against cell 
surfaceantigenswithhighly activetoxins, 
suchasdi$lthexiatoxinandtheplaut 
toxius ricin and abrin(or their active 
subuuits),whichactby inhibitingcellular 
p$t$n synthesis. !lbemchanimofactia-l 

andtheirpotentialuseincancm 
trea&havebeenevaluated. 

meITsaEainternalisedby~ 
Imdiated f2dOQWSiS. Tfe subsequent 
penetratia~ of the toxic moiety, the 
A-&&n,thraqhthevesicularnmbraneinto 
the cytosol is smebowfacilitatedbyths 
toxinR-chainardssmstoinvolveseveral 
pathways. me toxicity and specificity of 
m3depmds,mtallyontheantigen,the 
antibcdyandthetoxinused,butalsoqxm 
inherent metabolic p3xpWties of ths cells. 
mus,differentnlel.anmacelllinesdiffered 

widely in sensitivity toabrin-ITahd these 
differenceswereassociatedwithconamitaut 
differences in sensitivity to mtive abrin, 
probably reflecting different abilities of 
tbacelllinestotranslocatethetoxinfran 
vesicles to the cytosol. 
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Cur understanding of -trial 
cancer, the 'simplest' hoomne dependent 
cahcer, hasbecaneeveratoreclearomxthe 
Last 2 decades. Wenowhaveavery 
satisfactory semi-quautatitive explamtion 
of the major risk factors, and in particular 
the serkedly protective effect of 
cmbination-type oral contraceptive (CX) 
use, in tecas of hommelevels and cell 
cycling times. Curuuderstahdingofbreast 
cancer has remained, hmever,ata 
'primitive' level. Breast cancer shares 
many features with endanetrial cancerand 
the biology of the 2 diseases was until 
quite recently thought to be similar. 
Breast cancer fails, tmwever, toshmavery 
significant increase with oestrogen 
replacemsnt therapy, or adecreasewith CDC 
use. The basis ofthesediscrepancieshas 
been the subject of the present 
investigation, ax-d specifically, possible 
ways inwhichabreastcancer protective Oc 
may be formulated, are tier evaluation. 
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The MHC class I antigens play an 
important role in the host defence 
mchanisms against tuamr cells. In several 
laboratories it hasbeenslxmnthat 
expression of these antigens is 
dcwn-mdulated by samaoncogenes (e.g.= 
or El A) and increased by interferm. 

By imnunob10ttiq Experiments we fcpud 
that after gama-IPN treatment the class I 
antigens are greatly mhanced in all cell 
linesexamimd.UnlikeMlEclass Iantigens, 
E proteins appear to be slightly 
decreased(c-~inmalarma and 03Lo 320 
cells) or unaffected (N-s in 
IEWoblastolB and retinoblastana Y 79 
cells). 


