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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. 
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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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Imperial Cancer ResearchFund, @ford, U.K. 

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). 


