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cytoskeletal proteins. lbesemcdificaticcs 
againmimicthoseseenintbaeabryoduring 
aqarable stages of differentiation. 

Ihemechauimsbehibdatramfo7.ming 
gravth factor-beta UGF-beta) i.IYduced 
stinnllatial of pxodu&icm of type-l 
plamimgm activator inhibitor (PAI- in 
WI-38 human luug fibrcblasts have been 
studiedusinga full-leqth cLNAprobefor 
PAI-I, as well as mnocloM1 antibodies 
against the inhibitor. Northernarddot 
blot analyses shcx+&that!EF-beta causes au 
eaL-ly imrease in thePAI-1 lIRNA level, 

x a 5o-fo1d 
enhancementafter8hr. 

of protein synthesis With 
cycl~e caused an egually strong 

in ths level of PAI-I nmA. 
Ezzive Weal studiesof the 
effect of IGF-beta m PAI-I protein levels 
in cell extracts andculture msdia were 
consistentwiththeeffect on PAI-I mRNA. 
The results suggestaprimaryeffectof 
TGF-beta on PAI-I gene transcription. 

RRcoEmmoF- WU.Ll- 
Kt6sIBLEcwsEoF lXESRNGFIPROSISAETER 
RADIUEIIWGY 

F.Mki& V.Sim&& R.Zorc, P&as, 
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The Institute of oncolcgy, Ljubljana, 
Yugcelavia 

Ten beagle dogs (female and male), 
weight 10 to l2kg,lto2yearsoldwere 
irradiatedwith Gy (Cobalt-Phillips) onto 
the whole pelvis ski tail for 20 days. 
Platinolwasgiven in a 2 kur infusicm 

5 days for 20 days during the 
Ezzmreatlsanti Tendogsrepresentsda 
control group. Ten days later the thoracic 
ductlynphocytes, peripheral blocdandthe 
large intestine were examimd with the 
following parametis: laboratory, 
biochemical, histolcgical, RR, ml, 
densitanetric, inmnolcgical, and LMMA 500 
examinaticns. Dmage aud rsmdelling of 
peripheral blood lyqkcytes, tbxacicduct 
lympkqim, entero-errlocrine cells, mast 
cells and l_ in the intestinal 
smsars of thelaminapropriawerefaundin 
all treated dogs. OTspecia1intfxestwas 
enhaxed volume density of mast- aId 
~tero_endarCine cells, that could also 
reflect enhanc& serotoninexcr&ion,with 
hypoxia of the intestinal tissue. LAWA 500 
measurmentsestablishedsiguificantchaqes 
intheorganic ampositicn of the lamina 
Propria cells. Imrmnological studies 
revealed significantly diminished 
tmnsfomation of 1ympkcyteswithPRAarkd 
Con-A stimulation in the treatedgrcup. It 
is cmsideredthatthechangesdescribed 
represent a stimulus for fikmgen 
hyperpmducticn andcollagen excretion in 
thekeatedgrcupofdogs. 
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~genotypes at chmmsa& loci 
definedby LemMMntmprobesrevealing 
restriction fragment klgth polymorphisms 
weredetemimd inconstituticnaltitmcur 
tissue fran 10 cases of ducta1lxeast 
caucer: eight p?zmmpausalfealalesandtwo 
males. Samtic loss of coustitutiom1 
hetmoqgosity was obsemed at loci cm 
C%mKmmel3in primarytl.amurtissuefran 
threefsmalesaudone male. Intwocases, 
specific loss of hetemqqos ity at three 
distinct geneticlocialaqthe lmqth of 
thech?mmmxwasobserved.Inanother 

cmcument loss of alleles at loci m 
ECEkeam 2, 13, 14 and 20 was detected, 
while afourthcase shCx& loss of 
heterosygosityforchramsanes5andl3. In 
eachinstance,thedatawereconsistentwith 
lossofoneof thehcmlogcus~by 
mitotic nondisjunction. Analysis of loci on 
sevexal other chmmosanes shcW&retention 
of ccnstituticmal hetcxozygosity suggesting 
the relative specificity of the events. 
Thesedataindicatethatthepathogeuesisof 
ductalbreast cancer may, inasubstantial 
prcportianofcases, involve unmaskirrgofa 
recessivelccusonchranosme13. 

lW DIFFERIN MSCHANIS BY WIiICEl 
5-FLCK.uoPYRIMID IRRSINDDcFlmLRS1ais 
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me interaction b&men 
5-fluorcpyrinlmnesti~was investigated 
using an appmechbywhichcellsarelyssd 
in dilute alkali to rev&l drug-hkced 
fraqfmtaticmofmA. QYalmch3nimusedto 
~ucelXAlesions is thehmrporatimof 
drugintoDNA,resultingintheimhcticnof 
alkali-sensitive DNAlesions. Thepresence 
oflesicns results infragmentationofm, 
which is visualized by agarose gel 
electrophoresis. 

mecfhmim does notinvoke 
&z?dof drugintomA. This 
mechanism is in all prcbability due to 
inefficient DNA repair of normlly occurrirq 
defects innucleotides. 

In human colcm ademcarc irmla cells 
treated with 5-EU one can detect both 
mschanims. Incellstrea~withS-EmJone 
candetectonlythesecmlnwxhanism. 

Ref: Cancer Res. 44: 3414, 1984; 
C!ancex Res., 46: 3866, 1986. 

J.-P.-, ABischof-Maloye ti 
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NuclearMsdicine, mUV# CH-IOaa Lausanne, 
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Thirty- patients with krK4m 
colorechlcarcinamswsreinjectedwithFab 
and F(ab')2 fraqasnts fmnthemxmclcmal 
anti~antibcdy (mb) 35 labelled with3 
to 6 &I of 112311 and tested by emissian 
ocnplterized tarcqraphy (XT) 6, 24 and 
samthes 48 hr after injection. All23 
primarytmoursandlocalrecurrencese%cept 
ale were clearly visualized. mzerestingly, 
9 of these patients had almost norms1 
cirailating (ZAlevels and 3 of the 
visualized tmkxrs weighsdonly3 to 5 g. 
Anmg 19 kmwn metastatic tumxr 
involvemmts l4werecmrectlylocalizedby 
7 (moye et &, J.Clh.Invest., 
i 301-311, 1986). For therapeutic 
puposes# seven patients With liver 
n&a&ass were hrjkcted in the hepatic 
artemwith mbsandauti~labelledwith 
100 m?i of [131]1. Nomofthe7patients 
shwkxl any8ignificantsideeffects for a 
period of ok4?rvaticnof5to1onKlnths. we 
observed gocd localization of intact [I 3111 

minlivermetastases,asdcamentedby 
Ecrckihhd4&ysafterinjecth, atxlan 
estimatedr&iat.i.aldosetothetmcurof 
1000 rads,htwehavenotyetcbtah?d 
definiteevidenceof~regression. 
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Wehaveinvestigat&thspcesibilityof 
usingvacciniavirusreambinantsexpressirq 
RBvirusgsnesaspotmtialvaccinesto 
preventE8Vaswciatedtullours.H)vinls 
mm&ram3 antigen gp340 was hsertedintoard 
expressedinseveralstrainsofvaccinia 
virll&Tllegp34Oproducedbythevaccinia 
mambimnts was indistiqhhable fran 
authentic gp340 by thecriteriawamined. 
Rabbits vaccinatA with one of the 
mcawnants pmluced an-es that 
nf&ralizedBBvirus. Wshavealso insert& 
the R8 virus glycoprown gBintovaccinia 
viruseitherastheauthenticproteinoras 
aninframsfusion with Hspatitis Bvirus 
surface autigen. !hesetwrzmstructs 
shalldpresenttheEBgBtotheilIrmesytem 
of vaccinated animals in different ways. 
Vaccination of rakbits is utxhmay and 
shoLlldtelluswhetherthsBBgBgenepmduct 
is capableofraisingEBvirusneutralisirq 
antibcdyard also giveusanideahoubest 
topresentantigens tothe imuns system. 

RFW ANALYSES OF c-Ha-ras ILXXS IN EKMW 
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restriction fragment 
polynkphim(RFLP) of the humanc-LZ 
1ocushasbeenaMlysedinmfranbreast 
ws, leukaeniccellsandlynlrhocytes 
from normal individuals by agarose gel 
electqkmeis and Southern blot 
hybridization. Examination of the allele 
frequemies shmed three '%amrxl"alleles 
(6.8, 7.5, 8.3 kb) ocxurring With 
frequencies 38.2%, 36.5% and 19.2%, 
respectively, and several "rare" alleles 
(abak 6%). More Ra-ras 

-Yz notedinDNAisolatedfrantLmmrs 
white blood cells in normal hYM.duals. No 


