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for 30 days. In these co&itions, PBL 
proliferatedbutdidnotdevelopcyWoxic 
activity m Auto-&and SC562 cells. 
TbephmkypeofPRLatthe3Othdaywas95% 
CD3, 95% CM, 1% CD8 aud 0% (336. Qones 
w8m then derived atlcell/well in the 
7 ofi.rmdiatedAuto-Me, RIG-2 (25 
U/ml) and Da&i cells as feeder. The 81 
gmwing clones 
cytokxicity ti prZra~vityf~ 
thepresemeofAuim-Ms.lklvecloneswere 
qtotoxicfor&&o-Ms and 22clcmes~ 
significant pmliferaticm withAuto-Me; 67 
ClClSS e%hibite!d both -c=ff 
pliferatingactivity. Prelimimry results 
of the specificity analysis slxxEd that cne 
ClClB which proliferated to Auto-Ms 
expressedcytotcaicitycnAuto-Mebutnotal 
12 different targets iuclwdingautologms 
ERV-B cells aud fibmblasts, 6 allogeneic 
melanams,2lyn@oblastoidlines,Daudiand 
R562. 

Suppxted by Grant N.86.00663.44 of 
Consiglio Nazionale delle Ricer&e, Rane, 
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Brarchogenic car&mm (Bc) may be 
fzeguently associated withhypercalcaemia, 
duetodirectkmexWorpticulbytumcut 
cells, or alternatively by osteoclastic bone 
FhWastited by -1 factors 

@lW)-like 
sl&&esaIxlprostag~~FGE)~. 

In160 patientswithBC,hypercalcaemia 
yya8 foumd in 19 cases (11.8%). By measuring 
the biological psramsters of P!t'R activity 
andthecirculatinglevelsof mi and El3 
the hypercalcaemic patients were divided 
intothreegIcqxL The firstgrcup (n=6) 
presentedthetypicalbiochsmical patternof 
hyperprathymidism, the sacred gmup (n=lO) 
was chmact~isedbyhighcirculatinglevels 
of FGS; in the third group (I-l=31 all the 
J?ara=te= cmsidered wsre normal. A 
n&-astatic bone involvmmtas evidencedby 
radiologic a& ScintigraRhic means, was 
dommtedcmlyinpati@xltsofthefirstarkd 
===dgnup. -data fuxtheren@asise 
theinportanoeofhmrxal factors inthe 
pathogmesis of hypercalcamia associated 
with Rc. 

NLrcLEIc ACID BINDING OF 
lRARS-4-AMINDsIpBBsEDmlm!mmINVrIRo -- 
ANDINVNO 

R.FYauzau5li.-G.Rsmxmu 

Institute of mxicology, Uhiversity of 
Wkburg, Versbachmzstr. 9, wiinlxlrg, F.R.G. 

lkms-4-acetyl lberks (AAS)isa 
strongtlmW initiator inratliver. The 
node1 ultimte carcinogen, N+=etoxy-A& 
reacts with nucleic acids in vitro and -- 
tmdaninanth with cmauine. The nlaior 
itddllcts are- four cyciic isunsrsin~ch 
guauine is substituted at N2 am.d N3 as sham 
by reacticns with Guo and d-&o. In 
additim, twom.inorguauineadd~& fracticns 
were identified and shown to consist also of 
sets of isaners. Afteroraladministratiou 
oftrims-4-dk?thylanuuostilbene (DAS) and 
A=, the cyclic adduds and premmbly also 
theminor adduds are formsdinratliver 
DNA. Substitutionofguanine atN2andM 
labilises the glycosidic bomd, which results 
in deplrinization of m, audluayimpair 
Iluclease activity, whichcuIldexplainthe 
obeermd inccaplete hydrolysis of modified 
mm. Rxpe7ziments withAASlabsllsdiIlthe 
acetyl groupindicate that non-acetylated 
adductsare alsogeuerated inl.iverRNAard 
mAtosans extent. AnKxq these 
ncm-acetylated adductsthe cyclic guanine 
adducts are also preserk Anumberof 
persistent a&h&s axldbs dmcmstrated 28 
days after oral administration of DAS. 

azm@mTIcN OF RJJAsmSIS WITR szrm 
M FROtXSMCFAcroRs IN 
BRJmm~ 

V.GkW.eam,A.WsanaudMilmaDum 

Pathology Deparhnsnt, Cncological Institute 
Cluj-Napoca, Rcmnia 

The increase of elastic tissue was 
fourrdon haEln&oxylin~in stainedizlmmlr 
sections in 54 (22%) fran 245 invasive 
ductalcarcinamsofthe breast treatedby 
radicalmaste&any# 
or finely 
caxcinamtousductsand focal deposits in 
ax&act with tumxlr psrenchyma. me 
elastosiswasassessedsubjectivelyinthree 
degrees ard analysed in relaticm tothe 
tumur size,h.i.stological pattern, grade of 
malignancy,lynphncdemetastasesamdageof 
patients. The psrcentage of elastin 
positive tmcurs increased in parallel with 
their histological differentiation from 
trabecular carcinanastoplreglandular 
carcimxnss. Rlastosis correlated tosans 
extent withthegrade of mliguaucy - a 
highm prcporticn of elastin positive 
tumourswasfouudinlcwgradegrouJpaud 
amversely, a higk pruprtim of cases 
withcmtelastosisinhighgradetumxs. No 
relation was established between elastosis 
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ardlyn@lnode status. llle PercentarJeof 
positive Ixmurs slightly imreamd with 
patients' age. Itsemsthatelastosishas 
a limited value as a single prognostic 
factor. 

AtwI~EwREssEI)IN~FRct4TRRBamHl _- 
WFR&XR?IOFEPSTEXNBARRKIRUS 
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Agenebankwaspraparedinaplamid 
expressicmvecbxfran small fx-agmants of 
@steinBarrvirus(EEw)mA. WhenscmxEd 
with smlml fran patients laxxxl to be 

REV autigsns ware 
identified. subsequentscrewiqofthasa 
colcnieswithaprobeforthexepaatedBamHl 
Wfragmsntshowsd that4ofthmoriginated 
franthatregicmofthaEl3vgemns. 

ma exact locaticms of the antigcm 
ccdimg*sequencesvvereestablishedbyDv4 

previa2sly besn identified by seqwnce 
analysis. These are in three different 
readingframssandtwooftheseqmces, 
which are in different reading frams, 
amtain ov=lapping sequences.Them 
fragmsnts identified in this study do not 
cmreqmdtoexonsslrwn previcusly tobe 
partofEmA2orEEuVA5. 

DEREmLATIGN oF'IHETYRmINEzKINASR 
ASsxwImWmiTHEJxmFSIN~IN 
SMALLc!mLLUxcARQNoMAs 
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It has been hy@hesized that 
baabesin-like peptides prcduced by mall 
cell lung carcinallas (SCLC) may sustain 

Ws have recently 
identified, phosphom=Ji= 
antihcdies, a 115 kD tyrcsine kinasa (~115) 
which is part of the bar&sin raceptcc 
anplex in mxse Swiss 3T3 fibroblasts 
(Cirillo D., Gaw G., Naldini L. ti 
Cumglio P.M., ml. Cell. Biol. 6: 
4641-4649). 

kD, plxqhoqlated at 
tyrosina,infollrhmauSc!LClit%asproducing 
*in, but not in a non-produrw 
'%arian~'line. Pl15fmdetergsnttreated 

sacdoesbindtobaubesin--and 
beoames plx@mylatedattyrosineinthe 
premceofradiolabaladATP andm++ions. 
As in ths case of pll5 kinase 
inumqmcipitated fran mxse fibrobla&, 
tha SCIC pll5 is phosphorylated in au 
-lax kinass assay. ==v=,the 
latter does n&require the presence of 
wqemus banbssinactivity. Bindingdata, 
obtaimd using radiolabelled ligamd, 
Micate receptm ccc&enq in the cell 
lines m bunbssin. 
observatials fulfill the hypomesis of 
autocrine cc&r01 of human small cell luug 

Cell proliferation, via 
constitutive activatim of win 
receptors. 

Work mppo&ed by the Italian C.N.R. 
and A.I.R.C. 

mFAC!KIR ERcmmICNBY~RUMAN 
MFwDmmLc!RLISAND MEmmELImA CELL 
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IthasbasnshcsMthatnonmlhumn 
msothelialcslls (NRM) blockad in Gl by 
senmstanmtioncanbsimducedtoumdergoa 
rouudofmAsyn~iseithe.rbyTGF-betaor 
by m@* Ssven human msotheliaaa cell 
linfx3vmeax@aradtoNHMprimarycultures 
byrxxthem analysis for their level of 
expressionofmNAhylxidizihgwithcmAfor 
PD& A chain, PDGF B chain (C-e) or 
TGF-beta. NHM cells Drcdmed no detectable 
B-chainmRNA and lw-levels of A chain 
-sage= Mwotheliaaa celllinasprcduced 
highlevelsofeither AorBchainmessage 
or both. Both nomlal and tmKmr dells 
produwd lGF-bsta mRNA. NHM cells 
transfomad by transfecticnwithan SV40 T 
antigenamstnlctpIxdwsdlevelsofmessage 
for all three grcmth factor genes which fell 
within thenomal range of hybridisaticm 
analysis. Mssotheliam lines ixlt ImtNHM 

positive for PEP by 
bioassay of 

lines pruduce a growth factor which is 
mitcqenic for NBMcells. Auautocrinerole 
of PDGP in tmxrigemsis is beirq 
investigated. 
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