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intestinal diamine oxidase activity,both 
beingassociatedwiththetunmxgrmth. 

significant incream in survival tim at all 
daystestedbltnocureswered&ained.mP 
was slightly nmre active than DX. The 
associatim of CMP (day 5) with 
kmm&herapy (day 7) was mre effective 
(54% cures) than mPalcneandday5or7 
imm_m&xapyalom. Only a slight increase 
in life spsn was fcnki by mkining 
immnothe.rapywithDX. The results suggest 
that cxmbinatim of chmkherapy and 
kmmthexapy may improve the effectsof 
eachtieatrmkalone. 

D.Fbmmn(l), T.Kni@t(l), D.-(2), 
P.-(2), R.Pi.m&u (21, P-m&2) d 
S.Ieadl(3) 

(1)Ilqerial Cancer &search Fund,oxford, 
U.K.; (2)ISS, Rane, Italy; (3)=, parton 
Dum, U.K. 

EpidE¶ni01cgica1investigations designed 
to study the role of er+mous N_NLtroso 
mnpoukkinhumncaxer have prokxd 
inconclusive results. me develmtof 
the &nkmsopmline (NERO) test (1) has 
madepcesiblethequantitativeestimationof 
endogemxsnitrosation. We have usedthis 
test to study nitrosating ability in 
relation to the risk of gastric cancer. 

Healthy mles aged 20 to 35years, 
resident in two regicns of Italy with 
contrasting mortality fran gastric cancer 
havebeencmparedusi.Eg thetest. Nmois 
measured in 12-hcur urine sa@es following 
adose of 500 mg proline. Inaseparate 
study, patientgrcupswith precursor lesions 
for gastric cancerwereccmparedwiththose 
having normal gastric epithelia. IllthiS 
case 24-hour urine samples wereanalyssd 
following proline and nitrate doses. 

The results of these studies have been 
evaluated in relation to dietary 
characteristics of the groups. 

(1) oh&lima H. ardBzutschH.Cancer 
Res. 41: 3658-3662, 1981. 

TmmPEmTc Ex?FFcroF’-ON 
LYMPHJMABEARINGMICE 

F.Fanmelli, C.Rossi, M.Smsi 
G.W 

ad 

Istituto Nazicoale Tmxi, Divisione CSB, 
Via Venezian 1, 20133 Milan, Italy 

Ihe therapeutic effect of a canbination 
therapy emploYins anti-tllmcur imDJne 
l- and eitherdoxorubicin 0X) or 
cis-diamnu&ichloroplatinm II (DDP) was 
testedonBALB/cmiosbearingYC-8,aweskly 
-cl- Mice inoculatedwith 
lo4 YC-8 tumour cells given i.v. all died 
with liver metastasis. Therapy with iumne 
le alcne (30x106 i.v. every 2 days 
x3)gave an 80% cureratewhenstarted3 
days after tumnlr inoculation; when 
treatmark was delayed (5 days) only 20% of 
the micewere cured. Given at 7 days, 
imunel~swereineffective. DX (10 
l&kg) d DDP (6 w/kg) i.p. gave a 

BINDIWZ Few cis-DITQHNED ICl-lERO~TINUM 
(II) 'I0 DB 

A.=, R.Iaa tlkainen(l) ana K.HamawrL 

Institute ofomlpationalHealth, Helsinki, 
Finland; (1)University of Kuopio, Kuopio, 
FiIiland 

Cis-dkminedichloroplatiInml (II) 
(cis-Pt) is a widely used anticancer agent, 
whceemaintargetisthoughttobecNA. In 
this study, we have incubated cis-Pt with 
faur kmdimcleotkks (G@,psA,cpC,and 
UpU)andsix heterodinucleotides(GpC,~, 
GpU,U&Gp&and ApG) at pR6at37OC. 
!IhereactionplxductswereplrifiedbyHPz. 
cis-Pt reacted eguallY well with all 
gummine-cm- dinucleotides, while 
thereactionwith ApAwasmuch slmer. With 
CpCandUpUnoreactialproductswere 
formed. The most impmtantprcductswere 
characterisedbykNkRspectra. Inallthe 
he~eotides except the cnes 
ccntaininguridine, themainPt-adductwas 
anin~amleallarcross-link, in whichthe 
other birding site of cis-Pt was the N-7 
atanof guamsine. meotherproductswsre 
illtermolecular cross-links and 
lmmfunctional Pt-amlcts. Inthecaseof 
hamdimcleotidesGpGgave almst entirely 
intmmolecular cross-links, snd ApA gave 
both mmofuncticmal and bifuncticmal 
Pt-adductS. l%eSe r?SSultss~~tthatin 
m cis-R is first bound to the N-7 atan of 

kEa?z~~ 
anotherbase,whichnEly 
oradenine,oreven 

cYtosi=orthymine. 

ImLATI~oFLmmxYTE c!JmmREx!lmG 
AGAINsrAmmmxJSHUMANMEmmm 

G.Rmsati,A.Anichini,P.Splardna, 
S.Csramli and G.s 

Istituti Nazicnale perloSt&ioelaC&a 
dei Tmrxi, 20133 Milan, Italy 

Peripheralbloodlyn@qtes(PBL)ofa 
melamma patient wsre cultivated with 
autologcus mslanuna cells (Auto-*) and 
recmbimk interleukin2 @IL-Z, Biogen) 
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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, 
Italy. 

G.Frandni and C.Ckmari 

Institute of Medical Semeiotics, Divisicm of 
Cli.lliCal QIcology, University of sietla, 
P.zza Duam, 2-53100 Siena, Italy 

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 


