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thosemstliJcely to survive. Five hmau 
taxer cell lines (m29, Bc, GKR, m, 
m?kMf3-157) were cultured individually and 

amixturefor sixteenweekswithak 
Lture. Ccnditicoed media fran these 
cultures weretestedatintervalsfortheir 
effecton thegrowthoffreshlysubcultured 
aliquots of the same cell lines by Neutral 
F&d assay'(Fiennes ett, 1984). Although 
HI29 and EC (colcnic&anocar cinana)were 
theslm3stgrcwing,theycametodaninate 
the mixed culture. Overtime,comdition& 
medium fran this culture inhibited the 
gmwthofthereminingthreecelltypes. 
ckmlitianed medium fmn lmm-cultures of 
HT29 and M1 had the sameeffect. These 
findings are oanpatible with the activity of 
a cell-line-specific gmmth inhibitory 
factorintheHT29andKCconlitionedmedia. 
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Variants of B16 musemalamna selected 
for wheat gem agglutinin (EA) resistance 
show reduced n&astatic potential as 
cmparedtothe wild type F1 cells. me 
variant cells express a 60 to 70x increase 
ina specific fucosyltransferase activity, 
imreas& fucosylation of cell surface 
glycoproteins includirq expression of the 
SSEA-1 antigen,alxl( secondarily) decreased 
sialylation and WGA-binding of the 
glyccproteins. variants selected frantwo 
WGA-resistant clones by two different 
lectins shm reversion of the 
fuccsyltransferase activity, 
g1ycosylation changes and wheat gz 
agglutinin resistance to the original El 
phenotype. In order to assess the 
relatimship of the glycosylation change to 
themetastatic potential, the cell lines 
wereinjectedintrammxlarlyiko Syll-ijeneiC 
IniCe. ofthe- revertant lines isolated 
andtested,seveushowedanincreasein 
metastatic potential as ampared to the 
WGA-resistant lines. lbe results suggest a 
possible relationshipbetweenthe pmperties 
of cell surfacecarlxhydratesandmstastatic 
potential. 
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Various attempts forthencn-qtotoxic 
treatment of neoplasticdiseasearebasedon 
the concept of stimulation of host 
biological respmses against its mm 
neoplasn. a, there are distinct 
differences between therapeutic results 
achievedinanimaltmmr systems andin 
clinical trials. lhesedisappointnxantsare 
suggestedto betheresultofthedisparity 
between experimental mdels and clinical 
neopla.¶m To study the role of 
immqenicityof a tmmrmdelinrespect 
to "its sensitivity" to ERM, several hew 
transplantablelines have beenestablished 
franrmusetunours of spultaneous origin 
suggested 
r-2 &he~~ZEZE~ 
Balb/cmice,llkimaq adenocarciriunaof~2 
micearxdtwo ademcarcinalEls of CBA mice. 
Characterisation of these tulmlrsinclude 
the follcwing: growth curve in viva, TD50, 
immmge&city and the -am&y to 
metastasize. 
potential of FmlEs 
primarytmoursandwhen applicsbleagainst 
metastases. In general, tiESf?tUlIlCWSdO 
mtreS~topLlStulM (glucan with 
immmcdulating activity). In sane mdels 
an inhibitionof theprimsrytuamrhas been 
obsemsdbut at the sametimethenumberof 
spontanemsmetastaseshaveincreased. 
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'IhiS stuay w axx3ded ' 
transplantable methylcholatlthrene irxducz 
sarmna-bearing ratstodetermineiftumux 
growthis affectedafter theadministratico 
of histamine (lmg/kg), dimaprit (H2 agonist, 

5% 
or ranitidima (Hz antagorlist, 
Sal828 was 

inoculaLcm of 
induced bu S.C. 
million tullux 

cells/aniIDal. All 2 and 0.9% saline 
(cmtrol) were given by i.p. injecticm 5 
timesweekly for3weeks.Bcdyweightwas 
monitoredregularly. of thednlgsstudied, 
ranitidine pzeventedthebcdy weight loss 
asscciatedwithtunmrgmwth. Likmisethe 
tuarmrincidenceardmeautumuxmasste&ed 
tobemchlmerintheranitidinetreated 
group. Histanlinics aIxd antihistaminic 
normalized bcdy histamine level and 
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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. 
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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 
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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 
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Peripheralbloodlyn@qtes(PBL)ofa 
melamma patient wsre cultivated with 
autologcus mslanuna cells (Auto-*) and 
recmbimk interleukin2 @IL-Z, Biogen) 


