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7.019 

THERAPEUTICAL EFFECT OF ADRIAMYCIN- AND 
IODODOXORUBICIN-TREATED LAK CELLS IN MICE BEARING 
LUNG YETASTASES. 
S. Mandruzzato, A. Rosato, V. Bronte, F. Pollis, A. 
Zambon, P. ZanovellO, D. Collavo. 
Chair of Immunology, Institute of Oncology, 
University of Padova, Italy. 
Many attempts have been made to deliver a cytotoxic 
agent to the tumor site in order to increase its 
antitumor activity and reduce side effects. We 
explored the possibility of using cytotoxic cells 
as Carriers of two antineoplastic drugs, Adriamycin 
and its derivate 4'-Deoxy-4'-Iododoxorubicin. Drug 
uptake and release by lymphokine activated killer 
(LAK) murine cells was evaluated at 

14 
vari% intervals following incubat'on with either 

labelled or unlabelled drug; C incorporation or 
flUOresCenCe emission of this drug by means of FACS 
analysis was then evaluated. In vitro experiments 
demonstrated that LAK cells were able to 
internalize both drugs and release them in an 
active form. Adoptive immunotherapy experiments 
performed by transferring LAK cells loaded with 
drugs into recipient mice bearing lung metastases 
showed that Adriamycin-treated LAK cells had little 
protective effect while Iododoxorubicin-treated 
cells brought about a significant reduction in the 
number of lung metastases. 

7.021 

SYNERGISTIC ENHANCEMENT BY TUMOR NECROSIS FACTOR OF "IN VITRO" CYTO- 

TOXICITY FROM CHEMOTHERAPEUTIC DRUGS TARGETEO AT ONA TOPOISOMERASE I 

AND II.'G. Orengo,'G. B;ll;,'G. Cimol;,l M. Venturini,' R. Rosso,'A. 

Vigani,'P.F. Conte and'P. Russo. ’ 1%Ge; 'S. Ch;ara-Pi ITALY. 

Recombinant human tumor necros;s factor (~HuTNF) is a cytokine, 

with some antitumor activities, released by stimulated manocytes-ma- 

crophages. "In v;vo" and “in vltra” cytotoxlclty studies testing the 

effectiveness of rHuTNF alone or in combination uith chemotherapeutic 

agents have been carried out. We have evaluated the direct cytotoxic 

effect of rHuTNF on four human epithelial ovarian cancer cell 

lines "in vitro" (A2780, A2774, SW626, PAl), alone or in combination 

with VPIB, 00x0, Epidoxa, mAMSA, Ellipticine, Topoisomerase II-targem 

ted drugs, or in combination with Camptothecin, a Topoisomerase 

I-targeted drug, or in combination vith COOP, a not Topoisomerase 

interactive drug. Our results suggest that rHuTNF is directly cytoto- 

xic and it is also able to induce a potentiation of the cytotoxicity 

of Topo;somerase-targeted drugs but it is unable to potentiate 

CDDP-cytatoxicity. These data represent a reasonable basis for 

combining rHuTNF with Topoisomerase I and II inhibitors within 

phase I studies. We suggest that rHuTNF may be a useful adjuvant 

to these drugs which have well-known antitumor activity. 

7.023 

MEASUREMENT OF CELL GROWTH IN CYTGlGXICIl”f ASSAY U%ffi A 
SOLUBLE TETRAZOLlUH FGRHA2AN DERIYATIYE 
rl.P&E ,G.MAlON AND P.LAHGNTAGNE Dspt.of BtdElremistry. 
Uniwrsttd Lswl,Qtibsc Csnsds Gl K 7P4 
A xmi-a&meted mic~uiturs CytodadCW aoSr!J usin) PITT hbs 
already been described by our laboretory.ln this esssy, the Smount Of 
rsdu& flTr msmund vith the ELBA plats rssder is propo~onsl to 
the sum& of living dls.Hwever, the rsducsd product had to be 
solubtltzsd in DHSU which is a esfety hszsrd for the laborstorY 
personnel ; mmww, DMSO hss a dbletcrious effect on laborstory 
pldcvare and its we incremw the i&rent error of the c#jsy.We 
hsvb tested s nsv tetmzolium selt )m, of vhich redu@d form is 
soluble in csll cultun. We report tb o@nQstien of the rssbY uslq 
humsn cell lines vith mpect to %TT concentrstion end wlums 
,~~uktlon pwiaifhe amount of phsnszi~ msthosulfste used es e color 
enknc+rA linsor rdsttonship vas obtoiti betMco theoOtt- density 
at 4SOnm ??nd thr crll concentration .lbe sssbu ves wed kth for 
snchorm dapndrnt and for celle grwiq in suswnaion.The ssssw 
reproducible with a C.Y. of I= thsn 10%. This nev Ssssy offers manu 
sdwniaga, sinca it is stmple,reproducfble snd it swib the Delco 
soluMlisotton step. 

7.020 

DEVELOPMENT AND CHARACTERIZATION OF A NEW 
BISPECIFIC t+Ab FOR RIS AND RIT OF CEA- 

EXPRESSING CARCINOMAS. ZMariani M.,lParisi A., 
ITarditi L.,*DeMonte L..aBartolazzi A.,~Camagna 
M ..AVaSSarOttO C..IBonino C.,*Paqanelli G., 
=Natali P.G. and gF. Malavasi. ZSorin 
Biomedica,VC;2Turin Univ.,3Regina Elena Cancer 
Ist.,Rome;4San Raffaele H..Milan,Italy. 

A panel of MAbs specific for DTPA-radioisotope 
complexes had been generated.After accurate 
characterization, clone lLF5 was selected to 
generate a hybrid-hybridoma secerning a 
bispecific MAb able to selectively target DTPA- 
radiosotope complexes on human tumour cells and 
therefore made resistant to geneticin. CBA- 
specific IgG secerning hybrldoma FO23C5 was 
selected as fusion partner and turned resistant 
to methotrexate.After PEG-mediated fusion was 
selected and estabished a hybrid-hybridoma cell 
1 ine secerning HAb with double specificity for 
DTPA and CEA. The bispecific MAb has been 
purified and characterized for use in 
radioimmunoecintigraphy and radioimmunoteraphy 
of CEA-expressing carcinomas. 

7.022 
BEHAWOUR OF A RUMENIUM(III) COMPLEX IN COMPARISON TO 
CfSFlATlN IN MfCE WlTH SOLID METASTASIZING TUMORS. S. P;rmr. G. 
Saw. E. Alessio’. 0. Mestroni’. Institute of Pharmacology, School of 
Pharmacy and (‘) Department of Chemical Sciences, University of Trieste. 

Ruthenium complexes appear to be the most promising tool for 
investigating new anticancer drugs within transition metsls of platinum group. 
They match many favourable properties such as tumor tissue acoumuktion 
and chemical madivides that &di&lorcdiammine phthUm(~~) (cisphtin) 
does not e&ii in biologic conditions. The present investigation shorn the 
main differences of antitumor actkity observed with a new ruthenium(lll) 
complex charadetized by the presence of dimethylsulphoxide (DMSO) and 
nitrogen-containing hetemcyde (Im) ligands. namely [ bPns-RuDMSOlmClrj. 
[ rkws-RuDMSOlmClrj reduces the grwcth of Lewis lung carcinoma and of 
MCa mammary carcinoma of CBA mice with peak of a&vity statisticsl~ not 
different from those of cisplatin but, unlike cisplatin. it significantly pdOngS 
the survival time of the same animals as well. The ejlects on host sundvd 
are unrelated to the effects on primary tumor growth. are higher with the 
schedule oi administration on days 159.13 and seem attributable tD a 
selectiw antimetastatic effect, more pronounced than that on primary tumor 
growth, The antitumor effects of the ruthenium mmplex depend on the 
dosage used less than for cisplatin and are significantly pronounced also 
after rather low non-toxic dosages. These data stress the importance of 
screening new compounds of ruthenium origin for cancer chemotherapy. 

Work done with contributions from M.U.RS.T.B03C. S. Pacer is redpient 
of a fellowship grant from Fondazione C.& D. Callerio. 

7.024 

TREATtlENT Of ostEOSARCOMA AND ADEMJCARCINOMA CELLS IN VITRO 
WITH I’lfTHOTRMATE ANTIBODY CUNJ@XTES 
M.PAGE AND M J.PERRON Oapt.of Bkdemidry, 
Uniwniti Lava1 ,Q&bec Csn& G I K 7P4 
Chemotherspy hss increessd tb flw yser survival rste from 25% to 
65% in the iost &cab but its toxicity still Iimlk its uss in cencor 
thsrapy.ln order to iffre3s its eff%tercy,rmthstrexats vss couplsd to a 
ssrcorlm specific monalonsl rntitmdy and to anti csrctnssmbryonic 
antigen. Since methotrexste (tlX% is catily wupled to 
mscromolkular carriers threugh its wrbxyl end tith sorm loss of 
phsrnmcoloqtcsl sctttity, nev derlwtiws of MTX vsn synthesilal on 
ths peptide syntwnr usiq ths Fmoe msthed.Tt8ir free emine proup 
vss scttwted vith glutsrsldehyb and the scttwted drq vss purified 
3rd oonjugsted to ths anttbody. Thit chemicsi bond is stable at 
physiolopid pH but @sily ly& in thelysrrsamss stter interMli&iOn. 
Thwc conjq& vere t&ed in vitro reapscttwly on human 
Oscsaarmme cells bnd on colon center 011s. w found that tti 
conjqstes inhibiw dihydrofolsts lad* in vitro,w s frm drq,the 
nev dsriwtiw vm nst toxic but after conjqstton tbs drq YIS es toxic 
w free HTX. The lrck of @toxicity of tks frss ‘drq and ths 
phsr~logicsl ectivity of the conjqste sqgest that tMs system could 
be used for ecumbimd predrqed terpatiqeffect incanwr therapy. 


