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Reduced adhesion to endothelial cells and reduced metastatie 
ability of H-2Kb transfectants 
C. De Giovanni? P.-L Lollini1t2, L L,anduz&, G. NicolettiL2, 
D. J_auri3, E. Dcjana3, E. Lalli4, A. Facchinis, P. Nannil 
~Istifu~o di Cancervlogiia, Uniwsitd di BoIogno; %S.T. Geneva, Sezione di 
BoIw 3 Istituto “Matio Ne#, M&no; 4kti1uto di Citomotfolrogia de1 CNR 
Chietr; %ituto Scienajko Rimli, Bolognq Italy. 

Traesfection of murine metastatic cells (derived from B16 melanoma) with 
a syngeneic H-‘2Kb gene strongly impaired their experimental metastatic 
ability. Two properties of H-2Kb transfectants correlated with their lower 
metastatic ability: they were slightly more immunogenic than control clones 
(transfected with pSVZNeo alone) and they showed a decreased homotypic 
adhesion (De Giovanni et aL, Int. J. Cancer., 48: 270). 

To investigate whether other non-immunological phenomena involved in 
the metastatic process were influenced by H-2 gene transfection, we studied 
the adhesion of H-2Kb transfectants to endothelial cells in vitro and the 
expression of integrin molecules. 

The adhesion of H-2Kb transfectants to murine endotheliomas and to 
human HUVEC cells was significantly lower than that of control clones. 
Andbodies directed agaisst VCAM-1 and the integrin subunit PI inhibited the 
adhesion of control clones to endothelial cells, thus suggesting that VLA-4 
and VCAM-1 molecules could be involved in the adhesion of these cck to the 
endothelium. 
Suppmtcd by grants fnan A.I.RC. and fmm M.P.I. 
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TEST-SYSTEM FOR INVESTIGATION HUMORAL FACTORS 
(HF) OF TUMOR ACTION IN VIVO. 

F.V.Doaenko, A.O.Kabieva, L.V.Moroz. 
USSR, Moeoow , AUCRC. 

We have developed a test-syetem for stu- 
dying of aotion HF of tumore in viva. It has 
been ehown that HF can inorease or decrease 
rate of tumor growth and cause growth of me- 
tastasis in vlvo. It has been ehown that HF 
can protect tumor cell8 from defenoe system 
of ho&. HP inoreaee the numberkof animal@ 
with tumor8 from 8% In control group up to 
100% in experimgntal group after transplanta- 
tion i.m. 20’10 Ehrlioh tumor cells into, 
mioe. HP deoreaee the life epan from 54,91+ 
3,4 to 12,0 + 1,4 dage (pcO,O5) after i.m. 
traneplantatfon 1.10 Ehrlloh tumor cells 
Into mloe. HF of Ehrlioh tumor oells decrease 
rate tumor growth Lewis oaroinoma on 3% 
r 

i”& 
3 weeks. It oan be suggested that 

tee -8 etem modellee phenomen of 
M&t 00. This teet-system is 
rrtudy meohanlsms of tumor growth in vlvo, 
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Ihl’RIBITION OF LOCAL AND DISSEMINATEI) TUHOR GROWTH Ry 
IL-2 
ECCLES, S.A., RUSSKlL,S., PLWHING. C., and COLLHJS, K. 
Institute of Cancer Research. Sutton and London. U.K. 

We have investigated the ability of endogenously 
secreted (following retroviral transfer and expression) 
or exogsnously administered human IL-2 to induce 
effective iamune responses against marginally 
imaunogfmic , highly malignant rodent tumors. Clones of 
HSN rat sarcoma secreting varying levels of IL-2 were 
rejected at a rate proportional to their cytokine 
production at S.C. sites and in lungs and liver; 
spontaneous hasmatogsnous and lymphatic amtastatis was 
also inhibited. The cells were shown to be susceptible 
to IL-2 stimulated LAK and NK activity in vitro, and to 
moderate doses of IL-2 administered in vivo. 
Similar results were obtained in a mouse tumor system, 
and no syststaic toxicity was encountered. 

4.020 

DECREASED ACIDITY OF THE VACUOLAR APPARATUS IN EHRLICH 
ASCITES TUMOUR CELLS. Pm10 Dell'Antone+,Marcello Canti- 
ni+,Gianni Miotto*and Rina Venerando*,Institute of Gene- 
ral Pathology+and Department of Biochemistry*,University 
of Padova, Italy. 
Acidic cytoplasmc vesicles were investigated in Ehrlich 
ascites tumour cells,and for comparison in rat hepatocy- 
tes and thymocytes,by spectrophotometry and fluorescence 
microscopy,using as probe the weak base acridine orange 
(11.A lower pH gradient-driven dye uptake was recorded 
with the Ehrlich cells,when assayed shortly after cell 
harvesting;the uptake increased (2-3-fold) in cells incu- 
bated for 3-4 hours in a simplified saline.As previously 
suggested (21,the present results indicate that in proli- 
ferating Ehrlich cells the average vacuolar pH is higher 
than in the quiescent cells,in agreement with recent fin- 
dings (3) concerning the lysosomal pH of transformed fi- 
broblasts. li P. Dell'Antone, J.of Cell Physiology (1989) 
139, 78-82.2) P. Dell'Antone and M.Cantini, Third Euro- 
pean Congress of Cell Biology (1990) Florence,Italy. 3) 
L.W. Jiang et al. J. Biol. Chem. 265, 4775-4777 (1990). 
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S.A EC-, M. Wl!Z’B AND C.J DEAN. 
Institute of Cancer Research, Sutton and London, U.K. 
To investigate critical factors influencing lmmoclonal 
antibcdy localisation, webave adapted a single rat 
sarccm, HSM, for preferential gmwtb in 3 major sites 
of n&astasis; lung, liver and lyrrph ncdes, and have 
raised a panel of syngeneic ratmnccloml antibodies 
to overlapping epitopes on a stable ce?l s-face 
antigen. Using tbismdel, we have de&mined that 
nom3clonal antikdy lccalisation is limited by 
increasingtumurmss (due to decreasedbl& flaw), 
and is far less inlununW.astases than livertunaur 
deposits due to significant differences in vascular 
pemeability at these tw3 sites. Strategies to 
optimisemmoclcmalantibody lccalisaticn inmtastases 
nusttbarefore take intoaccounttbese topographical 
and physiolcqical idioqncracies. 
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EFFECT OF LOCAL TUMOR IRRADIATION AND r-IL-2 ON 
LUNG METASTASES IN THE RAT 
Ljerka Eljuga,D.Eljuga,M.Samija,Ana Horvat,Iva Pa&H6 
I.Ba%. Medical Center, Rebro, Zagreb, Croatia. 

The effect of local tumor irradiation and multiple doses 
of recombinant IL-2(r-IG2)given systemically on meta- 
stases formation in the lung of an anaplastic carcinoma 
(ACA) in the rat YS9 was studied.Animals receiving sin- 
gle therapies (local irradiation or r-IL-2) developed much 
less metastases than their respective control. However, 
in those receiving combination of local tumor radiothera- 
py and r-IL-2 either after or before irradiation,tumor 
metastases formation in the lung was more reduced.The 
number of leukocytes as well as lymphocytes in this trea- 
ted group was elevated.Lymphocytes from animals rece- 
iving combined therapy were more tumorocidal than cells 
from control group as tested in 51Cr releasing test. In 
conclusion, combined radioimmunotherapy used in this 
tumor system was more benefit% in controling metasta- 
sis formation than any therapy alone. 


