
1554 Abstracts 

59 62 

TUMORIGENICITY OF A HIGH TITER RETRO- 
VIRUS CARRYING THE HUMAN erbB PROTO- 
ONCOGENE 
Laura Beguinot, Mikrobiologisk Institut, 
Bster Farimagsgade 2A. 1353 K0benhavn K. 

INvIvo/IN vITRosluDIESoFTPANSPLA~ 

EIHYLNITROScURE+ (ENU) CARCINazNESISINRATS. 
J. Kieler - Fibiger Institute - Copenhag~ 

By inserting a normal human EGF re- 
ceptor (hEGFR) cDNA into a retroviral 
vector,Ihave ggnerated a high titer re- 
trovirus (3x10 /ml). Infected NIH3T3 
cells express 400,000 hEGFR/cell. In the 
absence of EGF cells grew like controls: 
'with 20 ng/ml EGF, they grew twice as 
,fast and reached a higher saturation de_n 
sity. The dose-dependent growth response 
in serum-free medium can be used as a hi 
ghly sensitive bioassay to quantitate - 
EGF and TGfi.The EGFR virus induced EGF- 
dependent foci of morphologically trans- 
formed cells and EGF independent foci in 
cells expressing also TGF%.In the presen 
ce of EGF, transformed cells formed foci 
in soft agar. Nude mice, which contain 
endogenous EGF, inoculated with cells ex 
pressing high levels of hEGFR developed- 
tumors with a 55 days latency; the latef! 
cy was shorter (35 dd) when the mice we- 
re given exogenous EGF (5 ug daily).Thus 
high levels of EGFR can induce ligand-de 
pendent transformation and contribute to 
tumorigenicity. These results suggest 
that the high number of EGFR found in a 
variety of human tumors may play a di- 
rect role in the pathogenesis of these 
diseases.fIn ~011. with D.Lowv.I.Pastan) 

Ihe transplacentalinduction of ri&ircgenic 
tumors by m treatment of pregnant rats has 
previcxlsly been described by several authors. 
In the present investigation the development of 
malignancies in other tissues was studied in 
vivo and in vitro. Malignancy was defined 
~rphologically, by sc transplantation into 
newborn syngeneic hosts and into nude mice, 
and by the ability of the cells to invade and 
destroy cccultired fragments of embryonic chick 
hearts. 

Pats treated in utero with a single pulse 
of ethylnitrosaurea (ENU) at a dose of 6Omg/kg 
maternal body weight developed malignant tumors 
of the cen$ral and peri@eral nervous system 
after 214 - 56 days. 

In addition to the neuragenic tumors 
microscopy revealed -11 cell lung carcinms 
in several rats and lymphatic neoplasia in a 
few. 

By explant&ion at various timss after 
EMI exposure but before the development of 
wrs malignant transformation was seen after 
the cultivation of bain, liver, skin and blad- 
der tissues for 294 - 71 days. 

Serialstidies oftransplantedtumors and 
in vitro propagated cells shmed that tumori- 
genie and invasive properties do not necessari- 
ly develop simultaneously. 
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REDUCED HLA-A,B,C EXPRESSION IN 

TUMORIGENIC V-RAF TRANSFECTED HUMAN 

UROTHELIAL CELLS. 

S.S. Ottesen, J. Skouv and J. Kieler 
The Director's Laboratory, The Danish 
Cancer Society, The Fibiger Institute, 
Copenhagen, Denmark. 

We have previously demonstrated that 
tumorigenic (TGrIII) human urothelial 
cells grown in vitro have a markedly 
decreased expression of HLA-A,B,C an- 
tigens as compared to non-tumorigenic 
(TGrII) human urothelial cell lines. In 
this study we have used the immuno- 
fluorescence test and a standard NIH 
HLA-typing assay to demonstrate that 
after transfection of the HCV29 cell 
line (TGrII) with the v-raf oncogene, 
changes in morphology and tumourigeni- 
city was accompanied by a decreased 
expression of HLA-A,B,C. Treatment of 
the tumorigenic transfected cells with 
a-interferon increased the expression 
of HLA-A,B,C antigens by 0,5 - 1,5 
fold. 
We conclude that there exists an in- 
verse relationship between HLA-A,B,C 
expression and tumorigenicity in human 
urothelial cell lines. 

ES?@.BLISHMENTAND -7ATIoN OF HUMAN 

URcn?iELIALcELLLINFS. 
B. Christensen - J. Kieler - V. Trmolt - K. 
Ostrowski - C. Padzikmki - Fibiger In'stitute - 
Copenhagen 

mplant cultures were prepared fran 55 non- 
malignant and 63 malignant human urothelial 
biopsies. Primary gro.&h was seen in the ccurse 
of l-2 weeks fran about 75% of the biopsies ir- 
respective of their origin. Secondary gr& for 
more than 4 passages was seen in 33 and 44% 
respectively. 

The established cell lines were classified 
into four grades of transformation (IGrO-'lGrIII) 
according to their morphology, life span, inva- 
siveness in cocultures with normal tissue, and 
tumorigenicity in nude mice. 

Ihe characterization of these four catego- 
ries of cells includes studies of cell size and 
shape, membrane structure, karyotype, restric- 
tion fragrrwt length polymorphism (RFLP) of the 
a-globingene, isoenzyme pattem,grcx&h patta 
DNA repair and angicgenic potential. 

Special studies have been carried cxlt by 
S. Ottesen of the HLA expression of these cell 
lines. 


