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. Ho&i, G. Perletti, F. Morassoni - Istituto di 
ar=acologia e Dipartiwnto di Chisica Inorganica 4 

setallorganica, Universi td di Milano. 

Protein Kinsee-C (PKC) modulate6 the function and 
of specific proto cogenes and oncogenes.' 
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ARG, A 145 KD PROTEIN Wli TYROSINE KINASE ACTIVITY BELONGS TO 
THE ABELSON SUBFAMILY OF NON RECEPTOR TYROSINE KINASES 
Perego FL’, Ron D. and Kruh G. 
LabOratOry Of Cellular and Molecular Biology, N.C.L,Bethesda, USA. 
The Abelson subfamily of non receptors tyrosine kinases is defined by 
the products of c-abl and arg (Science 1966,234,1545; Proc Natl Acad 
SCi USA !999,67,5692) genes. Human arg is expressed, like human c- 
abl, as two transcripts that encode two proteins different only in their 
amino termini. The arg proteins are structurally closely related to the C- 
abl proteins. The arg kinase domain ls 94% identical to that of c-abl and 
the SH2 and SH3 domains are 90% identical. Arg and c-abl have 
approximately the same degree of similarity with Drosophila abl, 
suggesting that Drosophila abl is the homolcgue 01 both human genes, 
Segments of the arg coding sequence, were cloned into a bacterial 
expression vector (Methods in Enz.1990,185,60) in order to express 
recombinant peptides to use in the production of spsclfic antibodies. The 
same bacterial expression system was used for expressing the full 
length arg coding sequence. The full length arg protein expressed in 
bacteria is an active protein of 145 Kd with kinase activity 
phosphorylating tyrosine residues. The cellular arg protein, as well, was 
identified, in the cellular lysate of human fibroblasts, using the arg 
antibodies and an in vitm autokinasa assay. The cellular protein is about 
146 Kd, the same size of the bacterially expressed protein. 
‘1st. Patologia Generale and CNR Centro Studio Patologia Cellulare, 
Milano. Supported by AIRC 
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EFFECT OF THE RIBOSOME-INACTIVATING PROTEIN SAWRIM 6 

!OMGEME EXPRESSION AND KINASE ACTIVITY IN LEUKEMIC CELLS 
IN VITRO. -- 
L.Roncuzzl*,M.Pagano§,G.Saglio',G.Draetta§and A. 
Gasperi-Campani* 

*Dept.Exper.Pathol. -Univ. of Bologna,Italy 
5E.M.B.L. - Heidelberg, Germany 
ODept.Biomed.Sci.& Hum.Oncol.- Univ. of Turin, Italy 

The effect of Saporin 6, a protein from plant origin, 
has been tested : 
(i) on gene expression (c-myc,ODC,H3) through Northern 
blotting of the mRNA from tl-eated cells; 
(ii) on kinase activity, evaluated after immunoprecipita- 
tion with different Abs and immunoblotting of treated 
calls. 
Results indicate both a decrease of mRNA expression of 
c-myc and of cd&-cyclinB activity (43%) after 6 h of 
treatment with various concentrations of Saporin 6. 
Such time is vary short in respect to that at which the 
inhibition of protein synthesis is evident. The affect 
on cycle G-1 phase is discussed. 
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STRUCTURAL PECULIARITIES OF HA-RAS 1 
PROTO-ONCOGENE IN HUMAN STOMACH CARCINOMAS 

L.Novikov~S.Feodorov~V.Kalinovskyy:'C.levanova~ 
Ha H tbWioo-Judicial Examination Offi- 

c:,:%:: iad-195067 USSR nN.N.Pefrovte Insti- 
tute of ~ncology,~e~~r~d-1886r(6,US$L. 

20 patients with etomaoh craroinomas and 25 
intaot donors were examined.Amplification and 
rearrangement of RA-RAS alleles were observed 
in single oaroinomas,but point mutation of 
the 129th codon or any other HA-RAS alterati- 
on8 were not show&Patients with etomaoh oar- 
oinomas have the following HA-RAS allelio fre- 
quencycAl-0.63;A2- and A3_0.13;A4-0.088;A1~2.5- 
0.022.Rearrangement of RA-RAS St-flank and de- 
letion of one allele of this gene were eetab- 
lished in come DNA samples of Leukocytes and 
sperma of intaot donors. 5:-flank sequenoe of 
RA-RAS has individual genetic speoific featu- 
rea with Mendelian type inheritanoe.It has not 
ohangee in stomach oaroinomas.Thus,HA-RAS 
structural alterations are not frequent in 
stomach carcinomas. 
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ACTIVATION OF C-SIS AND C-PO8 GBNR SXPRRSSlDN 
IN HUMAN MBNINGIOMAS 
urn EI and Larixxa L. - Dept. of Biology and 
Genetics, Medical Faculty - University of Milan 
Studies of allele loss in reningioma localized 
a Putative tumor-suppressor gene in chromogoae 
22q12.3-qter. The protooncogene c-sis mapn to 
22q12.3, the upper limit of the 
chromosome region. 

meningioma 
As allele loss was found at 

this polymorphic locus, we investigated whether 
its transcriptional activity is modified in 
meningioma. Northern analysis of 13 meningiomaP 
showed c-sin mRNAs in most tumors, including 
those shown to be hemizygous for c-sis DNA. 
Production of PDGF-B by meningeal- derived 
cells, which do not express c-sin mRNA, but 
possess PDGF, may activate an autocrine pathway 
possibly involved in the growth and maintenance 
of meningioma. Attempts at identifying other 
protooncogenes activated in meningioma showed 
epression of c-f08 in many tumors. Data on 
induction of c-for by PDGF and a c-pie reepon- 
sive element in the c-fos promoter suggest a 
link between c-sis and c-fos activation in this 
benign tumor. Supported bv A.I.R.C. 
10.024 
DISSECTION OF C-POS INDUCTION PATHWAYS IN A T- 
LYHPHOMA CELL-LINE LOW-RESPONSIVE TO SKRUM INDUCTION. 
&f& P., Pumngalli S., Volpi L. and Lorizsa L. 
Dep. Of Biology end Genetics, Medical Faculty, 
university of Milan. 

Tha c-forz gene ~a= chown to be poorly inducible by 
eer"m in the murine T-lymphoma cell line Eb, PO 
compered to other cell lines. In order to eeteblieh 
which of the multiple pathways of f-foe induction le 
rerponsihle for the low levelr of c-foe mRNA 15' after 
eer'um etimuletion of growth erreeted Eb cells, inducers 
,,f rpecific pathways were tested. Treatment of Eb celle 
with TPA, (50 ng/ml) an ectivetor of the protein 
kinere C end the cnlcium ionophore A23187 (0.2 PM). 
gave rise to a full c-fo. induction. Both rRNA levels 
end time couree kinetice were found to be a= reported 
for standard cell types. By contra& eddition of the 
edenylete cyclese activator forekolin (lo Ut'!), lend to 
mRNA levels which were es low those observed after 
*er‘ulD induction. Theee findingr euggemt that protein 
kinaea C end calcium mobilirstion pathways Of C-f08 
induction ere vorking in Bb celle, but .re not 
ectivnted by eerum induction. The edenylete cYCleee 
pathway is likely the only one active when c-foe i8 

induced by .eerum. ye .re teeting this hypoteeie by 
mennr Of inhibitors of different c-foe induction 
psthwaye. 


