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RE&ATICNSRIP~ AUmPHx PEmYLATICNAND 
KINASK AcmVlXY OF P56LCK - 

R.Fagard, I-Bail& arxl S.Fis&er 

INSKRM u 15, Institut de Pathologie 
Molkularie, 24 rue du FQ St. Jacques, 
75014-Paris, Frame 

A novel putative oncogene has been 
described: lck isamf&eroftheQmsine 
Kinase(TPK)xnily, it shares 70% hanology 
with=. We have described the TPK (P56) 
coded forby_inISTPA, a murine 
lympham induced by M&uLV. P56 is highly 
expressed inmlm, in several human 
lymphams, in oue case of acute myeloblastic 
leukamia,ithas been detected innormal 
ardmitogenstimulatedTlymphoqtes. Itis 
expres=d at a very low level in B 
ly@ccytes and is thought to be l-tic 
specific. We have studied P56 both in cm% 
menbrane preparations ax-d with 
immxqurified P56 using a specific antibody 
prepared by inmnizing rabbits against a 
peptide fran the N-terminal regicc of P56, a 
regionsharingnohamlcgywith other known 
TPKs (in particular P60~). Inthetwo 
systems, wa observed that P56 
autophosphoxylation leads to anincreased 
TPK activity tmards exogenms substrates. 
cknicals that change the 
autophosphorylation of P56 have identical 
effects cc the TPK activity. EYan these 
data, it appears thatautophosphorylaticmis 
~61portant step of the activation of 
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TmTmmEmrIcuSKCFRAD1CACTIVS C215 IN 
RURINSlmNSPLANrm~ 
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C.B.Wmd(5) d R.C.N.Willkmm(l) 

Departments of (1)Surgery and (3)Wsdicine, 
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of (4)Radiology aud (5)Surgery, Royal 
Postgraduate Medical School, kndon, U.K. 

The therapeutic role of mmoclonal 
antibcdy C215 labelled with 13lI was 
investigatedintransplantd murine mamary 
carcinanas. Fragments (approximately IOnq 
ofmmarytmxr fran (P xPc) Fl hybrid 
mice) were implanted subcutaneous ly in 15 
miceofthesame strain. Right micewere 
injected with 13lI-C215 starting fran day 12 
following tmxr implantation at-d these 
survived subsequently. In contrast, all 7 

controlmicediedwithin 35days. Therefore 
this study has slmwn a beueficial 
anti-cancer effect of radiolabelled C215 in 
improving survivalinthetreatedmic+ 

mRARIcACIDANDc!ARQxGEmS1s 
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Decreased memtxane rigidity is one of 
the characteristics of malignant cells, 
resultinginpart fran thedesatuxatiouof 
stearic acid into oleic acid. In this 
study, we investigated the influences of 
stearic acid in tuzuur cell inhibition in 
vitro and tumour developnent in vi= -- 
stearicacid inhibited the colony-forming 
ability of faur cut of five rat and two 
humn tulTour continucus cell lines &l 
m. In contrast, the colony-forming 
abilitv of rat filxoblasts was not 
inhibikd. Using a model of rat mamary 
CarCincrna ildued by nitrosanethyl urea 
(Euu), the subcutaneous injectionof stearic 
acid at weekly intervals preventedtummr 
development in 5 of IO rats. using 
icdostearic acid twice weekly, 11 of 19 rats 
were alive and tumcur free at week 22 whilst 
all of 14 animals injected with NMU alcme 
had died oftmourbythesixteeeuthweek. 
The ratio of stearic to oleic acids in 
erythrocyte nmbranes was significantly 
reduced in thetumur-bearing rats,lcutwas 
nomalintumur-free animals treat&with 
stearic icdostearic acid. These 
preliminaryordata indicatethatstearicacid 
kills human tumxr cells & m and 
inhibits turncur developmnt in rats. 

-INHIsm -OFHuMANcoLL)NIC! 
ADE%XY%CZl04AC!ELLLINESINVITRC 
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Under canpetitive culture corditious 
cells with grmth-inhibitory activity 
sbxld, if themselves refractory, be amng 
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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. 

J.Hme(l,2), H.Wsidm@(2), S.QstcHi(21, 
T.Fkizi(3) and W.W.EUrger(2) 

(l)D;~~titY c)D 
Kupoio, 
BiochemiStry, BiAw, university of 
Basel, Switzerland; (3)Clinical Research 
Centre, Harrm, U.K. 

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. 

Institute of Immmlogy and Eqerimntal 
Ikrapy, Wmc&w,Polaixl 

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. 

lmxLiYmmCFm Sal828 m IN RATS 
BYHIspAMINEAWDm H2 AGXISl' AWD 
AWmmWIsI 

W.ARqel, D.KierskaaadC.~ 

Department of Biogenic knines, mlish 
Academy of Science, P-225 Lcdz 1, Poland 

'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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