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anti-inflamatory drugs WAIDs). Ihave 
analysedthedataavailable to theFinnish 
licenciq authority on WAIDapplicaticns 
suhnitteddurirq1976-83. Ihecriteriaused 
were quantitative, sothetechnicslard 
scientific aspectsofthe test pmmdmes 
did not fall within the sccpe of the study. 

Mutagenicity studies vllere included in 
33% of applications accardingtothe 
guidelines, 33% were inadeguate and 33% of 
applications did not contain anydataon 
gemtoxicology at all. Carcinogenicity 
studies were reported adequately in 39% of 
applications, but 39% were inadequate and 
22% of applications failed to docment any 
carcinogenicity studies. 

The analysis of nutagenicity and 
carcinogenicitydatarevealedcleardefeds. 
Inadequacies in docmentation lead to 
enguiryofadditional data which prolmgs 
registration times. Iawever, the propartian 
of adeguate applications increased as a 
function of time during 1976-83. 

interstraMcrosslinkswwzedetectedat2pM 
fee-12. Righer doses of fee-12 also caused 
EM single stramd breaks, DNA protein 
crosslinks and alkali-labile Sitl?S. 
lkse-efferk studies irrlicateboththehigh 
reactivity of fee-12 tmiards cellular thiols 
and CNA, and that cellular thiols are of 
crucialiqo&mce inprotectinghumancells 
against fee-12-induced INA damage. 

CmtSR8INGL~~syNTHEsIsAND 
mLLrJrmADRR8IoR A8sCCIATRDwITRm 
METAspATICFOEMTALOFMELANcMACRLL8 

M.BJuazd ad R.M.MacMe 
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In order to determine if ccqositioml 
or structural changes 0fglymsamWglycans 
(GAGS) are associated with the metastic 
efficiency of tmkxr cells, we have examimd 
theamposition ofGAG8,andtheproperties 
ofheparanssynthesised by Bl6Fl, FlOaml 
RL6 melamna cells, in addition to cellular 
adhesionstudies. 

The poorly metatatic cell line B16F'l 
synthesised a higher pmporticn of 
non-sulphated GAGscxxlparedtothose 
synthesised by the metastaticFloandBL6 
cell lines. Rowever, there was m 
significant difference in the amposition of 
theESulphatedGAG8between the three cell 
lines. Repmans fran the metastatic FlO and 
E&6 cells bound tightly to 
DRAE-cellulcee colUnn?En the heparans 
isolated fran the Fl cells. The mstastatic 
cells synthesised heparans of a higher 
molecular weight, while there was m 
detectable difference in thedegreeof 
sulphaticn. The Bl6Fl cells exhibited only 
poorcell-celladhesionwhen seededonagar 
r to&y FIO and B16 cells, while all 

lines eventually famed 
spheroid-like structures when seeded 051 
basement membrane gel. The&served changes 
in theGA(;Smayccmtrilxtetothearrestor 
attachmfmt of tumx cells to the 
emdotheliumof the target organ. 

-crlYAM) -c!ITYm~IN 
mwrmJGAPPLImrIaVs 
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The Nordic guidelines anewdrug 
applications specify a detailed list of 
mutagenicity and carcincgenicity data 
required for the registration of drugs 
intended for chronic use, e.g. non-steroidal 

aiLL P INSTABILITY IN PmNEDPL?sMc 
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Carcincgenesisis amulti-stepprocess 
in which genetic-phemtypic instability and 
sequential selectionof preneoplastic cells 
for increased growth capacity and other 
neoplastic characteristics are essential 
phemnemDuringchelnicalcar~' 
in rat liver, the develcfxnsnt ofenzyz 
defficient foci, their clcmal originand 
their relaticmship totumur formaticnare 
knotm. we report the results of fair 
carcinogenesis protocols consisting in one 
or two cycles of diethylnitrosamine and 
phencbxbital. Ristochmlistry for three 
enzymes on serial sections has revealed 
seven different kirds of haqemcm liver 
foci resultirq fran simple axrl canbinsd 
enzymedeficienciesard also hetemgensous 
foci showing small foci inside. Weconsider 

2 zEdary 
foci as subclcnesoriginated 

already modified that have 
developedan additional pheuotypicchsnge. 
Goneof suchfoci develop after the first 
cycle if the pramtion phase is as lohg as 
57 weeks tuttheirappearanceismuchnore 
important after a second cycle. Ckqaring 
thenumber of foci per surfaceareaof liver 
section withthenurnberof secor&q foci 
persurface amaoffocussection,itseems 
clear that cells already mdified are less 
stable than other hepatocytes, shminga 
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highertremdtodevelopsecm%rychanges. 

RE&ATICNSRIP~ AUmPHx PEmYLATICNAND 
KINASK AcmVlXY OF P56LCK - 

R.Fagard, I-Bail& arxl S.Fis&er 
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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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(2)Departmsnt of Microbiology, Gothenbsq 
University, Gothenberg, Sweden;Department 
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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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(1)-t of Surgery, Bristol Royal 
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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 & vitro and 
inhibits turncur developmnt in rats. 

-INHIsm -OFHuMANcoLL)NIC! 
ADE%XY%CZl04AC!ELLLINESINVITRC 

A.G.T.W.Fienms ,A.G.Graut, 
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Under canpetitive culture corditious 
cells with grmth-inhibitory activity 
sbxld, if themselves refractory, be amng 


