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of rat fibxdlasts 
fzmmzkd~?singleintsgratedcoWof 
RmssarumaviNstonormslmouseor~ 
cells results In hykids whidl are 
llm@mlogidly XwLml. Tlze plminls is 
retainedandisintactbuttranecri~ly 
inactim. mrylogicalexadnatialofIrKmsl 
aId trarmfcamed hykdds slaggests that 
chrcploeamalllnaycarryths~gene. 
Inanattmpttoisolatethemppemorgene 
man? plrsuhg sewexal stra~ies 
including: 

(1) theuseofaretmvixal vectnras 
anirlmdodm~sincethe~ 
~~~s==.~wiWith=wtto 

(2) DNA mFdiatedco-transfectialwith 
anRPRTcmAclcneor@v2nsousirqeither 
ba&selecmmor fusion with ths 
transfond psrentd line to distiquish 
spakmmsrevF?rtantsfransuppressed 
tmnsfectants. 

C.D, G.lWd(l), S.C!lark, J.BBurm, 
NLknss(t) and M.D.iWerfield 

I&wig Institute fen QncerRs=u& 
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X2A 3PX, U.K., and (l)Gene I&gldatim 
I&Qra~,Inlperialcancer~Fund 
I.dmratories, Lincoln's InnFields,Lmclcn 
vc2A3Px 

TbcTbtainlargeamalntscb~ 
epMennal growthfactormF)recqtorsfor 
bi~tibiophysiodlstudtes,wehve 
shmrtedthe natural life cycle of ths 
Autostaphia califamica Nuclear 
Folvhedmusvirus&c#Pv)inaninsectcell 

cytaplawicdaaainsofths~~ 

ti7zfTzF~’ EWlxadtowholecellswith 
ml sharirrg~~ylO6 

*ig 
per cell. 

ths 
Aprotain 

shawed mtitJpwssedanactivetyrcdns 
kimsewhich likethenatural~ 
F&cqhrylatedthethreectarminal tyrosine 
residuesdesignated PI, P2 anaP (1) sm 
parJea=lYSis revealdthatthisinsectcel1 
protein was slightly mailer (160 kd) than 
that of BFreqtorproteinf~inA431 
cells. Biosynthstic studies shmd this 
size disparity was accamtd for by 
differwoes inglycosylaticn. 

praduzivig z?!ur t&stck~us~ 
suspensti-man culturesy~and 
alsotocuqar0the sixu&xeandfuncticms 
of this phein with ottE% sMlarly 
p?xxmedInltant/tranca~~~s. 

(l)Nature, 311: 483-485, 1984. 

rmA NAwRATIoN As AN INDIamx CF 
(ZYmmxIcITyam~cDRUG 
5-B 
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-ofthehlnnanriML 
transcriptid unitwere~aused 
=m fez blot hybridisatim of 
fract.i~~RNAspsciesisolatedfran~ 
cola& tlnlcur cells gmdng & vitro. 
Theresults establishdthat5-Fluorauacil 
(5-FU) affsctedrRNA n&urat.ia.l andledto 
ths accLlIulation of rmAprecursws. ms 
effects anTelated with cytotcdcity of 
5-E% 'Ihe inplicatials ofthfxlefinaiIqs 
for thenKx%of actial of 5-m and ths 
w of rlovel lzkmmempsutic 
strategieshav8beenevaluated. 

S.~,A.Cdacci,G.l&tansi,M.~~, 
G.Prcdi and M.P.!rurha 
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PCEishnm~c inmice,lmt 
ths evidwoe of its gemtoxicity in 
shrt-m assays is as yet limited. 
!Bmefcuze,weattmptedto msasureamlent 
bindhgofECEtoLmboth~in,by 
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mjeding iplk-~~~ (specific activity-14.6 
nxX/mnol, 127 pC!i/Kg) to male Wistar rats 
alid EMB/c mice, and&l~as 
previmsly described (Turina & al,Res. 
Ccem. Chem. Pathol. Phannacol., 52: 305, 
1986). In ccntrasttoa previous-report 
(Schmmn et al, mxicol. Appl. 
Pharmcol., 55207, 1980), we found that 
PCE covalen~v binds tonucleic acids both 

leukasmic cells of 96% of all CML patients. 
ThePhlchrcsDsane (22q-) is the result of a 
reciprocaltranslocation betweenchranosare 
22 and chrmsane 9, t(9q34,22qll). 
Previously we described the localization of 
the hlm&lc-ablonccgene on chraT0saTK.a 9 
aixlda traE3 its translocation tothe 
Phi chrmscme in 0E patients. The cloning 
and analysis of breakpoint fragments 
revealed thatthebreakpointsonchr~ 
22 all cluster in a very limited area, the 
breakpoint cluster region, bcr. 
Breakpoints cm chrm 9, hmever,are 
scatteredoveralarge area whichmayvary 
franzerotomorethan100 kb upstream of 
the v-abl hcsmlcgous se+exes of the 
c-abl sene. A unique 8.5 kb chimetic 

invivoand _ m. -- Specific activity 
of ncuse livermAwashicfherthanthatof 
DNA frankidney, lung & stcmch. CBI 
valuescalculated acc&dingtoLutz (&&at. 
Res.. 65: 289. 1979) were 10.5 axI 76 for 
rat-'and mu& liver.cNA, respectively, i.e. 
similar to those of weak initiators and 
lower than tbxeofthesaturatedanalogue 
1,1,2,2-tetrachloroethane. This fact agrees 
with the finlimg that chlorine substitution 
results in a destabilization in alkanes and 
in a stabilization in alkenes (Henschler, J. 
mviron. Patbol. Taxicol., 1: 125, 1977). 

Thisworkwas supportedby grants fran 
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the present study TWERC cells 
(deriz fran PR-RSV-transformsd rat cells) 
SAMIV cells (derivedfrana spontaneously 
arisen rat tmxr) and SAW B77 cells 
(sLlpertxausformsd * 
investigated 
changes that had been induced in their 
gena=s after treatmsnt with 
brcsodeoxyuridine and avian sarcuna virus 
B77, respectively. 
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Cbronicmyelcgenous leukamia (CML)is 
characterized by the presence of the 
Philadelphia (Phl) chramsane in the 

Irc~l-RNA is detected intheleukaemic 
cells of all CML patients. Cloning of 
chimaric c-ENAs (5'zard 3'&) fran a 
(ML derivedcell line str~lv indicates 
thatbcr and c-able ccdiug-Gquencesare 
1inkeZTn frame b% splicing, independent 
fran the highly variabledistancebetween 
thesetwogeneson thePhI chmmmne. 'Ihe 
specific presence of the chimaric bcr-able 
RNA (and orotein) in CXL cells sucfcests the 
invoiv&&t of this hybrid product- in the 
developmnt of CML. Recent cloning of 
full-length hybrid,c-DNAS will help to test 
this hypothesis. 

MEXHICNDZBI0SYMDES IS IN EmLICHASCITES 
(EAc)CELLSINRELATIm To THE A(;EoFTHE 
mST 
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In EAC cells grown in Swiss female mice 
at various stage os their postnatal 
developnent (1, 3, 12, 18 months) only one 
of two possible routes of the last steps of 
methimine biosynthesis was found to bs 
active. Betaine mathyltransferase (EC 
2.1.1.5) utilizing betaine for hamcysteine 
rsathylaticm was not detected in tmmr 
CdlS . Both enzymes of the operative, 
folate cofactor and B12 deperdent route i.e. 
methylenetetrah@ofolate reductase (DC 
1.1.99.15) and methionine synthase (RC 
2.1.1.13) had the lowest activities in EM! 
cells grown in the youngest mice. In this 
age group the statistically significant 
tumour effect on two examinedenzymesin 
liver of EAC-bearingmicewas lcxverthanin 
the older hosts. The relaticm between 
methionine SyIktk3S.S ad 
methylenetetrahydrofolate reductase 
activities in RAC cells and tum0ur effect in 
uninvolved host organs has been 


