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forthedetmmhatialofNoRandits 
hydrolysispaficts.Themethodwasbased 
on &&3aizizath huh 
m. ThfS stnxhmsofthe 
derivativeswereeswuhsd~axS.me 
rateofdhqgmmm of NcRat37degreee 
arm5pR7.4vasaba1t 20 min,andaaimilar 
rate wa8 lwt@d i.napeeiveof-NtR 
or PAM was used as starting material. 
N-(2-&km&hyl)-N-(2-hydroxyethyl)a1nine 
WSGIi)apgmredwithahalf-lifeof19min 
wlmn,IJoRwas used, kutwithahalf-lifeof 
23minwbsnPAMwasusedassktixq 
IWlterial. llw main differeme bpaoduct 
yieldswasthe?xd.atively higheramalntsof 
m-OH ard N,N-bis(2-hydmxyethy1)a1nine 
(rK&cH~) formsdwknPAMinsteadofNm 
wasusedasstartin9 material. !mis 
mggeststhe~ticnofm-cHand 
XBxH-ai fInnNoR as wall as fran th? 
hydmxyli&edderivatives of PAM. 

nmre is iixxeasingwidencetbat 
lxcessive geneticlesiax3mightbeinvolved 
inttie genesis of several paedhtricand 
adulttulnaus. These recessivemutatiax3 
axeumask&whmtunarrcellsattainhmi- 
orhcmozygosity forpartiarlargenes. In 
prinlarybreasttumursanalleliclossof 
c-Ba-g&g-l loals (chrumam Ilp) yw8 
detec&d in 27% of patients heterozygaus for 
wi.spaotwru=ogane.Restrictialfraqent 
leSqthpdlyuuxphismaM;Lysis oftuuJmmr+s 

lxtalsoofseve?&markerscmtheshortaLm 
of chnmam 11. !ulislossofxmtlal 
cellular sequences was specific for 
chmweaw 11 and had a sigificant 
correlati~withthemstaggressivefomof 
thedistsase. ouraMlysisalsomgge&ed 
thatthedeletimoftheregicnbetvmenthe 
E+.dalntilmlocinlightbeiugmtmtin 
thiSSUb@tOf-. 

A systmat$ w-of the pcesible 
alteratbms 
St=srlY wrggests that w 
neoplasb ahighlyccnplexandgemtically 
heterogeareaus disease, misht irnrolve 
alxKmalitiesofseveralprotodncogenes. 
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Plateletscukain PDGF ard mweta, 
but their site of syntlwishasnotbeen 
pmven sincemegakKyocytesaredifficultto 
obtain fcx studies ofthis natu?ze. (xlr 
resultsofstlxlieswiththechronicmyeloid 
leukaemh(CML) cell l.hzK562 suggest that 
thegenesenax&qthetwoPDGFchainsard 
m-beta (1) and the synulesis of the 

F 
pHoteinsa==~ing 

T 
differentiation 

&zzzl 
expressicm of the 

aKqene IuRN?4 remained 
~~duringthedifferentiationofK562 
cells, butthek.inaseactivityofthe 

&W 
fusicm pmteh is almost 

shut off sllggesthg that an 
actiwc-abl anqeneisinampatiblewith 
IS62 celldifferentiaticn. 

(1) Alitalo, R., Andemscn, L.C., 
Betsholtz, C., Nilsscm, K., Westermark, B., 
Reldin, C.-H. and Alitalo, K. : Induction of 
platelet-derived gmwth factor 
expressial durirq -tic 2 
nmmcyticdifferentiaticmnof~leuka~ 
cell lines. EMBO J., in press (1987). 
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First-cycle transfectants of NIH3T3 
transfected with human mstastaticthyroid 
carcinolaam~usedasanimrmnogento 
cbtain mxloclctldl antzilxdies against 
antigeTlshducedbythetransfectedtuaour 
m. me transfected cell line (M33) was 
shmltoazkainALu~~ 
nmcclcoalantibcdieswereselectedanthe 
basis of their differential reactivity 
tmard NIH 3T3 or M33 cell lines. By 
biological and biocknical analysis, the 
firstmmoclalalantuxdy (MIX) recoglised 
an epitope ~1 cykekeletal filaments of 
proliferating nurine fibroblasts. Similar 
filamentslabslledby M&l werealsofound 
toacxmulateintocytoplast-likestructures 
produced by M33 cells. 

cmxcterization byi.tmlmfluorescence 
of the d mcncclmal antibody, Mrr2 
indicated that it recognizes a specific 
humanaIltigenassociatedwithrmKlmlthyrmid 
tissues and differentiated thyroid turmxs. 
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Ratliverncdulespmducedbytreatment 
exhibit elevatsd 

and differsfrannormal 
liver in severalbiochEmicalprcperties. 

llle caqosition of individual 

with a 

SincePI play a criticalrolein 
cell kzgulatory mechanisms,itisofgreat 
hpormEetol,lnders~theactionofPIs 
in xxdules. Earlier stuTh3 shm a 
anlmcth between cell pmlifwatim, 
PI-mstabolismandarachhkmicacidrelease. 

The fatty acid ampceition of the 
@lc&oinositidB in xxzdules wasstudied, 
withspecialinterestfccusedal-c 
acid (20:4) and its precursor lholeic acid 
(l&2). Prelilnhuyresults indicateno 
difference in fatty acid cqzositim in 
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mallkowelxesecti~andintrarectal 
administrationof scdiun d-late each 
stjnnllate cell proliferation and prcmte 
carcimgenesis inthelargeintestine;oral 
supplementsof c!alcimlreducethemitogenic 
effectofbile acids oncolorectalnuam. 

intesthlal 
carcinq?nesis by 

intralminal calcimwas tested in12Omale 
Sprague-L&why rats weighing 186t9 g. Rats 
wererandanisedtoreceiveazcxymthams/c 
15 mg/kg/week for 6 weeks or vehicle, 
followed by 80% mid small bmal resecticil or 
tramecticn with reanaS_is. Fhlfthe 
animllsineachgroup receivedsllpplelnsntal 
EllCiUln in the drinking water (calciml 

weeks podxpratively in vehicle-treated 
rats; intheremainderoA.onictmxryield 

wasassessed at 26wdrs. Ammgratswiti 
tr-m calciml supplmerlts reduced 
ColccliC acpR by 26% fran 4.499.33 to 
3.32+0.40 cells/crv~t/hr (D<0.05) and nm~ 
&anhaknhaz tum& -$ald &n 4;3 to 1.8 

(p=0.0007). Jejunoileal 
resecticm- both CCER (by 51 to 61%; 
p<O.OOl) and lxnmxr yield (by 65 to 105%; 
p<o.o05), but again calcium lower& CCeR by 
31% /7.23+0.44 vs 4.98iO.70: D(O.02) an8 
&k& yield by 46% (6.9 -vs 317;-p=O,Oi)O6). 
Immaseddietarylevels of calcimdiminish 
bothadaptiveandneoplasticgJmwthinthe 
colon, and calcium also blunts ths 
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llle study of azcziyms-i 
colcmic ca?Ccimgenesis in rats helps in 
u&?.rs~hurnanco~cancer.we 
haveusedflow cytanstrytohvestigatethe 
presexeofcNAaneuploidyinratintestinal 
tmxrs, and to evaluate the rat mdel as an 
eXpfXklB.ltal 
Sprague-Dawley ms"t"w;tighi$: .6+9.?g 
VFxe given Izmxymem 15 ny/kg/week s/c 
for6weeksard then tiement 80% small 
bowel resectim (n=25) or jsld 
kamecticn (1~25). Half the animalsin 
ea&grouphadcalcimlactate 24g/l added 
to the drinking water. Tenfurther 
ncn-cperated rats (NaP) received 
az.o&maa losdays later than the others. 

survived 26 weeks and 
yielded 149 colcnic and ducdenal tmxrs of 
which140 were masurableby flowcytanstry. 
lke hcideme of mA aneuploidy was 43% in 
NOP which was higherthan in rats with 
resecticm (9%; p<O.O005) or transecticn 
(24%; p<O.O005). lherewasnosignificant 
difference inthe prevalence of mA 
aneuploidy between ademmas (32%) and 
car&mms (17%) or between calcium treated 
(11%) and Imkcalcium g-raqe (12%). Ekm?ver 
metastasesweremrecaimnly CNAaneuploid 
than the primary tumurs (62% vs 20%; 
p<O.O05). LX-Q4 aneuploidy is present in rat 
Mx&inal ixmxlrs and levels can vary 
widely with mmipulaticm of the model. 
Wetastases are associated with a high 
incidence of m aneuploidy. 


