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MO- axI L.C.mdksaal 

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. 
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llle &am ticm&hcdofmeasuring 
cxyptcell pDoductionrate (C!CFR) acurately 
amasses cell timmmer inintestindl 
epithelimh,&ethical constra.ints1imitits 
applicaticn inman. oqan alltLue might 
ovemanethisproblm,al~thee%act 
cytddneticsofco~rrmawa within 
this systGinhaveyettobedetemhd.ws 
~cvx&swi&d2 X2mnlIRmsal~lan~ 

desediq colcn of male 
SpraguwRiwley rats (n=35), which were 
pl.acx?d alstill grids in culture dishes 
oontaininge;uplmtive msdilml and gently 
rockedinanatmsphem of 95% 02, 5% CD& 
After 18hr,vinmistine (0.5 @ml) ws 
addccdtothsmedium,and6seqwmtial 
specimsnswereremov&duriragthenext3hr. 
AliXXW increase inmf&a@lasearrestswas 
obsemed with a 0ZR of 4.78+0.41 
cells/crypt/hr (mansG.E.M.). By contrast, 
infurtherex~~imntsvincristinewasadded 
eitherabi&.oor3,6or9hrafterth 
ccmmcmmt of culture. Duringths first5 
hr of organ culturethereti allmst m 
-in-tedmebpbase figures par 
crypt (CCXR=O.OJ; p<O.OOOl). a, if 6 
or9 hr cllltureprscededadditicmof 
vincristine, azR was 4.01 and 4.06 
mspectively (p=n.s. vs 18 hr). Colorectal 
nucosau&rgoessevereshockduringthe 
initial5 hroforganculture. A6to9hr 
pericd of culture yields satisfactory data 
al azR ard culld reflect ariginal 
proliferative rates mre closely than an 18 
hrc!ulture. 
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Clinical reports have clearly 
associated different dentalmaterialswith 
pathological effects in hccal nucosa. 
Therefore invitm mdels us* cultured 
l.KmnalhuMn tmccal fspiulelial cells and 
fibmblasts have beendeveloped. Adult 
hlBnsnbuccalmucosa, _f=lsurgery, 
waseithermaintainsdina sermn-freegrcwth 
mediuato derive epithelialcells,or ina 
low-serum (0.6%) culture msdium to derive 
fihcblasts. 

ms effects of several m&al-ials 
comqmmqtometals~yusedin 
dental materials were investigated. The 

50% after 1 hr c&los&e*: Ng(II),+4; 
Ni)II), 1 @4; e(m), 1j.W a(=), 3 P; 
WIII), 100 p; and Co(n), 300 #4. 
~,aseactiveacllgcmdlaxmnto 
bereleassdfrandsnturebasepolynrets,was 
alsofcmdtodemeaseCFEoffibrd&Wx;a 
50% inhibitim was f& at 30 &lM. 
preliminary ew=rwts mcate that 
individuallytheseagentswereequauytcpdc 
to hccal spithelial cells grown at clcmal 
density. Theresults shav that different 
cultutedhuman~celltypescanbe 
grmn andusedforstudyhgpathobiological 
effects of dental materials. 
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Ikwarla state 

usingtheRT7-4bhqJatcmzhamofthe 
hbredBD-Ivrat,wa have previouslyshuwn 
that mstxstasis can beenhanced ush?the 
IgG2bfractl~oftumwbearer~. Flaw 
c2ybn&ric analyses of lyn@mqes frcnl 

IgG fran tmkxr-bearer serun kund toa 
.suFxetofTlynpJhocytes. FQLsfImlsenml 

izumxlr-bearing rats band 
=Y th$W :=t& (74% T cells 

spscific 
fll_mmnmx)tithisbindingwassa~~ 
& viva. '&mom-bearerTspl~, 
sorted cm their IgG binding pamm&ers, 
enhamed metastasis @pmximat@ly a-fold) 
inthslung c&my assay. Aswallasthe 
&diticmal macralkstastases, 
Inicro-metastasis~s@Pninthe z!zzz 
rats. Duringthedevel~ofln&a&mis, 
helperzsupp~~essor T a?11 ratios fell 
plmgressively,beingmostrapidforPBLsanl 
slxumezwncedanimals. Sqqwsswcells 
s$w=ear_~s"""" inhumral mt 

& by NM-CA-39611. 
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Ewdence exists to suggest that 


