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wasnotproducd. lhus,thesealmpmdsmay 
possibly be toxic carcinogens. To test this 
hypothwis estradiol ark3catecholestradiols 
were administeredto Sprague-B3wley rats. 
Ani.ncnwe in prost3temasswasobserved. 
In human hyperplasiaof the prostate we 
fcmd that the catecholestrogen 
concentration was three times highex in 
ln3lignanttmalrsthaninbenigng3zmths. 
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we have investigam the ix&to1 
phosFhatetu=== system in-J.ivernoalles 
franrats. mesena3ul~, consMeredtobe 
preneoplastic lesicns, have 
histological and biochemical alteratiz 
e.g. a larger grcwth fraction and an altered 
respaxe to growth factors. 

The totalalmuntsofphoa3phoiruwitides 
andimsitol phosphates were masured in 
normal and ncdular liver, aswellastbe 
tzurmvw rate of the differentoEqum3s 
after stimlaticnwithmsopressin. 

cmsistent with earlierfindings,the 
basal levelof @nqzhatidyl imsitol was 
roughly doubled in the mdules, thaqh 
neitherthe poly&o@-loinositides nor the 
imsitol pbosphatas slm& any marked 
differences. 

me ncdular cells resm to 
vasopressin withaquickerthannomal 
elevation of the inositol trisphosphate 
amant, buttothesamelevelasthenonml 
liver. The mrmal cells shxed a six-fold 
increase of inositol tetrakisphos3plate, 
whichwehavenotbeenabletoshcwin 
Ixdular cells. 
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In recent years cell lines 
mqresentative of most types of humsn 
leulcaemiaandl~havebsenestablished 
&vitro. Suchlineshavebeenfcnndto 
be instnm?antal in studies aimsd at 
--ins (1) &etkJz the 
diffexentiatial block, typical of 
leukamia/ly@ana in viva, isreversible - 

&l~ardifso,whethertheiIduced 
differentiatim will be terminal, i.e. 
associatedwith a Gl/GO cellcycleblcck, 
and (2) the deranged genetic ccmtrol of 
paoliferaticm/differentiation in 
leukaemia/l~ These studies clearly 
shwthatat least for non-l-id cell 
lines (HL-60, U-937, K-562, MEL, Ku 812, M 
l-2, THP-1) ll.rdwaon of tenindl 
differentiation is indeed uossible bv e.cf. 
@mrbol ester, vitamin D3, retimic-acti, 
interfercqand thatsev~al~ 
arereglllatadduringthisprocess. 

IWJCERSOF.D~TIW INVI'IRO _- 
ANDINVIWSIUDIES 
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Theeffects ofthreechmicalinducers 
of celldiffwentiation, sodium btyrate, 
dimethylthiourea(cMN) axr3tetrsmstiylurea 
(nw), wzre stl_r%!d on mouse ax-d hm3l-l 
xldaxma cell lines ark3 B16 mea 
tnnnaus. sodium Mzyrate,dimthylthicurea 
mnxJ)akl tetramethylurea(TMJ)werefound 
to inhibit melanana cell growth, 
clcplosenicity in soft agar an3 
tLmkxrigenicityingweneic mice. scdium 
butyrate, LZMIU or TMU also im3uced 
morphological and biochemical changes in 
nmlamma celllines. l%esechangesinclude 
~;~~~~g~~l~~m$ 
enhancementof NADPHcyto&mm cr&uctase 
and ~+kamyl w acttvities. 
~m~~alterations are m part 

differentiated 
PhenoDlpe. 8ysteLc~Zministration of 
s43ailmlbuQmite, lxIworm.Jtomice 
inoculaw with B16 melanana cells resulted 
indelayedtmmur appearance anaprolonged 
survivalofthemice. Yhese studies fonna 
basis for further evaluation of the 
potential therapeutic use of chmical 
Mlucers of differentiation in solid 
tumurs. 
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