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The effect of bqtylated hydrawnisole 
(Bm), hutylated hydrmytoluene (BET.)amd 
3-methylcholanthrene (MC) onBPm&abolisln, 
germtoxicity and its llratabo1ites bindiug to 
bacterial mA was studied using, for 
activatimBP, S9 fractions franthe li.ve.r 
ofmicefeddietcontainirq BBA or BEFor 
mice injected i.p. withMc. BI-m,BErand 
MC-treatit elevated the total BP 
metaboliSm. Estimationof thedistrikuticms 
of organic and water soluble pmducts 
indicatedamaAedincreaseofwatersoluble 
BP-inetabclites forned in the presexe of S9 
fractions fran antioxidant-fed mice. BP 
genotoxicitywas checked inbacterialtest 
SOS Chramtest. Findings fran these 
experiments indicated stroq inhibiticmof 
BP genotoxicity when the S9 fraction fran 
BE&fed mice was usedfmitsactivation. 
BHAhadanlya~~a~,butnotsignificant 
inhibitory effect on BP gemtoxicity. The 
study hs shown that these results Ware 
clearly correlated with the effect of 
antioxidants anl MC on BP metabolite binding 
tobact&.alDNA 
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cemantisoftenused in thetreatmnt 
of born txlmurs. The effects of local 
chemotheraw proauoea by adding an 
antimitotic drugtotheacryliccemnthave 
been aualysed in the present investigation. 
Diffusionofn&hotrexate (MIX) francement 
loadedwithmxwas stL&kd & vitro;its 
liberatim begins imsdiatelyandmxkinues 
foras long as3mnths. 14ostecearccmas 
ofdogswereoperated tibmelcescreated 
by the excision of the tmxr was filled 
with cement containing MIX: this local 
admi.nistration pmduced geueral 
chemotherapy during 3 to 5daysaakJ seemsto 
reducelocal recurrenceofthetumxu.lhe 
effectiveness was tested al 107 rat 
eXpWZiIW.Iltal ceteosarcunas (pellets vme 
introduced in the tunmr). Bythetmcur 

sgyhzz ~tf-5Ji-l e%amlnetion, the 
of suchamsthcdwas 

confirmed. Pharmcologicaldata,collected 
franpatients wb receivedcczmt-&witbMlX 
durirq surgical treatment haveidentified 
the high concentrationof Mpxinthetumxr 
drainage indicative of the general 
chemotherapeutic effect during ths first 
days after treatment. 
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a 
family of Cellular 

consists of three kncm 
mmbers, that are believed to regulate cell 
grcwth and diffem.?ntiation. Inembqmic 
and foetal tissues, distiuct tissue and 
stage specific expression patterns of the 
a family genes are &served. This 
suggests that the differential expression of 
the m genes may have a key role in 
reguhtW mltiple differentiation 
pathways. 

The Ns gene axles for anuclear 
phosphoprotein of yet unknown function. It 
is expressed mainly in cells of neural 
origin, hut during foetaldevelopmsntalso 
in a variety of other tissues. Hish 
expression levels are fcund alsoinvarious 
tumxlrS displaying neuroectodermdl 
characteristics, such as neuroblastams, 
retinoblastanas and in small cell lung 
carcinams. Amplifications of the gene have 
alsobeenfcmnd inthesemalignancies. 

We aualysed the expression of Nm 
inhumnfoetalbrain,retina andkidneyat 
16 to 19 gestational weeks by Northem 
blotting and by insituhybridization. By _- 
Northem blotting, we found expression of 
the N-gene to be4tolOfoldhigher 
inthebrainthaninthekidnw. Thein 
situ hybridizations shuved &expressG 
to bs rather generalized in the brain, 
thmghhighestintheeper&malsonewhere 
the proliferatim of the neuroepithelial 
cells takes place. The gene was also 
expreesed inneurcblastsalreadylocatedin 
the cortex, as well as in cells still 
migratirq there. In the kidney,N~ 
nENAwas localized indevelopingglatmruli 
and tubularwalls. In the retina, Nm 
was expressed at high levels in all the 
retina1 cell layers. We conclude that 
expression of Ns fcetal tissues is 



p?zammd in cells of neural origin, hit 
not: strictly amfimd to any certkin 8ub8et 
of cells. me foebl elcgrmsion patterns 
may37m.ectthetypes oftuImur8preferably 
-ing the WE gene duting 
post-natal life. 
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using the rat bl.adder-tmU 
carcinogemsis mdel, attmpts are being 
made to establish a relaticmshipbetween 
changes in selected propertiesofbla&er 
urotheliwn and strum and their biologic 
bebavicnl?z placing particular el@asis on 
~d=iw&oplastic transformationin 

hat=, intmSm.Uate 
filams& (viz. Wokentin), and 
extracellular matrix properties. JSxtra 
criteria for defining structure-functicn 
correlations in norm1 and abnomal 
diffemntiation involve: (a) 
histcpathological and ultrastructural 
markers; and (b) probes targetting selected 
cell surface antigens andglycoccnjugates, 
keratin proteins and extracellularmatrix 
carponents. 

Theresults,basedon luminal surface 
and vertical tissue secticxl analysis 
doammtabmadspectrumofchangesinthe 
murse of differentiation, hyperplasia and 
necplasia. MapPing strdies of overt 
neoplastic change suggest associated 'field 
changes'of apparently uWwolved bladder 
ml-. The data isintezpretedwithina 

m&l of stranal-epithelial 
s/daregulat processes in 
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~studcesofthesixmelanoma 
patients were performed 
preparaticms fmn primaryarrd/~mstastatic 
izumour explants. Aknormalities in ploidy 
demmstrat&by the addition or loss of 
mnlml&lmnmms andotherS- 
r~tswerenotedinallcases.In 
one of ths primary lesions 30% cells showed 
in direct kmyoQpe analysis evidence of 
gene anplificatial in form of -1y 

s~regionW§R) ~1 chmrpscrae 6 at 
bamlql6aswellastwoatberdmm&eristic 
ChraaDeares (7pl4+ d 14q32+) aavrrg 
rnrmerousdefinsdal-d~inears.No 
dok&mwutekcdies(m3)werekI&mmedin 
l?rimaTy t==speci== cells fran 
pr* cullzures, cell lines and cell 
strainsfranboth pIAnary lesicn and 
metastaticncdesharedthesamealtXz?rations, 
suggesting their origin fran a amen 
m= 
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Ewablisbedtumurlinesofhl_lMm 
e&metrial tunKursarefew,becauseof lcm 
taker.ateandtlmuX Vty. 
!nkkeenspecinlenscYfhlnmneru3cmetridL 
IzumXlrswere transplanti lkelvevmre 
hiopsy=WlesafMlying~logY~ 
atcurettage,cnewasamtastasis,&tained 
fmnparaaorticlyn@ncdesat@mmtany. 

Srialkanspl.an~ticnl ms suaBssfl.ll 
infivecasesandtwtlmulrsgrew2 
respectively for1 pessaga. 

TnymiaFneimXporatimintominthe 
sm1y kamplantedtunourswas 
inmewed during the firstpasmges. The 
take rate was 100% in the fifth ard 
subsequent Tmlve original 
+zmXrs had~Se~*~ 

a& eight 
z rec@toraXken~ 

me slxzess of heizmkramplantitim 
seenrs tobsbasedinitiallyL&cntl?etmlour 
subtypeandwogesterakereceptorcopltent. 
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wa Stl.diSd 18 sax! cell lines 
establi&&in Czmingen. Myc-family gem 
amplification was fand in 11 cell lines: 7x 

2x ma e!!YG Gut of 8 
Plines with a m awlificaticn, 7 
appeared to coxltain iiiikli DMS. In iitu _- 
hyfxidizationwa8c!arried cut to fMths 
1ccatiaI of the amplificaticn. In3 cell 
linsswefomIau@ified cs M ms,in 


