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The ability of glass fibers ad 
differenttypesofasbestos to induce 
lmrphological transformaticn of Syrian 
hamster Elnbryocellshaskeencunpamd. An 

zzzz? 
tknsformtion f& 

with alass fiber (GF? 100 ashz 
as Cbrysolite; crocidolit~, .amsite and 
anthophyllite, while no significant increa 
wasob5emed for GJ? 100 and TiO2. GF 1; 
was less~tthan chrysolite, hut more 
potent than crocidolite, amosite and 
anthqhyllite. By wing the 
transforudicm frquency ad toxicity, it 
anlld bs ccncllxled that iIduction of 
transforll&ion add not bs caused w 
unspecific cyotokdc effects. In ccntrast 
toearlier stdies, no synergistic effect 

obserwd between benzo(a)pyrene and 
ZLtos fibers. !zkctmn microecopical 
stM.ies simw that thefiberswererapidly 
phagocytolsed,andblebsappeandonthecell 
surface. Thefozmationofblebsdeperdedon 
thefibersused. The 1odization of the 
blebs seemed not to be specifically 
associatedwithareaofphysicalinteraction 
wi.ththefibers. 
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me new cyto8tatic chug Benflmis 
currentlybeingtestedin clinical trials. 
In the present study the cytotmdcities and 
mode of action of 2 mtabolites of 
Benflurm(A), namely 7+W&&&edlm(B) 
and N-oxide(C), have been investigated. 
Both metabolites areqtotoxicagainstthe 
two tumur t:ypes tested (P368 and D~~lich 
tumurcells)httheyareless activethan 
the parent carpaund (A). Ill order to 
elucidate the ma% of acticn, the effects of 
both B and C cm aerobic glycolysis, 
diffemntkids of respiration, level 0fATP 
and thiol groups, integrity of cell 
lnmwamsandlossoftransplantahilityhave 
-canpared. BothBardChaveshownat 
leasttwmozles of actionaccordingtothe 
amcentraticn tested. Inlow cmcentratim 
lmthmetabolitesinterf~pnhlblywithm 
synthesis and Edhquent1y with m and 
protein bicsynthesis. At the highest 
amcentmtions there is damge to cell 
llwnbranes. 
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It has been recently shown that 
N,N-bis(chlorethyl)-3dhloqqpiW 
oxalatepossessesantituoau:activity& 
*and is vnrthy 0ffllmwrevaluatiaL 
This studywasaimsd atcharacterizationof 
its cytotoxicity & vitro and 
eluci.datiwthewesiblemcharZ~ acticn 
in tenns~ofefkctscnosllularlXJA. Asa 
resultitwas falrd (by clcmgenic cell 
survival assay) tl=ttidrugpsoduced 
ex@mexltialreducticm in cell sumivalad 
similarly shapea dcee-respcnsecurveswhen 
givenbyshortoramtinuousexpmure. tit 
data, as well as the law IL60 ratio, 
characterize thecytotoxicityofthednqas 
sclduleidepemhtt suggestcellcycle 
mm-specificity. It was feud also (by 
usingmm assay and a nucleoid 
sedimmtationtechnique) that the drugin 
pham&cologically relmt amcentraticns 

sirqle JINA strand breaks, which 
incmasd with drug cmcentratim. 
Ckmsidering all the data, it is prohble 
thatdrug-inducedmware the major 
cause for the drug qtotoxicity. 
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Theresults franacmbind retro-and 
prospective stiyof variations of nuclear 
ENA and cellular estrogen recepkm of 
rxxnd and hyperblastic endcmetriuntiof 
endanetrial ademcardlxnlasin relation to 
the clinical stage,thehistologicalgrade 
anathegmwthpattemof thetUmurs,to 
the inmklceofmetastasw ard to ths 
survival rates of the patients hasken 
eValUat&. Themxorsandthevalidityof 
ImAmeasurenents~smear preparatialsand 
hiStOlOgid SectionS lq dired 
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sus~ials have bsen elaborated. The 
investigations have given ConcluSiVe 
evidence that the degreeofaueuploidyof 
theexldakrialcarcinaIlas,documentedby 
mAhistograms, is the lmst significaut 
markerforaprognosticatica oftheoutccm 
of thedisease. Auinverserelationshiphas 
beenfoundbetwenvariationsofnuclesrmA 
and cellular estxogen recqtors of the 
carcinomas. 
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me presence of estrogen (W) and 
prcgestercme(PS)~sinbreastcancer 
is m amepted as an micator fcx 
potetltialhormmaltherapy. Thebemficial 
effectsof autiestmgen therapy are well 
docment&inbreastcancer. Durinsthe 
last few years = and estrogen-binding 
pmteins havebeeudiscmered inthemrmal 
pa=J==audin paucreaticnecplasia. mta 
~localizaticmand the amalnt of 
msarldestmgenbimngproteinsinthe 
nomalarrd tmIwmlspancreatictissueare 
still axkmversial. 

In cur study 150 primary breast 
carcihanasand25 benign aIrd malignant 
pancreatic tissues ware investigated by the 
samguantiativebiochmicalamdgualitative 
histochsmicalmethcds.Durfiudingsswggest 
thatestrogenandproges~receptorsare 
localized inexocrine part of the pamreas. 
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lhetwotypesof IGF that have been 
purified and cloned have very divergent 
biological activities. lGF-alpha is a 
pot&z mitogeu for many celltypeswhile 
!EF-beta is the most potent grmth 
inhibitory polypeptide knmnformstcell 
types.lGF-alphabimlstotheEQ"recepkz 
andhas biological activities very similar 
tothoseof EGF. IGF-betaisvwydiffereut 
fran x&alpha in nmlecularstructureand 
hasitsown specificcell surfacemxptors. 

TGF-bSi2 and its rmxptor are highly 
ubiguitcus. surmlaticxlofproliferationby 
T(;F-betainatleastsanef ikoblastic cells 
apperstobeindired 
c-sis and autocri.Z~ inducticnof stimulation by 
e&+ucus plateletierived growthfactor. 
IGF-betaisagrmthinhibitorfcxmstcell 
typesincludinghumukera~which 
al.soproduceIGF-beta,butinalatentform. 
Activaticnof thelateutfomisthcughtto 
be a major regulatory step in lGF-beta 
acticmardmay occur tbrwghtheacticnof 
emkgemw pro&was such as plasmiu. It is 
hypothesized that autocrinestinualatiouby 
mdogemx lGF-alpha (many cells) or 
IGP-beta (f ibrobkstic cells) or loss of 
sensitivity to the mrmal autccrine or 
paracrine inhibitory effect of IGF-beta 
(euithelial cells) couldleadtoan 
- proliferative potenual=d 

Zconkibute to the tr-f- . 
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Since all chemotherapy andradiation 
treatments affect mrmal cells, the 
establisbmnt of differential sensitivities 
isflmknental to tbesuccessoftreatment 
withaparticularageut. 

Owgxmphasdevelwsdamdel for 
testing the respmse of oesophageal and 
blad%rexplautsfrantumavahdsurraunding 
mmElltissue in ths same patient to 
ckmthsxapyand radiation,bothsinglyand 
inombinaticn. Both OesophagedLadenoand 

cell carcirmnas and bla&er 
Ezzzzas~founatobe3to5tilnas 
amre radioresistanttbanmmmdingrmmal 
mlcosam Additial of appqxiate 
ancentrations of carbcplatin (IO to 50 
&ml, toirradiated (7.w) bladder samples 
lmmrsedthis ratioamdcaused9timsmre 
cell death in izumxr explants than in 
similarly treated normal cells. Treatment 
of irradiated cesophageal tissueexplants 
withbleanvciu (2Ouc/ml) had a similarlv 
dramatice~fect‘&&iredcnlyaveryl& 
dose of radiation (2.5Gy)toreve~xethe 
ratio. 

-TORY EFFECISOFTWGRCWlRFACPXSCN 
BCMEMARRWUJL~FRCMPATUWISWIlX 
AcmEMYEImD LENNWIAATD~ISANDIN 
a.mPLEmRExcSSICm 


