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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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atd cbarle8 c.Basanl , 

Dqartmmt of Cell Biology, Vanderbilt 
l&Wersity Sclmol of Medicine, Nashville, 
Wmessea 37232, U.S.A. 

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 
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ws lme(zqHredtheproliferatialand 
differxntiatioilcapacity inagarandliquid 
allturesofthecn&co&itianedmediafran 
thehumnurinaryblaMercarcinamcell 
line-5637(KM)andfranthehunanplacenta 
mew. 'Ihe colcnystimulatingfactors 
(c9") m &Jed to lxnre IuaTmm ml) 
culturesfran patients with acutemyeloid 
leukamia(A@&)atdiagmsisor inaqhte 
mnissim (CZ) as well as to normal 
axxtroh carparea with HPa4, the m 
m cl=w=icity in 2/10 day 7 
cu$c~5frm~patientsatdiagnceisaxl 

of patiE& in CR. The 
-figures for day 14cultures 
wwx 2/6 and l/13. when agarcultureswere 
W by a lisuia Fhase, ttE 
clamgmicitywasnotfurther~increased. 
cwerved jJmxmes M abalt l-fold. me 
shllk3nmlsuseofbothcSFhadnoadditive 
effeot. cell yield was lower in 6/10 m 
stimlateJliquidculturesfmnpatientsat 
-is, and in 5/10 in CR, while the 
difffxentiaticmcapacitywassimilarinEm- 
orinRKM-treatedaJlizwzes.Innarraal 
controls tk2C!SFpxducedampamble 
results. 

In mnclusion, SCM - kncm as a 
pluripotent kmpoieticC!SF - increases the 
claqenicity in alltures of saw AML 
patientswhenaqxlredwithHFu4. 
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IfighlY sensitive irmunoandlytical 
methods have recentlybeameavailablefor 
de- strlxhml DNA mdific!atims 
caused bychmiicalcarcinogens.withthese 
mettxdsitispxsibletodetectfemtumle 

-tk%zf-~ zzlze E&ISA 
UIk?tlEdologies to detect cisplatin-m4 
&dlEtso cisplatin 
(ci5dhmin&chloroplatinum~II)) is an 
antitun3urdrug,theIn?lintargetofwhichis 

zzzzzz! 
to be rrra. Polyclonal and 
akibOdieshl¶Vebeenparoduced 

awinst CisRhtin-mA. cisPlatiwPolYGard ci~tin~. Ihe 
ant&odiBarein 
~lofcisplatin. 
ccntrol DNA 

se&ititities & -these 
the raqeof5Oto1OO 
meydonotmactwiti 
or cisplatin only. 

~splatin-c;pG 
zus 

-agkinetc*- 
or dsplatin_palyG. 
an- react with DNA zz 
purified frull tissues of rats after 

injection of CiSpl&ill. 

_tlY, st&ieshavebeen~on 
cisplatin nudificatia?s of CPSL in blood 
cells of czmcerpatientsreceivingcisplatirl 
chemotherapy. 
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Fikmsarmcells~p~ 
activator (PA), a pmtease that cu'mvks the 
vw=PW~toP~.Se=J=J 
SMies Micate thattulmx invasial is 
Bed by Wlysis and that 

p~cells 
act.i=b,ge=ated by ushly 

malignant is ky far the mst 
ubiquitous p&ease asscciated with 
malignant transfcmnatial. we have 
fractiooati thef~cellsm 
renographin 60 density gradients a& 
cxqxm?dthec~cityofthesecells 
with theirlevelof plamhqen activatoC 

s. 
Five popllations of cells were 

con- grsdisnts of 
mnogqMn:ths densityrarqeof1.05to 
1.18 g/an% PA activity of um?psrated and 
five separated pqulationswleredetermined 
using [12511-fibrin as a substrate in a 
reactial betwen cell lysate and 
plasmhgw. Cell pcpulatiawcollectedat 
densities between 1.05 and 1.09,Bm were 
themst ClonogeniC. PA analysis 
demo&rate that PAactivityisrestricted 
mc&lytoFJl and B2. me diffarencesin 
cell cycle parametexs, Wbyflaw 
microfl~, ketwemdenEJitysepara~ 
bmdsarenotstr&ing. !lberesultsslQgest 
that PA pro%ztim is a characteristic of 
invasive cells. 
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clinicalrespcmseofhurtrrnmelanam 
hasresultedinencrxlraging~ 
benefit. A mschanism of resistame 
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