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A POSSIBLE ROLE FOR EPIDERMAL GROWTH FACTOR 
AND ITS RECEPTOR IN THE GROWTH OF HUMAN 
PROSTATIC AND RENAL CELL CARCINOMA CELL LINES 
IN ATHYMIC NUDE MICE. 
X. Zhao, G.J. van Steenkugge, ??J.A. Foekens and F.H. 
Schrijder . 
Erasmus Universlty, Dept. of Urology and ??Dr. Daniel den 
Hoed Cancer Center, Dept. of Biochemistry, Rotterdam, The 
Netherlands. 
The epldermal growth factor receptor (EGFr) concentratin 
was estimated In tissues of various human prostatic (PC) 
and renal cell carcinomas (RCC) heterotransplanted Into 
nude mlc. Membrane preparates of ail PC and RCC tumor 
tissues contalned saturable binding sites for EGF, the 
concentrations varying from lo-65 and 30-170 fmol/mg 
protein, respectively. The hormone unresponsive PC-133 
and PC-l 35, containing a relatively low and hlgh number of 
EGF bindlng sites respectively, were transplanted in male 
nude mice and in mice that were slaloadenectomlzed 
(removal of the submandibular glands) causing decreased 
levels of clrcuiatlng EGF. Neither the take nor the growth 
rate of the PC-1 33 tumor were affected by sialoadenectomy 
(SX). This treatment, however, slgnificantiy retarded the take 
rate of PC-135 tissue (58 and 92 per cent for the control 
and SX treated mice, respectively). Substitution of EGF 
appeared to abolish the effect of SX on the development of 
PC-1 35 tumors. Tumors once developed dld not differ wlth 
respect to thelr respective growth rates. By contrast, the 
growth rate of the RC-43 renal ceil cancer ceil llne was 
substantially delayed when transplanted In SX nude mice. 
The present results indicate that EGF Is Involved In the take 
and growth of some transplantable human PC and RCC 
carcinoma ceil lines In nude mice. 
Study supported In part by the Stichting Urologisch 
Wetenschappelljk Onderzoek. 
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EGF-RECEPTOR FXPRBSSION AND EGF-DEPENDENT 
GROWTH OF MOUfE BLADDER CELL? IN VITRO. 
W.I. de Boer A.H. Mulder , 
and Th. van de; Kwastl. 

E.I4.J.J. Berns* 

1: Institute of Pathological Anatomy,Erasmus 
pfvrs’,” ,Rotterdam 

r Endocrine Oncology, Dr. Daniel den 
Hoed banter Centre, Rotterdam 
The basal cells of the normal human bladder 
have high epithelial 
(EGFR) expression, whit is in contrast with 5l 

rowth factor receptor 

the superficial cells and the intermediate 
cells. 
EGFR 

Conflicting data have been reported on 
ex ression 

P 
in human transitional cell 

cancer ( CC). 
We have studied EGFR expression in TCC using 
monoclonal 
EGF-bindin 

&3 

an;;Etdyo%9EGdptiedd against the 

ant ibody l-7 directed a &nst 
polyclonal 

the 
kinase part of EGFR. 

tyrosine 
Gra a I tumours showed % 

EGFR ex ression 
P 

in basal cells on1 
grade I tumours EGFR was detectab e in basal Tl 

while in 

and intermediate cells. Grade III tumours were 
either strongly positive or negative for EGFR 
expression in all cells. 
A proliferation-inducing effect of EGF in rat 
bladder seems to be confined to the basal 
cells. A correlation between EGF-induced cel- 
lular effects and EGFR 
cells in vitro has been 
We whish to co&elate the 
sion in cultures of spontaneously immortalized 
mouse urothelial cells, 

:It$Ybne cell line 

develop ed in our labo- 
with EGF-dependent pro iferative P acti- 

NUC-1 showed a dose-de- 
pendent EGF-induced’ prolif(eration but could 
?;iYe pro&$e5rate without EGF. he’ other cell 

also showed EGsinduced dose- 
depe;dent prbliferation but could roliferate 
without addition of EG$. This may 
b synthesis and probably secretion of EG -like 
9 

ge exglaned 

actors. Scatchard anal sis 
indicated high affinity b nding f' 

of EGF-binding 
sites for EGF. 

The number of sites varied from 20.000 to 
100.000 sites per cell. A possible correlation 
between EGFR expression and EGF-dependent 
cellular effects awaits further study. 

ESTROGEN AND PROlACTlN REGUiATiON OF RAT 
DORSOLATERAL PROSTATE IN ORGAN CULTURE 
MT. Navalalnen, B.I. MM& EM. V&B and P.L H-n 
University of Turku, Dept of Anatomy, Tuti, Finland 
Beaides andrcgrns, eatrogen and prokctln are thought to be 
ImroM In the reguiatbn of ncnnai growth and pathology of the 
proatate.wehMeatabilaedorgulcunumaofmtdomoMud 
proatatefortheinvitrostudleaofthemechaniamsofhormone 
Interactlons. 
Explantsofdoraaiandiateraipmstate~epmparedeepamtely 
and cultbmted withcuI sarum In a chsmkMy defhui medium 
M199, which was aupplbd with insulin and cortkc m. The 
gaaatmo@ere~amlxbrreofO~~andaIr(405;56). 
Undrrthasecond~thevlabilityandovamWIntegrttyufths 
tisaJ0wMmaintainsdfc+atIeaat14dayeaMlnlghthsmwue 
caatration-llke changes In morphology. Wet weighs and DNA 
concentrntbn ofthe expianb aiac declined. 
Addition of testosterone prevented the Invoiutfve changes In 
morhoiogy. Ths ~lghts and DNA contanta of the M 
were aieo better maintaIned. Ths mte of &hymidlr~~ 
lncorporatbn significantly incmaaed by the addition of tir 
testostercne, estrogen or prolactin. 
The hormone responslveneaa of tissue specMc tinctlons was 
evaluated by measuring the expression of the genes M-40 and 
RWB encoding MI androgan-regulated secretory pruteim 
(Matuaik et al.,lQS6, Bbchem. Cell Biol. 64, gOi). The steady- 
stateimiaof mRN&awsreeetimatedbyNorthembiotUngand 
hybridlzationoftotalRNAtoapedficDNA~The 
axpresslon of both genes was almost undetectable whan the 
explants warn grown In the basal medium but -one. 
eatmdioi and prclactin vmm each ebb to mdntaln high mRNA 
Ieveisandtopotentiatetheeffectoftheothera 
The results ahow that estrogen and prdactin do have dirti 
effects on rat dorsoiaterai proatatr in organ cufture which 
should thus prove an important model for the atudbs of the 
mechanisms of hormone regulation of the prostate. 
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SMDOSlATIN,A LOW6 ACTING SOtltVOSTATIN ANILO6liE,IN THE TREATlENT 
OF RDVMCED NETlTATIC PROSTRTIC CANCER. 
6.CIIRTENI’,R.BI6LIETTO,A.TUCCI and S.PACILIO. 
DIVISION OF ONCOL06V,C6itDMffLLI ifMITRL,MPLES,ITILV. 
05 reported for soaatostatin the long-actiog anrIogue,smdostatin 
or SflS 201-WS exerts rnarcable nueber and variety of actions in 
different part of the body.In addition to the horeonal effects 
these agents show specific direct inhibitory actions on cc11 
differentiation and division.Various factors have been isplicated 
in the evolution of the prostatic cancer:in fact higt prolactin 
or 66 levels and tueors MIR ploidy have been linked with a poor 
proqnosis,#oreover a nueber of growth factors like epidereal 
growth factor lEGFl,pIatelet-derived growth factor (PM), 
fibroblast growth factor iF6Fi and other are involved in the 
proliferation of ralignant ceI1s.k known solatostatin suppresses 
prolactin and 6H levels and inibits SNtl synteris and growth 
factors effect&On thne basis an associated therapy with 
sandostatin and phareacological castration with roladex plus 
eulexin have been devised for the prostatic andvanced rtartatic 
cmcer.llll the patients had nesurable disease and pain secondary 
to the cancer.lhe protocol included the following 
drugszlandostatin fl O.legxB/die by subcutaoeour 
injection,Zoladex 1 fl every 26 days by subcutaneous injection 
and Eulexin cpr 250rgx3/die,Frol noveabcr 1969 to january 1990,7 
patients redian age b6 (range 59-601 with hirtoIogicaIIy 
confireed adenocarcinom,have been selected.Three of these 
patients were already in therapy with the only Zolrdex plus 
Eulexiwls expected in all patients not pretreated a significant 
reduction of pain was observed but also tea of the three patients 
already in therapy shored a reearcable reduction of pain.ClinicaI 
side effects were rinieal:hot flushes in 2 patients.In conclusion 
these data although prelieinary suggest that this coebination 
therapy is eel1 tolerated,without eignificative side effects and 
of good efficacy in reducing pain-These results rem appears 
encouraging in go on testing this protocol. 


