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RNZYHE INRIBITORS IN HORMONE DRPRNDENT PRO- 
STATE CANCRR TRRATMNT 
A.A.Geldof, H.J. de Voo t and B.R.Rao 
De t.Endocrinol. Acad fiekenh V U P.O.Box 
7087, 1007 HB Amsterdam, The N&he;iands. 

inhibitor. 
Both these compounds were tested for their 
effect on the growth rate of andro en depen- 
dent prostate cancer R3327-8 fn male Co- 
yh;I’” rats No signigicant 1 

nhib tory eifect was observed a!::: t e use 
rwth 

of B ostane (within a six weeks period). 4-MA 
on he contrary significantly reduced the 
tumor growth rate. At the same time no than e 
in serum testosterone levels in the 4- I 
treated animals was noted. 
It is concluded that the observed effect on 
Gmor rowth rate was determined sole1 
the 5-a pha f reductase inhibitory 

by 
activ ty. Y 

Administration of 5-aIDha reductase inhibitor 
ti be an effective endocrine treatment mo- 
dality in the man ement of hormone de endent 
prostate cancer a% it appears not to %sturb 
other endocrine organ functions. 
Acknowled ements: Mr.M.P.A.Weulenbroek and 
Hr.S.Bohlaen for experimental assistence 
Netherlands Cancer Foundation, the Nijb&% 
Morra Stichting, the Maurits en Anna de Kock 
Stichtin 

f ’ 
the Stichting Bijstand Universi- 

tair Uro ogisch Onderzoek and the Academisch 
zt;b,uis Vrije Universiteit for research 
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AROMATASE INHIBITION IN ADVANCED PROSTATIC 
CANCER 
J.H.Davies, M.Dowsett,R.J.Shearer 
We have previously shown the benefit of amino- 
glutethimide (Ag) and corticosteroids in adva- 
nced hormone insensitive prostate cancer. Hor- 
mone studies have shown that any suppression 
of adrenal androgens is produced by corticost- 
eroids and that any additional benefit from Ag 
is not associated with further androgen depri 
vation. We have therefore sought another expl- 
anation for the action of Ag. Aromatase is in- 
hibited by Ag and this could be its mode of ac 
tion. 4-hydroxyandrostenedione (4-OHA) is a 
more selective steroid aromatase inhibitor and 
we have evaluated it in 2 trials of patients 
with advanced prostate cancer. Subjective res- 
ponse was evaluated by the ECOG score, object- 
ive assessment was performed in trial 2 by 
transrectal ultrasound, bone scans, phosphatas 
es and PSA. 28 of 49 patients showed subjective 
response (56%)and 4 patients (8%) partial obj- 
ective response. Side effects were few but 17 
(34%) patients experienced a tumour flare after 
the first injection. 
We discuss the mode of action of 4-OHA and the 
role of aromatase inhibition on prostatic 
disease both benign and malignant. 
Institute of Cancer Research and Department of 
Urology, Royal Marsden Hospital, London, SW3 
United Kingdom 

BIMS. To dewmine the efficacy of medmxypm~estczone wW&e 
(MPA - “Farlutal” Farmitalia) in patients with advanced ~IOS~IWJ 
cancer resistant f0 conventional therapy. 

m SeveJuy six men (medium age 69.5. rmgc 
49-82 yews) with histologicJly proven progressive rdvlncsd 
carcinomr of the prostate. who had ti W an o&idectomy sad/or 
ourr~gen therapy, were tratsd with SOOmg. MPA/&y. Assessment 
of respcma was according to NPCP criteria u modiiied by Ciwin et 
al. Perfomumce sUnIs W” aswsred according to RCGG cliterk. 

Remission Stable Disease Progression Unusessrble 
No. prdenls 11 4 
% response 14 5 

If the unassersable prtients me sxcludsd chs remission rate bowmu 
18.3% and the rate of stabilization 6.7%. Medim dumdon of 
remission ws 7.5 months (range 3-17.5). Medii survival from 
c0mmencement of trelcmenf wld 7.8 months for all patients. 9 
months for remitrers and 5.8 months for non-remittms (NS). 

Performance stslus on treatment rmpmved 
unchanged :E 
Det&Xued 12% 
unknown 5% 

Toxicity : (% of patimu) N0ll.Z 72 
“Fke” 18 
VWular 5 
Gastric 6 
Diabetic 1 

MPA appeara M offer useful benefit in up to 25% of patients wirh 
advanced prostatic cancer resistant to standard therapy. with 
remissiohc of between 3 & 18 months. 

EFFECTCflESTOSTER@E oNRATSEMIFu\LVESIC4EALFAlRSV 
CELL KitXIFERATIoN,PNl v-HaF@S AN) v-KiRAS DERIVATIVES. 
P.Correale.M.Marche&,S.kpe,B.Fiorwtino,N.l+mmo 
A.Gntegixam,A.Budillcm,P.Tagliaferri,A.R.Biinco.S. 
ktafor~.Cattedradi oncologiamdica,UWzrsitadi Napoli 
§IIGB Napoli,Italy. 
Werstmding the possible relationship occurring be&en 
neoplastictrasfom3stim and cell respmseto steroidal 
kmmescmbeofmjorinterest.HmanbreastwlcerMn 
cells losehomme sensitivity after trasfectionwithv-Ha 
t-as ormgme (Kasid et al.Science 19W.k have identified 
an epithelial cell line derived frun rat seminal vesicle, 
ALFA-lRSV,responsivetoTSTtreatmslt.mO.lnMi~ 
cell grw& xdincreaset!3-lhimidine uptake at i3h&riva- 
tive clone WA-1KiKi trasfoned with \r-Kim is respcmive 
to TST treatrmt at 1Wl ccncentratim with a:100 fold re- 
duced sensitivity to the t-mmn.ttxever TST inkes cell 
gmvth mdirmaseH3Thimidineuptake6h aft.erTSTtreat- 
nent.lln evident increase in %S phase cells is obsewedwith 
flw cytcmtric analysis 24/489 after TSTtreatmnt. TST 
effects on cell proliferation are ccqletly neutralized on 
both lines ALFA-1RSV md AlJA-lKiKi by c@%terwe, a twxp 
torial antagcnist of andrqm.V-Harastrmfom~~I ALFA-lHa 
cells are cuqetely insesitive to TST grwth stimlatory 
effect.Rat seminal vesicle cell sensitivity to axlmgen 
hmmesistherefore affectedbytrawkmtionwith ras - 
m. 

Supported by AIRC. 


