
1244 
53 

WITH BUSZ&LIN (Hod 766);~ PILOT STUtiY 
h.~iaffezzini,L.Broylia,F.fionchi, 
R.Colombo,P.Xigatti. 
Istituto San Raffaeie,l*,ilano. 

Abstracts 

Gn-XH (LH-I<H) analogues have been recen- 
tly introduced as endocrine therapy of 
advanced prostate cailcer. We treated in 
a pilot clinical tr:.cll 21 consecutive 
pts with the analogue Buserelin.Hineteen 
pts are evaluable for response and toxi- 
city.According to the L~PCP criteria of 
evaluation we observeti PX in 9 pts(47.6%) 
and PRO in 10 pts(5;.6%).We observed no 
CR and STAB categories of response. 
Approxilllateiy one h;,if of the pts rea- 
ched PRO within 14 rionths of treatklent 
(median 9 months,ra..ye 3-14);the other 
half is in raaintained PI; at a liledian 
follow-up tinle of 20 itlonths (range 9-30). 

Treatment was well toierated the side ef- 
fects of major complain being impotence 
and hot-flushes. 
Buserelin proved to be effective, at th 
dosage acirklinistered in reducing testo- 
sterone levels within castrate range. 
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SIMULTANECUS ADMINISTRATION OF AN LUIEINIZING 
HORMONE RELEASE HORMONE AGONISTANDDIETHYL- 
STILBESTROL IN THE INITIAL TREATMENI OF 
PROSTATIC CANCER. 
C. Mahler and L. Denis. 
A.Z. Middelheim, Antwerp, Belgium. 
It is well known that the first administration 
of luteinizing hormone release hormone ana- 
logues (LHRH A) induces an initial increase of 
luteinizirq hormone (LH) release and a sub- 
sequent rise of testosterone (T). This rise is 
maximal after 3-4 days and is followed by a 
steady fall of LH and T. Several investigators 
have reported flare-up symptoms in patients 
with advanced prostatic cancer, associated with 
the rise of T, when treated by LHRH A alone. 
In order to prevent these flare-up symptoms 
we treated 20 patients with advanced prostatic 
cancefi with an association of a LHRH A (Eoladex 
Depot ) arid diethylstilbestrol (DES) 1 rrg/day. 
DES was given for 14 days, starting 7 days 
before the first Eoladex Depot injection. T 
levels fell to near castrate levels within a 
few days, but rose again 3-4 days after the 
administration of the LHRH A, to pretreatment 
values before reaching subsequently castrate 
levels. No clinical flare-up manifestations 
were recorded. 
We conclude that ccmbination treatment with 
DES can prevent the flare-upsymptoms induced 
by LHRH A in patients with prostatic cancer. 

EFFECTS CF FIJJTMCE ALaJE AN) FLUTMIILE PLUS WCIiIECTUW 
CN PRYSTATIC SIZE AN) HE SE% I-WOES IN PATIENTS WIlH 
Pk?STATlC CARCM#L 
A.Mdressi,G.Longo,A.Trinchieri,F.Coppi,G.Dormia,E.Pisani, 
P.G+et# 
Institute of U+-0logy:lhiversity of Mila *Essex Itelia 

In order to assess the clinical efficacy of FluMride (F.) 
we treated 29 Pts with cam- of the pro&ate.ptswere r-a 
dmized to receive either F plus orchiectcey or F alcns. - 
Theresultsshowsdagwdrespcnceinthegraptreatedby 
F plus orchiectany.In ths grcup treeted by F alone we got 
different results fran studies repotted elsewhere:testc+ 
t-one (6.M.4 to 5.7%Qng/ml) shcwsd steedy levels and LH 
(16d9.7 to 26.W9.%IU/ml) sli#tly encreased.sUrprisi~ 
gly ths correlation between testceter~ ad LH becane in- 
versely propwtional if each grwp of pt.5 is considered se 
parately.The Pts with hi@& tesbterone andknuestLH- 
levels t~6 a better respcfw to ths treabent,khereas the 
F’ts with lowest levels of testosm and hi@& W levels 
has pxr benefits fran the treafnwt.This is also partially 
true with respect to the levels of testostefws in the pts 
treated by orchiectmy plus F:ths Pts in cceplete remisskn 
has the hi-t levels of tW&erme wng this gwp. 
The meaning of these results is,fran cur point of view,re 
lated to the cqetition between testcstercne ad antian- 
drcqn in the target tissbes.Then the testosterone levels 
mi#t be useful1 to control inversely the efficacy of the 
treeblent. 
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STUDIES ON A NOVEL ANTIANDROGBN: ICI 176334 
W.I.P. Mainwaring*, B.J.A. Furr and S.N. 
Freeman* 
Department of Biochemistry*, University of 
Leeds, U.K. and Imperial Chemical Industries, 
Macclesfield, U.K. 
There has been an urgent need for the develop- 
ment of new antiandrogens which act peripher- 
ally. Compound ICI 176334 (Anti-Al appears to 
fulfil this requirement. Using sucrose 
density and hydroxylapatite assays, Anti-A 
inhibits the binding of [3H]mibolerone to 
androgen receptors in the accessory sexual 
glands of male rats, but not in the hypothal- 
amis or anterior pituitary. unlike flutamide, 
Anti-A suppresses the morphology and function 
of the rat ventral prostate, but has no 
influence on the hypothalamus and anterior 
pituitary. Distribution studies on [3H]- 
Anti-A indicate that it is concentrated in the 
prostate and seminal vesicle, but not the 
h pcthalamus. 
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Anti-A inhibits the uptake of 
H]testosterone into the prostate but not the 

hypothalamus; it has no influence on the 
tissue distribution of [3H]cortisol or [3H]- 
oestradiol-176. Using a variety of biochemical 
criteria, Anti-A appears to be 5-6 times more 
active in vivo than current antiandrogens, 
such as flutamide. Whereas flutamide potenti- 
ates the release of lutropin and testosterone, 
Anti-A does not. Our evidence suggests that 
Anti-A acts peripherally and raises new hopes 
for successful chemotherapy of prostatic 
cancer. 


