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Teetoaterone and LH supresrion in diermicated proetatio cancer, during long term 
treatment with a LH-RH enalogue. 

G. Cheohile, J. Sarrooa, L. ValdBe, E. Zungri-Fuud.Puigvert, Baroelona, ~pdn 

Introduction 

Long term treatment with LH-RH analoguee shows two opposite effects: first, they 
stimulate pituitary function and second, they inhibit pituitary fuqotion. Kerle et 
al. (1) reported the failure of the inhibitory effeot in some patient8 suffering 
from diseminated proetatio cancer treated from 6 to 12 months with ICI 11~630. The 
failure was shown by teetorterone (T) %cB;zeV1, some hours after LH-RH aralogue 
administration. Subsequently, Look et al. (2) reported that when adminietering the 
analogue buserelin (BUS), the %oape” response was not seen, since in 8 patient.8 
with diseminated prortatio canoer treated with BUS from 6 to 22 ronths, T plasma 
levels stayed at castration value8 before and after BUS administration. We present 
our experience on this matter. 

MethodoloQv 

6 patients were selected at random, frnm a group of 18 patients bith diseminated 
proatatio cancer, treated with BUS, 200 modday, from 12 to 18 months. In theee 
6 cB,Be6, plasma levels of LH, before. BUS administration, and 1, 2, 6 and 24 hours 
afterwards, were determinated. T plasma levels before BUS administration and 6, 12 
and 24 hours afterwards were aleo determinated. 3sterminatione were perfcrmed by 
RIA kits fropl Eharmacia (LH) and Sorin (T) Laboratories, both with certified 
quality control. Post oaatratian T plaema level in our laboratory is 1.5 nmoI/l. 

Reeultr 

Pictures 1 and 2 show T and LH plasma lavele determination finding at scheduled 
time. In 5 patients no scape reeponee was Been, while ir patient hr. 6 (patient c), 
T baseline plasma level wan alresdy above 1.5 nmol/l. LH plasma level was found 
to be below or within the.normal range, in all of the patienta. 

~wwrs OF THE ax4w.~ AMTNI~TRA~C~~ OF ANTIA~NS 
,WI'El AN LHRH-A03NTST ON THE PROSTATE GLAND OF TNPAC'I MALE 
; RATS 
1M.F. El Etcsby, U.-F. Hsbenicht and F. Neumann 
!Research Laboratories of Scherina AG.Fwlin (West)/Berakamen , , 
Federal Republic of Germany 
LHRH-agonists dre nw being intensively discussed as an al- 
terndtive therapy of prostate cancer. Tu eliminate all 
lxxkogenic influences, a simultaneous treatment with dn 
antidndrugen has been suggested. It was the aim of this 
study tu investigate two different types of antiandrcgens, 
flutamide (FL) and cyproterone acetate (CPA) alone and in 
canbinaticn with the UiRH-agonist Lutrelin (Wyeth) in xlult 
male rats. After 1, 7, 14 and 21 days of treatment the 
testes, prostate, seminal vesicles, adrenals and pituitary 
were weighed and histologically investigated. Radioiinnuno- 
sssay of serum Ln and testosterone concentrations was per- 
formed. Synergistic entisndrogenic effect of the canbined 
treatment is evident. Efficient neutralization of the an&o- 
genie action at the prastattc level in intact animals re- 
quires inhibition of LH secretion by an antitiogen like 
CPA due to its additional antigonadotropic effect or try the 
canbined stiinistration of an antiandrogen (FL or CPA) with 
an UiRii-agonist. me long-term simultaneous treatment with 
an LHRH-agonist seems to prevent the Induction of the coun- 
terregulatory mechanism normally induced b, the treatment 
with a pure antiandrogen. However, the ccmbinstion of Lutre- 
lin with CPA especially in the initial @ase of treatment is 
obviously more effective in depressing K-l secretion and/or 
synthesis than the canbination with FL or Lutrelin alone. 
'Ihis may support the recommendation of the use of an mti- 
andrcqen of the CPA-type rather than a p.'re sntisndrcqen in 
canbination with UiRH-agonists for the treatment of prosta- 
tic cancer. 
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CVPROTERONE ACETATE (CPA) IN ADVANCED PROBTATIC CANCSR. 
PRELIMINARY RBPORT. 
V. Don6iovanni, O.Bertetto. N. Clerico, A. Calciati. 
Oncologia Madica. Oapedale S.Giovanni Antica Sede, 
via Cavour 31. 10123 Torino. Italy. 
From Dee 64 to Jan 66, 25 patients (pte) with advanced, pre- 
vioualy untreated, prostatic cancer, were randomiaad to re- 
ceive either 2 3.6 m6 a.~. avery 26 days (arm A), or 2 + CPA 
200 m&day p.o. (arm B). 18 pta have been treated for at 
least 3 months (9 in arm A and 9 in arm B) with a median 
follow up of 217 days (range 96415). Tumora were graded 01 
in 2 pta, 02 in 11 and 03 in 5. Pte median ega waae 73 years 
(range 49-68); Performance Status (SCOG) was 0 in 11 pts, 1 
in 4 and 2 in 3. 14 pts had bone metaataees while 4 pte only 
loco-regional disease. 
Toxicity has been negligible in both arma: 7 pte had fluahaa 
(4 in A, 3 in 81, 1 patlent had hyperpigmentation in the 
site of 2 injection, 3 pts (arm B) had transient hepatotox- 
icity. All pts who were sexually active (10) had loss of li- 
bido and erection after therapy. All pta but one had reipht 
gain (mean: +5,4 Xg; ran@: -4 +20). Partial Response had 
been observed in 13 pta. No Change in 2: 3 pta (with 03 tu- 
mow) progressed. 
In all pta earurn testosterone dropped to castrate levels 
within 1 month of treatment, while changea of LJI levels were 
not significant. 
LH-RI agonist ICI 118.630 is a non toxic medication which 
seem to be active against prostatic cancer. Further evalua- 
tion is warranted on large number of patients. 


