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III - 5 SNDoCRIK)II)GICAL ASPECfS OF LB-X-, DEPOT-PREPARATION (ICI 
116.630) IN ADVANCED PTOSTATIC CAMER.l 
J.P.R.M. "an Laarhoven , Th.J. E!enraaa , P. Fernsnaez de1 
Hora12 and F.M.J. Debruyne*. lDept. of Exptl. & Chem. Enc’o- 
:rinol. and 2Dept. of Urology, university Hospital St.&a" 
Nijmegen, The Netherlands. 
In the treatment of sdvanced prostatic cancer, various endo- 
crine therapies have been used, all of them leading to a de- 
crease of sercrm testmsterone (T) levels and thus preventing 
the stimulation of ahdrogen-dependent growth of prostatic tu 
mars. However, the sideeffects of the conventional therapie 
are rather severe. Superactive LA-RR analogs efficiently sup 
press the gonadal T-production without significant side- 
effects. 1n s group of 70 patients with advanced prostatic 
cancer, that were treated with s relatively low dosage of IB 
Rn analog(The first depot preparation, Zoladex,3.6 sq every 
seeks), T and dihydrotestosterone (DKT) levels decreased, B 
after an initial rise at 3-5 days, within 4 weeks to levels 
observed in orchidectomized patients. LH and FSH levels also 
decreased substantially. TO eliminate the initial androgen 
rise, diethylstiltxstrol (DES) was administered (lmg daily) 
to 13 patients from 1 week prior to 4 weeks after the first 
LB-R6 administration. This treatment however, could not pre- 
vent the initial rise of T and DRT. The concentration of 17- 
a-on-progesterone (17OKP) was measured in 5 patients and 
Peaked at day 2 after start of therapy, but then rapidly de- 
creased to levels of approximately 25% of the initial value. 
The response of LB on LH-RH (1OOug i.v.) established in 5 
patients was virtually abolished between 7 and 10 days from 
the beginning of the treatment. Conclusions: 1. This LE-RA 
depot efficiently reduces serum sndrogen leves, 2. The pitui 
tary gland is apparently desensitized, 3. The administration 
of DES in the concentrations used cannot prevent an initial 
rise of T in the serum. Clinical results of this study will 
be presented in session III of this symposium. 

CLINICAL RESULTS AND ENDOCRINOLOGICAL EFFECTS OF ZOLADEX 
(ICI 118.630), AN LH-RH ANALOG, IN THE TREATMENT OF ADVANCED 
PROSTATE CANCER: 
,M.Namer*. 

RESULTS OF A MULTI-INSTITUTION FRENCH STUDr 
R.Metz. R.Tetelboum. R.Khater. L.Adenis. 

L.Mauriac, J.E.Couette, R.Rugat 
*Raoporteur. Centre Antoine-Lacassagne, Nice, France 
i A total of 85 previously untreated patients with advanced 
1 prostate cancer were entered in this study. Mean patient age 
iwas 70.8 years (range 45-88). Only 58 of these patients are 
,currently evaluable. Patients received daily subcutaneous 
; injections of 250 ug Zoladex until October 1984, afterwhich 
: the agent was administered in 3.6 mg subcutaneous sustained 
release form every 28,days. After 4 weeks of treatment,mean 
serum LH and FSH were suppressed below pretreatment values; 
mean serum testosterone (T) was in the range of values ob- 
,served in surgically castrated men. Serum LH, FSH and T 
,remained suppressed for as long as therapy was continued(max. 
‘follow-up 47 weeks). The objective response rate for the 
58 evaluable patients included : partial regression 57X, 
stable disease 141, progressive disease 29%. Forty-nine 
patients were symptomatic before treatment; the subjective 
improvement rate was 45% (22/49) as assessed by a symptom 
scoring system and 71% (35/49) by the clinician's assessment. 
Median time to progression was 22 weeks. Eight patients ex- 
perienced hot flushes; two had breast tenderness. Seven pa- 
tients complained of increased bone pain during the first 
month of treatment; this was transient in 5 patients, but 
the other 2 had rapidly progressive skeletal metastases. No 
clinical, hematologichl or biochemical side-effects requiring 
the discontinuation of Zoladex were observed. Comparison of 
castration results in the literature and the findings of 
this study demonstrate the efficacy and safety of Zoladex in 
the management of advanced prostate cancers. 
Supported by ICI Phatma (France) 
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A DEPOT L&RR AGONIST (ICI-118630) AS PRIMARY TREATKENT OF 
ADVANCED CARCINOMA OF PROSTATE. 
P.J. Van Cangh, R.J. Opsomer and F.X. Wese 
University of Louvain, Div. of Urology, Saint-Luc Hospital, 
B-1200 Bruxelles, Belgium. 
From January 1984 to February 1986, 37 patients have been 
treated with a Depot L&RR agonist (Zoladex) as primary 
treatment of advanced carcinoma of prostate. 
Twenty two patients (Group I) received monthly injections 
of Zolsdex. Mean follow up is 12 months (range : 3 - 24). 
Fifteen patients (Group II) received in addition diethylatil 
boestrol t.i.d. one week prior and one week after the first 
depot injection. Mean follow up is 5 months (range 3-9). 
RESlKTS 
In Group I : lq/Z patients are evaluable (3 dropping out : 
1 death and 2 patients lost to follow up). In Group II : 
12/15 patients are evaluable (1 patient lost to follow up 
and 2 patients with a follow up<3 months). Response to the 
rapy was determined accordin& to EORTC criteria. 
Table : Group I (n=19) Group II (n=12) 1+11 (n=31) 

!! z n g n z 
C.R. 0 
P.R. 6 - 

0 0 
31 6 50 12 39 

S.D. 10 53 5 42 48 
P. 2 16 _1 8 2 13 

19 12 31 

COnClUsiOn 
L&K-I agonists are an effective treatment of advanced 
prostatic carcinoma. In the short term, objective response 
rates appear to be similar to those of orchiectomy. 

il'REATMENTOFADVANCED PROSTATIC CANCERYITHADEPOTFORMULATION 
OFD-TRP 6-LH-RH. A MULTICENTRIC PHASE II TRIAL. 
l.Guameri:F.Boccardo,A.Decensi,T.Massa,A.R"bagotti,L.Santi. 
C.Giberti,G.Martorana,L.Gi"lianiandotherparticipantstothe 
italisnProstatic Cancer Project (P.o.N.~A.P.) 
"Istituto Nazionale perlaRicercas"lCancro. Geneva, Italy. 

95untreatedpatients(pts)with stage C and Dprostaticca.were 
treated for up to24 moscmedian 16 mosjwith the long acting D-TRP 
6-LH-RH.The drug was injectedi.m.every 4 wks.Treatmentproduced 

ne(T)within the 3rdwk.Tremained within castrate levels in the 

'33) 69.7%showedpartialresponse(PR),27.3%werestable(S), 
G%progressed(P).In D2 group(n=53)figures were 37.7%,49.1% and 
.13.2%respectively.Responsein different involved sites below: 
/ PROSTATE (%) NODES (%) BONE (%) 

re observedin abouthalfofpts.No disease "flare" occurred in 
I&series.The slow release preparation of D-TRP6-LH-RHoffers 
an xmportantalternative in the management of advanced prostati 
carcinoma. 


