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CLINICAL RESEARCH WITH THE DEPOT PREPARATION ZOLADEX (ICI 
118,630) IN PROSTATE CANCER. F.M.J. Debruyne and the 

j 

South-East Cooperative Urological Group. Dept. of Urology, ’ 
Rsdboud University Hospital, Nijmsgen, The Netherlands. 
75 patients with hlstologlcslly proven prsvlously untreated 
metsstatic carcinoma of the prostate were treated with a 
four weekly depot formalatlon of the lutslnizlng hormone 
releasing hormone superanalogue ICI 118,630, 3.6 mgr. 
The age of the patients ranged from 51-76 years (mean 70,OU 
YWS). Pretreatment SCOT (~C00/uH0), 0: 49%; 1: 41%; 

3. 4%. 
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Tumor grade (Mostofl): GrI 15%; GrII 45%; 

The end point of the study wss time to progrssslon. 
5 patients were unsvsluable due to protocol vlolatlol;s. 
Follow-up wss at least 9 months in all remaining patients. 
Endocrinologicsl response was noticed in all patients, with 
castrate level of testostsron obtslnsd after 3 weeks and 
malntalned during the follow-up period (up to 24 months). 
Subjective response conslsted of lmprovsment I” WHO scale 
I” 62.8%. 
Objsctlve response after 9 months of treatment: CR: 3.3%; 
PR: 73.8%; SD: 1.6%; PD: 21.3%. Acceptance and compllsnce 
of the depot formulation was 100%. 
Side effects were minlmal. Flare up in the first weeks of 
therapy wss seen I" 27% of the pstlents although no serious 
deterloratlon of the symptoms were noticed. 
Conclusions: From this study csn be concluded that ZOLADEX 
4 weekly depot therapy is effective in reducing tsstosteron 
10 pstlenta with metastatlc prostate cancer and therefore 
1s a clinically valuable and non-toxic alternstlve 1” the 
management of these patients. 

STUDIES WITH NAFARELIN AND A LONG ACTING LHRH ANTAGONIST: 
ENDOCRINE AN0 ANTITUNOR EFFECTS IN PATIENTS WITH PROSTATIC 
CANCER 
B.H. Vickery 
Syntex Research, Dept. of Physiology, Palo Alto, CA, U.S.A. 
Nafarelln is the most potent LHRH agonist under clinical 
evaluation. The high potency in vivo is due to an extended 
plasma tx of 2.5-3.5 hours, in part a reflection of a 
iigh plasma protein binding. In controlled Phase III 
:linical trials in stage D, prostatic cancer patients 
IO0 vg nafarelin administered intranasally twice daily 
"apidly suppresses testosterone,to castrate levels and is 
rquivalent in efficacy to 3 mg daily of DES but better 
tolerated. Also under evaluation is an injectable 
nicrosphere controlled release formulation of superior 
tinetics and efficacy. The LHRH antagonist, [0-Nal(2)X, 
3-pCl-Phee,D-Trpe,D-hArg(Ete)e,D-Alalo]LHRH, is also the 
mst potent of its class in clinical trial. It has a 
:irculatory tx of 22 hours in man. A single injection of 
5 mg suppresses plasma gonadotropins and testicular 
steroids from 2 to at least 24 hours after injection. 
iowever steady state plasma levels are not reached until 
1-5 consecutive days of dosing so that 1 mg per day is 
expected to be sufficient to give chronic testicular 
suppression. The high potency and tolerability of the LHRH 
agonists make agents such as nafarelin the first choice for 
mdical orchiectomy in prostatic cancer. However, It 
appears that LHRH antagonists could be an important 

. alternative in a subpopulation of patients ho cannot 
tolerate even a transitory testosterone increase ('flare") 
and/or in whom rapidity of suppression is essential. Such 
patients could include those having extensive metastases to 
the lungs and those with spinal/neurological involvemant. 
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USE OF IB-RH ANALOGS FOR THE TRRAlXRNT OF HORMONE SRNSITIVR 
TUMORS. COMRINATION THERAPY. AND DIRECT EPWCTS 
A. V. @ahally and T. W. Red&e 
VA Medical Center and Tulane Ukversity School of Medicine, 
New Orleans, LA, USA 
Recently, we showed that D-tip-6-LR-RR directly Inhibits 
the growth of several human prostate cancer cell lines 
in vitro. The therapy for prostate cancer and other 
sex-steroid-dependent tumors has been made more practical 
and efficacious by the development of long-acting 
microcapsules of the agonist D-Trp-6-L&RS (Decspeptyl) . 
The antisndrogen flutamide, (25 mg/kg daily). and 
microcspsules of D-Trp-6-LR-RR releasing 25 pg/dsy, 
injected i.m. once a month, were studied in the Dunning R- 
33278 rat prostate sdenocsrcinoma model. The microcapsules 
inhibited tumor growth more than flutamide. Moreover, 
the combinCd treatment of flutamide and microcapsules did 
not exert a synergistic effect on tumor growth. Thus. the 
addition of an sntisndrogen may not offer an advantage 
over the use of microcapsules of D-Trp-6-U-RR alone. 
Combination of microcapsules of D-Trp-6-U-RR with 
cyclophosphsmide was also investigated. Microcapsules of 
D-Trp-6-LX-RR reduced tumor weights and volumes more than 
Cytoxan, and the combination of the two drugs appeared to 
completely arrest tumor growth. Novantrone (Mitoxantrone) 
in combination with microcapsules of D-Trp-~-L&FIR 
produced similar results. Again, the combination with 
Novantrone led to a better inhibition of prostate cancer 
than D-Trp-6-LH-RR alone. These results suggest that the 
combination of microcapsules of D-Trp-6-LH-RH with 
chemotherapy might further improve the therapeutic 
response, and increase the survival rate. 
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COMRINATION TMERAPT WITR FLDTAMIDE AND CASTRATION (SURGICAL 
OR MIDICAL) IN PREVIOUSLT DNTREATRD A2Ul TPJUTgD PATIEmS 
WITH ADVANCED PROSTATE CANCRR. 
F. Labrie, A. Dopout, N. Gig&se, J.P. Boreanyi end A. 
Belonger, Lava1 Univ. Med. Center, Quebec, Cdnede GlV 462 
In order to achieve a more complete blockade of endtogene oj 
both testicular end adrenal origin at the start of treat- 
ment, we have administered the pure antiendrogen Flutride 
in aeaociation with orchiectoay (13 patients) or the LRRR 
agonist [D-Trp6] LRRH ethylamide (128 patiente) to previour 
ly untreated patients beving clinical et.ge D2 proetete 
cancer. The main duration of treatment ir 619 deyr (88 to 
1367 daye). Complete, partial and stable nqoneea aeecaeed 
according to the criteria of the U.S. NPCP have been obeer 
ved io 26, 38 and 32% of patients, respectively. while prc- 
gteeeion has occurred In 4% of petiente. The probability of 
continuing reepoaee (Kaplan and Meier) after 2$ yeera ie 
47.3% while the probability of survival et the eclec time is 
71.8%. Two hundred and three patient8 rhowing relawe after 
orchiectomy, estrogens or LRRH agonists alone received the 
aaae combination theram. Complete, partiel end a**hle . - __ _ - - 
objective reeponaee we& observed In 5.4. 8.4 end 18.7% of 
petients, reepeetively for a total objective reeponee rate 
of 32.5%. The preeent data show that cabined therapy et 
the start of treatment increeeea the rete of objective rer 
knee, tbe length of the remieelon period erd p;olong. (IUP- 
viva1 aa cornoared to previoue therapies. In nlra=in~ ._c___ 
petienta, o& third ok them cao benefit frar the cabinetIon 
therepy while, otherrise, progression uDuId bwc continued. 
It ie concluded thet the combination therepg ebould k ??dmi- 
nimtered to all patient8 having advenced prostete cancer and 
continued for life In all c*ees. The beneficiel effect* of 
the ccabioation therapy are obtained vlth an excellent we- 
lity of life, the side effects being limited to hot flaehee 
and decrease or low of libido. 


