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CLINICAL PROFILE OF A NEW PURE ANTIANDROGEN 
(CASODEX @’ ICI). 
Ch. Mahler and L. Denis. 
Depts. of Endocrinology and Urology.A.Z.Middelheim, 
Antwerp,Selgium. 
Recently a new non steroidal or pure antiandrogen (Casodex ) 
has been shown in animal experience to produce a potent 
peripheral antiandrogen effect without activating the 
hypothalamic-pituitary-gonadal axis(Furr et al.1987). Clinical 
results in patients with advanced prostatic cancer 
(PCA)however proved that this compound is non selectively 
peripherally active and also blocks central brain androgen 
receptors with a subsequent rise of LH and T. Casodex, 50 mg 
daily was given to18 patients with PCA (T3,T4 M+) with good 
prognostic factors for a mean period of 42 weeks (8-80 w). 
Clinical, biological and endocrine parameters and side- effects 
were recorded on days 0,28,56,84.... There were no complete 
objective responses. Partial response was seen in a few 
patients. Prostatic volume reduction of more than 50 % 
occurred in 9 out of 18 patients. PAP normalized in 4 out of 9 
evaluable patients while PSA diminutions of more than 50 % 
were seen in 16 of the 18. Subjective improvement was 
reported in all patients who had initial complaints. Endocrine 
monitoring showed a concomitant increase of LH, T and 
Oestradiol in almost all patients, with peak values after a period 
of 24 to 30 weeks. In about half of patients there was a 
subsequent return to lower values after this period. The most 
commonly reported side-effect : gynecomastia mostly mild to 
moderate, was noted in 15 of the 18 patients. Six patients went 
off study, 5 because of progression and one because of 
toxicity. General tolerance was good. There were no signs of 
liver toxicity. 
We conclude that this drug’s effects are similar to those of 
other non steroidal compounds. 
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PHARIUCCXIYETlCS AND ENDOCRINE EFFECTS OF SLW RELEASE 

FORMJLATIONS OF LHRH ANALOGUES 

Setiu J, Seidel HR. Kreuss 8, Jerabek-Sandcw G 

Hoechst AG, D-6230 FrsnkfuWW. SO, Germany F.R. 

The LHRH agonists ere antigonadotropic agents for reversible 

cvarisn suppression in gyneecolcgy end in cncology. In 

cncology, pituitary inhibition is meintained with high release 

retes preferably by inplent or microcapsule injections. We have 

investieated the pharmecckinetics of tuserelin after injection, 

infusion, and during inplant treatment (controlled release). 

The release Pete is mcnitored by urinary bwerelin excretiMl 

(fractional excretion of 30 X of the daily dose). During 

therapy, the LHRH agonists in sewn are measured by specific 

radioirewncassays, with or uithwt extraction. A convenient 

non-invasive procedure is tc meeeure the anant of buserelin in 

24 h urine sanples (durinp injections or nasal spray), or the 

urinary buserelinlcreetinine ratio in mcrning urine senples 

(during infusions or inplants). After high dose injection. 

buserelin has e halflife of 80 nin, therapeutic plasma 

concentrations ere maintained for 8-12 hours. In long-term 

maintenance with buserelin irrplents, plasme ccncentreticns end 

urinary excretion were reproducible and consistent indicating e 

suitable dose interval of 2-3 maths. In endcmetriosis end 

menmary carcinoma, the minim release rete (winery buserelin) 

required for meinteneme of steroid suppression ues established 

(buserelin excretion of about 0.5 “g/g creatinine). Suserelin 

inplants in prostate carcincme ere effective for 2-3 months, 

after e single dose of 6.6-10 mg buserelin. A consistent 

suppression of sewn teetostercne secretion wes confirmed for 

mare than tw years. Microparticles are effective in rhesus 

ronkeys. During this period, folliculer meturetion is 

ccirpletely suppressed for ebcut 4 weeks after e single dose of 

3.6 mg buserelin. 

A NE” LONG ACTING LHRH DEPOT PREPARATIW: FIRST ENDOCRiNOLffilC 
AND PHARMACWlNETIC RESULTS. 
F.&J. Debruyne, P. Fernendez de1 Uorel end G.A. Dijkmn for the 
Dutch South-Eest Co-operative Urolc~icsl Grap. Univereity 
Hospitrl NijeqIm, Dept. of Urology, The Netherlands. 
IntrocSrtim: LHRH enel~ues ere e well reccwired therepeutfc 
approach for the menipuleticn of lntaetatic prostete cancer. The 
develcpnent of e Lciq ectlng depct is wented for facilitrtino 
end/or inprcvlw petients conpllence. The presented study ir of 
e endccrimlopic end phermecokinctic desim end ccncerns e mu 
1~ acting bicdaGredeble depot preparation of e LHRH anelc~ue 
ZOledeX (ICI 118630) 10.8 14. 
Material md Ythad: Thirty-eight petients with histolc+icelly 
proven lccel1y edvenced or metestatic prostate center were 
entered in the study. All petients ere virgin end received cnce 
e long ectit-q depot formuletim of Zoledex 10.8 e# tiithwt 
other cmccmitmt ho-l therapy. Blood saples for phernco- 
kintic end erdccrinclogic e~lysis were taken weekly urtll 
serun testosteron reached et leest twice the qqer limit of the 
surpicelly cestrate renge on Wc consecutive cccesims. At thie 
moment patient received e single injection of the 28 day depct 
fornuleticn of Zoledex. 
Reeults: The wdien testosterone value before study-entry yes 
12.10 nnolll (8-25.20 nnclll). The median LH value wee 4.55 u.1 
(1.40-18.8 U/l) Owrmel values C-14 U/l). All patients had en 
initial endacrinolcgic flare-up, with median testosterone 
18.25 rmclll (IO.% 48 tvnclll). Normel valuee of testosterone 
(lo-50 nnol/l), hcuever, were never exceeded. LH had the sane 
pattern. Clinical flare up yes observed in 10.5% of the 
patients, hot flushes in 26% end breast tenderness in 2.6%. All 
patiens reached the surgical castration level (2 t-ml/l) within 
3-4 weeks after en initial flare up, end meintained this level 
for et least 14 wets. Phermecokinetic data show a slov release 
of the ective drup end cnly e little quantity of s&stence (in 
so111 patients w&r the detection limit: 0.076 np/ml) is encu& 
to meintein the testcsterme valor the castraticn level. 
Concluim: Zoledex Long ectinp depot fornulaticn is efficient 
in reachiw castrate levels of testosterone in all petients, and 
this level is meinteined for e period of et least 14 weeks. 
Signs end synptane of hormcnel deprivation a-d clinical flare up 
are similar capered to the l-mnthly depot forrwlsticn cad 
other forms of LHRH therepy. Acceptence end conplience of the 
patients is 100%. This MU Zoledex lcng actinS depot fcrnuletim 
is en effective end en even ewe conpliant form of endocrinolc- 
gical mmegement of advanced prostate cerxer. 
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U.-F. Habenioht. MR. Schneider, M.F. El EWeby 

Research Leboratoriee of Scherlng AG, Berlin, Weet Genneny 

LH-RH antegonlsts with e reduced potential to releaee hletemine might 

represent e ueeful new type of androgen deprlvetlcn to Wet pmetetlc 

cencw. Therefore, the ability of the third generetlon antagoniet anUde to 

Induce e long term ohemlcel oeetratlcn In lnteol eduil male rate end 

cynomolgus monkeys was investigated The animals were treeted 

subcutaneously with different ooncmtmtlone either once or on 5 

wweoutlve day& The effeots on serum mnoentratlon of LH (only ret) 

and testosterone and the effeots on the weights of the teetes, pro&tee 

and seminal vesicles were investigated efter different perlode of time. 

Histologicel evaluation of testes, pituitety end hypothalamus wee et80 

performed. In the rat a clear dosedependent inhibitory effeol on the 

above mentioned parameters we8 observed whereby long-leetlng 

ceetretion-like effeots were eohieved St oonoentretlons tetween 6 (up to 

8 weeks) and lamg/kg (> 8 wake). On the other hand, In the 

cynomolgus monkey prolonged lnhibltory effects wore only lnducad et 

15mgikg and the duration wee only 2-S weeke. Hletolcglcelly, no slgne 

indicative of lrreverslble effects were observed in either apedee. In 

conclusion: Although epecies differences beodme evident in terms of the 

duration of a long-lasting inhibitory eflecl on the mele repmduclive 

System entide exhibited such en effeoi in the ret and the monkey and 

wee able to Induce a chemical o&ration In both epecles. In eddltlon, 

using the ret Dunning R 3327 prcsteilc oerclnoms model 10 mg/kg 

antide. given subcutaneously every 6 weeks for e tote1 perlcd of 26 

weeks, had en inhibitory e%ti on tumor growth ldentloel to that of 

castratlon emphasizing the suitability of thls compound for treatment of 

prostatic cancer. 


