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III - c TREATMENT OF HORMONE-RESPONSIVE RAT MAMMARY AND PROSTATE 

TUMOURS WITH ZDLADEX DEPOT 

B.J.A. Furr 

Imperial Chemical Industries PLC, Pharmaceuticals Division 
Mereside, Alderley Park, Hacclesfield SK10 4TG. Cheshire, U.K. 

Zol~dPl”l’~‘s”,“,t~le)glp~~g~~~~~:~~n ~fs’&~“~,“v~f~~~~n 
which the dNg is dispersed through&t a matrix of D,L-lactide- 
glycolide co-polymer. This fot%aulation, which releases 
biologically effective concentflations of Zoladex over at least 
28 days in rats and primates itlcludfng man, is more effective 
and convenient than daily aquequs injection of the drug. 

A single subcutaneous depo'containlug 3OOug Zoladex causes 
a reduction of serum oestradiol to castrate values and marked 
regression of dfmethylbenzanth~aceue-induced (DWBA) rat -ry 
tumours; repeated adninistratl 
greater effect on tunour growt 
castration. When given at 28 !I 

n at 28 day intervals produces a 
which Is caaparable to surgical 
ay intervals starting 30 days 

after carcinogen, Zoladex depoqs prevent the appearance of 
marmary tumours In the majority of animals. 

Administration of depots containing lmg Zoladex at 28 day 
intervals to rats bearing Dunning R3327H transplantable 
prostate tumours. causes serum,testosterone to fall to castrate 
values and accessory sex organs to regress to sizes found after 
surgical castration. A marked reduction in prostate tuour 
growth also occurs similar to that achieved by castratlon. Co- 
administration of an antfandroqen produces no greater response. 
In this model maximal inhibition of tumour growth and 
increased survival is achieved'if treatment is camnenced early 
after tumour transplantation. 

These results show that Zoladex depot is effectfve in 
limiting the growth of hormone+response rat mannary and 
prostate tumours and when given in an adjuvant setting will 
delay the appearance of carcinogen-induced miwiary tunours. 
Co-administration of antfandrogens produces no greater effects 
on prostate tumour growth thanlzoladex alone. Early treatment 
produces optimal responses; this argues that consideration 
should non be given to treatmeht of patients with early stages 
of prostate cancer. 

in addition to having,Ml status, were required to have an 
elevated acid phosphatase. Buserelin was given in a dosis of ( 
3 times 400 pgram/24 Sours subcutaneously during the first 
week and later on Intranasally. The dosis of CPA was 50 mg 
p.o./t.i.d. Duration of response and time to progression were 

1 

evaluated according to slightly modified response criteria of 
the Natlonal Prostatic Cancer Project of the U.S.A. The endo- 
crine effects of the drugs on plasma testosterone and other 
parameters were followed by an independent, central laborato-I 
ry. All patients were studied in a prospective, non-randomi- I 
zed fashion according'to the same protocol. 
The following resultswere obtained: in the Buserelin part of' 
the study, 6 (10.3%) CR and 23 (39.6%) PR were achieved, 22 / 
patients (38%) showed progression after 2-12 months. In the / 
group of patients treated with Buserelin and CPA, progression1 
occurred in 5 of 13 patients after 3-11 months (mean 7.0). 
The addition of CPA resulted in a faster decrease of the inl- . I 
tially elevated acid 
weeks of treatment. a 

hosphatase values during the first 3 
T e results are comparable to those ob- 

tained by standard tr&tment. The equal progression rates in ’ 
both parts of the st 
blong-term use of -----~ __-- 

III - e LOWG-TEN GERMN U(PERIEMCEWITHPERWALA)ID IMluwlSCULAR 
LHRH AGDMIST TREATMENT OF PROSTATE CAiCER 
'G.H. Jacobi and U.K. Wanderoth 
Utversity of Mains Medical School, Dpt. of Urology. Heinz, 

1 ..” 

Experience with the LNRH agonist BUSERELIN ‘(Hoe 766) derive 
isince 5 years in Germany from R. )(agsl (Berlin) and our in- 
Istltution. We herein report the results frm!sNsinr of 85 
/cuspletely evaluable patients, and 22 cases treated with 
1i.m. LHRH analogue D-Trp-6. 
/Characteristics: Tuner stage, 61 Catego N , 24 Cat%gory 
&TN ; average aga 69 yrs. (range 49-96 ;&e!le I = 6; 

iI1 3 47; III = 56; 
7 

6X = 6. Average follow-up ws either 2 
years or tires to progression. 
Endocrine Results: Stimulation phase of serum testosterone 
11) betwaen aay 3 and 7; don-regulation of T between 2. 
and 4. week with castrate levels after 4 w&s; interrupted 
castration effect in 7 patients due to non-corplience; no 
demonstration of WRH antilwxiies; application of 3x300 pg/d 
pernasally showed same endocrine pattern as initial S.C. 
treatment (2x200 ug/d) and continustiar pernasally. 
Clinical Results: Subjective response in 25 of 31 patients 
with 1 f 1 me metastases (81 X); usleg E.D.R.T.C. cri- 
teria?b&!tive response (regrasslon) was 54 X (25 X rr) 
jchange,.21 2 progression); average duration of respmse was 

1 

23 lAont0s. 
patients of comparable tumr charac- / 
with the i.n. appllceble LHRH Ago- 

nist D-Trp-6 (single i.m. injections every 5 we&s). 
!Follow-up ranges from 12-18 months. Coqlete down-regula- 1 
tion of serum -T is reached after 3 weeks and castrate / 
levels are maintained thereafter. Subjective and objective ~ 
response is conparable to that seen after pernasal Hoe 766 

and castration effect are 100 2. 
__ _.._~ __._____- 


