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IN VITRO EFFECT OF DIHYDROTESTOSTERONE 
(dHT) ESTRADIOL (E ) PROGESTERONE 
(Pg) iND PROLACTIN (Pt?Lf ON CELL PROLI- 
FERA;;iN, ~;tllJMAN PROSTATIC CANCERS. 
R. . Y. de Launoit (1). G. 
Lenglet (1); k. Paridaens (2) and.i. De 
Backer (3). 
(1) Lab. Hiatologie, Fat. MBdecine, 
y\“,; s’,‘,? Serv. Wdecine, Inst. Bordeti 

. Uroloaie. Clin. Ste Eliaa- 
beth, Brussels, BELGIUM. 

Small tumor samples of ten freshly 
excised human prostatic adenomas cul- 
tured in minimal essential msdium (MEM, 
without serum) either alone 
or supplemented with dHT d 

controlj 
(lo- M). or E, 

i 
10Wyti), or PRL (1 ug/mlj, or $g (10‘ 
M), for 12, 24, 36, 48 or 72 hra. Two 

hrs before the end of incubation, 2 uCi 
of tritiated thymidine/ml MEM were 
added, after which the samples were 
fixed and processed for autoradio- 
graphy. The mean TLI (X labeled 
cells/1000 counted cells +..SEM) were 
assessed and among these-10 tumora, 
60#, 70X, 60%, 0% of the glandular 
parts showed a significant increase of 
TLI to dHT, E2, PRL, Pg respectively. 
The stroma was never sensitive t.o hor- 
monal stimulation. In conclusion, hu- 
man prostatic adenomaa display in vitro 
a mitogenic response to dHT, E2 and 
PRL, but not to Pg; the present metho- 
dology might represent a dynamic test 
of hormone-dependence. 
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EWXENUJS ANDRDGENS. ADRENAL AWRDGEN PRECURSCRS, AND 
THEIR RETABCLISM IN PRlMAP.Y W AND LYRPH NODE 
METASTASES OF HlJHAN PROSTATIC CANCER. 
H.Klein, l?.Gressel, HKestendlek, K.D.Volgt 
Dept. Clin.Chem.. Unll.Hanburg; Dept.Urol.PrUI., Herburg Generel 
Hospltel. D-2000 Hemburg,Fed.Rep.Germmy 
New d&e on steroid metabolism of humen GPH tissue es well es 
controverslrl discussIons ebout m optimal mtihormonel therapy for 
humn prostatic center heve f& interest on the staroid 
metabolism of prostatlc cmcerous t&sues md their ebility to 
~cumulrtr and to use tlti’T for proliferetive stbnuletion. The 
ectivlties of steroid metebollrlnp enzymes (steroid 
sulfete-sulfttese, 17G-hydroxysteroid dehYdrogenr#, 5 

rtreductese, and 3ti/G+ydroxysteroid dehydrogenese) es well es 
t&l tissue content #Id sukrlluler distribution 
(nucleer-extrmucleer) of seWrel endrogen precursoK, KtiV8 
8nhgEns. and aldrogm dnctlvrtiom products @HEA sulfeb. 
DHEA. m&o&-5wm-36. I7&diol, #rdrost+ene-3.17dlone. 
testosterone, DHT. md m&oetene-34 17l3dlol) were quentiflrd in 
prlmery tumors end lymph node metasteses of humen pro&tic 
center obtained from pts without previous endocrine mmipulrtion. 
Prbnery tumors were compared to benign perts of the seme 
prostates. end metesteses were compered to prim8ry tumors. 
Neerly all of the specimens were pure or nearly pure (10% 
contemlnetion by benion spithelium) cmcer tissues. The enzymes 
md steroids found In benip prostatic Ussue could quelibtively else 
be detected in the concorous tissues. The cancers showed 
qumtitetive verletlons of their steroid end enzyme pettern. end a 
general tendency towerds decreesed enzyme ectivities. pertlculerly 
when expressed per DNA. The most striking chemcterisUc of the 
molignmt tissues wes e substmtirl diminution of their 5 

Weductase ectlvlty, which wes often eccompenied by m icreesed 
retie testosterone/DHT. Some interesting porellels between 
esspcts of histology, locelizetlon. end endocrinology were recorded, 
but there wes no obvious gonerd correlrtlon between histologicrl 
ptctures end mdocrtnoioglcel cher%ct~IsUcs of the tumors. 
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A RANDQWED, CDWARATIVE STUDY OF GLlSERELlN WlTH 
DESIWXHIECTUIY IN THE TREATMENT STAGE 0, PROSTATIC 

CANCER PATIENTS. 
S.S.Kliorr’. H.F.Hillrrl. T.P.Spirol, end the WCP Protocol 17006 
Study Group 2 
Hoechst-Roussel Phermeceutlcrls Inc.‘, Somervlllr. NJ. USA end 
the Netionel Prostetic Center Project’. Guffelo, NY, USA 
This multlcenter, rendomized study compared the LHPH qonlst 
buserelin with DEWrchirctomy in UN tietrnent of petlents with 
Sbge D2 prostetic crrclname. Subjects were radomlred to 

treatment with buserelln or DEWorchlectomy in e 2:1 retlo. Dete 
from 160 subjects were oveileblo for enelysis: 105 buwrelin 
treated sub]ects 039 SC end I6 IN), 41 DES treated subjects, end 
14 subjects who underwent orchiectomy. Either subcuteneous (200 
mcg qd) or Intrenesel (400 mcg tid) meintenence doses of buserelin 
in suppressed serum testosterone velues to below crtrd4 levelr 
(<100 ng/dl) by week 3 end meinblned suppression for over 24 
months. Times to treetment feilure for specific reesons were 
rnelyzed and compered between treatment groups. There wes e 
signiflcmt difference between treeiment groups in fewr of 
buserelln in the time to treetment f&lure due to en edverse event 
(piO.05) 
There were no stetlsticelly signlflcent differences between the 
treetment groups in the progression-free sun&ml. best reeponse, 
and life sllrvivel melyses. In edditlon, buserelin treatment 
improved quelity of life peremoters such es pein, performence 
stetus, end GU symptoms. With the exception of symptoms of 
rndrogen deficiency. few side effects were reported in the 
buserelln subJects end most were of II minor neture. The Incidence 
of smre side effects wes significmtly higher emong the DES/arch 
subjects. The results cleerly indicate thet buserelln Is m effactlve 
alternrtll to DEWorchiectomy for mete&tic post&e center 
with important safety edventeges over DES. 

48 

LH-RH AGorusT, ZoLADEX (~~SERELIN) DEPOT FOR- 
MULATION IN THE TREATVENT OF PROSTATIC CANCER. 
RANDOMIZED DOSE-FINDING TRIAL IN JAPAN 
T Kotake, M Usami (The Centre for Adult Disease 
Osaka), T Sonoda. 11 Matsuda (Osaka Univ). 
E Okajima (Nara iedical Univj, h Osafu$' 
(Minoh City Hosp), K Isurugi, H Akaza (Univ of 
Tokyo), Y Saitoh (Nagasaki Univ) 
Ninety patients with advanced prostatic can- 

cer (15 with stage B, 23 with stage C, 52 with 
stage D) were randomized to receive 0.9 mg, 
1.8 mg or 3.6 mg of Zoladex depot subcutaneous 
injection every 28 days for 12 weeks. The 
serum levels of LH, FStl and testosterone ele- 
vated after the first injection, and it was 
followed by significant decrease. The sup- 
presion of testosterone levels in the blood to 
castrate levels was observed in all patients 
except two treated with 0.9 m 
Objective response (CR and R) was seen in $* 

63.6% (0.9 mg), 47.8 % (1.8 mg), 68 % (3.6 
mg), under Japanese Prostatic Group Criteria. 
Subjective improvement (performance status, 
analgesic consumption) was also observed in 
75 % - 98 % without statistical significant 
difference between each dose group. Only 
minor adverse effects were found during the 
treatments. The drug was detected dose- 
dependently in the blood by RI-assay. 
These results suggest that Zoladex depot in 

doses of 3.6 mg subcutaneously every 4 weeks 
is useful as endociine therapy alternative to 
surgical castration in patients with prostatic 
cancer. 


