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Masafumi TakeucHi, Yoshizo Nakacami, Katsuichi NanBa,
Haruo Hisazumi, Toyohei Macuma, Shigeru Mrvazaxki,
Nobuya Ocawa and Takao Sonopa

The Zoladex multicenter study group
(Chief director: Prof. T. Sonoda)

A multicenter randomized clinical trial was carried out between May, 1986 and May, 1987
involving 82 patients with stage B-D prostatic carcinoma from 29 centers. The clinical efficacy.
endocrine effect, safety and usefulness of the luteinizing hormone-releasing hormone (LH-RH)
analogue and other endocrine manipulations in the treatment of prostatic carcinoma. Zoladex®
depot containing 3.6 mg of ICI 118,630, an LH-RH analogue, was administered every four weeks
3 times in total. Patients in the control group received ecither 300 mg of diethylstilbestrol
diphosphate orally daily for 12 weeks or orchidectomy.

An antitumor effect (CR+PR) was observed in 21 of the 33 patients (63.6%) in the Zoladex
group and in 22 of the 33 (66.7% ) in the control group, showing no significant difference between
the two groups. There was no significant difference in overall subjective response either ; 21 of
the 24 (87.5%) in the Zoladex group and 24 of the 30 (80.0%) in the control group. In both
groups, 100% endocrine effect was obtained as shown by achievement of castration in all
patients. Adverse reactions were observed in 14 of the 39 (35.9 %) patients treated with Zoladex
as compared with 19 of the 34 (55.9%) control patients, resulting in no significant difference in
the incidence between the two groups. These adverse reactions were not so severe as to require
withdrawal from the study. In both groups, the treatment was assessed as slightly or more
useful in 29 of the 33 (87.9%) patients.

From these results, it is concluded that Zoladex, 3.6 mg depot, is a useful drug for treatment
of prostatic cancer, having clinical efficacy and endocrine effects comparable to those of the
conventional endocrine manipulations, being safe. and causing less physiological and psychological

pain.

(Acta Urol. Jpn. 34: 1853-1863, 1988)

Key words: Prostatic carcinoma, Endocrine therapy, LH-RH analogue, ICI 118630 (Zoladex®),

Castration, Estrogen

T U & I

ICI 118630 (Zoladex®) depot Sz E ICI
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TR LIc 02 GWHRSH D & Lic.

3) BEERBABEE
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CHILIRDKE S (REBXEE) #50% LIEMKL b0,

c XBELBBERAX xR LE BEBAIFL(HRALLLD,
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Table 2. FHiliET4ERERG

R . bop bt . B X £ %
ERGE BRI W5 zh % ek HAEK
R ¥ E Ak
Zoladex 42 33 30 31 39 33
Control 40 33 31 32 34 33
Castration 16 14 12 14 14 14
Estrogen 24 19 19 18 20 19
Bt 82 66 61 63 73 66

Table 3. Control FfHC 1% B HEERIEH

T T
"‘ EHER

AERER Fofh

Castration 16 0
Estrogen 24 16

0
1

4) REE

BlfE 3 LOBERRENROFHIEX KA L, ERE
WXk 4+ BETHELE. Q&< fEARL, @
—iBE D BIfE A% R o BRI, ORstE0RE
{ER %R - RIS, ORIER TR EPIE.
5) BRE
NEFEOEEE, NSWHR, BRERKEGUE
B, REERAEL, TREC X VRO 5 B CRHE
Lic. OFEeER, @FH, @FCFH, @FRT
v, @A

6) 7 — & DIEET

KRR OMEITIT Wilcoxon #R%E, y>%%E, Fi-
sher DEEMEREHE L, Student’s t-#RFER Aspin-
Welchi 37 - 7.

= g

XREE

BRI AANR D WICIESNE, Zoladex Ff4241,
Control FE40GI0OF820ITC, FRFEHEEB KT
5 EHE R HESERI % Table 2 iw7R3. 7c¥, Control
BDPRIL Castration #1641, Estrogen B24i -
s oteds, TORIREHIZ Table 3 iIwRT. WEHK
HYEE T, RBREHD TUR £ stage A Tri%
ABIE Ehic b0 36, EHEELKETHUDK »
A Ehich o 34, FREOLDHRELIhizbo
84, BEORIEIERC X VEHETEL 3hicdD 2
FIOF 6B HIEARER & Shic. ¥, RoWHER
HE T8, BRERRANEE, R&E BRE
HETCZRERLS, 9, 16GIXHENERLE SR

P BOEEE JHl FTREAE Blo T RE Tz Table

4 ©RT. EWEWIT Zoladex B 72.0+8.5 3%
(Mean=+S.D., LI TR#E), Control #68.8+8. 3i%,
EOHEYATH b DL Zoladex FE33HF 1441,
Control B£33fR 114, stage imk\CitiBrH 1
%4 @ Zoladex F336I4723%1, Control F¥33%y+22
BT, FDPFIE Zoladex FETILY v 44, &
23f, Control FETiLY V24, WM3H, 1
Bl, 14, B2 THo7. grade FIRL DB
SRifE+ L ESIOCMERT + A7 > 2 —€fE
CRELTHRE LA, wTFhek T HEHEHoE
RETeBERZRRDbhinh o1z,
XRIRE R ERE

FEFRHOEERE Y Table 5 wikd. PR LI Eog
BB LNESIY, Zoladex 33 1214, 63.6
%, Control #¥33fI422081, 66.7% C, NC iz
5 & Zoladex #, Control #E 412 87.9%Th -
7o,

FREAMZZD &, FRETIL (Table 6) @Z¥E
T, Zoladex BE334l4194, 57.6%, R U< Cont-
rol FET33FHI6H, 48. 5% A dED LS IBEFLL
Wb, WEcER. ¥-BEilEEe CT
X B 2 JEEHRICEHE Licis R T, FEREN0Y
BLE#E/N LTz b DL Zoladex EEizitin <, Control
BCIX4BIF 3 B, 21.4%AHE P LT\ D, £BEDF
W NEE HB & Zoladex B16. 1+16. 8%,
rol F31.8:£24.2% THBH, FHEZIT L.

ER BT 55081k Table 7 1033, U w28
T Zoladex F4 1 flic CR, Control B4 %)
1 PR %, BTk Zoladex BEicIEBEEMIT
7e<{, Control #T3 i 24l CR »Zwi-. &

Cont-
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Table 4. WEFECADHREAFT

Zoladex ‘Control Zoladex
Castration Estrogen vs
(n=33) (n =33) (n=14) (n=19) Control

~69 13 16 8 8

70~79 13 15 5 10 NS
i 80~ 7 2 1 1

) 72.0%8.5 68.8%8.3 68.2+9.1 69.217.9

* L 19 22 10 12

AfHE NS
» 9 14 11 4 7
B 6 3 2 1

stage C 4 8 1 7 NS
D 23 22 11 1
well 8 7 2 5

grade moderate 13 19 7 12 NS
poor 12 7 5 2

LH mIU/m¢ 37.7+26.5(33) 44.0%36.3(31) 58.1150.9(12) 35.2+19.8(19) NS

hi%kLEe~f FSH mlU/mé 26.0%22.6 33.9+32.6 46.7144.8 25.9+19.3 NS

Testosterone ng/mé 6.4414.12 5.80%2.77 5.53+2.72 5.971+2.87 NS

miE# 7 +2  ACP 4] 21.6+55.9(32) 17.8+43.3 11.0+10.2 22.1%54.9 NS

775—%¥  PAP ng/mé 47.8%120.0 50.1+117.7 37.3+48.0 58.21146.6 NS

Mean*S.D.

Table 5. MERESEE

% E X
i ; PR NC PD
WNi: HEbN CR CR+PR CR+PR+NC
Zoladex 33 3 18 8 4 63.6% 87.9%
NS
Control 33 3 19 7 4 66.7% 87. 9_%
Castration 14 2 10 1 1 85.7% 92.9%
Estrogen 19 1 9 6 3 52.6% 84.2%
Table 6. FERHEXIT25E OB X5HE (6601
BREE WEAR EXt B TE Bt &E®
Zoladex 33 5 14 14 0 57.6%
}NS
Control 33 6 10 17 0 48.5%
Castration 14 4 4 6 0 57.1%
Estrogen 19 2 6 11 0 42.1%
@&t X 5 ¢ (2861
50%51
WRAE EEPIE 250%MN 5% S<50% —25%S<25% 2BH%MWK A P E
2]V
Zoladex 14 0 5 9 0 0% 16.1%16.8%
e
Control 14 3 5 6 0 21.4% 31.8%24.2%
Castration 8 3 2 3 0 37.5% 36.4%28.6%
Estrogen 6 0 3 3 0 0% 25.6%17.2%

T Zoladex BE23614 36, 13% PR %3, Cont- rol BT WO, ik L OBEEBR~OER Y HT
rol BE24fIR 58, 21 % PR #Zdich, Wih BLONE L FToH-1en, LI PD Thot.
CEWTLESEITID bh i, ¥ Cont- Wiz stage B, grade Gl {BREREE LR
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Table 7. B EABHE

® L WG FEA CR PR NC PD X
Zoladex 4 1 0 3 0 25% 100%

1) o5l } NS
Control 4 0 1 1 2 25% 50%
Castration 1 0 0 0 1 0% 0%
Estrogen 3 0 1 1 1 33% 67%
Zoladex 0 0 0 0 0 - -

it
Control 3 2 0 0 1 67% 67%
Castration 1 1 0 0 o 100% 100%
Estrogen 2 1 0 0 1 50% 50%
Zoladex 23 6 3 16 4 13% 83%

3 } NS
Control 24 o 5 15 4 21% 83%
Castration 11 0o 2 8 1 18% 91%
Estrogen 13 0 3 7 3 23% 7%
Zoladex 0 o o 0 o - -

L4231
Control 2 0 0 0 2 0 0
Castration 1 0 0 1*1 0 0
Estrogen 1 0 0 0 1*2 0 0

1L HF - s

*2 1R - KRR

L7z Zoladex J¥L Control BN BE XL
<, ¥, stage jl, grade Fic b 2iiFBd Shinas
-7,

P B RES

P W SRS AT AEREGIVE Zoladex F£304i, Con-
trol B31%) (Castration $£124l, Estrogen F£1941)
OF6IAIT, £ SSRGS L. Fig. 1
& VEHRR (Zoladex B, Castration Jff, Estrogen
) o LH, FSH, testosterone, prolactin @/
€ v ERT. LH 1%, Zoladex P¥L Estro-
gen FHLABBIGARIZAE CAE M TM%, Castra-
tion PRIMICHE L EAZR L. FSH 3 Zola
dex B, Castration $, Estrogen #¥& i LH &
BIERROB & & 7R Lic. testosterone 1}, &L
b ABRBIME BRI FM%2R L, Castration 3,
Estrogen #i% 2;8C, Zoladex Ti% 48C 1 ng/ml
BT &ich, DERE UCEBEYR L. ok, &5
D HEZEIED LI - 7. prolactin IT¥s\»
Tik Zoladex ¥, Castration FETRBREIRILEL

TERELTWicH, Estrogen PHLIZBE THBIC L
Al
BEEREEHREE

P.S., SUSAIBARE, PERGER, BHERLES
LHIE Lic B BAERE &350 EHE &5 Table 8
iR L7z, Zoladex FTIMREHI L DS 2 OfER

TR B 24P R SRS T b D218, 87.5% T,
FIf#C Control FFCIL308I%244, 80 % D gERH:
Bohich, MEHCERRERED LR

ACP, PAP [HDEE

ACP, PAP D HEDHRIL Fig. 2 R L.
ACP DAEFRIHBIEL Zoladex BETFRFH 13.8+
322 KAU—>3.6+1.6 KAU, Control B¢ 178+
433KAU—>3.1+23KAU Th b, PAP {Hown
TiX Zoladex T 30.94:68.4 ng/ml —3.6+5.5ng
/ml, Control Ffit 50.1+117.7 ng/ml — 5.1 + 12.5
ng/ml & ACP, PAP {E: L\ ThoBiseT
LIRERBFTET L.

ZeE

Table 9 ICEWER% R L. ARBEGH, wmi
EBBEWER X 5B 5L, —BER I
FREE DRIPE A Zoladex BETI9HIFR4& « 54, 9
BldEt146], 35.9%, Control Bk 34 Gk 24, 17
AIDFIB, 55 9B RE L. MEMCEEEYE
CIBWER L LTRABOER: SO ER L BES
UBERERVBET bR, &6 LTASEY
H T Tuwinue.

—REBRERIRE

12BRIDORBKTH, HREREBIHE LTV 5 ThEkD
H5HEB% Table 10 iR L. Zoladex B-C 2 4,
Control F¥T. SHCBD BN, LORAITMEH Y
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Fig. 1. Changes in LH, FSH, testosterone and prolactin
Table 8. BHEERBATEE
® ¥ gLl L
i 3 _— 3} ; 0—0
aRbE FEERIX =R GEE B % Eit P
Zoladex 31 7 9 5 3 0 7 87.5%
}NS
Control 32 10 9 5 3 3 2 80.0%
Castration 14 5 3 3 1 1 1 84.6%
Estrogen 18 5 6 2 2 2 1 76.5%
7Y w54 FEOLREN 3B, M= LvAFe—i1{l trol FL HILF4BBFDOF 6 FTH -7, FHREI

BIW GPT fn L&A, Th £h 267>, GOT
fEEFY | F, AmMEREHEM 1 FTHoIe. DR
HIIRERER  OIEFRCH T HHEY 55 B
T AT II, FDP s x0mfE, OEN, LR
DONTHE LR BEIERDinh » . TEER
DTk CT Feik X-P CRE 2 fibh i EAIX
Zoladex #25@, Control FE17HIDFH428ITH 555,
LSRRI A E CREIRD bt o,
BRE

HREHENERINIcDIL, Zoladex F,

Con-

I 3% Table 11 7T, Zoladex BETITIE
HEEBEINIIERL IR, 27.3% T, ERER®
SHALUETHETS L2961, 87.9% TH - 7z. Con-
trol BETHRABICEEC FBIL6H, 18.2%T, H
FEE87, 9% L2 RUER L.

Z =
LH-RH analogue DOEKRBREZhE TOW
728 » h—BHLMHCTL, AAIhTVWBAS
WEREE & O BB R T - 7. WBEEE LT HRESIT
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Table 9. Elfef

Zoladex
iE R Zoladex Control Vs
Castration Estrogen Control
FLIE IR (2) (14) 0 (14)
: 0.01
LFEM 2 (1) 1"‘(s) 0 14(:s) p<
MRk HEakiE (2) (5) (2) (3)
S
HENET 3 Ty Py P ;s
BRI - 13T 6(7) 1 0 1
IVTPF=r kR 1 0 0 0 NS
flare Rk 1 0 0 0 NS
Frtfe  GOT - GPTLHR 2 1 0 1 NS
feBfs 2vAFo-—-LrkR 2 0 0 0 NS
. Bl 1 (4) 0 (4) NS
SR oy 0 Yty o ‘(1) Ns
HFE 0 1 0 1 NS
MR BhE 0 1 0 1 NS
e o 0 4 0 4 P<0.05
BB 0 4 0 4 P<0.05
xoth REH N 1 0 0 0 NS
EFHEE T M 1(2) 0 0 0 NS
() BN
B ER RBHREE 14,/39 19,734
35.9% 55.9%
“Table 10. ESREEMEDRELH
Zoladexit Control#¥
(2 f51) . (3)
Castration¥ Estrogenf¥
Triglyceride mg/df  180—407 124347 140337
cholesterol  mg/d¢  170—336 207291
GOT U/L 27— 57
GPT U/L 33— 44 33— 87
WBC /mm} 6300—11600
Table 11. HRREHE
' [
BRAE HEANR ERCER AR RLHEM ARTYY BEA ¢ﬁ§$;i
Zoladex 33 9 ‘14 6 4 0 87.9%
‘ %s
Control 33 ' 6 15 8 4 0 87.9%
Castration 14 5 0 1 0 92.9%
Estrogen 19 1 7 8 3 0 84.2%

Br®=xbnsy (VVvBC=FARF LA LR
— 1) BEOZELYHARE L, BEOHMKHE « B .
HEMRFE D LEMES LUBEORIR « BHc X
DIR—TB IS L. ZORER, WEH405 TR
MR BR UERI 6B TH 245 5 H13H, 81%ik
=AM R VYR IDEIEREBES L TENETEALLD
DTHY, —F, =Rt ey VRERFELUGF
185, T5%XFMef-7cdbDT, Kl ZHFHR—
LTWB D5 mavbhs (Table 3 B1).

FHEOBREERRT o EERER L, BRYE
RoWHR, BLE, FRECBE LR L.
SR BBEECIT Zoladex FX PR LA LT
63.6%, NC LIET8.9%:bhbhoihETn
Thgez® L iEFE USRS S htvb. —J Con-
trol it PR LI ET66.7%, NC Ll 1-¢87.9% &7
D, MERCEERZEIRD bhish -7, BEERE
AHEEROWTIBEL LoBER AL & Zola-
dex P TI1387.5%, Control BETi 80.0 %niekEL
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Table 12. LH-RH analogue, Castration Is XU Estrogen ik HilEEaE
' LH-RH analogue Castration Estrogen
#® & ¥ BERN HEN N X ¥ % % ¥ % K. 2K ] .
LRI CR+PR  CR+PR+NC CR+PR CR+PR+NC x A& CR+PR  CR+PR+NC N |
The y% D: 12W  lemoide  38.0%  85.9% DES  45.7%  85.1%  92:94 9) 19B4%F
H. Winfield & Dz 48W  Lewprolide 25.0%  50.0% DES 45.5% 100.0% 1211 10) 1984%
R Sharifi 5 D: 12W  Leuolide 45.5%  90.9% DES 40.0%  90.0% 11:10 11 1985%
H. Parmar f, Di-D:  12W  DTpsLHRH 50.0%  86.8% 40.6%  81.3% 38:32 12)  1985%
F. Laksie 5, D:  wmkmown 14.3%  57.1% 7 13)  1985%
RHugien 5 Dp e 7y Neemel - 2.5% 1346 1) 1986%
SR. Abmed D: 36W  Zoladex 58.3% 12 15) 1983%F
AV. Kaisary b D: 12W  Zoladex 60 % 19 % 55 % 4 % 99:88 16) 19874
Doy ibet#t B-De  12W  Tadex 45.8% 83.3% U4 19865
Dap milflet B.D;  12W  Doladex 58.3%  83.3% 122 1987
Z"":‘ﬂy“‘:;":“ B-D: 12W  Zoladex 60.0%  85.7% 70 3)  1988%
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