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To investigate the efficacy and safety of bicalutamide (Casodex®) with its clinically recommended
dose, the randomized early phase IT study was performed in 124 patients with prostatic cancer (stage C,
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D). The patients were given 50, 80 or 100 mg of bicalutamide orally once a day in fixed doses for 12
weeks ; 122 patients were eligible for evaluation. The overall response rate was 50.0% (20/40), 61.0%
(25/41) and 53.7% (22/41) in the 50 mg, 80 mg and 100 mg groups, respectively. The response rate in
prostate lesion, bone and lymph node metastases was slightly higher in the 80 mg group than in the 50
mg and 100 mg groups. The proportion of patients showing a response with regard to serum PSA (CR
and PR) was 84.2, 92.7 and 97.6% in the 50, 80 and 100 mg groups, respectively. The incidence of
adverse reactions was 65.0, 61.0 and 61.0% in the 50, 80 and 100 mg groups, respectively, and there
was no significant difference in overall safety rating in the three groups. Frequent adverse reactions
were gynecomastia and breast pain. Only one patient in the 80 mg group was withdrawn due to
shortness of breath. Serum concentrations of LH, testosterone and estradiol increased significantly

after treatment.

Bicalutamide was concluded to be effective and well tolerated in patients with

prostatic cancer, and its recommended dose was 80 mg once daily.

(Acta Urol. Jpn. 42 155-168, 1996)

Key words : Prostatic cancer, Antiandrogen, Bicalutamide (Casodex®), Dose finding
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Table 1. Details of registered patients
Dose 50 mg 80 mg 100 mg Total
Registered patients 4] 42 41 124
Ineligible patients 1 1 0 2
* Suspision for previous therapy 1 0 0 1
* Previous therapy (prohibited drug) 0 1 0 1
Eligible patients 40 41 41 122
Incomplete patients 2 2 2 6
* Withdrawal due to adverse reaction 0 1 0 1
* Not coming to hospital 1 0 0 1
* Retraction of consent 0 1 1 2
* Incomplete observation 1 0 1 2
Complete eligible patients 38 39 39 116
#E0.05& L7z, FHEMEICOWTIRFIYE +ZERE 7z
(mean*SD) TR L727%, MIEHPFEMEREIZOVWTIT 3.8 X ™

FHE T IE#EIEZE (meantSE) TRL7:. &b, IF
RIYIZITH 720, BABOZEBRRER L 20 7.

3% 8

1. 3¢ & E i

BERAEB L 1245] (50 mg B : 4160, 80 mg & : 42
%, 100 mg B : 416]) T, ZOAR% Table 1 IR
L7, TERFIIRERETCIR S T4 - VS
, RIEENELN/16] GOmgB) x5
4 M X BRETEEDH 7216 (80 mg B) DFF241
Th-72. ERFIO12261H, FELFIL6HIT, £
DOWFRIZEMERIC L A IEHIA 1 6] (1R, B
h), ARET/ZEFAZEORENIC X 2 BEEHFD 3 6
BB 26 (B v FRERS L ERERE
VIG5 4 BREDAR) Thot. LihoT, BEEE
Blix116%1 (50 mg B : 3841, 80 mg & : 39 %1, 100
mg B : 3960) ThHo7-.
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REFD3IFIZTTNRSHGEBAEL (4EBL
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R THERRE, & L7

it IE, BEEIP, TEES LR CEREAO
12261 (50 mg B : 40, 80mg & : 4140, 100 mg
Boo4p) L7
2. BEHE

BN 226D BEEEZRTF D54 % Table 2 (IR
L7:. i, KRE, AEOHRE, PS, HIKKHE,
W20 aLE, TNM 588, E8HRE, PSA BX
U'PAP OS5 TI3HMICEELRRY IA OGN D5

(1) BAEMEDB L UM EREFIZIR

RESRB L UFHE T REREFIZIR & Table 3 1278
L7z, REMRIZBITHEHE (PR LE) 12 50mg
H, 80mg B LU 100mg HT, TNEFN50.0%

(20/40), 61.0% (25/41), 53.7% (22/41) T, 80
mg HOBHEPRLLEP o2 bDOEFHETIHH
HEEEIRDON D o7,

TREIMIBITIE, BERETHAMNBEICBITS
ZHTIT 50 mg B, 80mg B, 100mg B TEFILFN
10.0%, 17.1%, 12.2%C, %7, BEBEIIBITS
BHELFNEFNIT.6%, 23.1%, 16.7%Th - 7-.
ZHITH LT, JUNEERREIIBITAEYNEIR 50
mg #, 80mg HB L 100mg B TEFNFNG66.7%,
83.3% , 63.6% LB ol 1B, BHRERWMLLE D
ESETIHMICEEERITOL NP5 7. PSA
Y B EFEIE 50 mg B, 80 mg BB X UF 100 mg
HT, thehss.2%, 92.7%, 97.6% T, 80 mg &
B LU 100 mg HOENEISRRLEH o 7205, SHE
THEEEIZD N2 7.

HABFETILERN B X CBRBEFIE % Table 4
WRLZ. BRFGRIREAL L, iR 3B
KHEBZEZALN Do 78, BRKFEH DD 80 mg
HORHERIX51.9% T, 50mg B (23.8%) B L
100 mg # (34.5%) LY BEWEZRL .

2) BE~—7— DR

PSA B LU PAP DR 5 RIADOEAMES X (L=
DR % Table 5 IZRL 7. PSA EWTFhoi5E
BLOIIREMICKL, ABICETLL. sBET
Scheffée DEEHE % 1T/ 25, 4 BEB L8
BT 80 mg BB X U 100 mg BEDEALEDS, 50 mg
B LAETH -7 (p<0.05). PAP Tit, LEH
BOHER, SEHBICIAEZEIRD LN o7
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Table 2. Characteristics of eligible patients

Dose 50 mg 80 mg 100 mg Total

Statistical
n 40 41 41 122 analysis
48-59 3 3 3 9
60-69 12 9 18 39
p=0.288°
Age (yrs) 70-79 20 25 16 61
80-84 5 4 4 13
mean+SD 71.5+ 7.8 72.2+6.4 69.9% 7.6 p=0.3219
Body weight (kg) mean £ SD 58.4+10.3 58.1+£9.2 57.8%11.1 p=0.813%
. - 17 20 25 62
Complication =0.238°
P + 23 21 16 o0 P
0 23 24 22 69
1 14 10 14 38
PS (grade) 2 1 3 4 8 p=0.905°
3 2 3 0 5
4 2
o] 19 14 12 45
Clinical stage D, 3 2 1 6 p=0.122°
D, 18 25 28 71
well 7 4 6 17
Histological differentiation  moderate 20 22 18 60 p=0.675%
poor 13 15 17 45
T2 5 4 2 11
T3 25 28 35 88 p=0.696°
T4 10 9 4 23
NO 27 32 27 86
NI 3 0 4
TNM classification )
N2 1 5 8 14 p=0.383°
N3 2 5
NX 7 3 3 13
MO 22 16 13 51 p=0.096
Mi 18 25 28 71
- 19 14 12 45 —0.2139
+ 21 27 29 77 PO
Metastases Bone 17 25 24 66
Lymph node 6 6 11 23 )
p=0.776°
Lung 1 2 1 4
Liver 0 [t} 1
Normal 3 0 0 3
PSA® (ng/ml) Abnormal 36 41 40 117 p=0.1179
Unknown 1 0 1 2
mean +SD 183.9+389.7  262.7+419.1  280.6+691.7 p=0.135"
Normal 12 5 4 21
PAP (ng/ml) Abnormal 27 36 36 99 p=0.088"
Unknown 1 0 1 2
mean+SD 59.24+180.7  229.5+971.5  210.3%1,040.0 p=0.056°

a): Normal value of PSA<3.6 ng/ml, b): Normal value of PAP=3.0ng/ml, c): Kruskal-Wallis test, d): Analysis of
variance, €) : xz—test

(3) EBHZHE SUREDNEHDORERE % Table 6 1ZR L7, EBHE
EBRRICHRT L&A, EREICHRT AHHRE ICH®T AEBE A LTV ESIZ 1226 3661 & 4
EIZETEIR, PS BLXUEDOHET T /- 13 FI1E ol dS, HERIF 50mg B, 80mg BB X U100
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Table 3. Overall response, response in lesion and PSA

Non- Response Kruskal-
Dose CR PR NC PD oW Totl ote Wallis test
50 mg 0 20 13 5 2 40 50.0%
Overall response 80 mg 0 25 12 3 1 41 61.0% p=0.522
100 mg 0 22 15 2 2 41 53.7%
50 mg 0 4 35 0 1 40 10.0%
Prostate 80 mg 0 7 32 I 1 41 17.1% p=0.806
100 mg 0 5 34 0 2 41 12.2%
50 mg 0 3 9 4 1 17 17.6%
Bone 80 mg 1 5 18 2 0 26 23.1% p=0.295
100 mg 0 4 18 2 0 24 16.7%
50 mg 2 2 1 1 0 6 66.7%
Lymph node 80 mg 0 5 1 0 0 6 83.3% p=0.914
100 mg 2 5 3 0 1 11 63.6%
50 mg 0 0 1 0 0 1 0.0%
Lung 80 mg 1 1 0 0 0 2 100.0% p=0.324
100 mg 0 1 0 0 0 1 100.0%
50 mg 0 0 0 0 0 0 0.0%
Liver 80 mg 0 0 0 0 0 0 0.0% —
100 mg 0 0 1 0 0 I 0.0%
50 mg 15 17 4 1 1 38 84.2%
PSA 80 mg 18 20 1 1 1 41 92.7% p=0.881
100 mg 18 22 0 0 1 41 97.6%

a) : Two patients with normal values were excluded.

Table 4. Overall response stratified by histological differentiation and clinical stage

Non- Tota] Response  Kruskal-

Dose CR PR NC FPD assessable rate Wallis test
50 mg 0 5 2 0 0 7 71.4%
Well 80 mg 0 2 1 1 0 50.0% p=0.679
100 mg 0 4 1 1 0 6 66.7%
50 mg 0 11 5 2 2 20 55.0%
Histological differentiation Moderate 80 mg 0 13 7 1 1 22 59.1% p=0.858
100 mg 0 9 8 1 0 18 50.0%
50 mg 0 4 6 3 0 13 30.8%
Poor 80 mg 0 10 4 1 0 15 66.7% p=0.158
100 mg 0 9 6 0 2 17 52.9%
50 mg 0 15 3 0 1 19 78.9%
C 80 mg 0 11 1 1 1 14 78.6% p=0.230
100 mg 0 12 0 0 0 12 100.0%
Clinical stage
50 mg 0 5 10 5 1 21 23.8%
D 80 mg 0 14 11 2 0 27 51.9% p=0.058
100 mg 0 10 15 2 2 29 34.5%

mg BT, FhEFN87.5%, 66.7% B & (175.0% T 24.4%~25.0% DEBEDOYUERTH - 7. HKEIL,
Hot:. FRECHRTLIHRESICET ERG 4.9%~17.1%DEERTH 7. WThd SEEO
N7 H b7z BEREEE, KEER, RREGER HEECEEEZEIRDOON 57,
B0 L TWAEFIDLENE L, RABLV 4. ® & &

MREEBOLERNZL 2 hotz. AEFE, 50mg (1) #&E
B, 80mg BB LU 100mg BETEFNhFN80.0%, REE% Table 7 IR L7, Re%k (T4t

87.2% B L UT.1% &L Who/z. PSIE, BT B2 L)) 1 50mg B T82.5% (33/40), 80img BT
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Table 5. Changes in PSA and PAP
Tumor marker
Dose
n Pre-dose n 4 weeks n 8 weeks n 12 weeks
50mg 37 193.7+398.0 36 43.0+81.4 35 25.1%50.5 37 22.2+51.5
(1.000) (0.367£0.359) - (0.283+0.327) - - (0.258£0.308)
ffgf}ml) 80mg 41 262.7%419.1 40  30.0445.6 |*| 39  17.14£29.4 |*| 39  21.2+57.5
(1.000) (0.193£0.167) * |* (0.14140.205) ' |* (0.1641£0.411)
100mg 40 280.6+691.7 34 34.9+76.4 36 17.1£47.0 39 16.6%50.6
(1.000) (0.161£0.112) (0.105£0.098) (0.099+0.103)
50mg 27  84.7%213.4 27 47.9485.2 26 53.94128.0 27 52.24129.2
(1.000) (0.939+1.720) (0.926+2.182) (0.873+2.006)
gf;l/)ml) 80mg 36 261.1+1,034.5 36  33.9+85.6 36  29.3+78.2 35 30.5+74.2
(1.000) (0.349+0.291) (0.291£0.317) (0.323£0.626)
100mg 36 233.4+1,095.3 30 29.3+102.0 33 24.1+84.6 34 22.4%83.5
(1.000) (0.370+0.426) (0.315+0.457) (0.279+0.435)

Note : Patients with normal value were excluded. mean=®SD, (

}: % change (pre-dose value : 1.000).

The Scheffé’s method

of multiple comparisons was used. = p<0.05.
Table 6. Subjective response
Improve- No. Non- Response Kruskal-
Dose ment change Worsened assessable Total rate Wallis test
50 mg 7 0 0 1 8 87.5%
Pain due to metastasis 80 mg 8 3 0 1 12 66.7% p=0.163
100 mg 12 3 0 1 16 75.0%
50 mg 32 7 0 1 40 80.0%
Micturition disorder 80 mg 34 0 1 39 87.2% p=0.361
100 mg 27 8 1 2 38 71.1%
50 mg 10 29 0 1 40 25.0%
Ps 80 mg 10 30 0 1 41 24.4% p=0.971
100 mg 10 29 1 1 41 24.4%
50 mg 4 34 1 1 40 10.0%
Body weight change due 80 mg 7 30 3 1 41 17.1%  p=0.823
to tumor
100 mg 2 38 0 1 41 4.9%
Note : Patients revealing no symptoms due to tumor were excluded.
Table 7. Overall safety rating
No Slight Moderate Serious Non- Total Safety Kruskal-
problem problem problem problem assessable rate Wallis test
50 mg 33 6 0 0 1 40 82.5%
80 mg 38 1 1 0 1 41 92.7% p=0.365
100 mg 37 3 0 0 1 41 90.2%

92.7% (38/41), 100 mg B T90.2% (37/41) T, &
SEICBWTSHHICAEEIROLON R o7 %
B, "REWICHES Y, LHEEINZ80mg H DI
Bz, BEUINSREBE L2700, BEOH TAF DR
#Ehok LESITH -7,

(2) BIfER

EIfER % Table 8 IR L7:. BIfEAEHEIL 50 mg
P C65.0% (26/40), 80mg B T61.0% (25/41),
100 mg B T61.0% (25/41) THhH, ZFHSEHTIT
BRREOCRBEE Tho72. £/, grade TH 3H

BCHICEmIIAS e b o7, ILEEIRELETHR
H, FNEN36.6—53.7% B L U41.5~43.9% & Wi
NOBIIBWTLBERICED N, T/, B

BT DRBEEIIZI.6~12.2% Th 7. PiRIK
THELOBKBERIR 50mg BB LU 80mg BTEA
ZFn 26, 3BITHRDLN/A, 100mg HETIIRD
Shhhoiz. TOMOE - MEERS X UBTROF
ERE LT, Bh, MEEFIBDHLNL. BIEA
12X AHER (80 mg B) 3, BUINIZEALDT,

BEIARICHAL, BEOHM CREL S ILEL..
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7-. KEE OEERFEETE R RELBHET
L7-BERREEDWRE % Table 9 IR L7z, 7TAY)

WL, BYUN L. BRRREETE, 3
Bl grade 3DTINVHYY T+ A7 75 —EDERNA

LS, WThbRGHPLBRERMBELRL T TH AT 7Y —ENREEHER LS HIF 4HI3F
Table 8. Adverse reactions (ADRs)
50 mg 80 mg 100 mg
Total No. of patient 40 41 41
No. of patient with ADRs (%) 26 (65.0) 25 (61.0) 25 (61.0)
No. of ADRs 49 52 49
Grade of ADRs 1 2 3 4 Total 1 2 3 4 Total 1 2 3 4 Total
Gynecomastia* 13 6 19 (47.5) 12 3 15 (36.6) 17 5 22 (53.7)
Breast pain* 12 4 1 17425 12 5 17 (41.5) 13 5 18 (43.9)
Hot flushes* 4 4(10.00 ¢4 1 5(2.2) 3 1 4(9.8)
Impotence* 1 1 ( 5.0) 1 3(7.3)
Loss of libido™ 11 2(5.0) 2 2 (4.9
Shortness of breath* 1 1(2.4)
BP.increased* 1 1(2.4)
WBC increased* 1 1(2.4)
Monocyte increased* 1 1(2.4)
Platelet decreased 1 1(2.4)
Al-p elevated 2 1 3(7.5 2 2 (4.9
GOT elevated 1 1(2.4) 1 1(2.4)
GPT elevated 1 1(2.4) 1 1(2.4)
LDH elevated* 1 1(2.4)
T-choresterol increased* 2 2 (4.9
Triglyceride increased* 1 1 2 (5.0
BUN increased 1 1(2.4)
*: Physician’s judgement (grade 1: mild, 2 : moderate, 3: severe, 4: markedly severe)
Table 9. Abnormal laboratory findings
. Changes in value
Dose P?\?em Laboratory test
0- Pre-dose 4w 8w 12w Follow-up
54 Al-p (Iu/1) 287* — 241 334* 190
60 Triglyceride (mg/dl) 134 — — 279* 345%
50 mg 89 Triglyceride  (mg/dl) 130 226* 264* 226* 220*
100 Al-p (TU/1) 123* 184* 177* 130* —
119 Al-p (IU/1) 488* 1,123* 876* 984* —
49 Al-p (1u/1) 408* 801* 702* 522% —
81 T-cholesterol (mg/dl) 210 228* 247* 242* 281*
BUN (mg/dl) 14 22% 21* 24* 31*
Monocyte (%) 4 7 5 11* 4
80 mg 91 GOT (Iu/1) 19 28* 21 25 —
GPT (1u/1) 26 47% 26 27 —
108 T-cholesterol (mg/dl) 160 230 236 269* —
111 Al-p (IU/1) 1,074* 1,770* 2,001* 1,798* —
118 Platelet (X 10*/mm?®) 15.0 16.6 12.8* 12.9* 18.4
34 LDH (ru/n 366 594* 522% 608* —
58 WBC (/mm?®) 5,400 6,800 7,800 9,200* 7,100
100 mg )
104 GOT (Tu/1) 18 — 26 35% —
GPT (ru/ny 18 — 40* 4% —

=: Abnormal value
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EBVHY, FORBICLILIILLEZLN.
GOT BL U GPT LRI 26ITR DN/, W
NOEFELRELTHIEE S RBETH o7,
%GB, BEHB LIRS 1GEABICER L LERK
ETIX, EMETEHRL, FICRBEL2sL )RR
FEEIIEDO LN D57,
5. 8 A %
B L REMERE L THELHRE % Table

0 WRL7 FHE ("FH) ULE) 13 50mg #T
52.5% (21/40), 80 mg B#T70.7% (29/41), 100 mg
BT68.3% (28/41) THh, FHETIEMIZAE
A E S oY (R Y YAl

6. MiFEFHRILEVBRES L UMEFENRE
#5H, %548, 8:EBLUI2B%KOMFES LH,
FAMRTFO Y BIPIR I P VIREDHR %
Fig. 2 IR L7z, WPh b FR 5B & b IZR5ATE

Table 10. Global usefulness rating

Kruskal-

Very Slightly Not Should Non- Usefulness
useful Useful useful useful not use assessable Total rate Wallis test
50 mg 4 17 8 9 2 40 52.5%
80 mg 4 25 9 2 1 41 70.7% p=0.190
100 mg 1 27 9 2 2 41 68.3%
LH
miU/mi
40-
w-

Treatment Period (weeks)

Testosterone

ng/ml
15

10

12

4
H

0 4 8

pg/ml Estradiol

Treatment Period (weeks)

12

A——a 50mg (n=37)
o——e 80mg (n=40)
o o 100mg (n=39)
meanSD

Palred 1-test (vs pre-value)
*:p<005 **:p<0.01

0 4 8

Treatment Period (weeks)

12

Fig. 2. Changes of mean serum concentrations of hormone
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Table 11. Plasma concentrations of R(—)-enantiomer of bicalutamide
Plasma coricentrations (ng/ml)
Dose -
n 4 weeks n 8 weeks n 12 weeks
50 mg R(—) 35 11,241+680 35 13,309t 775 36 14,272+ 928
80'mg R(—) 39 15,905+ 808 37 18,311£1,022 37 18,683+1,453
100 mg R(—) 31 21,459+887 32 23,811%1,116 34 23,745+1,273

WL, %548, SBABIUPILERICEE LR
RL7z MEFTAMAF O GEEIE-50 mg B, 80
mg B L 100mg BT, #NEFNFK5E 4.4+
1.7, 5.1£1.98 L U 5.1 1.6 ng/ml & 5Kk 5128
$#%7.3+£3.0, 7.7£2.7 BL U 7.02£2.7ng/ml & & b
WHEEBICER L (WIhd p<0.01). &#3B, FSH
i% 80 mg B THE 8 B L 12812, 100 mg BT
BREIVARIZAEE R LAVRO NN, ZOLRED
BEXLTHIThHo72. T/, 7057 F i3 50mg
o5 8AB L1228, 100mg HBO¥kS 8B1%
EELRETYROLN.

AH O R (=) KRMERRE DR % Table 11 (2
ALz W7 Fay vl AET R (—) KigE
1, 50 mg B CliixG 8 BRI, H&512B%IZ%
LMD A HI2A, 80mg BEB L ¥ 100 mg BT
%5 8 BE L 108% L IZIFRBOTHMEER L. &
B, T Fa X AMEREZIBLEALERE 2V S (+)
FBEEIL, WTHORSEDSHUERHIIBNTY,
FHLEDIEFI TRERRELT TH - /2.

% =

BINLBRAE IS 3 BN RE & L CRERITh LT &
LEBMPLERIA O sy Y EIRSIC X BiERIE, £
ELTHERKDT A PATO Y #RBEL NVLTHES
X, KAIICERTAT Y FO7 rO890% L%k
ELERVRELRETLINTH A, 2L Y HE
TR I IART L IRIE R B DHBO%VSILT » Fu sy
VEBEICRIET A0, IO DEEIEIRILIRED
VEEEE LTERTEDTERY  F7-, ARwE
guff L LC, BERFE SN/ LHRH 7T =X b,
FOEMME L REMD HH S BT IEII LT
HERTWA, LAL, ThoDiaEEEIgEde0 7
YRy e, RETAT V NuS YRR
CHEEST 5LV IMED R, BEED BT RARIC
P FOFA b RFOUHH50% L EFRTFE L Tz
LOWENDHB $72, bAETEHECERENT
WHAFTUA FEIRT v Ny Y HTh BB 0L
2T 7 Y RERO R WIREORT LRSI T HRR
PHHTE LY, BERPD TRk buy s
BEIZRREDEENTVS?

EE0 1t EMREBIIBLTIY FEFRX A7

(mean*SE)

YOT Y NOY U EBEEANOEEERENICHEET A
FAFOA FUOHT ¥ Fuy v HITHHEH LS 3
FIZE BETZIRERE F R & Lo [ HERBR T £
L, A% (1H 1@ 10 mg~100 mg) (TREMEIZHFIZ
MERALONIT, EBMHREIRBSINLEEHT X
729, M, MPEIHERRE LT, MIREREC
W AARFOEKRERAETRETHEMNT, 1H1
E 50 mg, 80mg B LU 100mg DERE L REHE
EEBCIEERIEIC L D IRET L7z
BEWDROBYET, SEHRICAEZEIROLIE
Mo lz7%, 50mg B, 80mg BHB LU 100mg HNE
#FEIL, FNEFN50.0%, 61.0% B LU53.7% T, 80
mg FAMBEICL LR HWEHEELR L. BILR
BERE, BEmBEB I v EERER TAER
FIZBWTYH 80mg BT 50mg BB L U 100 mg B
EHELT, #HVWETRLA BE~—7—
(PSA) 1T AR 1Z, E¥ILERTIE, 50 mg B,
80mg BB L U 100mg HET, TN EN39.5%
(15/38), 43.9% (18/41) B X 1r43.9% (18/41) T
% - 72. Blackledge” (21 H 50mg, 100mg 3 X O
150mg &5 3 A AROEEEL ZNFh, 2%,
25%BLV62% EHEL TS, DX PR ULEOE
MELLTAHDE 50mg #, 80mg BB & UF 100 mg
BT, ThZhss.2%, R.7% B L 1597.6% Th o
7z. Mulders &' 1%, i&%%¥ X LH-RH 7 T= 2 }
EBLDHDD, PSA H90% LLEET L7-ER Tl
90% RimDFEFNIZLL L, time to progression TH & 2
BoTntHmELTWS. BRBHNOEDET
2, SERMICAEZEIALAZ2Vb DD, HKY DT
80 mg HEDOEXFII51.9% T, 50mg B (23.8%) B
LU 100mg B (34.5%) ICH~NBWERRL:. =
DEHZ, BEHR, WEIMMNERIE, PSA 1ok
THMRS X VBRARYIBIEDENL AT, CHLS
IFD1H 80mg HEFEHEICBNTERLTVS
rEZLNE
BIVERZEBIEIZ, 50mg B, 80mg B H L U 100
mg HT, ZNZN65.0%, 61.0%8B LU61.0%Th
D, BIEREBEEICHERERIA O 57
BOLREMER IS T HARL FMR, LEEES LU
BEBTH-72. LHL, FRICLDESIHIESR
TERNZ 2, REEIX 50mg BET54), 80 mg B
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161, 100mg B#ET2HIT TRMBEH, LHEE
e TR L) CHESAL AW
A CHBWRIURE D E R NET. PEARER I
50 mg BTENEN2H, 80mg BTENEN 3B
LB AL NT=A, 100mg BETRED LN
Do 7z, Migliari 5" IERBIEICB VTR & U
PEDIRFICHER SR TWZEHREL TS, Th
TSI T D BLAERICL L, 2% 0 o7
FHT b4, MRBBLHEDET L\ o 225
BIEIC L HEMEEREIIMBEICR L EE X N, K
DERBELSHFEIND. BRREEREEEHD ) b,
TNHY 75 A7 75—, FHIENH, GOT, GPT,
BIVAFO—VEOLANEIER L sz,
N FRB L OMEYEEDND b DCLERELRE b
THEEE7BEOLOT, RGBS
RbRVEEZ LN '
MERFVE Y TIE, BIHERABRTROLN LD
2, LH, A PRA7FOYBIFLR T T4 -
BERNICHL, %548, 8:BBLUV12BRICEER
EREZEDS. FARIRAFOUIIOWTALE, ¥R
HHRET & /211661 (50 mg B : 3761, 80mg B : 40
B, 100 mg B : 3961) 2BV T, HEHEIIEHIE
B THo7 AFBESICL)BEHE (>11.0
ng/ml) & 7% o 7<fEHIIE, 136) (50mg B : 61, 80
mg B : 58, 100mg B : 28)) T, ZOHOKRE
RB LU PSA LB LEHFIXENER, 53.8%
(7/13), 92.3% (12/13) & IE % 3 fE B © 57.3%
(59/103), 94.2% (97/103) L IZITFLEFE TH o
7z. PD F37.8% (1/13) TIEEEBMEH N8.7%
(9/103) &IZIFMUBECTH o7z, LIch T, D
EHIBBEHFES BT, TAMNATOUYOLER
HHEESRICEEZB L 2WEZEZLN. TOHR
BEBDEN TN I FIZBWTHRHLNTEY, 7
VFIK1H3Bmg (53) OILBMKEEST, o
mFRAPRFE IEHRSEO 4.90 £ 0.26 ng/ml
(mean=*SE) 7*% 6.64+0.38ng/ml L AEICLHL
TwaY %3, Lund 603 EF LAMEFT X b
AFAIZ7IVE I FEE128 AKICIZIZIFRSAE
WRAZEZRDOT A,
AHOEBIERIZEMNRE DZEFRL VBN T
TrruyrvEERL, 7y Fay AEREES A
ZEMD, BIBHEkDT v Fuy o IR 5
CENTEETH S, RERIIBVT, REBEDT X
270 ViREO LRIHEBEHRICEEESRT, B
MRS CTEMEERT RO LN, BINIB
WTREDEVWERSREZ A7-0ICLH-RH 7T
= A b &BEH T % total androgen blockade #&{E A H&
HEXhTwb, 7VH3IFE LHRH 72X bT
% % Zoladex DHFFIMBE L £8M & DHBRBHIE

S, time to progression, survival T L LB R
EVESMICEL, ARCELERESATY
B sgpdER FO 4 FERT Y KOy U HO
LH-RH 7 T =2 } & DHFRBIEL, TERDADTUR
FEULOEDELEFL S 5.

AHIO R (—) homigEREIIE ] HRAR TA
Lok SIS 8 BRICIITEFRBIET AL
PERDHLNT. 100mg BHEDO R (=) KOMEFIRE
1X 23,7451+ 1,273 ng/ml TdH h, HEHNOHRALRIC
B A1IB1E 100mg D128 % O i 4% & i &
(16,574 831 ng/ml, mean+SE, n=40) Il L, &
Mofs. TIUERIBERIZBITS 100mg BHOBE LIE
NEGRRBTOMNGEEDBRENE (57.8£11. 1 ke
3t 75.8+10.9kg) Ik B dbDEEZ LN BHT
13, BITHZRBEICH LTI H1E 150 mg %525
HFENRTWAED, 1BAHKD R (—) KOMmMEPIRE
(21,228 £ 1,168 ng/ml, mean+SE, n=36) &, &
HERICHBITAH 1 H 1[E 80mg 3 721F 100 mg BEDMIE
FIBEIZIZIZT L T

B, REBRKETHR, HR ZEUFEZEESRT
FHELRO LN, REHICOFIIHMEN L VD,
BHETHRBRICBITLCOMELZWE SN,

# =

BMEREE BERFEHC D) T sEr Ly
I FOEHE, ReErRE L, e CRRERAE
ARETHHMT, ¥ANLF I F1E1E50mg, 80
mg BE U 100mg ¥ 12B@HRE T 5 3 BILEDOEE
BILEERFBRLERL, UTOKEE 2/

(1) BRI 12460C, FHHIIL 12261 (50 mg
B . 40%), 80mg B : 416, 100mg B :416)) T
otz

(2) REMRIZBITLEHEIT 50mg B, 80mg
HBLU 100mg BT, £NEFN50.0%, 61.0%B L
U53.7% T, 80 mg HORMFENS LT o722, B
BEIROON o7z,

(3) PSA IS AE%Z L 50 mg B, 80mg BB
LU 100mg BT, TNENB4.2%, 92.7%B LU
97.6% T, 80 mg #B L U 100 mg HEORIYEAN P %
Bh ol BIVRERERE, BE&BEB LU v/ gl
BEIGLT, WIhd 80mg BOMMEBEEICH L%
BWEMELRLZ. £, BRBHPDICBITS 80
mg BEOEMEIL51.9% T, 50mg B (23.8%) Bk
U 100mg B (34.5%) IZHL, BWEEZRL.

(4) BIfERRIEIL 50 mg B, 80 mg BB X U¥ 100
mg BT, FNZFN65.0%, 61.0%B L 161.0% T
BIVERICE 2B 80mg D 1 FIOA T, £&
BIZBWTIHBIZEEZIROONL 2h o7z B
bLEIVEHIZAEER, ILEERECH - 7.
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(5) MFEFHNVELClE, FHREEHLDL LH, 7
AMRTOVBIPTA NI V- VIBEDOEEL L
ANVEDOENIAFAIRATFOYDLERIZE A ERD
N5 REDEAKERL 72 H o 72

(6

) Ty Fu P ERERT R (—) foMmigs

R, &5 8EBIIZIFFEIREIEL,.
DEDRERDS, YA sy I FIIRIIARBICH LT
H#ThHY, TOHIEMAEIL]L B 1 [ 80mg 27%:H
ThabLELLN.
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