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1) BT ER
O] EIW PR B BR
FRIRE E CIZ RIS R B (R C/D) x5 & L CEWNTHRER 197 fillz DT
%bm ENT- ZEERERGERRZ G OERR Y OMEIXKRO LB TH
ol
A, grm | g | e | P08
% 1 FHRER 80mg/ H 12 FH 3 66. 7% (2/3)
RS T AR AR 80mg/ H 12 [ 41 61.0% (25/41)
%5 T AR 80mg/ H 12 3 R 59 64. 4% (38/59)
R 55 80mg/ H 48 J# H 26 76.9% (20/26)

=] ﬁzﬁﬁ I, B E I F‘fi@ﬁkm)ﬂi(%mg/ﬁ)

1EFTY (33.3%) T
v, EREWERIX

Holz, AIE

. FLEIETE (41.5%) |

HLE ERE (36. 6%) |

TBWT, T FERERT 34
H 3 51 (100. 0%) (2588 5L, EAREIEA L. FLAEETR (66. 7%) . FLAERE (33. 3%) |

i FARRER CIE 41 iR 25 1] (61. 0%) 1258 & &
1ZTY (12. 2%) 5T

& o 7=, BRI T ARFER T 59 il 38 1] (64. 4%) 1272 B v, ERRIWEAIZ

HEETE (33, 9%) .
F7-.

RIGTEAELT

FLEHERE (33. 9%) |

PERRIEE (11. 9%) %

T&)Of:o (g(wu H#)
AN R RS R CO/D) xS b Lz 2 3 REEd

LH-RH7 =2 k& OFFFEE L LH-RH 7 = = & | HhEE % ik U 7-E NS
A —ESERHEERER * O OEIIRDO LBV TH S,

EANZ I REE

. | LH-RH 7 9= P & N
o ;H;;;;; T x| oswEmxm |0 T
PSA TE &L VR 79. 4% 38. 6% <0.001
(%5 128K | (81/10241) | (39/101 %) | (27.6-52.0) B
PSA IEHAL® Y <0.001
* COHAM 8.1 24.134 @ 77'_5 66) 3.96
(Hp 9fif) ’ ’
ZENFHR 77. 5% 65. 3% 0. 063
(Fx5 12 i) | (79/10241) | (66/101 i) (~0. 3-24.1) B
T 117.7 34 60. 3 i <0.001 0.54
(P fil) ] ' (0. 38-0. 77) )
TTP % . . <0.001
() A B9 | g ey | 0

7E 1) PSA=4ng/mL

VE 2)TTTF : Time to treatment failure (J&EERXTHEARD)
7 3)TTP : Time to progression (EEHEFEMAM])
BUWERIZE L4 2 REEKRTY LH-RH 7 == & {f FIpERE

AABRIZ BN T,

VC‘\ 60. 7% ;n‘u&)Eﬁ’L IfoCEEII 'ﬁzﬂq
7 7 Z—EHIIN(10. 8%) .

IETH (16.7%) .
i (8. 8%) % Th -7z,
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(5)

(6)

Q)

@ BHMRIREER

WEAMZ I T, IR & U CROEEIZE SUIRIERITE R (U Bk, iR
RN 2 54T U BRI E B 8, 113 e kIR L L e vz I REE
150mg/ H =2 X 2 MAEAL 7 7 2 AR X 5 B R R R AR 1V 3 S5kt S
TW2, BBV Z I FERGHSKRTEHEAFRIIAFAEIIRE L
(HR=0. 79, 95%{ZHEX[# 0.73-0.85, P<0.001) 2%, BAEHFRICHONWTIZT T
REEL DFEITRD 72 o 72 (HR=0. 99, 95%(ZHEIX R 0.91-1.09, P=0.89), J&
HIBIFRATIZ BT BRIBMERT SR OBl 21T o TR ICB T 2 B L
Z I FEERGH T, SEIFPRRAEEITIRNbOD T T2 ARREL ik LT
AELFEROWMET TR H ALz (HR=1. 16, 95%EFE X[ 0. 99-1. 37) GEHRHA
Il 7.4 FRERD, BEOLH I REER G TR b E A EERIT,
FL (73. 6%, 2962/4022 f51]) e Oz MEALFLE (68. 8%, 2766/4022 fi) % T -
77

1 4) AR T 5 &G HE M &1 80mg/ H Th %,

2) REMHER

Rk L

BE - HEIER
AR L

SR

1 EARERE (—RERRERE. HEERRERE. ERARRLETD) . L
R T— 5 A—RBE. WERFRERARONE

Z DAt

LBk L
2) KBEM & LTRETF EONERERIEL1-BE - RBROBE
MR L
gk L
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VI. E3EFEEICER T HIEH

1. EEZHNICEEH HILEYXILLEYME
TIHE IR
HE  BED® bW ORI R, OB TRXESRT L2 L,

2. FEBEEAR
(1) YERSRLL - 1EREF
EHNZ I RiE, BLESHEE O T v N A U BRIk 5T Re Ao
FEEEHEL, JUEGIREZRET D, b, EAILZ I FOHT v el UiE
PEIXEREMICRIRICE D DO TH -T2,
B, BEE, KFOBELGOFIEIZL Y —E O EE T AWS(antiandrogen
withdrawal syndrome) #7425 Z &0¥d5 ¥,
(2) EshEEqFH T BHHABRE
D mESHE
InvitroiBRIZEBWT, 7o Ra s Uiz X5 e FaisziRiE S (LNCaP)
KO~ 7 2R (Shionogi S115) OHERE A NI L= W, —J5. in
vivo R (7 v MIZBW T, BEIINT=T v RaZF ARIEMET » BRI IRE
5% (Dunning R3327) OEFEAMHI L, T~ FOAGFMMZIEE &7, £,
MyEFT A M AT e FONLH O FROBEIZSS ENTH 7219,
2) 7o RO URBAREDIEEEE
7w RO MRIZIRT » Ra 7 o2 /BRI T2/ 60I1%, e FrT X
F 2T a DR 2% TIH o717,
(3) YEFFIREFR - ik
EERR L

_14_



VI. EYEiEeIcBi9 51EH

1. MPREDHD
() BELEDGOLPRE
EERR L
(2) BRERSAR CHRE SN -OPRE
1) HEEZS
@ EEERA
TR NS 2 e D V& I REESOmg & ZEfEIRF IC R N & 5 L=, R-EH /L
A 3R (EPEAR) o i 4 o B 1 3% 5% 36 R RIS e s Ml 2o L. Y 208t 1
5.2 HTH o729,
EHLZ I REE 80mg A HAIRR AL Lz & ZDOR-E AL H I ROEYERE

INT A—H
" Chax Linax AUCe ti/2
(1 g/mL) (h) (1w g+h/mL) (H)
B A 3 REE 80mg | 23 | 1.21+0. 23 36.0 28080 5.2=*+1.5
(24.0~172.0)

WEIMEES. D, [ty T H JAE (FEFH) ]
@ Rl EE

AR EEIZE AL # I F80mg & HiEIRR N G- LTz & &, &E5#6, 12KV
2ARFFE D MHEFR-E A& I R GEMEMR) JEEIXIFIE—E (1.5~1. 7w g/ml,
n=3) ThH -7,

2) REHS
HISZ IR F I E L 2 X R80mg & 1 HEIREMR O G L= L &, MR-
E VA X RIREE A8 CEFNIRAE (18 1 g/mL, n=37) IZEE L 729,
E BT, KEH SR OIMIEFREHER ) SHEE L7200 T O I -H00138. 4
HTho7-7,

3) EMFHEEFERERY
EHAE I REESOmg (4 — T | L h VT w7 AbESOmgh . 7 0 AF— 32—
BIZE 0 ZRZENIEE(E AL I R E L T80mg) EHER A 11 o £ [l %
O35 LT RZ (R REE DL 2 3 FE)BELZHIE L, S5h7-3Y
BNRE/ N T X — 4 (AUC, Cua) WD CTHEGHIRNT 24T o 7o 5, i O A4 21 7]
SRR S LT,
H) EANE I RIEFREROSEDO 72 IR TH L, EHEEIFREE IV I R TH
HZ LD, REEEWFHIREEORE & Lz,
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<MmIEHRKEDILE = FREDHER>
HYBRE ST A —H

AUCO*’GW Cmax tmax t 1/2
(u g-hr/mL) (p g/mL) (hr) (hr)

L Z 2 R EE
S8Omg A4 —/T |

BT v I AEE

22| 238.4%£49.3 | 1.165%0.180 |32.7%16.3|111.3%+25.9

22| 247.6%48.4 | 1.186%0.174 |33.0%20.6(112.6%+22.9

80mg
(CE#JfE£S.D.)
{ag/ml)
1.4
1.2

—o—E AN S ng [ F— T
—— 1 F w2 iER Ing
EHE £ 5.D., n=22

—_
"
[

it
a3
o
R
£ 0.4
=
A
06
b
K 0.4
H:
B2
‘ i 1 i 1 i i i i i i i i i i i i
0 48 96 1689 336 504 672 (hr)

IR EIFE

MR REFEHILE = FREDHR
IMHEFPREEN ONT AUC, Coay D/ T A —Z (T, BB OBR, MK ORI
[ - REFSE ORI L > TR D AREMER® 5,
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<MmIEHSKENILE = FREDHERE>

ROR &[RRI A% P oRZAL IR (S (RE 2 I R GREMEER)) REIC OV
THRE LR, WHOEYFERRFEEPHERE ST,
HKYENRE N T A — X

AUCOH672 Cmax tmax t 1/2
(u g-hr/mL) (p g/mL) (hr) (hr)

BV H I REE
80mg A —/ 7 |

BT T A
80mg

22 2.61%0. 62 0.20%0. 04 4.8+1.9 |21.3%£10.0

22 2.647%0. 68 0.10%0. 03 4.8%1.5 |23.7%£13.4

CE¥IfE*S. D.)

(s g/ml)

—o—E AN S Ingl F— T
—— 1 F w2 iER Ing
EHE £ 5.D., n=22

[ }

—

[ }
T

W T e TR o B R
[
=

0 12 24 48 96 168 (
IR TR
miEh SKEHILE I FEEDH#TE
IMAE P EEN NS AUC, Couy ZED /85 A — 213 HEERF ORI IR OEH
[E% - B ORBRSIEIC L > TR D RN S 5,

Q) hEE
L E R L
4) BE - fHRAEOTE
1) BEOEE
U ERR L
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2) GrRAEDOEE

« BANE I RIE in vitro BRT, F b7 v —2A P450 FESR (CYP3A4) & FHE
L. FZN L0 EEITEROS fhoTF k7 a— 4 P450 B3 (CYP2C9, 2C19,
2D6) IZxF L CHFER A R~ T L OGN H 5 17,

- MESMEERRRBR ICIWT, BV X X R 150mg £ TR SNTZEE T, T T
U ARHNCBI ST AT Y m—A PA50 EFICx LI E A S BT 5
NTHWRN, BV I RIFEEROS CEE O S 534 & M EER %
RTAREMEITIRVN E E X BN D 20,

VI 224tk (fEA EoEss) (BT 2HE 7. MAEH) omEESK

2. EMRERYNSA—E
(1) FR#T75E

U ERR L
(2) MRURFE K
MERR L
() HKREETESH Y
BEFE RN 7 H R 4 -
& 80mg (n=22)
Kel (/hr) 0. 00650. 0014

CEXE+S.D.)
4) 2IVF7ZUR
HEER e L
6) nmEE
MU ER R L
(6) £t
MEERR L

3. BEE (KEalL—vay) @i
OF L
WA L
(2) T A= EFHER
R L

4. IRIN
P-4 e

545

(1) hi%-RaBIPTE R
MR L
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(2) Ii&-RaBEREFT @B
MR L
BB
AIEOFMRER (7 > MIZBWT, 7= OEGEMEZEC K OREVE O MEME L 238 =
TS, (VL et EolES) ([T 5HE 2. 285N AE L £ OB H )
DIHZM)
(3) Fit~DITHE
MR L
4) HEHRA~DBITHE
EERR L
(5) £ DM~ DIEITHE
M EE e L
(6) MBPEREEE
In vitrolZBT 5t MEEAKBER(TEIM) TN TH -7 2,

6.

(1) BB R TSR RS
b MZBITZ e LS I ROREIE, KBEEOZ V7 a U BRasTh o7z, i
HEPIIERZEARIRA, JRTPIIIRECIRD 7 v 7 v Vg AR OUKER LR D 7
V7 a R ARDY . BEPITIIR R R OB EIR D358 itz 2 (SMELA

T—%),
(2) RBI_BET HBHR P FH) DHFiE FEE
AR L
Q) PEEBHROEERVZEDEE
EER R L
(4) KEMOFEDHERVFEMRLL, FHEHSR
ALY ER R L
7. BEitd

REHERA B T2 0 5 < K 50mg 2R A #5429 A % TORBUIRT R OHET
PEHIERIZ, T2 36%K% N 43% Th -7 2 GHEAT—4),

8. FIUARKR—AE—IZEHT 15K
B -y AP

0. BHFIC&BIREE
R L
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0. BEOHRERT HBH
1) ERRUEREOTE
RGO MIETIREL, FlibDWNIZ LT F=02 V7 7 2L 0O
(CHBIBIE 2R & 72 ino 7= 20 GMELAT — 4)
2) FHeelsEEE
PR RERR T A Tld, R-E Wb I RO 2 & < 22 217 255890 5
nTVWB P GEAT—4),

1. Z0fth
BRI L
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=]

. Z&% (FERLDZFESE) (T 4I1EH
1. ZERB L TDER
RE STV R0

=® 2

. ERRBLETDEA

2. 25 (ROBHRICEIBRELGNIE)
2.1 KFNORSTZ5E UISBUE D REERE D & % B

2. 2/NRIAHEOIEBEM IS & B/ NEOAJEGE OIEFRE ISz KIET
BNRD D, Flo, AEOBMERER (T v M ITBWT, T v b TFE OMES
PEEDPED DN TN D, ]

2. 3 M [(ARIDFMRER (T v MICBW T, B OIEEMEZAb K OV O MEE( L AS
wEIh T, |

- DREXEIHRICEET TR L ETDER

(V. BEICET A 2. ZhRESUIZNRICBE T H7EF ) 225 2 &,

. FRERUVRAEICEET HFELTDER
RE S TN

. BEEGERMIE L ETOER
8. ERLGERMIRE

8. 1 51 [E DB IARRER T 6\ T UARAIF G- TAHI & O B35 E T & 727> T RilNL
BEUA D CHINWE SN TND, £D I bl

- PEER AR HBIZ L DI
AT TH Y . T DOERFERITOASE

CDEZE, IMMEREESE Ch o7, Zh

5 A1 E O BRRER T S U720 - fEBR AR R R K DSE T SRIL, xR O LB
BE(16%AH) L VK<, Bl E T RIS T SN D ROFPHNTH - 7228,
AHN & B 53 HGEITH B 2TV, HEICEETH 2 L,

8. 2 RANIN G WHIERITH 0 | DS ANTKTT D FP BN DV T 50 7 Jnalk - 72 5R &
FEOERMO S & T UARANC X DIGHB Y] &l S 2 BFIZ DWW TOAEHT
5T &,

8. 3BIEATI. IFHERERR S, SENH bbb Z EBH 5 DT, KA LG FILEMR
WCIFRSRERRAE AT 5 7 &, BEFEOREZ +ICBET 52 L, [11. 1.1 /]
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6. HEDERZEIHAEBBICHTLIIR
(1) BHHE - BMEREZEDHLHESE
FBRE STV e
(2) BREEEEERE
BE STV e
() HHrEfEEEE

9.3 FrHérEfEEEE
AFENIFIE TIZIE 2RI EE=Z T A7, ERREro MmhEENE L 72257
BEMER D D, [16.6.2 ]

(4) &£hEREE RS HF&

BE STV
(5) bE4m

BRE STV RN
(6) RELim

BE STV RN
(1) IR

BRE S ATV R
8) =&

9.8 S
B E ~ORGOBRICITEE ORBEABE LR OEEICERET D2 L, AHD
ERIRRBRERE N O . Sl & FEE I E T I T EE K OBIE R DS ERI 55
EHHNTWRNA, —RICE IS T, O ERHROBEMET LTS Z &
ML D PEBRERR DA FFRORBME N FFTE L0 &,

7. tHE%RA

10. ¥EEHR
AFNTE & U THTFAREEESE CYP3A4 A PHET 5, [16.7 M)

(1) tREZESEZTOER
BRIE STV
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(2) BtREFELZDER
10.2 HtAZEE (BFRAICEET S L)

8.

A4 5%

BRAEAR - HE TR

BRFF - falRIN+

7= U R 3
TLT 7 Lk

7~ U o RPukkimn A /EH
IR T HBENDH D,
4 =30 N = V2 = S i B
T5H, XiE, harART R
b & ET DAL, MKk
[ HE R AT 2 HH ifn. 7 B & -4y
WZATWD D, EEERE D ZH)
WCHEE L, BEOREZE
RLRPLEEICRETD
&,

invitro®BR CEAMEY
fLizkBnwToarrzr v
CEWT L EOREND
5,

ML TH IR

FVTZH 2 R OVER % HER
THBLENDLH D,

fBL. tHHAERIZEET 5
EREBNE 220,

AENL. invitro R T b
VT2 I ROH % PLE
L7,

TXRARBRAMLVT 7

FXARBRARLT 7D
TEZHEmT 2820015
%,
BL., FHAEERICEET 2%
EIEBNT 720,

KFNL, invitro®BRTT
FAIBAMLVT 7D
R 2 PRE L7z,

T2 CYP3A4 T &L » TG

I DY)
TN, v ru
ARV, NUT VT A

A

3

FIZCYP3A4IT k- TIRE &
L5 E DIEH & ¥R 5
BENDRH D,
BL., MHAEMIZET 28
EREBNE 20,

ARAFNX. in vitro RERT
CYP3ML (2K AT A KNAT
06 4 KRB SR TE
ZHEL,

Bl{ER

1. Bl{ER

ROBWERNH N ZENHDDT, BEETHIATV., BENRD LN
el b 2Py 57 @ RLEZITO T L,

(1) EXGEIEREMBIER

1.1 EXTENMER
11.1.1
BIREAT A |

MWHHLOLNDLZENHDH, (8.3 5]

11.1.2
11.1.3
11.1.4

B EkiE D (1. 0%) |
B 1R ¢ (B R EA)
DAE, DEEE (WL HEERR)

/P RiE A (1. 9%)

BUERF . FHREEE . &E (WS bR
AST, ALT, A1-P, v -GTP, LDH & %% ££ 5 FFHRER S, $HIH
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(2) zDHDEIER

1.2 ZOHtOEIER
5% 1~ 5ok 1% N
A B OE IR
. (44.7%) . FLFETE
NI
R e N
)
ERE g EIMET
AST 5. ALT I | v —GTP -5 LDH
itk H5_Al-P BEH | R
B RE P (7 | MR, ISR
WAPR 2 v 7 F =k
5. BUN L&)
O, BB TV, B E R,
bl BE, £E. X
BB EUE
PEAR I fEE AR FHI . O FE W,
R R AR, #1952k
e
R LR R
B AL mpz} FARAR, T,
s L, IR,
iHifes (L. BB
. T8I
i BHR it BT
/,S@\\/v ::_‘-E":
]@ﬁ&ﬁ ‘E[L SR Hi\ ﬂ‘ﬁ‘*
»
Mol xro—| Sttt 27, FE, B
v S R B, EJE,
ol Wi L5 FE% . M,
RERE - B

TE) BIE R L1 3KRBINE & C O [E N ERRFRER 2 S5 IR F T L7z,

9. BRRBRERRICRITTZ

U]
=

KRS

Y EER L

10. BERS

DR L
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. BRLOIE

14, #FREDFE

14.1 EFIZFEEDTE
PTP GIEE DKL PTP > — F OO L TIRAHT A2 L 58352 &L, PIP
= FORBRIZ LV | WS EIEREA~FA L, T2 EB LT
MERAREDEEREGIHEL IR T2 1D D,

12. ZDMDEE
(1) BREREAICE D IER

15 1ERIREAICE D < 1B
SMENZIBWNT, FRRNEER BB L2 & OWMERH D,

() FERERERIZES <
LB L
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X. JEERIREAERICBEI HTHE

1. FEEHER
(1) EhIEAER

( TVL SRR RE4 2 HHE | ZH)

(2) REMFERBR
PR L
(3) ZDHOEBHER
AR L

2. HHEHER
(1) ERRSEEHER
REERR L
(2) REHRGEMAER
REERR L
Q) EinEEER
EERR L
4) BNARMEEER
REERR L
(0) EEFRAFMHR
REERRL
(6) BATRIIEHER
REERR L
() Ztn%rstE
REERRL
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10.

. B—H5 -

SEMEIFIC

. RS

LU

E3 5IEH

EhNZ I REE8Omg [ 4 — N7 |

) EE-EMHEOLTZEICIVEAT LI

BRI

- AR

34

. BERETOE

FEIRIRAT

. RO EDEE

BEINTH

. BERITEM

VAR

- BEMEREMLT AR L
- <FHoOLEY : FY
- BEMEEE EL

EEYES
] — i oy 3K
Al zh 3K

. EffEEERAR

= NN (F S

BT 7 A 8E 80mg. 0D HE 80mg

TNE IR

19954 2 H 23 H

JRHE AL A K T

- BRERFGAREABRVARES, EMEENFEFAR, RETHBFEAB

B AR FE AR . SHRAM FLAE L A 72 B bG
e TR :}\7‘ =]
BE R A ARG R A R A
G RR 5T AR 2009 4F 7 A 13 H | 22100AMX02155000 | 2009 4 11 A 13 H | 2009411 H 13 H

EARRANA

BEERR BIMERAREABRUVZOAR

EARRAA
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11.

12

13

14

BEEEYM
BARRNA

. BRELMEGIRICE T 51EHR
AFNIEEFBREDOED D THIEHMNIC EERAER T BTV D EHE ) 1254
L7\,

. ®fEa—F

. B RN | L NERLEE
. o RESEST—F | v AFaa—F
BV S R 80mg 119273502 4291009F 1209 621927301
[F— T
. RIRBALEDEE

AANIORBRZIE L OB IFEIEEK L TH D,
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1) FEPNEEE W RUER (2009 4F)

2) FtENEERE & WOk AF AR (2017 4F)

3) FEPNEERE I EAER (2009 4F)

4) A BB - BT LK. 2009558(9) 116611673

5) WEBUEM  WIREGFHCE. 1996542 (2) 1 143-153
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24) Cockshott ID, et al.:Eur Urol. 1990;18(Suppl 3):10-17
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26) FENEEE - By O EMERBR (2009 4F)

27) FENEEL - RE EEPEEER (2009 4)

2. ZOHOSEXH
YR L
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XI.3EZEH

1. EGSETORETRKER
AFNZHEIL TIFETE S TNR,
W, B2 I FRFEIE LRt g ST D,
(2024 4F- 4 A Wfai)

2. BB SBRKXIEER
RN
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X1II.

o]

. A - REXFICR L TR H%Eﬁ5l&#of®*%ﬁﬁ
AEDIFHIZ BT 25 RBIZIIAGR 22T TR WREIZBET 2 H & £ 5,
%%ﬁ%“ﬁ%jbfwﬁwmﬁ%aiﬂfkb b ETHRIMIN TV HRERS
ETHELDNIEREFEL L THERL TV, EREHEENEREA 2 Rad 25 LT
DBEBFRTHY . MLEORBZRTH DO TIELARVY,

(PRI - TEER RIS O IRFEIE RIRMTEENC T 2 014 R T4 BT 5 QA
[ZOWT(ZD 3) | AFoctE 9 A 6 BATEAT I I « AEEA AR - FREE

KRR

(1) #9r®

S OWTERAE L, ZE iR (MR, #MEERER, E&) 21772,
ARERZAT: (EES
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