* 2023F10 HEGET GRLO

Al 3 BRI R A
BIZE, AFBEERD
g=E=-o
EHILIZREE

ENIILIIF 80mg -,

EAIVE = FOREREEEE

ENIILIIFOD:80mg -1,

BICALUTAMDE TABLETS 80mg “TOWA”/ OD TABLETS 80mg “TOWA”

fr % BREE
AR ¢ 54E ($£80mg)
34 (OD#$£80mg)
) BE-EMEOULFEICLOMATL L

BARER RO EES
874291
$£80mg OD#£80mg
KR | 22200AMX00087 | 22800AMX00465
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2. 22 (ROEBHBICIITERE LW L)

2.1 AHIDESMT T USRI DRHERED & 2

2.2 N AREOEIERICHEDE, BT/NEOAFIE O R
FIHEE RTTRNDSH S, £o. AZOFHRER (5 1)
BWT, HEES v N TFEOMEHE D 5N TND,]

2.3 Lok [REOFMRR (Sv b)) KBWT, TFEOEEESL
T OHE R OMEMEAL 2SS SN TN D, ]

* 3. HARK - MR
* 3,1 R

R FE44 EhIVF I R§E80mg [h—") |EH)VF 2 ROD§ES0mg [h—17)

k7 0) HE EAILZ IR HRE ERILY IR

BRNFRGT | e QOME|  ceeerrrrereeemsnneeeenns 80mg
HAMEAKFY, 5> 77U |D-% = h—)b, BEEK
I—)VEF RU LA, REZFME, E7OAD0—2Z,
Ry A7V B TR T AN T—4L (-7 22

Al L, BE7OAO—Z, VT S ALEY) . FEL
EROFTOENLBIVATTY BT XD
O—2Z, YV, BALFZ| L T3S
>, <7 8d—)16000

3.2 EWHEI DMK

R 7E44 EAVF I REgS0mg Th—"71 | EV% 3 RODEESOmg [h—"7)

etk i B0 B .

PEIR - Bl T b= 1 FE O DN AR ESE

an | A Tw745 Tw BIC

I-R| Tw. BIC

:
Ll — —

£ (mm) 7.6 10.0

JEE (mm) 4.3 4.4

& (mg) 210 360

4. FHEEXIIZHR

Al 31 BRIE

5. MEEXIMRICEIET HFE

5.1 AANT X BHFIL, WAL TRV I EITHEL., AHHE
1288 Z FUEER RBIROD EL LT, AHHREGITIOHRT S
BIERDGE SN WEE, H2VIIRBOETHRD 5NEHEIC
1 FERESFMOBENRLEZEET S &

5.2 AFRGITXD, BEMOH

DOEBLENEE X 5N DHEIE

MANFEBRL =581, BREOEREZZEED L, LBEITET,
IREE NI A HNEEETR EDIBFEITAE T2 &,

6. RERUVHAE

W, RRAIZIZEIIVS 2 FELT8mgE1HLEL #O#E9 5,

8. ERNEFRMIER
8.1 SHE DRI IC B WT, AFHR GBI TARK & OBIEME G E
TERMP O ERNIEUA DTN RESN TS, £D5b5
D - R RERICRDHTRIMAKBTH . 20 ERIFERITL
Az, DEHEE. MnEREETH .

THE I N

ZN 55 E D ERIRE R
- PER&BRIEBRITE D CRIL, HHO KB

164k K<, &EimH T RICTH SN CROFHN
THorh AREHEGT 2R3 TICBEZTL, BEICH

5352 &,

8.2 AFNINDWFEFITH 0. BAITHT DRI OVWT T
DI - BB EEDEMO S & T, AFNC X BB EY) &
BrENDBEZEICDODVWTOMEHT S &,

8.3 BIER 7. MFHfERE., HENHSDLNDZ T ENHDDT. £
B 5T EMMICIFEEEREZITO /R E. BEOREZ 01T

BRTsZ &,

9. BMEDERZEIHBEICHIHEERE

9.3 FHRERRERE

[11. 1. 1ZH]

AHNIFIRTIRETERITRMZ 2T 2720, EF IR O ifn i

D& < IR B AREMEN D B,

9.8 SihE

(16. 6. 22 ]

B ENORGORICIIBEOREZBR L BN S EHEICHRST

5T &, ARIOHRRBAEN 5.

FifinE &Rl I B N T

FHIREMORIER ORBICERA SN THBRWA, —RICEER

HTIE L -

TEERES R DEREAIME N L T2 2 ENE<, L -

RERDOHEEROAEBBENEFEE LD &N,

10. #HEEH

AFNZ. EEUTHAGHBERCYPSAAZHE T 2.

10.2 HRER (HRAICES TS L)

[16. 2]

HE 45 HEPRAEIR - $EiE 1k e - fabRIA T
7)) CRPERNEE | 7V 2 RPURIMIED | in vitro iR TEAR
Ty e (EAEEERT BTN | GifiicBnTY )b
N5, Ty EERTSE
JobkorE CRERE | OREND B,
HWEST S, XiZ, o
CRTFARNEERT S
7 & i E [ RE R T
2 I PR 2 AT
WD D, KEEREDEH
WWHEEL., BEOIRE
FEERLUANSHEEIZ
BE5952 &,
MLV T# 3R MVT % 2 ROEMZE | ABNZ. in vitro #{B&
Wi 2 BFN0H 5, | ThILTH I RONRH
BL. HEERICET | 2HELE.
DHEEFNT R0
FFEARMORABMVIFFRANOARNVT 7 | RENT. in vitro iR
Ty COEMEHE®BTSB | TTFFA T ANV
FNNDH B, 77 > OREEHEL
L. #HEERICET | 72
DHEAEFNT 720




R4 % HEPRIEIR - FSE Ik W - fabk AT
FITCYP3A4IT & o | FICCYP3A4IZ & o TR | A&NZ. in vitro iRk
TIHESNZEY) | #SNL2EMOERZ | TCYP3A4IZK DT A

AN PE S, | HERTBENNH D, | hAT 06 B -7KEAL
srnzEy ., |[BU. HAEERICET | BEEEEHEL 2
NUNAN DHEFEFNT IR,

11. 8ER

ROBWERMNH 50ONBZENHHD T, BHRETHITT N, B
WD BN B ARG 2P IET B EEYRAE ETD 2 &,
1.1 EXEER

11.1.1 BIAERTR. FFHEEREE. #E (WInsEELRH)
BIKERFZ5. AST. ALT. Al-P. 7-GTP. LDH® I 5% % > fFi
BEfEE, #ENHSDOND I END D, [8. 3]

11.1.2 gmEkRE4 1. 0% . m/RED (1.9%)

11.1. 3 BIEMA EEARH)

1. 1.4 DAL, LEEE (WTNHEEEARH)

1.2 ZOMOBER

16. FEYBHEE

16.1 MIAERE

16.1.1 HERE

(1) fBERA

BERABTFICENILY I RESOmgXIZE L H 2 ROD$#ES80mg
Ok7zL) 27 OXF—/)N—JRICTEERFICHERERO#G L /=,
R-EANZ I R (EMHAR) O RE %5 %36 I K EE %
AU, HEEWEINE4. 9~5. 2H TH o7z F/2. EANINY I Rigd
OD#EIIEMFEMCF%ETH > 2.V

#£1 EHILY 2 REE80mgk U E )L 4 2 ROD$E80mg (k7a L) ZHERELZEEL

J2EZDOR-ENIVY I ROEYTHHEINT A—F

N Chnax tmax AUCe ti/2

(1 g/mL) (h) (ig+h/mL) (H)
s ~ lean 36.0
EfILA X R§g80mg |23 | 1.21+0.23 (24. 0~72. 0) 28080 5.2+1.5
N ~ e o 36.0
EHIV% 2 ROD$E80mg| 21 | 1.26+0. 21 5. 0~72. 0) 28669 4.9+1.1

T+ MRS [tmaxhd FHRAE G ]
R A B TFITE L% 2 RODEE80mg 27K & & b |2 22 i e BEml

o o o S O%5L., 7OXF—N—{EICTENII Y I REE80mg &L Lz &
~5% SR ARE .
_SHBE | IGRRIE | LR BEAY 25, WA AN I A% T oo 72,
#EE H%)HE #£2 EHLYI F%SOmg&U%%)gx&i FOD$80mg Uk &R % HEE A5
(44.7%). L7z EZOR-ENLY I KOEMBIE T A —5
7Tk ?'2 4’7? Jg:%;ﬁ . Cinax tmax AUCos t2
li'C.V) > (1L g/mL) (h) (1£g * h/mL) (H)
P ST EHLS S Keesomg (22| 1.2550.27 | o SO0 262478 | 460.7
. ﬁi’£i§ 7;#\_ %ggi EAL5 3 KODSSomg 22 | 1.29+0.25 | o S0 1 277486 | 4812
A-PER | R TN - A [t TR CROEH) ]
B A | PR . 7 B (2) miBREERE
R (7 L7 F|R FITIREE R ZICE LY X R80meZ Mk N 5 L & =, 4 51%
=LA 6. 12 O24RBIOMIETHR-EAIL Y I R GEHE) IBEITIEIE—
BUN L&) #E 1.5~1.7ug/mL, n=3) THo/=,?
L LT 16.1.2 RigHS
- #% . WE, 2 RISTIREE R 12 E )L 8 X K80mg# L F LR 6 125 L7z & .
\%\ JE R i R MigEHR-E ALY I REEIZNSETERIRE (18g/mL, n=
I 37) WL, X510, KGRSO MRS, S HEE L
PEBRIEEE {EEHR BHIE. O F W, FIT DIHEERINIS. 40 TH > /2,29
FE R R ﬂ:fg m>> 16. 1. 3 EYZRISEHHER
K& (BN S K§80mg Th—71)
EER R NEARE s EAIY I REE80mg [h—"7 ) &HVF v 7 2§E80mgZ. 7 O R
" : pr—— F—N—iEic kD FhEN1EE (EHLE I RELTS0mE) R
i Hi gt AT RO 22 5 U TIEER E L5 2 K GEEER) it
W qpae M. LA R, EEZEEL, BoNEEYEEEINT A—4 (AUC, Cpax) ICDWT
SERE R, BE Q0%E AR I THEHINT 217 o 724528, log (0. 80) ~log (1. 25) D
b HFANTD 0. WHIO LD FHR SR I .
i - BHER Mo B (ug/mD)
P - 15
HHEE %g . = —o— : EHILY X KEESOmg [h—1)
o - - —— I 71V F v 7 A§E80mg
@{hfz oy @g& WE% A+ G, n=16
Z ot . hElg S MR & 10
i E& I fE . R E 1L
- 3_?
VE) BIEFISELE 13 AR 3 T 00 R R R R 2 Rl S Et L e '{E
=05

14. BRALODEE

14.1 FERIZ(IEOEE
€51 E=3t )

14.1.1 PTPEEOHEFNIPTP — WO LU TIRAT 2L 51
I BHIE, PTPY— b OREEIC K D, WS ERAS A R A~
FIAL. HIZIZZEL 2B I U THIBRRS O EERGOHE 2 0F 5
THZEND D,

(ODg®)

14.1.2 RENIFEO IOV TERZFRHITE TR DLET &I
KOMRET S0, KLU THRAWETH D, /. KTRAT
5ZEHTES,

14.1.3 AANIEZFEORETIE, KB LUTRASERWI &,

15. ZDDEE
15.1 BEeRR{ERICE D < 153K
AENZBNT, MR EENRE L 2 & ORENDH 5,

216 288 360 432 504

FeG-t% O (h)

0 72 144

X3 EMBENT A -5

HIEINT A—% BEINT A—4
AUCo-504 Crnax tmax ti/2
(1£g - h/mL) (1£g/mL) (h) (h)

EANS 32 R§g80mg Th—7) | 300.5+66.6 | 1.248+0.196 | 39.0+19.8 | 131.8+32.4

NYF w7 A4E80mg | 314.3+66.9 | 1.294+0.218 | 42.5+23.5 | 143.5+46.3
SR+ ARAE(RZE, n=16

M EEP IR RICAUC, CnaxFD/NT A—F 13, #HBE ORI, Rk DRI =L -
FR%G DFRBR SR I &k > TR D WREMNN B D,




(EAI# = KODEE80mg [ ~—"71)

EA % 2 ROD#E80mg h—"7 ) &4V 5 v 7 Z0D§E80mg % .
Z7ARF—N—iFick o ZEnFhlgE (EAIILY I RELTSOmg)
RN B F I EREROEE OK/RU TIRAKRUKRTIRH L
TIMHEFR-EHIN S 2 R GEER) BEZRUEL. 5oN72EMH
HE)XNT A—% (AUC, Cmax) 12 DWW T0%IEHEX BIEIC THEEHRT 2
7o 72558, log (0. 80) ~log (1. 25) DHIPANTDH V. WHID LY
HIFESME SR S 7z, D

(1) &7z U TIRA

(ug/mL)
14 4
T —o— 1 EJLF X KODSE8Omg [h—1)
L2971 T —e— 71 F v 7 Z0D§E80mg
S fE AR 2, n=18

1.0 |
1
o 09
i
i 0.6 1
HE

0.4

0.2 1

00 ‘ ‘

0 72 144 216 288 360 432 504
FHROKH (h)
x4 BYBERINT A -5

HIEINT A—F BEINTA—H
AUCo-504 Chmax tmax tie
(¢g -+ h/mL) (1t g/mL) (h) (h)
EA)V4 I RODGE80mg [h=") | 239.0£57.3 | 1.122+0.219 | 40.4+18.4 | 125.9+28.4
715y 7 Z0D§E80mg | 244. 4+55. 8 1.159+0.173 | 28.4+14.1 | 127.3£26. 3

R+ FRYE(R E, n=18
MR AN MZAUC, CuaxE DX T A —F 13, BRH O, ARIK D ERIRAEL -
IREEIS DR AT R > TRIRD AIREMED B B0

(2) K THRA
(ug/mL)
1.6
L —— : EHJ)LF 2 KOD§80mg [ ~—17)
’ —— 71/ 5 v 7 Z0D$E80Omg
1o A+ B, n=20
% 10 4
i
b3 0.8 ¢
I3
0.6
04 1
0.2 1
00 ‘ ,

0 72 1M 216 28 360 432 504
FEHORER (h)
x5 EYBEINT A -5

16.6 HEDEREFTHEE
16.6. 1 FH RV EHEEDRE
RiERGROMPETRELX FRPLIVIZLVLTFZIUT T2
2 EDORICHBEEGRE RS N> BKEAT—%),9
16.6. 2 FHipElEERE
FHRERE E R # Tl R- EALE I ROME LRI E < 725
MEDHENTNWE FEAT—5),?
[9. 3]
16.7 EWHEEIER
EHIVE 2 Ridin vitro B2 T, F 7 0—LP450F%3% (CYP3A4)
#HEL, £ZNL0EEIIENA, foF ~r O—LAP4S0EESE
(CYP2CY9. 2C19. 2D6) IZH LU THHEEHAZRT EOHRENH
5. WNERRBICBWT, EXNJVSY 2 R150mgE THREIN/2E
HT, VOFEY CRBNCESG T B F b O— LAPAS0BER I L IF
EAEEBEIRD SN TWRN, ERILY I RIZEEKR DS Tt
AXN DK EIMHAEEH 2RI REEIZENEEZ SN 5,10.1D
[10. Z:Hd]

17. ERERAIE

17.1 B RVORESM(CET 58

17.1.1 EIREEKREER
HRGRREE TICHINIIMERERE ORHIC/D) #xt5& & L TEN TG4
gz ?;?ﬁé N —EERER 2 & OHERABROBEIIRD &

By 22 BEE | S | e b
1 AHELBR 80mg/ H 123 3 66. 7% (2/3)
UL ER ARG B 80mg/H 1238 R 41 61. 0% (25/41)
P T A AR 80mg/ H 123 59 64. 4% (38/59)
Rk 58k 80mg/ H 483 i 26 76. 9% (20/26)

FIWERE. AFIOKZHE B0mg/H) IZBWT, % I M TapHh
3% (100. 0% ICFEO SR, ERENEMAIL. AETEH (66.7%) . FLEME
JE (33.3%). 1FTV (33.3%) TdHo/=. i IHLE Ti34161+H25
B (61.0%) IZED SN, EREWEMAIX. AEER AL 5%. FAEEIE
(36.6%), 1FTH (12.2%) % Thorz. B TR TIZ5961+H38
B (64.4%) IZEDH SN, EREWEAIX. AEDR (33.9%. FLEMEIE
(33.9%) . MEBKIEOE (11 9%) Z&THo77,2-312.13 GREEN)

/. RIBEETINIIMERH OFIIC/D) 2XMRELEZENILS 2
RELH-RHY I=Z b & Off A S LH-RHY d= 2 - Bffg#ikz
B L 7=ENE I B EHHEGBRORAEIIRD LB TH 5,

HEINT A—=S BEINT A=
AUCo-504 Chnax tmax tize
(/£g « h/mL) (1t g/mL) (h) (h)
Eh)V4 3 RODG80mg [h—=") | 248.3+58.3 | 1.173+0.240 | 39.0+12.2 |122.9+22.5
715y 7 Z0D§E80mg | 274.2+68.5 | 1.282+0.272 | 33.2+15.0 | 122.2+23.1

S E S AEHER A, n=20
MR IR E N NZAUC, Crax®B D /8T A—F 1%, #B#E OFR, (RO EREUEEK -
W% DR R &K > TRIZ D ARENEN B B,
16.3 9
In vitro 2B 5 b MEEARKER (T 31K 1396%ThH - 7.0
16. 4 ftzt
EMZBITBHENISY I RORBNE. KEBIEKRDTZ IV I O #gias
THolz. MFHFITIEREMARD, RPIIEREADO T 70O
B SR R O/KBBALIR D 7))V 7 0 BB R A, EHRITIIRALER
T KBBALR DGR bz GHEATF—5),.D
16.5 HEtt
R ABTFICE IV S 2 Ro0mgZ R %5490 H £ TO RFER S
K OZERPEIRL, TNEN365X I TH o7z GMEATF—5),D

EMVFRKU|  LH-RH P otk
LH-RH7 A=A M | 7 I =2 BH | (95%(ZHE X [#])
PSATF # {120 % 79. 4% 38. 6% <0. 001 _
(3% 51230 15) (81/102) (39/101) (27.6-52.0)
PSAEH (LD 3 TOHIH \ . <0. 001
(i) 818 2418 @.77-5.66) | >9
RN 77.5% 65. 3% 0. 063 -~
(G 12) (79/102451) (66/10141) (-0.3-24.1)
TTTFE ‘ . <0. 001
(413K ) 7. 78 60. 318 ©.38-0.77) | %%
TTPES) - N <0. 001
(i) REIE 96. 93 0.26-0.63) | 040
YE1) PSA<dng/mL

#E2) TTTF : Time to treatment failure GAFEELINIIND)

7E3)TTP : Time to progression (14 HEHRT)
AiBRICBNWT, BWEAIXE NI 2 REULH-RHY d=Z MMEA%E
IERET66. 7HCEO SN, EREWEAE. 1FTO 16.7%. M7 IVH
U7 A7 75—t 10.8%). &Alfi (8.8%) ZETdH-oiz,19-19

17.1. 2 BIVERERALER
WHMZ BN T, FHERE & U CRIBBISESUIMIERITEE (A,
RINERREHERRAN) 2 hAT U 7= R iR iE 88, 113 2 & L E
FIVE 2 R150mg/ HEVZ & 2 WfE AL 7 5 & R IR SR L R
ABNERINTND, ENIVY I RESGHE2KRTIEEAGFRIZAE
HICWEL HR=0.79, 95%(FXR0. 73-0. 85, P<0.001) 7%, 4/
FRIZDOVWTIR T IR EDEIIED N> 72 (HR=0.99. 95%(F
FEX 0. 91-1. 09, P=0.89), WHABIBITICHBNT, BRFMERTIAREE D
FORBIR 2T ZBRFICBIT B2 E NIV Y I REGHTIE. HEH¥nk
HEEAIBVWSOOT T REEE g L TRAGFEROHE/DEMED
537z (HR=1.16. 95%EHEX 0. 99-1. 37) GBI rh UL E7. 445K
Mo ENINI I REGHTRODONLZEREERESIT. AER

(73. 6%, 2962/4022() KU MEALELE (68. 8% 2766/4022f1) 5T

Ho7z.10
TED) AR BT 2 KGR 1 51380me/ H TH %,



18. FEuFEHE 24. NEKFERERVEWVEDHESE

18.1 1ER#F BAEERA 2EINEDIE > 8 —
EJVE 2 i, i RESHESEO Y > ko s 2B/ RN Y T570-0081 KBRFSF O HEHT2 T Ho%& 155
ROy oaEREL. FEBREHEMET D, ab. EN I 0120-108-932 FAX 06-7177-7379

53 ROHPT > ROF G ERWCRKICE B2 DD TH > 7,17
B, EKE AFOBEOHEICED ~BOEBE TAWS 26. SLGIRFTEESE

(antiandrogen withdrawal syndrome) % # % Z &738% 5,19 26.1 BLEARSETT

18.2 HAIEBHE e = =
In vitro BICBNWT, 7> ROF DHKIC & 5 b AR IS A Eﬁ*ﬂikunﬁkitz:$t
i (LNCaP) K O= 7 ZALARAES M (Shionogi S115) o 3EjE % KIRFFFIEMHEII 28115

i L7ze —H. in vivoilBk (v b)) IZBNWT, BEINEZT 2R
047 AREN S v MRS (Dunning R3327) 352 HIH L.
v hOLAEMMEERES S/, £/2, OERPTAMZTOC KD
LHO EROREZ T HENTH o 72, 19.20.2D

18.3 7 RO U RRGLDIEEHE
v MROE MR Y > ROF U ZBRITHT 2585081, Pt
ROFAMATO> ORI TH > 72,22

*19. BT CEAT HEFENMR
FEE R

F

F CN
T
¢ ouo cuy TR R

4 EH)VF 2 R (Bicalutamide)
* {b2244 ¢ (2RS)-N - [4-Cyano-3- (trifluoromethyl) phenyl] -3- [ (4-
fluorophenyl) sulfonyl] -2-hydroxy-2-methylpropanamide
7 F 3 - CisH14FaN204S
& 430. 37
* M R HEOBRE I REOMATH D, 7 F TR T
<V AF ) =)VIZRRBEITICKLK, T /=) (99.5) «Z
BWHIT< L, KIZIFEAEB TR, T M EKR -
100) I3fEHEERI RN, EEREENRD SN S,
* @ 192~197°C

22. A%
(EHILE X R§g80mg Th—71)
308¢ [108EX3 : PTP]
1008 [108£X10 : PTP]
(EAJI% = ROD$E80mg Tb—"71)
308¢ [108¢ X3 : PTP]
1008 [10$¢ <10 : PTP]
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