)

*20234F 7 HekET (58 2 i
% 1iR)

20224 3 HukAET (
IR« ERRAF
BN : 34

05
HAZEERIEES
874291
IRV St ARBES ARGSRS
I D smem e $%80mg | 23100AMX00208| 2019%F 6 i
RIS, WSEERS OD#80mg | 23100AMX00209| 2019% 6 A

«BxgEREA EAHILY S REE
ENII=F=80m;"DSEP;

BICALUTAMIDE 1aBLETs 'DSEP;

EHILY = ROFAEREREE

ENII=FOD=80ms"DSEP,

BICALUTAMIDE OD TasLETs 'DSEP;

) FEE—EMFONSBICK VAT LI &

2. B2 (RDEBICIFES LBV E)

2.1 ARRIDOB IR UBHUEDBEERED & 5 B

22 /NE[AHEOHBEIEAICE S, B/NEOERBE
DEERBICHELZRIITENDG DS, £, K
DOEHRE (S MICBWVWT, lES Y hTFED
[EEMHZLAERD 5N TV 5]

23 wiE [ AHEOBHHER (S Y M)IZBWT, FEOEE
MR R O RO LA HE SN TV 5,]

3. #ER% - MR

3.1 #ER%

AR7E 44 BRI NN

N T LK., TSy a—- Vi
égﬁgJ‘gﬁlyzphyﬁA\ﬁBFy\x?7UymV
[DSEP] (HIR)80mg THxyIh, FaXu—A, v7u

I—)300. b7 % >

tFaXa—ZA, AL RAT—AHLY
A, FEREEILO— A, BAKY VEEIK
FEAHANTYTL, ALAT—R, T A
VF—hy TEALT 7 L HY T A,

ALY IR | 1EEH
OD#E80mg (€ ALy I R

[DSEP] (HJE)80mg SKTBILr A H, ALY VM. AT
TV TR TN
3.2 BHEIDMR
sl )

s | oMb | @ | EE | ES | ®E |

(mm) | (mm) | (mg)
EALY IR W o =
$E80mg 3_7_{ )L‘Aﬂ* HE& Q EgOB
DSEP] T

#7.6 | %14.3 | #1206
EALY IR

d80 d80
\ Ep ) | EpB ) —| d80
A . EPB

#5  |pa~
[DSEP) 10 | 3.0 | %300

4. SHREX [F3h5R
RIILARTE

5. EEN [FFHIRICEET 5:FE

5.1 RANC X 2T, BBBEETERVWZI EICEEL, &
A5 1 28% 2 FUEBENRBEOD &L LT, KEIES
WL VT A2MREPBONGVIEA. HSHVITREAD
EITPRO SNGH I, FRBEESo@EY) 2 08
HERTHIE,

5.2 KFREGICED ., ReBoHE»SBBLEEVWEEZIOGN
HEWERADHRE L -5EE. BB LoAREZZED L.
HREITH U REXIIEZIRE R EORBIRICESE
THIE,

6. HiERUHRE
BEE. BAIKIZEALSY I FELTLE-8Omg= 1 HIE. #
%59 %,

8. EERERIEER

8.1 SE D RRERICB VT, AFRESH TARA & o BEM:
BEETERD > RN REUIN O TR HRE SN T
Wh, £DDBID - fEEREIERERICK DI TIZ9% KN T
HY. TOELEFERIIOAE, DHFE, MOERES
THo7z. INSHEOBEKRABRTHRE SNLD - 1R
BRBERICK DRI, NBOERMEE(16%AKT) &
DEL . BRETRICTFHEINLIHETROHEHNT
Hole, KAl EHRET 2B T HFDICBER2ITVL. E
HIIET 52L&,

8.2 AFNIHNDTWEERITH D . BAIIKT 2EYEEICD
WTHaHE - BEEROEMOD & T, KENZKL S
BEDSHET MBS N B BEICOVTOARERT S &,

8.3 BIREMF 2. MFHEEERE. BENDODOLNIZ I ELVHHD
T, KA SHIIEHNICHEBEREL2TORE, BE
DOREEE+FICBET B L, [11.1.1 3R]

0. BENERZEIHEEICAHT I IR

9.3 fFikEEEEEE
AFNIFETIZIIZR2ICREEZ T 5720, EFIRER
OIFRENEL 22 HEEIH 5. [16.6.2 ZH]

9.8 St
BEHREANOESOBRICIIEZEOREZBE L NS EHE
5952 &, RRIOEKRRBRE» S, BnE &I
BRFICBVW TR EERVCEERORRICETAS
NTVERWVA, —RICERZE TIE. D - BEREFEROERE
PETFLTVWEZENEL, D BRBROEEERD
HEBEEPSEERB LV E .

10. {BE{ER
AHFNE. E& U THRBBERECYP3A4ZEET 5, [16.7
8]

10.2 HAFE (HBICEFRT D L)

AR E FEPRAEIR - TEEB L | BF - BRET

7 RRRIIE |7 <) CREBIIEED |in vitroilii T&

TIL7 7)) E ERHEZHERT ABZEN ARSI BL

BdH 5, TILT 7Y &

Jutur Uiz |(BRT 5L 0|

HET S, ik, ba|PH53,

VERTAMNERERKT S

7 &, MR E fEMR A

SHMERE %2 +71217

WO, BREROEH

ICEEL, BEORRE

PR LN SHEEIC

B595Z &,




AL %
VAR

FEPRAEIR - TEEB L | BF - BRET
ML T7 % I ROMER %2 | AFIZ. in vitro
HRT 2 B8FNDH 5. i RBETHLT Y 3
BUL. HEMERICET| FoR#EZEEL
B IREREFNE 72 s 720
FEFZA PO XA MLUFFAMTXMLT 7| RKFNZ. in vitro
Ty VOERZERT 2B RBETTF A b
TN H 5, X MLT 7 DR
HU., HEMERICET | #2HEELL.

B EREEFNE 7 L,
FIZCYP3A4IZ|FEICCYP3A4IZ &L - TIARAFNX. in vitro
EoTR# s h 2 R#SN2EYOIERHETCYP3A4IC
By RHEBMTHBENDH|LBH5TAMATH
ANWNTEE |5, 6B -KERLEER
YU ARY Y BL., HEEMRICET|EEZEELL,
MNITYVITLE | BHMEERIEE V.

11. BIfEA

WROBHERDH 5bNBZ ENFHHDT, BEZTIITITV,

BEPRDONIHEICIIBEE2HILT 274 E#EY) 2 0E %
Fr2 &,
11.1 EXBENER
11.1.1 BUERFX. AFHEEEE, =B (LI NLHEERH)
BIFERF%. AST. ALT. Al-P. y-GTP. LDH® &
RS ITRERE, BEFADODLDNEIENDH 5.
(8.3 ]
11.1.2 BMERCREA (1.0%) . M/IMREA (1.9%)
11.1.3 REEMERR (BEERA)
11.1.4 DA2. DEIEE (LT HEEERE)
11.2 ZDfttDEIEA

5%LLE | 1~5%KH 1%k AN
N3 FLEE AR
(44.7%)
HEER
(46.6%)
ZTH
A e WENET
JHF ek AST E&. |y-GTPE
ALT EH. |H. LDHE
Al-P LR |7/
IR ES EHRERE (MR, T7RR4E
(Zv7F R
=V k&,
BUN k&)
aL] ZFOEE. 3| FHIT. HEE
2 N EENE
£, HLEE
HE
R R HEAREGE {eFi AR R, O,
AR, 15>
REE
(R IDER R
=R & 18 BHAE. T
. BB, &
H. HEARE.
BGHUR. BE
i
- BER Jils B
IBEE MERNE, =
jiRE
ZDfth BaL R | St &M, HiE.
Fu—) R, S
L&, & . . &
ARG I, (AREHE
= -

) BIE FSHEEI3RERI & COENERRGER 2 I BaT L.

14. BRALDIFE
14.1 EBRIZMEFDFR
(BFIHE)
14.1.1 PTPEZEOEAIPTPY — 2S5O L TIRAT %
£H1EETHZ &, PTPY— bOBEMICE D, BHLEHE
AP BEEREARA L, BICIIZELZB 2 L THERE
HREOEELEMELHHET LI ENDH 5,
(OD#g)
1412 AFNTEFEDO LICOBTREEZBHSEETEL DAY
CERCEVEET S, K UTIRHTIETD %,
F7o. KTIRAT A EHTE %,
1413 AENIBZEETORETIZ, K LTIRASEZVWI &,

15. ZDfthDEF
15.1 BRERERAICE D 1B
HEICBWT, REREPRR L EORETFH 2.

16. ZEYERE
16.1 MHRE
16.1.1 BERS
(1) BZRRA
BERRABFICEAILY I FEE80mgiEE AL ¥ I FOD
$£80mg (K7 L) & 7 11 2o — 13— 1A 1o ¢ IR |- Bl
O#%5 L7ze R-EALY I N EEE) O MEEHIRE RS
BI6KFHE ISR EEZ R Uy THEFEIIE4.9~5.2HTH -
Jeo oo EALY I FEEEODSIZEMFMICHET
%’)7‘:1)0

EHNLY 3 FEE80mgR U ALY I FOD$E80mg (k7 L) % M
RS L2 L EOR-EHLY I FORWBLI 5 X —5

n Cmax Tmax AUC« ti2
(pg/mL) (hr) (pg-hr/ml)| (H)
ChHLy IR 36.0
$80mg 23/1.21£0.23 (24.0~72.0) 28080 |5.2+1.4
EhHLy IR 36.0
OD3#80mg 21(1.26£0.21 (15.0~72.0) 286169 |4.9%1.1

FAfE + R ZE [ Tmax (3 fr o fE () ]

EHILF I REESOMgRUE H LY I FODSESOmME (/K7 L) % B
EFEOHE L & 2 DIMEEFR-E ALY I MREHER

(ng/mL)

1.6

m 1.4 —e— UL ¥ I FOD$E80mg (n=21)
55 —o— EA)L% 3 N§E80mg (n=23)
:l;; 1.2 P51l + 1 R 2]
el
ﬁ 1|
L 0.8
4
l: 0.6
§ 0.4
0.2
0 : ‘ ‘
0 7 14 21
e (H)

ERBRABTICENILY I FODSESOMg 2 /K & & b I12 2208
BHEEREORESE L, 7024+ —N—EICTERILY I RiE
80mgEHE L7z & 2 A, MBANIEMFENICRETH 720,

EALY I FESOMgKk U E ALY I ROD#E80mg (7K & ARA) %
BOREOHES L EZDOR-E ALY I FOEMBIREISS X —%

o | Cmax Tmax AUCw tisz
(pg/mL) (hr) (pg-hr/ml)| (H)
EhALy IR 36.0
+ + .
$80mg 2211.25+£0.27 (9.0~72.0) 262+78 |4.6+0.7
EhALy IR 36.0
+ + .
Obgsomg |22|1:29%025| (5 7 )| 277486 |48+ 12

S fiE + BEEAR 22 [ Tmax (3 Hr il () ]



EAILY I FEESOMEgKR T AL ¥ I ROD$E8Omg (UK & ARA) %
HEROHRS L & Z0MERR-E ALY I NBEHR

(ug/mL)

1.6

1.4 —e— /)L ¥ I FOD$E80mMg (n=22)
o EALE I REE8OmE (n=22)

1.2 [PiofE + R ZE]

1
0.8
0.6
0.4
0.2

0

RE7 NS T -BBEE

0 7 () 14 21
(2) FITIbREEE
IS IREREICE ALY I R80mgZ HEREOIFEG Lz &
X, B5%6. 12K U24BRE o MiEHFRR-E ALY 3 R (TF
MR BEIXIZIE—E(1.5~1.7ug/mL, n=3) TH > 72,
16.1.2 kiS5
A AEEFICE ALY I F80mg 2 1 H 1B RIERO#RE
L-& &, MFHFR-EHILY I FEEIINSE TERIRE
(18 ug/mL, n=37)1E L7z, S50, REKRGREOI
REEHER D SHEE L A0 T OEELEFIHIZS.4H T
Hot=Y, B, EEREBICBIFAMERS-HLY IR
GETEMEE) BEIIR-EHILY I FBEDIBUTTH > 7.
16.3 9
In vitrolZ B s MMEAEEEX (T € I1£)1396% T
%‘97‘:4)0
16.4 5
E MIBUIAENILY I FOREIE, KBILRO VT 0y
Bi&TH oo MEERITIEIRENED . RAPITITRE(LIE
D70 v BTaE AR OKBILED 7V 7 a v EEaE R,
EHRIIEARE(LA R OKBILAD RO 572D (EAT—4 ).
16.5 HEttt
BFERABTICEN LY I F50mgZ2ROKESHRIHE LT
FRERPEOERHRIZ, FNZPN36% R TV43%TH >
1 HEAT—%).
16.6 REDERZEIIEE
16.6.1 MU BHAEDRE
MEZRGROMFEFEEIX, FHbddVEI7LTF=0 7
V7T Y AL ORICHBEBRE RS 22720 GHEAT—4).
16.6.2 FHHEEEfEEEE
JFHEREREE R E TIE. R-E ALY I FOMKERIAPEL
RAEADNED 5NTWAD HEATF—%),
(9.3 ZHE]
16.7 EYHEE(ER
AKFEixin vitroiB T, F 70 —L4P4508% (CYP3A4)
PHEL, FLZNEIDEEBREVY, hoF 7o —24
P450F %% (CYP2C9. 2C19. 2D6)Icxt LT HHEERH 2R
TELEORENH B, WBHERRBEICBVT, ALY IR
150mgE THREShzEE T, 7oF) Y REICEET 5
F 7O —LPASOBERICH LIFEAEREITEOON TV
W9, EALY I RIZEROES CHEE M SN 53 &13H
HERZRTAREEMEIZEVWEEZZ 5N, [10. BE]

17. BRERANAR
17.1 BMERUREECET 55
17.1.1 ENEEREER
ARFR & TICHIIZIREEE ORIIC/D) 2 x5 & L TERN47
M TRE1I7THIC O W TEM S W “EERHLEG =
BUHRRBOBMEIRDEBD TH B2 3 10. 11,

: = BRR
B A ®E58 | &G | REFIE (SR E)
5 1 AHEER 80mg/H | 12 3 66.6%(2/3)
HiHASE DAHAAER | 80mg/H | 128 | 41 | 61.0%(25/41)
B TAHAER |80mg/H | 128 | 59 | 64.4%(38/59)
B 5HE  [80mg/H| 48EM | 26 | 76.9%(20/26)

BIfEAIZ. €A% I FOEARAR(80mg/H)IcB T,
5 1A 361 341(100.0%) I8 5. EamIEA
&, AFEER(66.7%) . FLEER(33.3%). 13TH
(33.3%) Tdh > 7o FIEAE IHKBR TIZ4160H2564
(61.0%) 2B 5, EaEWEAIX. FEHER(41.5%).
FEER (36.6%). 13TH (12.2%)FETH>7z. BRHEI
HHEER TIZ59BIH3861 (64.4%) ICF8®D 5. ERBIWERIZ.
FLFEER (33.9%) . FUEMEMR(33.9%) . HEAKEGE (11.9%)
ETH 7. REBEGHIETII26BIH1241(46.2%) 158
S5, ELEMERA. AFEER(38.5%). AEER
(34.6%)FTH o7z, (KiBHE)

T, RIGHCETHILIVEEE ORIIC/D) 2R E LY
AINF I RELH-RH7 I=X & OB EELH-RHT
TR b B 2 H U 7 BN TN S S R s
DEAEIZRDEBY TH %,

ALy IR
. LH-RH P& NS
K ULH-RH o = NY= R
7=z ppem| 7 TR B | (95% (X M)
PSAIEFEALEVHE|  79.4% 38.6% <0.001

(5 12:81) | (81/10241) | (39/10141) | (27.6-52.0)

PSAIEHELEV £ T N N <0.001
ommehng | SV | 24U 1500566 390
ZHhR 77.5% 65.3% 0.063 _
(#&512:88K) | (79/10241) | (66/10141) | (-0.3-24.1)
TTTF#2) N N <0.001
(hoeg) | U77E ) 603855677y 054
TTPE3) N . <0.001
(hoeE) | EUE | 969B 50663 040

#1)PSA=4ng/mL
#2)TTTF : Time to treatment failure (AT HAE)
#3) TTP : Time to progression (i ARK)

AHEEEICHBWT, BIEAIRE ALY I FERUOLH-RHY o=
A NFFBIERET66.7%IZERD 5N, ERBEWERIE. 13T
D (16.7%). MHBT7ILHY) 7+ A7 7% —EHEM(10.8%).
HIM(8.8%) & TH > 712 13,
17.1.2 5 ERPRELER

WM B VLT, EEAE L L TR B I HRIGHIA%E ()
SHE . BN M) 2 HE1T U - BRI R R
8,113fl xR E LizEH LY I F150mg/HEVIC & % 4
BT T R _EE M E RS ERS L T»
b, ENNY I NEEREATEBEAERIIGR ICNE
L7z (HR=0.79. 95%{5#EXM0.73-0.85. P<0.001) 7%,
EHEHERIIOVTIR T TEARABEOEEIRD Lo -
(HR=0.99. 95%{E#fX[0.91-1.09. P=0.89). J&iAHI
RFTICB VT, REEINIFEOZABRE 2T 2 BHIC
BUSEHLY I FERERTIZ, METEHNZEEZ IRV
LDOD TS REEE B U TREFEROBAMERAEED 5
N7z (HR=1.16. 95%{5HX0.99-1.37) (B HiHA R A5
7 4EHE), EALY I FEREHTROONLELREE
HRUL, AERE (73.6%. 2962/402241) RO HALILE

(68.8%+ 2766/4022(1) & Td > 72149,
4RI BV B AEHIEARIE80mg/HTH %,

18. ZEFIE

18.1 {ERERE
EHLE I RIE, WISIRESAMO T > Fa s s ZEEIC
57 RurroffaElHEL. REEMRERIET 2,
B, ENIVYINOHT Y Fay UiEHRITEENICRAIC
KBHDTH->Tz,
mB. BRE €LY I RoRSOHIEICE ) —EOBE
TAWS (antiandrogen withdrawal syndrome) =42 Z &
Do

18.2 FiEBEMR
In vitrofB&icBW T, 7 Fuas VRIBIC X2 e MRINIAR
B (LNCaP) XUt~ 7 A FLEE I (Shionogi S115)
DEFEEMFE L7219 10, —F5, in vivordBii(Z v P)IcB
T, Biaash/iz7 >y Farf VIREES v Nl iRES
(Dunning R3327) O#FEAMEI L. T v b OATEHAM 2 E
E3¥7. &, 8T 2 s 270 Y ROLHO LR OEE
WG T ErTH o717,

18.3 7 ROY U EBHEDEEHE
Fv MR FELRT ¥ Ry U BRI T B EA R
e ROFARATOYOR2%TH 7219,



19. B3RS ICRET IBERHIFR

—f%% : €A% 3 K (Bicalutamide)

{24 : (2RS)-N-[4-Cyano-3-(trifluoromethyl)phenyl]-3-
[(4-fluorophenyl)sulfonyl]-2-hydroxy-2-
methylpropanamide

PF : CisH14FaN204S

PDFE : 430.37

% R HEOHRIHEEEOHMRTH S,

TP BT RTL AF ) — IR RBEITFIT< L,
I ) —=(99.5)ITVETIZL <\ KITIZE A ETET 21,
7t b B (1-100) BB E RS L.
FmBEPROOND,

F CN
\@\ (o]
O OHO CHs RUBGEME
A = :192~197C

22. @&
(EAILY = REE80mg[DSEP])
(PTP) 30%(108Ex3) 100%E(10%Ex 10)
285 (1488 X 2)
(E'H)L9 = ROD$E80mMgIDSEP])
(PTP) 30%€(108€x3) 100%E(10%Ex10)
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26.1 BHERRFET
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