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E72JL9=FODx80m:"DSEP;
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E)ER—EMEONTEICKVHERT S &

2. ZR (RDBEICFES LBV &)

2.1 RAIDRTI UBBAEDBHEED & % BE

22 NRIAFEOFIRIERICEDE. BHNEOAFHEE
DIEFRHBIHELZRIITBNDG DS, £z, KRE
OHFEHB(Z Y MIZBLT, Ty b TFED
JEEEZEARD 5N T 5S.]

2.3 W ARFEOBWH(Z v MIZBWT, FEOEE
B O ROMEE P HRE SN TV S.]

3. #HRY - R

3.1 #8m%

Hr7E4 BRERSY TRANA

N N WA, 7> 7)) a—=)LEEF
;&ggJ‘f?lyipthA‘ﬁeﬁy\X%Tuyﬁv
[DSEP] (H8)80mg TAXTIA, eTURAT—R, ¥ 0

I—)L300. ERIbF % >
tfuxu A, A AOA—AHILY
, RO — 2, K VEIK
fﬁw/ﬁA\ﬁwXU—Z\TZN
VTF—by TEARILT 7 LA HY T A,

EHLY IR 15EH
OD#E80mg (B AL % I K

[DSEPS | (HR)80ME | oie—misfr 1 %6, 1> Vi, A7
TV BT 4
3.2 BEIDER
ST .
wee | Aw | e | EE T me T EE T

EHLY IR
$E80mg
[DSEP]

(mm)
D O S
I-F4 V7% HE Q 80

74k
7.6 | $14.3 | %9206
EHLY I E

OD4E80mg (DREPIRES:) | M A EPB

FiE  |pE~
[DSEP) 10 | 3.0 | %300

4. SHREX (FFHR
AILARAE

5. EEX FNRICEHET =5

5.1 KANC X 2L, WMBBEETERZVWZ EICEEL, &
A5 128% 2 EENRBAZDOD EE LT, KAIKS
WKL DHETA2IRPELNLWVEES. 5 VNITRED
ETHERO SN BEICIE. FHREES oY) 2 LB
EETH &,

5.2 KAIKZEGICKD ., ZeB0oEI»SBR LEEVEEZIOGN
é%@%ﬁ%ﬁbt%Au WELOEREZZEO L.
WEIZIE U IREXIRZMNGEE L EDOIRBEEICEE
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6. HENRUHE
HEE. BAIZIZEALSY I FELTLE8Omgz 1 HIE, #
%59 %,

8. EEREARNER

8.1 HE D IRIAEICB W T, AFIHREMH TARFA & o BE
MWEETERD > LRI REUN O CHIrsRE SN T
W3, DS BID - HRIBREBICKEZETIIO% AR T
HO. FOELEFERIZOAE, DHFEE, M0ERES
THo7z. INSHEOBKRABTHRE SNLD - 1R
MARBERICKAFETRIL, MNBOEBMEE(16%AKTH) &
DEL, BRETRICTHINAIHTCROHEANT
Holzn, KEZERET HIEHFITTICBHERZTV, H
HIKET 5L,

8.2 RANIA T MEERITH V. HAIKT 2 EYpEEICHO
WTHaHE - BEEZROEMOD & Ty KFNT LS
BESEY S KB SN HDBZEICOVWTORFERHIT S &,

8.3 BIFEAT %, FHEERE, HENDSDLNEIENHHD
T, RABRSPIIEHNICHEEREZITORE., BE
DREZ+FICBET S &, [11.1.1 BE]

0. HENERZBIHEEICHTIER
9.3 feEREEERE

AHNIAFETIRIERR2ICREMER T D720 EFREE
DIARENEL R HAEETH 5. [16.6.2 ]
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EREANOBRSDOBRICIIBEZEOREZBR LEP HEE
IR E59 52 L, RAIOBERRBEBEED? 5. EE &Ik
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NTWVZRVY, —RICEERE TIX. D - BRI ROKAEE
PETRLTWVWAEZENEL, D BRBROEEHRD
HEFEIEFELDEV,

10. tHE{ER

AENF. E& U THRBEBEECYP3A4ZHET 5, [16.7

]
10.2 HEAFE (HBISEFRTSD L)

HAIZE mARER - BEAE | B - BBERT
=) RPN |7 <) VRPN D |in vitroikERTH
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BH 5 TIILT 7Y &
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S & T 2 12T
WO, BEREOLEH)
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HERT 2BFNIDH 5. RETHIILTH 3
BUL. HEMERICET| FoR#E2EEL
B IREREFNE 72 s 720

VLR




AL % AR - EEAE | B - ERET
FEZPO X RMLUFTFAITXMLT 7| EKFNZ. in vitro
Tr VOERZERT ABRBETTF A b
ETNDH B, XML T 7O
BUL. HEMERICET | #2HEELL.
DMEREHNE 2,
FIZCYP3A4IZ|FEICCYP3A4IC & » TIAANX. in vitro
Lo TREESh B RSN HEMOMER|HEBRTCYP3A4IC
W) BT EIBENTDH | XEHTAMATH

HANUNTEE |5, V6B - KR LEEE
YU ARY Y BL. HEERICET|EEZEEL,
N T VT LE | BREEMIL R,

11. BIfEA

WROBHERDH 5bNBZ ERHHDT. BEZTDITITL,

BEIPRDOONLEGHICEREGE2HIET 2% EHEU 2 0E %
752 &,
11.1 EXZENER
11.1.1 BIERFR. FFHEERES. EE (L3 NS 5HERH)
BIRERF%. AST. ALT. Al-P. y-GTP. LDH® &
HERMEDIFHEERE, BEFDODLDNDEIENDH 5
(8.3 ]
11.1.2 BmMEREAN (1.0%) . /RS (1.9%)
11.1.3 REAEEMERR (B REA)
11.1.4 DAL, DEIEE (I b SHERET)
11.2 ZDftDEIER

5%LLE | 1~5%Kd | 1% SHPEANEH
Sap? AL HERR
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ENEER
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3TH
B HENET
FHF ek AST E&.|y-GTPL
ALTEH. |". LDHE
Al-PER B
PR 28 B RERE MR, 7R
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=V kR
BUN ER)
FZ 8 ZORE. F | FT. REE
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¥
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Fu—) BRE, &
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1) BIVEFSEES SRR & T OB B RGBS %2 BEICHRET L 7e.

14. BALEDFE
14.1 ZEZIRZTBROEER
(BEIHE)
14.1.1 PTPAROHEAZIPTPY — b2 SEVH L TARAT %
LoETHZ L, PTPY— FOBEKICED ., L
AP BEREEATA L, BICIZZELZBI L THERE
AREOEEREMEZHETEEND S,

(ODf)
1412 KFNIED LICOE THEZRESEETES ORT
CEICKVEIET B0, K LTRAMETH %,
7oy KTHRATZ2ZEHTE S,
1413 AF3FE-FFORETIE, K LTRASERV I &,

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

16. ZEYERE
16.1 MHRE
16.1.1 BERS
(1) BZRRA
BERRABFICEAILY I FEE8OmgIEE AL ¥ I FOD
$£80mg (K7 L) & 7 11 2o — 1 — 1A 1o ¢ IR |- Bl
O#%5 L7z R-EALY I N EEE) O MEEHIRE RS
BI6KFHE ISR EEZ R Uy THAEFEIIEZ4.9~5.2HTH -
Jeo oo EALY I FEEEODSEIBEMFNICHET
%’)7‘:1)0

EHNLY 3 FEE80mgR U ALY I FOD$E80mg (k7 L) % M
RS L2 s EOR-EHLY I FORWBLI S 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) 280+80 |5.2+1.4
EhHLy IR 36.0
OD#80mg 21(1.26£0.21 (15.0~72.0) 286169 |4.9%1.1

FAfE + R 2 [ Tmax(3 Hr o fE () ]

EALY 3 FEE80mgR U E ALY I FOD$E80mg (k7 L) % M
EREC% S L7z & 2 OMEERR-E ALY 3 N MR
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ERBRABTICENILY I FODSESOMg 2 /K & & b I12 228
BHEEEORSE L, 7O A4+ —N—EICTERILY I RiE
80mgEHE L7z & 2 A, MBANIEMFENICRETH 720,

EAILY I FEE8OMgK U ALY I FODEESOmg (K & fiRF) %
BOREOHES L EZDOR-E ALY I FOEMBIRE/SS X —%

n Cmax Tmax AUCo t1
(pg/mL) (hr)  |(pg-hr/ml)| (H)
EhALY IR 36.0
+ 4 4
$:80mg 22(1.25+0.27 (9.0~72.0) 262+78 |4.6+0.7
EAhLy IR 36.0
+ 4 4
OD§E80mg 22{1.29£0.25 (5.0~72.0) 277186 |4.8+1.2

S fiE + BEER 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)
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(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
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REEHER D SHEE L A0 T OEELEFIHIZS.4H T
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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=
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8,113fl xR E LizEH LY I F150mg/HEVIC & % 4
BT T R _EE M E RS ERS L T»
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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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