20234E11 A ELET (B100)

Bk SR IRAT
FREIE - 34

1 S B
e

H ARG T TR
874291
$£80mg OD#%E80mg
HREEFE5 | 22100AMX00117000 | 22800AMX00259000
WiFEpiiG | 20094E5 H 20164E6 H

EAILE I NiE - ORISR
EAILEZ I NiESOmg [HETL]
EAIILSZ I KODEE8SOmg [HET]

Bicalutamide Tablets, OD Tablets

) EE-BESORLTEICL )M L

2. B2 (ROBEICEBBELEVI L)
2.1 ARFI OB LEEOE OB O H 5 B
22 /INE [AFEOEFMEMICHSE . BT /NBOEREE DI

WRHFICEEZ RIZTENYE D b, T2, AFEOFHER

v R) ZBWT, MEET v b TFE OIS 5
nTwi,]

2.3 Ltk [(REOFBURE (5 M) I2BWT, FEOEEE
ALK OHE R OMEEI LAY ST v b,

3. #ER - MR
3.1
B, EHNy 3 N Y7V ¥ I FOD#E
e 80mg [HET. ] 80mg [HET ]
15EH 15EH
VEE )% EHNEy IR EhNy IR
80mg 80mg

1Bl

FLBERFI W . K v
O—2Z, FrIrsY
I—VEEF M)A B
MR = S 2 1
U—2, 2771 YR~
JFAT A, 7O
O— A, ¥z aI—)
6000, ¥ V7o, BT %
vy vt ooNarny

oK) YEBAREANV T
A, kv a—2A, A
VAT —AHI ™ A,
vSuAa— A, AR
0— A, BEMKT A W
TEANT 7 AHY) T A,
TANNVTF—24 (L-7 x
VT T ALEW) . F
B TRNVEBEAT TV

F UYL

3.2 WA DMK

EhVy 3 N YV 32 FOD§E

e 80mg [HET 80mg [HEET)
) sk ES 7
HIIE TANANT—T 4 VT8 (LT P )
i =R A~
SV | E1E ‘:’
illia] =
HE (mm) 76 10
J£& (mm) 43 29
B (mg) 210 300
. n 057 n 712
AR 80 oD 80
agEa— | @057 @712
4. FEEXIIHR
BT SL BRI

5. WBENIEHRICEEET X

51 FRHENZ L 2HEHE, RERETIE RN LICHE L, RAKRS:
1285 2 MES D RBIEDOD &L LT, FHFHG 12X ) T 5
EPELN WA, &5 WITTREBOEITH RO 5 N5

13, FRRESEMOBY) 2B ZET 5 Lo
5.2 KHGIZ LY atkomy» 5 FmR L EE 2 5N EIE
M L 725613, R EoaEEe ZEo L, LEIDS L,
REE ST A NEFR L 2 EOWGHIEICE R 5 2 &

6. RARVAE
WE RAISIZE A VS I FE LT80mgk 1H 1, %53
;g) o

8. EELXEXNEE

8.1 FHEDEHRABRIZ BT, KEFL GBI TARA & O BEMED T E
TERDP- VBRI O TR HRE SN TWD, 209H 5
Lo PEBRERREBIZ X B TIII% R TH ) . FOELRIEHIX
ODARE, DS, MIMERESETH -7z TN HIEORKRR
BR O S M7zl - IEBREERIERIC X B0 TEERIE, AR o0 2:84 iy
BO(16%Ai0) XV, BEETRICTFI SN DI TEEOH
FANTH - 7275 KA ZEG T 25615 I g v 7w, ME
5352k,

8.2 AHNIPFMRERTH ) . DA BEWFREIZOWT T
TR - REEREIROEMO b & Ty AR X BIREDEE) &4
W2 B BEICOVWTOREHT LI &,

8.3 BUENT . FHEREESE, HESHODLNLI ENHLDT, K
FIFe G- I ER R ISR BRI 2 1T 0 e & BEOIREEE 4312
BiEg+ 22 &, (1111 BH]

9. BENEREFTHEEICHATIER
9.3 FTHEEEEEE

AFNIFE TIRITTEAE

JEE < R RN D B [166.2 S

9.8 =E

VAR % 2T B 72, EHIRRERE o i Hh

EHHENOR G- OB ITEEOREL B L 2 O HEE RS T
% Z Lo AR OERRASEA DS EEE LIS 2B\
SRR EE K CRITE OFEBUZ AT A H N TW R 0Ds, — I &k

HTlE,

O PEBREEROEREMET L T2 2 A% L - 1

B RO ERROFEBHEEPE RS LD =0,

10. HHEEA

ARENT, F & U TFRHERCYP3A4Z ET 5. [16.7 ZHH]
102 HAZEE HRICEETS L)

AT S N w IV VA =
WET S, X, bo
VARTANEEMT S
T & ML G E BEAR AT
S IMAEE % 1551247
VoD BEREDZHE)
IZER L. BHEOKRE
EBIZRL RN HEEIC
53562,

HH 4 E R AREAR - FEE e - fafRAT
7= ) YRPUEm| 2~ Y RIURISED |in vitro iER TEH
53 T ¥R 2 B2 N AT IZB VT T

TNT 7)Y BB V7 ) vk ER

5 LEDOHEND 5o

VT H IR

FVTE I RO %
Wi 2 BFNDDH
ZA)O

L. HEEHCES
B IREIEBNL 22\,

KRFNX. in vitro #
BChLTS I kO
2 HE L7z




HeH) 4455 AEIR - $5E W - falRR T
TEFA T XM 7‘5\"7\ box bv7 7 | KENE, in vitro i
77 COVEHEEMET 5B |BBTTF A b X b

NN D 5o V77 o E
L, HEEHCET | &L,
B REREGNL 22\

FUZCYP3A4IZ & o | FIZCYP3A4IZ L o TIARKIE., in vitro 3

TRBSNLEY |[RFSNLEYOIEH B TCYP3A4IZ L S
HIVNT BV |\ FHERTLBENDSH|TANATTL6[-
YA ARY Vb, IKIEALEE 6T % T
M) T VI A MHL. MHELERICET|E L.

D HEEBNL 7

1. EIfEA

ROBWEHDRH 5bN b Z D DHDOT, BEE+5I12Tv, B
WD LN GE IS e kT A 7 Sl R LE A 1T 2
aO

11.1 EXEEMER

11.1.1 BIERFR. FFBEREE. &E (Wb HEARH)
%ﬂﬁﬁﬂ%& AST. ALT, AIP y-GTP, LDH® A& %15 I
HREREE, WEZH S DONDL DD b, [83 =]

11.1.2 BIEES (1.0%). Mg (1.9%)

11.1.3 BEMX HEARH)

11.1.4 DAL, DHEE (WL HEAH)

11.2 ZDOfOEIER

5%LLE | 1~5%Ki | 19%AKd BHEE A
NG5 B IR
(44.7%) . L
BOE W
(46.6%) . 13
Th
Al FhHEE KT
Jifiek ASTLEH |y -GTP L
ALT EH (|, LDHE
AlPEH 7t
WK BB RE B | R . K
(7 V7T = |HHR
v kA
BUN.L5)
] O KRBT, KE
% IR, BE.
% E. LM
PR
FEARRER | PEARE i V. ©F
W RNR
9 oIRGE
TG ER A
bEklaas R 178 =R IR .
TR, L
N1 N ER
NE., ¥
W, B
i - EER Jiiokza Rt
S TEE I 55 9 E
HIE
Z Dt Wa L AT &) B, FE.
o —)b b5 BEk,
PR I JIIEL P57
L2 (SRR NN
B - R
/J\
1) BIVEFHIEEE 3 AGEE: ¥ CoENERRRE IR L 72,

14, BRHLEDEE

141 FERIZFEOEE

(BHIH£38)

1411 PTPAEDOIFIIPTPY — b2 bW L TIRHT A L9
{88352 &, PTPY — FORRARIZ X 1) L RSG50 Al A
AHIA L, WICIEZRLE B 2 L CHEFRIR 55 0 Tk 70 & BFE % bF
BTHI LD D,

(OD#z)

1412 FANITHO Lo CTEEZEH ST TR ORI L
X VRET B0, KR LTIRATETH 5. F72. KTIRA
THIEDLTE D,

141.3 AHNIELEFORETIE, AR LTRASER W &,

15. ZOMBOEE
15.1 BRER{EA (CED <&
SHENZ BT IPIRREEDSSE 3 L 72 & DD H B o

16. EMBRE

16.1 MARE

16.1.1 B[RS

(1) fEERA
BHRRATTIZEH VS I FiE80mgXiE ¥V 4 3 FOD§E80mg (kA& L) %27 1A
F =N TR RS- L7z REA VS I (GEMER) bk
G R36MER IR AR Ly HRPRIZ49~520 Th o720 T/ EALYIF
$t & ODFEIXEW I [@4 CTd o 72,

#1 EALY I FEE8Omek U E AV ¥ 3 FODHESOmg (K7 L) Z HEEI#S- L2 &
EXDR-EAINE I FOEYEIHE NS X — 5

0 Chnax tmax AUCe tiz
(ng/mL) (h) (ugh/mL) (H)
¥V 3 F§E80mg 36.0
23 121+0.23 (24.0~720) 280+80 52%15
¥ hL % 3 FOD$S0mg 36.0
21 126+0.21 (150~720) 286 =69 4911

IO £ B [tmaxld YAl (GEBH) ]

BERER AT T2 €AV 5 3 FODHE8OmgZ K & & b I B H R I%S L, 2 a2
F = N—EIZTEA IV Y I FEESOmgk ik Lz & 2 A, WA AYEFEWICFEET
ol

#2 ¥ I FE8Omgh U E ALy 3 FOD$E80mg (K & iR % Bl s L 72
LEXDOR-ENINVEY I FOEYEHENNT A =%

0 Crnax tmax AUCw tuz
(ng/mL) (h) (ugh/mL) (")
V4 3 FEE80mg 36.0
22 1.25+0.27 (90~720) 262+78 46+07
¥V % 3 FOD$E80mg 36.0
22 1.29+0.25 (50~720) 277+86 48+12
I = R [tmad SR LfE (FEPH) ]
(2) AIMRERE
B EEEICE ALY 2 F80mg? Halﬁlfiu%‘x HL7zk &, #5856, 128 U24F5H O

MAEFR-EA VS I R GEEME) #EE

16.1.2 }iﬁ&%
HUALHVK EEFICEILSY 3 FSOmg%lDlﬂfi{EfxD&'ﬁ [BRARE-1N JIEB'?'%"PR Eavy
I NI IEHSHE TERIRE (18ug/mL, n=37) |2 L7230, S 512, KEHEGHOIm
e R > S HEE Lf:i%?b‘h‘@?ﬁ%’l“ilﬁﬁﬁli84 HTho722,

16.1.3 EMFHIRFMEER

(1) E#N%E 3 Fie8omg [HET]
EhVy 3 FE80mg [HEL] ROH V7 v 7 A5i80mghk . 7 H AL —/N—EIZ LD
FRENIGE (EHVE 2 FELT80mg) T@f?hﬁc/\%?‘ Sl LIRS LBk
THHREAIVSY I FOMBEFRELIEL, #5N-EYHE T 2 —% (AUC,
Cmax) 122\ TI0%IEFIX M2 T?Lufﬁ*ﬁ%ﬁ')t#ﬂi log (0.8) ~log (1.25) @
%ﬁlﬂll’\]fﬁ)‘? T3] O A2 TR S PR HSHERR. S 72

<€ (15~17ug/mL, n=3) TdH 722,

K3 HYEE ST A—¥

HENT A—F BEINT A5
AUCo-336 Cmax Tmax tiz
(ug- hr/mL) (ug/mL) (hr) (hr)
Ehvs 3 F§E80mg
[HET 2105+338 1.27+0.18 293%196 | 1002+16.0
#1177 A§E80mg 211.2+59.7 1.19+0.24 317193 | 1116*233

(1§8#%5-, Mean+SD, n=15)

—e— L HILE 3 KiEgong [HET]
--A--H Ty T Z§E80mE

188#%5, Mean+S.D., n=15

e 7 /R & S -0 R
o
N

0.0 T T T T T T T T T T T T T |
0 24 48 72 96 120 144 168 192 216 240 264 288 312 336 B (hr)

B1 I SRR B RS

MSEREEENE OSIZAUC, Cmax®:0 /85 & — &1k, el IR, R OBRIUAEL - I
D RERGMN L > TR B RENA D 5o
(2) EHJLE3IKOD$#80mg [AET]

YV 4 3 KOD$E80mg [HET| KU V7 7 A0D$#80mg% . 7 0 A+ —/N—ik
e EnERLEE (KA s 3 FELT80mg) BHERAT TS AEER IS Ok
THRIR UK 2 L CHRIT) L TR THHR-EA VS I F O)L[Llig‘-l-'i;ar‘*mﬁﬂmb
SNFZEYEHE/ST A —% (AUC. Cmax) 122> TI0%IEHEX B30 Tht
1To 7285 F. log (080) ~ log (1.25) DHIPFAATD Y . THI 0 LE P21 7 44k A3 4&”‘”
sz,

F4 EPBENT A5 (Kdb)

H5EINT A =5 BHEINT A =4
AUCo-504 Cmax Tmax tiz
(ug - hr/mL) (ug/mL) (hr) (hr)

Eh)V ¥ I FOD$E80mg

[HET 23754%6516 | 1174602271 | 278+131 |118.67+3045

71V 7 v 7 A0D§E80mg | 227.64+5520 | 1.1333+02010 | 285+157 |117.64+3457

(1885, Mean+SD., n=23)




( ug/mL)
1.4+

—e— EHJL% 3 KOD$E8ong [HETL]

--A-- 77y 7 ZOD§E80mg
0.8

S T-DEEE
o

1§85, Mean®S.D., n=23

o6
Z
¥ 044
P
& 0.2
0 72 144 216 288 360 432 504
R (hr)

M2 AEh IR R ORd D)

F5 EYBENT A5 (KAL)
HSEINT A =%

BHEINTG A—F

AUCo-501 Cmax Tmax t1/2
(ug - hr/mL) (ug/mL) (hr) (hr)
EAv s 3 FODSSOME| oy6a9 6056 | 12106+02130 | 272+122 | 123634611

[HET)
717 v 7 A0D§E80mg | 24084 +61.83

1205101901 | 28.1*124 |118.28=*4260

(1$E#% 5., Mean=SD, n=22)

—e—E /L2 3 FOD$E8omg [HET]

--b6--H YTy 7 ZOD§ESONg

& m-o BB
o

188#%5, Mean®S.D., n=22

-
=

0.6

0.4

it SN

0.2

[0 e I e L B B o A e e e
0 72 144 216 288 360 432 504
B3 (hr)

M3 MR (ke L)

IMAEFHEEEI ONZAUC, Cmax3:0/85 & — & (%, BB ORI m %L - B
B4 RERG N L > TR B RENA D 5o

16.3 9
In vitro \2B1F % & MIEEAR AR (T8 34) 1396%TdH o726,

16.4 A5
v MIBIFAENLVSE I FoREHE, KBLRO Vs 0y BiaGTh o7 miEhic
WERZEACRDS, RAIIEREED 7V 7 0 o B S R OKRBRILED 7 )V 7 1 v B
AN, BRI IERZALE R ORI LA S 72D (BHEIAT— %),

16.5 HEitt
BEERABFICEA VY I F50mgx A% #%IH B £ o RFEIRH K 03 il
1d. ENEN36% I VA3%TH 720 WHEAT— %),

16.6 HENEREFTHEE

16.6.1 FEMRUBHEDHE
S G- WO MR X, FEHDHVIEZ LT F=r 2 ) 7T ¥ AL ORIZHIEE G
RS o7 EAT—%4),

16.6.2 FHi#pERERE
JFRERERE S EH CTld, R- ¥V I FOIHRFIMIDTE C &2 2 ERAFED 5T 59
(HEAT—%)o
[93 2]

16.7 EYHEEIEA
YV g 3 Fidin vitro kT, F b 7 10— APAS0RE#H (CYP3A4) #[EL. /2%
LY BEIIERGD, foF b7 0— AP450RES (CYP2CY, 2C19, 2D6) 12xk LT3
FREVER 7R3 & OMED D 210, HEHHERRERICBW T, ¥y 3 F150mgF T
HGa&NzzBEHET, 7oFE) ARBHIG-T 5T b 7 10— APASORERICK LIZE A LR
BIRD LN TR BV s 3 FIRERROY s of i & 5 350 & 3R %
R WEE R e E 2 5, [10. BH]

17. ERERRGE
171 BHRVRLMI(CET 5258
17.1.1 ENERFRRER

KGRI F CIZHIIEEE GRIIC/D) 23 e L CENTRENITEIZ O W TER S

N7 ZHm BRI & O RARED. 9. 12, 19 OMZEIIROLEB) TH b,
o b E b o AR

B S et Epsn il JE B L)

SETHAER 80mg/H 1278 3 66.7% (2/3)

LIESESGIENS 80mg/ H 12381 41 61.0% (25/41)

EUERIGiEY 80mg/H 12;H 1 59 64.4% (38/59)

ISl 80mg/ H 483k [H] 26 769% (20/26)

EIMERE. €7 v 3 FEOKRME (80mg/H) 128 WT, 4 THHE T3 H36
(100.0%) \Z@BH 5, EAENWERIZ. LB (667%). FLEER (33.3%). (2TH
(33.3%) T -7z WL TAHRERTIZALBIH256] (61.0%) 12380 S, F2EIEH
d AL (415%). FLEEIEIE (36.6%). (3TH (122%) %Th -7z, HHETH
ABRTIX5961 3861 (64.4%) (ZFBH SN, EREWEMIE. FLEEM (33.9%). FLEHE
I (339%). PERKGE (119%) %Th o720 KiRER)

F 7o, RGFEETIZ R RS ORHIC/D) 20 RE LA IVSY I FEgLLHRHT o
ZA b L OPEFEEELH-RHEY T= A b ek & i L 7z BN AR — S E BRI i
B0 19 ORI DEBY) TH D,

CHN S R ;-
roLHRE7 7 |WIREE =2 b osotammn) | - i
= M o
PSATE# L) 79.4% 38.6% <0001 B
(Fx15-12:81) (81/102431) (39/10141) (27.6-52.0)
PSATEH LD
£ comm 818 24138 (22(%%0(%@ 396
(rhyefi) S
ESIES 775% 65.3% 0.063 B
(B 51 2385) (79/102f91) (66/101%1) (03241)
TTTF#®) . i 20001
i &
() 17.08 6038 038077) 054
TTPED . - <0.001
(b D) e 96938 (026.063) 040

#1) PSA=4ng/mL
##2) TTTF : Time to treatment failure ((&HERCZHIIR)
7£3) TTP : Time to progression (5 1R )

RRERIZ BT, BIEIIZE AV S 3 FEEROLH-RHT T = A b BRIREER T66.7%(2
Robi, EREMEMIZ. 13TY (16.7%). MHTVHY) 75 X7 75— RN
(108%) . 7l (88%) HTH -7z,

17.1.2 B ERAREER
WM BT, EHEEE & L CROBBIS IR (T, w7 e &by
i) & AT L7z R R A 113 Akt e & Lz A v X FEELSOmg/ HED 12
L2 MAEBALT T 2 R R EE R R RS AERSNTVE, VS IR
FEd SRR CIB A I L s (HR=0.79, 95%3#[X [#]0.73-0.85, P
<0.001) A5, EEFRIZOVTIZT T LAREEE DEITRD AR > 72 (HR=099. 95%f5
HEIX0.91-1.09, P=0.89) o JMIBIFATIZ BTy BRIBHERT I DR BEIEE 2 175 7248
BB LENVE I FEKGHETIE, M EEREEZI RV OO T 7R L L
W L AR OWAEIN AR 57z (HR=1.16, 95%ISHHX [#10.99-1.37) GEBRYIH
MOAET A4ERESD) . B VY I FERGHTROO N E A EHRIE, W
(73.6%. 2962/402281) K OLEALILE (68.8%. 2766/402261) 5 Td o720

PE4) AR BT B AGEH R R X80me/ HTdh 5o

18. ZRhZIP

18.1 {ER#EF
EHIV s 3 Fid, BLREG O 7 > N a s Y ZERICH T AT v N ar oG
PR L, PSR % 8T 5, 2B, EALE I FOMT ¥ Far VigthidEgmic
RIKIZEBZDDTH-7/217,
LB EKRE VS I FofGopikic k) —8oBE TAWS (antiandrogen
withdrawal syndrome) % &% 2 & 258 518,

18.2 HIEBHR
In vitro RERIZBWT, 7 ¥ Fuy YHl#ic X % ¢ bRz RS (LNCaP) KU~
v A FLBRBE A (Shionogi S115) O¥&HE A il L 7219 20, —F | in vivo 5k
(7 8) BT, BiEENT v Nay Y REET v M EzRES (Dunning
R3327) OREAHMIL., 7 v FOAFHMHAERSE/, o, MEHTA P ATH
Y RUOLHO EAOREIZ T EHTH - 7220,

183 7> KON U BEGEDEERE
7 MR MRS ¥ ROy ZERIN T AR AL, e PO T A AT 0y
DRI2%TdH 722,

19. BRI ICET 2B{EFAER

— AR EA vy I F (Bicalutamide)

b4 (2RS)-N {4-Cyano-3-(trifluoromethyl)phenyl]-3-{(4-fluorophenyl)sulfonyl]-2-
hydroxy-2-methylpropanamide

533 CisHuFaN204S

gy ik 430.37

MR HEoBEIULESMEORETH 2.
TERATETRT L, A5 = VTR REIFIT L, 28— )b (995) 12
BWIFIZ L KIIFEAEBE T 2V,
7 b R (121000 3HEEEE R S v,

(%= S

E
F

F CN
: o]
S/YJ\N
H

RUEGRMENE
B A192~197C

22. A&
(EAHI45 3 Feg8omg [EET])
30§ (108 x3; PTP]
1008 [108E % 10 ; PTP]
(EAJL4a 3 FODE80mg [HEL])
305 [105E 3 PTP]
100%E [108E % 10 ; PTP]
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