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Bicalutamide Tablets [SN]

i) EE—EIFEOMTEICLVHHTL L
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ARES

22100AMX00293000
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20094F 5 JJ

2. B2 (KOEFICEEBEBELEVNIE)

2.1 RHNOEHIHR LBBIEDMRED H % BH

2.2 N [RIEOIIERICHD X, WIL/NROERBEETOIE
WRBIEE L RIZTTERAND L. 720 AEOFEERER
(79 M) ZBWT, MET v P THEOEENZLI D
S5NTWVW5,]

2.3 etk [(RFEOFBMRER (5 v ) ZBWT, TEHORESEN
ZAL K OHEVR O MEPE L AT S T %]

3. #mk - IR
3.1 #R%
R % 15 HBE AV % 3 F80mg

D-vv= b=, BEEKTrAHE, Ry, 77
YV A—VEF MY A, ATFTY VBRI AT
A, eFuxu—A, B{LF s, v 71 IT—IL6000.
HIF o gy

I

3.2 RHOMERK

HIIE TANKI—F 4 V7§
(i [
# LS A TET
JIZIN
O =

[N 7.6mm

JE 4.0mm

B 185mg

el — Cl

4. REEXIITHR

AT 3L BRI

5. MBEX IR ICEDHET 3F=

5.1 RANZ X 2 HHIE. BERETII W LICHE L., KA
H12:8% 2 VS RBIEOD & LT, ARG X ) Wi
THMEPE SN VA, D WVIIRBEOMEFTAHD Sz
WA, TARES Mo MY 2 LEE EET 52 &,

5.2 AHGICE D, REWMDOH A SEBLMEVEE R SN BE
TEHARBLL 235810 Lot ZEo L. L6
U, RIS 2 EOWBIEICEET 5 2 &,

6. AERUVAE
SEH, RAZIREA LY I FELT80meZE1HLE, BIIHxRET 5,

8. ERLEFRNEE

8.1 HHEDERIRAERIC BT, AHIFG-FITAH & O BEMEAE
T E Lo I DAL O TEBI A E S hTWwb, €D
I Bl - PERESREAIC L B TIRIB KM TH ). T DELRIE
R OAE, DS, HINERES T o7z, ZRBHED
FIRRBR CHUSE Sl - TRERAHRE IS X AT, Wi
DRBMHE (16% A L DKL, SiwETRICTHINS
REROHHMN TS o 7255 A 25T 5513028l
ATV, BEICERG AT L

8.2 AHNINBWIREH TH D B AT B IEMHIEIOWT
T A - RERZRFOREMO b £ T RHNS X B HFEDHEY)
LHB SN BEICOVWTOAEHTSZ &,

8.3 BUENF 75, HFHkREREE . ®HEAHSDLNDH I LA HBHD T,
KA G- E M I F e 2170 2 & BEOREE T
BT AL, [11.1.1 B]

9. BENERERY HBEICHT 2R
9.3 FraemERE
AANIHFIE TR EIRH & 2T 2720, EHIRER o i

IR R B RENED S 5o [16.6.2 S ]

.8 EE

R E N OG- OBIZIZ AT QIR 2 Bl L 2 b HEIC &S

T 52 & AR OERABEA D 5. EiwE & FEE

IZBWw

TIHLHEF IR S CRITEH OFEBUZ AR A SN T wads, —fig

(SR T,

TEBRER OBV T LTWwa 2 &% <,

O - PEBREGROF FEHROFEBVFEEAEER X D mvo

10. #HE/ER

AHNE, & UORRHEEECYP3A4Z ET 5. [16.7 2]
10.2 BHAEE BHRICEETS L)

FAIE

FRARIEAR - 451 5

B - fabed -

7 =) RS SE
SIS INE 3

=) RPN O % 1
WY A5BENDDH 5,
Juhuor i ENET
5, X, baryRFAMEE
W3 % 70 & IR 5E ] A A A5
S % 40 1247w oD, &R
D ZEBICEE L, BE O
BABIG L 2 HEIIHRS T
LTk,

in vitroiR THEE
WAMmMICBVTY
W77 vy
LEDOHEND L

MVT7HIF

MVT7 5 I FOEHZ T %
BENWDD S,

U, MRS % 5
Bl 7,

AHE. in vitroik
BChVTHIFD
2 BLE L7z

FE¥FA b XMV
VAard

FERAPTRA VT 7 O
AHRT ABENDD L,

BL. MHEAEHICE T 2 #HAE
BlE 7,

AHNE. in vitroik
EBRCTF¥A bR b
V77 O =R
#L7

FIZCYP3A4IZ & -
THRH# S B3

FIZCYP3A4IZ L > TIRE S
LHEMOEME Wi b BT h

AHZ. in vitroik
BECTCYP3A4IZ L %

ANNREYE /(DD b, FAMATOY6[-

Yo aARY OB L, AEERNC BT % W | A LR & B
M) TYVTAE Bl L7
1. BEA

KOBEWERRH HbNE I EDNHDHDT, L2+ 51247\,
BH RS LN E TG & Ik 5 % L) L E 21T
5z,

1.1 EXLEMER

11.1.1 BUERT . FFEEEREE. BE (VI s HEARH)
BIFENJ6. AST. ALT. Al-P. y-GTP. LDH® FH&% k5
e, WA H HDbND T EDH L. [8.3 BM]

11.1.2 gImEkEd (1.0%). m/ i (1.9%)

11.1.3 BEEMR (HEARH)

11.1.4 DFRL, OHEE (IR HEERH)

1.2 ZOMOEIER

5%V F | 1~5% Al 1% Al BB
N3 7L I R
(44.7%)
L T
(46.6% )+
13CTh
L0 FHEINET
JHFlis AST k5. |y -GTP L 5.
ALT k5 |LDH k5
Al-P 5
WK EARRERE S (7 | MR, IR
v7rF=rEk
5. BUN LS
A O B | REER. B
E. T JGHGBIBUE




14.1 FEFIZFEDOEE
PTPUZEDHFIPTPY — b H 5 ) L CTHRT 5 & 9 g

o
o

5%Lh Lt |1~5% A 1% At BHEEAH N AUCo-504 Crmax Tmax T
TR | R AR fer i . O F v, AR, (ug-hr/mL) | (ug/mL) (hr) (hr)
#15 SIRE ALy IR
FRE TRREE $80mg SN 30| 256.1+61.9 | 1.4+0.3 31+9  |108.5+24.2
HAb % i 178 LA, TH. & NIT 7R
T $i80mg 30| 239.4+71.6 | 1.3+0.3 31+11 |114.7+37.0
S U, Mean+S.D.
RRGEER Nasis ‘B
A PR, S (ng/m)
Z 01 WAL AT | X 7, . B ’
o — vk WETIHE L E T —— UL 3 FEE8Omg [SN]
PR AL AR - WD Eﬂ sl —= BV Ty 7 25E80mg
Jii 15 ;E ’ Mean+S.D., #n=30
V) BIVE ISR (3K GRS £ T oo [E N 3R % 2RI SRET L 72, E
710
14, EAEORE X
b3
i3

T35, PTPY — FOBKIC L Y WS 5 A £ R A~
FIA L. B35l e B 2 L CHERRIR 225 o 1% 2 & BHE % 6f
YL EDNDH D,

15. ZOMOER
15.1 ERER(ERA ICED 155
PENCBWT, FIREESFRE L 72 OWERD S,

16. FEMENEE

16.1 Mg

16.1.1 BE%S

(1) EERA
fEFERAE FICEA VY I FEE80mg XIZ ¥ # V¥ 3 FODSE
80mg (K% L) %270 A4 —/ N—: T2 2 M R I3 5
L7zo R-EANSY I F GEEER) o5 b B34 514 36 I
Wi Z R Ly IH2ERINI34.9~5.2HTH o720 T2 B
HVF I FEEE ODSEI AW RS TH - 720,

YAy 3 FEE0mg T E # V4 I FOD$E80mg (K7 L) %I

OG- L2 EDOR-E AV Y I FOEYTRE/ T X —F

n Cmax Tmax AUCOO T2
(ug/mL) (hr) (ug- hr/mL) (H)
ANy IR 36.0
$:80mg 231 1.21+£0.23 (24.0~72.0) 280 =80 5.2x1.4
EANVyIF 36.0
OD$80mg 2111.26+0.21 (15.0~72.0) 286 + 69 4.9+1.1

Mean+S.D. [TmaxtdHJefii (FipH) ]
B ASFICE AV F I FODEESOmgZ K & & H 12T
[F#EIH% 5 L. 72 AF —N"—iEICTEH VS 3 F§E80mg&
WL 2 A, MBANIAEWFFMETH 720,

YHy 3 FEE80mg L S E AV ¥ 3 FODEE80mg (K ENRA) %

WS- L2 EOR-E AV Y I FOEYBHE ST A — ¥

n Crmax Tmax AUCe T2
(u g/mL) (hr) (ug-hr/mL) | (H)
ANy IF 36.0
5E80mg 22[1.25£0.27 | o (7up | 262578 | 4.6%0.7
ALy IF 36.0
OD$80mg 22(1.29+0.25 (5.0~72.0) 277+86 4.8%1.2

Mean=S.D. [TmaxEPJefl (FEPH) ]

(2) BILEREEEE
I IREEFICE AV Y 3 F80mg % Wk G- Lz & &, &
546, 128 02485 o 4P R-¥ AV 7 I F (GEMHAR) R
Z1EF—% (1.5~1.7ug/mL, n=3) Th-72,

16.1.2 R{E#HS
B EZICE AV Y 3 F80mgZ 1 H 1l AR %5 L7 &

&, MHEHPR-E AV F I FREISHSECEFINE (18 ug/mL,

n=37) 1ELAY, X512, KERS oM hREER 5
e L7z A ORI EEINIES 4H TH - 722,
16.1.3 EMFHIEFMHEFER

EANT I FE80mg [SN] &4V 7y 7 25E80mg% . WATHE
MIEEEBEIC L ) ZhznlgE (K¥A V5 3 F80mg) fRHEK
ANBFICHEAEEER %S LTI hR-EA v 8 3 F &M%
w) BEXNEL., o EWEHE NI 2—% (AUC.
Crmax) 12D TI0 % 13 WX B S TR & 17 - 7285 8. log
(0.80) ~log (1.25) OHPANTDH V. WiH] O LY F S5k
MRS NV,

004
0 36 72 108 144 180 216 252 288 324 360 396 432 463 504
R (hr)
MAE RN ICAUC, Coax®: D785 2 — 713, BiRE 0 3IN,
PRI OFRIMIEL - BRSSO RERSMC L - TRLZ 2 WREMELSD 5,
16.3 970
In vitrolZ B % & MIEEREARHEGE (518331 139%6% TH- 729,
16.4 {X#t
L MZBITAEHI VY I FoOEHE, KBIERO 7V a v
HTWETH o 7zo MBI RE LD, R RE Lk 7
Vo a Y ERE R OKEBILARD 7V 7 o v BIaE RN, #p
WIS ARECR T OKRBILARDSTED Hi7z0 FHEAT— %),
16.5 HEft
ERREB AN B TFIZE AN E I Fo0mgzx RO 5-%90HH X ToR
TR K O F PRI IE, Z I EN36% L UM3% TH - 729 (4
EIA%—9>O
16.6 FHENEE2E I 8%
16.6.1 FHMRUBHEOHE
S G- R O MBI, FbLNZ I LT F=v 70T
T YA EDMICHBEBERE RS Bh o727 FHEAT—%),
16.6.2 fFi¥gelE=aE
NFEErERE B TIE, R-E AV I FONEELBIIEL 25
HMATRD HNTWBY FREAT— %), [9.3 ]
16.7 E4HEE(EH
K¥\Xin vitroRER T, F b7 0 — AP4508%#% (CYP3A4) #[H
EL, TR EEREVD, foF by o — AP450REE
(CYP2C9. 2C19. 2D6) 2k L CTHREEMH ZRT & OHED
H 59, WIMERRBEICBWT, A% 3 F150mgE TG &
nBE<T, 7yFE) YRENCES A5 7 a— A P4508%
FICH LIFEAEEEIRDOON TV RV, EAVE 3 FIZE
IR O ClE O &5 A &3 EAEH %2 78 30 BEPE IR R v
LEZ LN, [10. 2]

17. BRPRERIE

17.1 BHERCREMICET 555K

17.1.1 EBAEERRER
FKERIRE F LRI RS ORIIC/D) 24 L L CHEMNATIE
BRCRFIITENZ D W T HENE S N7 ZEE ML % & TR
HER2S 112 OEIIRDEB Y Th S,

— e Ton — FAE
B, B | SR | R DO
S TAH AR 80mg/H 1255 [ 3 66.6% (2/3)
i A TIAH 35 80mg/H 12:8 1] 41 61.0% (25/41)
TS TIAH 3% 80mg/ H 1258 1] 59 64.4% (38/59)
R G- 80mg/ H 435 [H] 26 76.9% (20/26)

BIEE. €7 vy 3 FigoR@#HE (80mg/H) BT,
ETHERBT3HI 36 (100.0%) ICRES b, EEIEHIL,
M (66.7%). FLEMEE (33.3%). (3TH (33.3%) T
B o720 IR TIZ41HIH1256] (61.0%) 1270 51,
FAEWEMIE. LR (41.5%). FLB MR (36.6%). 13C
D (12.2%) FTHolzo RMEITHERER TIX59%] 3851
(64.4%) 2@ b, EARENIE. LM (33.9%).
FIEE (33.9%). PEABGR (11.9%) S Tdho7z. URFME)



F 7o RIBFEATHI VR EE ORIC/D) 2R L L7zEsh
w&\r#tLHRHT: 2 b & ofE g & LH-RHT =
A R 2 TRl U 72 RN ST — L E R L AR 10 DR
BIROLEBYTH 2,
EAhIVE I FEE
o LH-RH Pfiti S
BRULH-RH | =0 o M= R
L EEE AN T et )
PSAIERALED # 79.4% 38.6% <0.001 _
(P& 5-12:81%) (81/102%1) (39/101%1) (27.6-52.0)
PSAIEFALED
£ oM 8.1 s |, oW 396
(i) 7.
B ES 77.5% 65.3% 0.063 B
($£5- 1230 15) (79/10241) (66/101%1) (-0.3-24.1)
TTTF#2) . - <0.001
Ofrse ) 7.7 60.38 | (g.380.77) | O
TTPH - . <0.001
(fr3i) A %98 | 96063 | O

1) PSA=<4ng/mL

{£2) TTTF : Time to treatment failure (FEH#ERIyHIR)

73) TTP : Time to progression (M IIR)
RKAERIZBWT, BIEHIZE A VY 3 FEEROLH-RH7 I = A
M F LR T66.7% ICRO b, EARBIMERIZ, 13TYH
(16.7%) M7 VA 75 A7 77— (10.8%). Al
(8.8%) HTH-7z0

17.1.2 @I ERPREABR
AN BT, BHERH L LTRGBS SLIAURIEE (s
FRBE, R BRATEERAT) 2 BEAT U 7z S R S, 11361
ERNRELEZEANVS I FEELS0mg/ HEY 12X 5 HEA{LT S
L AR B LR R pERI N TS, €Ay
I FEER G R T EAAA R IIARICSEE Lz (HR=0.79,
95 % ZHEIX M0.73-0.85. P<0.001) 2%, @EFAFIIOVWTIET
T REEDHEIBDO LD o7 (HR=0.99. 95% 13 H X [H
0.91-1.09. P=0.89). JWMIGIMENTICEB T, BB TERT L BE O
MBI T BEIIBITDLE AN Y I FEFEGHETIEZ,
BN RAEEREEI VWL OD T TR L L CaEAED
WAMEI 27D Sz (HR=1.16. 95% 3 #HIX [80.99-1.37)

GEERUIRT o7 44ERE 1) o BV Y 3 NS HETRDO O

TERAERGE, AN (73.6%. 2962/402261) KO AL

L (68.8%. 2766/402261) %TH -7z,

H4) ARIFICBUT B KRB AR I1Z80mg/HTH %,

18. ZEPEEIE

18.1 {EARF
EANEY I FIEEATEAS FET ¥ Far r 2/ fiiigicd
0. BRI (RESZBRIES AL o7 v Fa sy A5 R ol
NEE P OBAOBITZBHE L. 0 N SR 3 2 BRI E
BT D, B EHNVY I FOHRT ¥ Fay vtk iy
ICRIKIZE B2 DTH - 7219,
B, HWRE EANy I FoRGoORIEICE ) —HoBHET
AWS (antiandrogen withdrawal syndrome) % &% Z &4 5,

18.2 MmIESME
In vitroidBRICBWT, 7 Py Yfilic X A ¢ bagar s sy
g (LNCaP) KUY~ AFLBRIESAIIE (Shionogi S115) @
JEEPHI L7279, —T5, in vivoRBk (v F) I2BWT, B
WEhizr vy rayr ARG, S v Mz iES; (Dunning
R3327) o EWIHI L, 7 v boOAGFHMZTEE S S/, £
7oy ISR T 2 M 2570y ROLHO EAOREIZ T 1T
o719,

18.3 7> FOS > 2RIELOIEAEE
Iy MR MR T v R ur 2B RIS T A
Ve FOFAMATOYORK2% Th o722,

19. A2 ICREY 2 IB{EEZRIFR

—EMAH A7 3 K (Bicalutamide)

124 © (2RS)-N-[4-Cyano-3-(trifluoromethyl)phenyl]-3-[(4-
fluorophenyl)sulfonyl]-2-hydroxy-2-
methylpropanamide

53 0 CisHuFaN2048

i 1 430.37

AES

IR ORI EOH K TDH 5,
T b AZHETRT L, AF = IZRREITIZL L,
I 7 —)b (99.5) IZHEIFIZL <L RICIFEAEET
&lf\O
TN v (1-100) I 3FEETER R & v,
WML ED N D,
(== 2,
F
.
F
F CN
TS
O OHO (:H3 RUGBREME
B 192~197C
22. ‘@
308t (102 (PTP) x3]
100%% [10%E (PTP) x10]
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24. XWFEKERVEHVEDESE
[RRO/R2 7SN R TR Ll
T113-8650 HHUHR S HUX AKIA T T H28% 875
7Y =44 %) 0120-519-874

26. BUEHRFEEES
26.1 BHEERSETT

A/ TZAIVRA A

RRBPRX/NEMN_TEI10HFE10S
26.2 BR5EIT

" R sE A 1t

KAKEN RRBYRAXAHAZTEH28EESS
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