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S1 (n=6) S1 (n=6) S1 (n=6) S1 (n=6)
e @0 e D1 A D1 e D4
BLT25T13 1 o) (82)[s2 (n=12) | (82) 82 (n=12)|(82) |S2 (n=12)
©®87.2 ®0 ©89.4 ®0 @85.5 @0
S1 (n=6) S1 (n=6) S1 (n=6) S1 (n=6)
WA D0 WA D1 W D2 WA D4
(S1) (S2) |S2 (n=12) | (S2) |S2 (n=12)|(S2) |S2 (n=12)
©®88.1 ®0 ©89.4 ®0 @82.4 @0
2B (%) ™ n=3 ELT25T1-1 | 98.93~100.24| 98.19~ 99.41| 98.44~100.34[100.12~100.40
©95.0~105.0% > ELT25T1-2 |100.23~100.62| 99.25~100.25|100.21~100.81/100.81~101.30
ELT25T1-3 | 99.77~ 99.88| 98.03~ 98.53| 98.88~ 99.87| 98.12~100.20

*1:
DI
x3

%4 :

s ABRR S i

RRT ) 1.03 DIEHME : 0.2%LL T % OFERWE : 0.2%LL T #IEHDHE : 0.5%LL T
OQ+5% AT DL @OFHEHE  @Q—15%A D IEEKL
S1 : % 3R D ORI Q+5%LL L S2: 12 (S1+S2) OREIOFHEHE=Q, Q—15%
Kl Db DR,

RREICKHTHERE (%)




(2) MAERIEDL TN
Oz hu RS G 12.5mg [APET) A% 40C LEEY - KU A%

PRI H =y k PRt
< Hitk > H5 BR AR 2 i 1% H 2 5 H 35 H
PR n=10 To5E06 BHED 7 4 VAABD T 4 LV AEARD T 4 VABGBD T 4 VA EBED T 4 LA
<EEDT A NVIAT—T 1 LT HE> A—T 4 VI A—T 4 VAT A VTR T VT 4 TSR
FUEEAB (HPLC) 028\ pos| s e W e e
<¥1>
S1(n=6) S1(n=6) S1(n=6) S1(n=6) S1(n=6)
TRHPE (%) *2 el ©2 @S @o |@a| ©0 (@A ©5 @A ©5
<904y, Qi 5% %> | 12OE06 | (o) otme1a) | (S1) 1) (82)[82n=12)| (82| 820=12)
©86.4@0 ©80.3@0 @77.3@0
a8 (%) *n=3
T25E06 |97.85~98.31(98.35~98.83|99.01~99.56|99.20~99.30(99.44~99.98
<95.0~105.0% >
(&) ) (N) n=10|T25E06| 154~174 | 142~164 | 137~161 140~168 | 139~153

#1: B x OFERRWE - 0.2%LL T RIEEEWE : 1.0%LL T

%2 OQ+5%ATHDMEE OFHEEHER  @Q— 15%ATH D E %L

%31 S1: A% RENS DIRHEN Q+5%LL E S2: 128 (S1+82) OB EMIEHER=Q. Q—15%A
WO L DRI,

¥4 RREICHTHIEEE (%)

Ox v bu AT EE125mg THIET]  #odE 25°C - 60%RH [EY - B i

BRIE B =R PRAFHIM
<> BT B 4G 2 i 1% H 2% A 35 A
fliERE (HPLC) n=1 N o o AL
1> KV0100 WA — — A
S1(n=6) S1(n=6) S1(n=6) S1(n=6) S1(n=6)
EHME (%) 2 KVO100 e o |#ae| O1 |wEe| @O0 fEAe| O jEAe| 01
<904y, Q1H 75%%3> (S1) (82)|82(n=12)|(S1) (S2)|S2(n=12) | (S2)|S2(n=12)
©284.230 ©284.330 ©284.230
i (%) *n=1
. — — — .34
95,0~ 105.0% > KV0100 98.85 98.3
() )% (N) n=10|{KV0100|124.5~144.3| 84.8~99.6 | 89.1~105.6 | 82.3~95.5 | 84.3~100.0

¥1: Hx OHEEME : 0.2%U T BEGWE : 1.0%LLF

%2 OQ+5%AMmMDMEE @ VHEEHE B@Q— 15% Al D%k

331 S1: A REN D DIRHRN Q+5%LL E S2: 12 (S1+S82) OB FEHEHE=Q, Q—15%A
D H DR,

¥4 RREICKTHERE (%)

— AR5



Ox v bu AT EE125mg THIET)  #odt 25°C - 75%RH GEOY - BH i
ARE H =N PRAT
< Btk > iEEs BA hAF 2 1% H 2% A 34 H
PR n=10 T95E06 FED 7 4 )V A|EBD T 4 IV AEABD T 4 VAEABD T 4 )V AABD T 4 VA
DT ANV T—T 4 TR AT AT AT A VTR T A VTR T 4 VTR —T 4 VTR
R (HPLO) n=3 1 po6| e a A A Ha
<¥1>
S1(n=6) S1(n=6) S1(n=6) S1(n=6) S1(n=6)
R (%) *2 el ©2 @Al 04 @5 o @6
<904y, QfE 756%*3> T25E06] (55) S20=12) | 82 [s200=12) | T [ S2(0m12) | | S2(n=12) S2(n=12)
©86.40)0 @717.43)0 274.0B0 70.430] | @68.730
i (%) *n=3
T25E06 |97.85~98.31(97.96~99.03(99.21~99.74(98.80~99.52(99.44~99.91
<95.0~105.0% >
(&l #E (N) n=10|T25E06| 154~174 81~96 81~91 71~80 74~87

1 2 OFEBRWE - 0.2%LL T HIEGEDE - 1.0%LL T
%2 OQ+b% AN DMEE O FHEHER  @Q— 15% A D%
331 81 : A REIN S DIRHRN Q+5%LL E S2: 12 (S1+S82) OB EHEHE=Q. Q—15%A
D H DI,
X4 KRBT LEAE (%)
BikEAL - K7
Oz ha A7 EE12.6mg HET)  MaEE BEFE 120 4 Lx-hr [D65 YR (1600Lx) - X
Viogasd
AipE H =V IR B
< Bk > & BH AR IRE 30 5 Lx - hr 60 7 Lx * hr 120 75 Lx * hr
MR n=10 T95G08 HODZ 4V b3 | AROT 4 b bha |AAD T 4V ha— | ABDT 4 )b bz
<EHEDT 4NV T—T (TR —F 4 IR —F 4 Ik T4 T EE —F (v U§E
Wgﬁgﬁ;;i@ =3 195608 iiRe iiRe iiRe iiRe
S1(n=6) S1(n=6) S1(n=6) S1(n=6)
TEHE (%) 2 A @5 A @0 | A D1 A D2
<9074y, Q fiE 80%™3> T25G08) g9) S2(n=12) | (S1) (82) | S2(n=12) | (S2)| S2(n=12)
©84.630 ©89.0@0 ©89.6@0
8 (%) *n=3
T25G08| 98.52~99.74 | 99.50~100.27 | 99.56~100.15 | 99.52~100.30
<95.0~105.0% >
(Z2%1fE) #EZ (N) n=10|T25G08| 212~245 204~231 190~225 186~219

#1 & OFERWE - 0.2%LL T REEHEWE : 1.0%LL T
%2 : OQ+5%ARiMOMEL  @Q— 15%Ali OE LK
%31 S1: A% RENS DIEHEN Q+5%LL E S2: 128 (S1+S82) OEOEHIEHE=Q. Q—15%A

WD H DI,

K4 REITHT 2EAER (%)

10



Oz hu R 78 25mg THET) el 40°C GEY - KB
AHBRTEH =V PRAFHIM
<HIHE> H5 BRAARE 2 1 1% A 2 5 H 3% H
PR n=10 ,mamsE@@74WAEé®74wAEé@74»AE@@74WAE@@74NA
<HEBDT A IVIT—T 4 TR A—T 4 VI —T 4 VTR —T 4 VTG —T 4 TR —T ¢ T
%Eﬁ%(m&m n=3T25G08 R . N N .
<K1>
S1(n=6) S1(n=6) S1(n=6) S1(n=6) S1(n=6)
EHE (%) 2 el ©6 [EA @®o @Al @©o e O |Eae| @©3
<904y, Qi 80% s> | 122008 | gorcommta) | (S1) S1) S1) 2 [S2(0=12)
©84.630 289.230
G (%) *n=3
T25G08 [98.52~99.74(98.92~99.25(99.31~99.96|99.03~100.02| 99.68~101.06
<95.0~105.0% >
(2&H) W% (N) n=10|T25G08| 212~245 184~232 | 202~230 199~227 195~236
#1 il &2 OIEFE - 0.2%LL T BIEZWE : 1.0%LL T
%2 OQ+5%AMmMDMEE @VHEEHE B@Q— 15% Al DEEL
331 81 : A RENS DIRHERN Q+5%LL E S2: 12 (S1+82) OB EHEHE=Q, Q—15%A
D H DR,
¥4 RREICKHTLEAEE (%)
Oz hu R RTEE25mg THIET) a2k 25°C - 60%RH [EYE: - Bijk]
BRI H =V {RAT R
<HIHE> H5 BRAARE 2 i 1% A 2 5 H 3% A
*mﬁﬁﬁlggEC) "kvolo| e — — — Ry
S1(n=6) S1(n=6) S1(n=6) S1(n=6) S1(n=6)
BRI @@5“_ Kvoumi@é‘ D2 |#Ee| O2 |jEae] O1 |Ee| ©2 |Ea| O3
<9047, Q fif 80%*2> (S2)[S2(n=12) |(S2) | S2(n=12) | (S2) | S2(n=12) | (S2) | S2(n=12) | (S2) | S2(n=12)
©85.8@0 ©89.230 ©89.080 ©85.83)0 ©83.730
a8 (%) *n=1
©95.0~105.0% > KV0100 99.40 — — — 99.04
(&) W% (N) n=10|{KV0100|163.7~194.4|117.4~133.8/120.2~133.8{109.9~130.1|121.1~142.3

¥1: Hx OHEEME : 0.2%U T BEGWE : 1.0%LLF
%2 OQ+5%Am D% @FHEHFE  @Q— 15% Al D fE 4k

%3 :S1: fix
D H DR,

X4 FRBICHT AR (%)

— : REE

A S OB RN Q+5%LL - 8212 (S1+S2) @

11

B PEIE R =Q. Q—156% K




Oxvha AR AT R 25mg THET)  #atE 25°C - 75%RH L - Bk
BRI H =BV TRAT7 31 FH]
<HIKE > H5 BRAARE 2 i 1% A 2 5 H 3% A
PER n=10 T25G08 HED T 4 IVAABD T 4 )V LABD T 4 VAFBD T 4 L LB ED T 4L A
<EEBDT 4 IVIa—T 4 L TEE> aA—T 4 VTR —T 4 T AT 4 VTR —T 4 T —T 4 T EE
PUEERR (HPLO) n=3 |0 o8| e e e e e
<H1>
S1(n=6) S1(n=6) S1(n=6) S1(n=6) S1(n=6)
TRHE (%) *2 e ©O5 OF] o D6 6
<904y, QfE 80%*3> T25G08 (S2)|s2(n=12) - S2(n=12) S2(n=12) - S2(n=12) S2(n=12)
©84.63)0 ®719. 530 273.303)0 273. 030 272. 030
G (%) ¥ n=3
T25G08 [98.52~99.74/98.99~99.79(99.41~99.60|99.37~100.07|99.98~100.75
<95.0~105.0% >
(&) WE (N) n=10|T25G08| 212~245 112~132 107~125 97~115 100~117

1 2 OFEBRWE - 0.2%LL T HIEGEDE - 1.0%LL T
%2 OQ+5%AMDMEE OFHEHE BQ— 15% A D EHEL
331 81 : A REN S DIRHERN Q+5%LL E S2: 12 (S1+82) OB FEHEHE=Q. Q—15%A
D H DD,
M4 KRBT LEAE (%)
BiksEAL - K
Qv bu RN EE 26mg THET) HEOLE BROE 120 5 Lx-hr [D65 G (1600Lx) » 5%
]
AR E H =R IR
<JRAE > & BH AR IRE 30 5 Lx * hr 60 /7 Lx * hr 120 75 Lx * hr
MR n=10 T95G08 HEDT 4 ha|HEDT 4 bbha | AEDT 4V ha—| Qa7 (LA
<FHODT 4 IVINT—T 4 L TRE> —T 4V TEE —T 4 T HE T4 T —T 4 T EE
@E{”ﬁigi@ "3 195608 A EEas A EEas
S1(n=6) S1(n=6) S1(n=6) S1(n=6)
TEHE (%) 2 A @5 A D0 | #H O} A @2
<9074y, Q fiE 80%™3> 125608 g9) S2(n=12) | (S1) (82) | S2(n=12) | (S2)| S2(n=12)
©84.630 ©89.0@0 ©89.630
G (%) ¥ n=3
T25G08| 98.52~99.74 | 99.50~100.27 | 99.56~100.15 | 99.52~100.30
<95.0~105.0% >
(Z2%1fE) #EZ (N) n=10|T25G08| 212~245 204~231 190~225 186~219

#1 o Hx OFERWE - 0.2%LL T REEHEWE : 1.0%LL T

%2 OQ+5%ATHDMEE  @Q—15%A DE %K

%31 S1: A% RENS DIEHEN Q+5%LLE S2: 128 (S1+S82) OEIOEHIEHER=Q. Q—15% A
O H DA,

K4 REITHT 2EAER (%)

12



7. RRERVERROREN
A L

8. FILDEAELL (MEILFMEIL)
A L

9. Bt

(1) WHE 2

<T)LbAvRART G 25mg THEL] >
RIS DA EI R SRR A T A V50— EICOWT (R 248 3 A 19 0 SASH
F& 0319 55 1 4)

B SE
g BARIERT  WHRERE SRk
[Al#R%E K OFABRIE : 50rpm (pH1.2. pH5.0. pH6.8. 7K). 100rpm (pH6.8)

CHIE]

- pH1.2 (50rpm) TlE. 120 53T 35T 2 A 0D AV H S8 | AT HE L9 00 S5 H 38 = 9% D i PR I >
-7,

- pH5.0 (50rpm) TlE. 360 43 1Z 35T 2 A 0D ALV H 38 | AT HE L) 00 S5V H 38 = 9% D i PR I &>
277,

- pH6.8 (50rpm) Tid, FEAERFIN 360 /72T 2 EEIRHHED 1/2 O HFEE R TR O
360 Z3 TN T, A DA H R I TAEAE LA O P ER H 3R = 9% D HIPHIZ 8> - T2,

< K (50rpm) TiE, HEYERIFOFIIIR RN 40% K O 85% T D 2 FEIZB W T, Kb DR
HH R VE R D S ER 2 = 15% D HEFAIC & > 72,

- pH6.8 (100rpm) TliE, FEUERIAIN 360 /328 1T 2 A ERD 1/2 OFHIAH R EZ RS K
Y 360 77123V T, A O R8s HH 2 AR HERGR O S 23R = 9% DI & - 72,

VL b AR OFs H28) 2 fR A (LR L — FEE 25 mg) & ik L7 R, 2 TORBRIRIZIHS VT 1%
FEE IS DA AR FEERER T A R T A > ) OHEEEITES LT,

13



(¥ HH )

BHE (%) pH1.2 (50rpm) B (%) pH5.0 (50rpm)
100 100 |
a0 —e— Tl Ok i EE25mg THETY a0 | —e— T O EE25mg THET]
=& = |7 L — FiE25mg - = |7 — F§E25mg
60 |
40 t+
20
£ 0 0 M—&-ﬂ_nsﬁ!;&
0 30 60 90 120 0 90 180 270 360
B (4 EE (4)
EHE (%) pH6.8 (50rpm) EHE (%) 2 (50rpm)
100 100 |
—— T )|, O FFE25mg THET]
80 =2 = L — FiE25mg 8 r
60 I
40 t
20 | —— T, O i §E25mg THETL]
=4 = | L — M§E25mg
L L L D LI' 1 1 1 1
0 90 180 270 360 0 15 30 60
B (490 B (4)
EHE (%) pH6.8 (100rpm)
100
50 —e— T O i FEE25mg THETY
— & — L. L — F§E25mg
0 90 180 270 360
BFfEl (430
(n=12)

(2) EENER D80 B RA O AW 0 [R5 R
(T raYRIRTEE12.5mg THETLD
T b RS EE12.5mg THET) 1%, [EES B 58 0 ERRK 04 WZr RSB T A R
T4 CER 2442 H 29 H EEFAT 0229 5 10 5) | ITHESE, =L hr AR/ 7§ 25mg [ H
[T ZAEvERAIE USROS R, EHREIN A &HE S, EFIICRE L Rl Sl
3)
AR
iE . AARIERF WHERBRE S Rk
[Al#n%E K OFABRIE : 50rpm (pH1.2, pH5.0. pH6.8. 7K). 100rpm (pH6.8).
50rpm (pH6.5, pH7.5). 100rpm (pH7.5).
50rpm (pH6.8 : ARV Y /LX—k 80 (0.01%. 0.03%. 0.05%) ¥RIN)

14



CHIE]

- pH1.2 (50rpm) “TlE. 120 53T 35T 2 A 0D AV H S8 [ TAT HE L9 00 P2 517 HH 38 = 6% D PRI &>
olz, Eo. RASER A (120 27) (28T 2RO % DT HFRIT AL OFEE R + 9% DO
FAZEZ 260N 125 1ELULF T, £16%D#HIFAZER 5 DB oT,

- pH5.0 (50rpm) Tl 360 43T 35T 2 A O P HI = AR HERLF O SR HIE = 6% DO iR 12 &
olc, Flo, AR A (360 47) 1T31T 2 AR O & DU HFRIT, Abh DT HEE + 9% D #i
FAZEZ 260N 125 1ELUF T, 216%D#HIFHZEZ 5 b DB ol

- pH6.8 (50rpm) Tik, fEAERHAIN 360 /328 D FHRHFED 1/2 O H R E R T RS RO
360 3123V T, A bh DR R AR VERLA O SRS R+ 6% DFIPHIC B o 7o, F72, Bk Hg
R (360 79) 128 DA OME 2 OFM=IL, RO FEERMELI%OFM A Z 5 HON 12
il 1ELLF T, £16%DHEIFHZEZ 56 OB o7z,

- K (50rpm) TiE, FEAERIFIOFLERHRD 40% K Y 85%TUTD 2 B iz T, AR 5L D FEHEE
H R IR Y ERLA O SEITR IR £ 10% OFPHIC B o T2, £, IS (45 43) 128U DAL
i 2 DOVEHFRIL, RO FEEEHFEE15%OFPAZ B2 25 D00 12 flF 1 HLLF T, £25% D
PHEHBZ D DN T2,

- pH6.8 (100rpm) Tik, FEHERAIN 360 /MBI 2 FHIRHFED 1/2 ORI FEEZ R TR &
O 360 77128V T, A SO H 2R AR ERGR O S s N R T 6% DfiHIC H o 7o, Fo, Fofé
PRI AL (360 43) (21T AR Ol 2 OEEH=IT, KRihOFEEEHFE 9% OHHAE 2 5 DN
12 fH 1 ELLT T, £15%DHPAZ B2 5 L ON7enoTz,

- pH6.5 (50rpm) “TlE. 360 43 \Z 35T 2 A 00 AV H 58 | AT HE L35 00 S 517 HH 38 = 6% D PR I &>
oz, Flo, BAEHELRER (360 47) I2361T ARG OfE 2 DU HERIT, AR5 OFEIEE R 9% D
FZEBEZ 50N 121G 1HUT T, £15%DFPHEZHEZ 5 b DR > T,

- pH7.5 (50rpm) Ti&, HEHUERIKIZ 360 /(21T 5 FHIEHRD 1/2 O Va4 59 HE L O
360 312U T, A bh D A R AT VE R D SRS R+ 6% DFEIPHIC B o T2, F72, ok Hk
R (360 47) 2B D ARG OME 2 OEHZIL, RO FEERHNELI%OHFPH A B Z 5 HON 12
fEH 1L R T, £15%0OHHEB 2 5 H OB oTz,

- pH7.5 (100rpm) TiE, FEUERIAIN 360 328 1T 2 FHEHED 1/2 OFEEAEH R 2R3 HE S &%
O 360 F3IZHV VT, Al O SR S AR ERA O SEEE SR = 6% ORI IC H o 7o, £z, Fofk
HRESIRE AL (360 43) (81T ARG OE 2 DIRHFEIL, AR OFIEHFEEI%OFFAZEZ 5 H DN
128 1 ELLF T, =156%0FHEE Db DONRhoTz,

+ pH6.8 (50rpm : RV YV /LX— kK 80 0.01%%M) Tix, 2 BEOMEIX 55 Ll b, £/, Hokkbhi
I (360 7) (231 H ARG OME 2 OFE L, REOEHEHEL12%OHPE LB Z 5 H DA 12
i 1T {ELLTF T, £20%DHFIPHEZEZ 5 6 O o7z,

- pH6.8 (50rpm : R YU YV Lx— K 80 0.03%WsHN) Tik, FEAERAIOFEEEHED 40% K O 85%
FHED 2 KEAUZIWN T, A DA% H S AR HERLF O SRS R = 10% O FEFHICH - 7, F 72,
A ELEERE A (240 27) (281 D ARG O 2« O HERIE, RO FEEE LR 15%OHIH &8 2 5
HON 12 HF 1THLLT T, £25%DHPAZERZ D S DN - T,

- pH6.8 (50rpm : AR YU Y /b_— kK 80 0.05%FNN) Ti, HEAERAIO LR EFRN 40%M ) 85%
fHED 2 BRIV T, Adh OB R IIAEERF O PR =R+ 10% OFPHICH > 7o, £,
R AEEREIRE A, (120 27) 12381 D ARG O 2« OFF I, RO FEHE MR L 15%OHFPFHZ 2 5
HOMN 12T 1 ELL T T, =25%DHFPHEEZ D b DN T,

15



(¥ HH )

BHE (%) pH1.2 (50rpm) BHE (%) pH5.0 (50rpm)
100 F 100 +
80 r 80 r
60 |- —e— T FOstiFe2smg TRET) | 90 T —e— T O ks 9812 5mg THET)
40 + - = T, kO idE2smg THETL 40 + - & = T kO iFEE25mg THETL)
20 20
0 OON—D—D— A AL 0 OO0 A -0
0 30 60 90 120 0 90 180 270 360
Bl (430 Bl (470
SEHE (%) pH6.8 (50rpm) BHEE (%) A (50rpm)
100 F 100 }
80 | a0 |
80 r —e— Tl b O Uk i HEE125mg TRET) || 0 T
40 r = = T +0O Wk i 58E25mg THET] 40
20 L A = = = = = 20 L —e— T bOm i FE25mg THELY
OO0 — 0 - = T kO 55E25mg THETLY
0 ¢3 ‘ ‘ . ‘ 0 ¢ ! ‘ ;
0 90 180 270 360 0 15 45
B (590 BERE (53
BHE (%) pH6.8 (100rpm)
100
30
60 —— T | F O 58512 5mg THETY
40 — & =T, b0 wF i S8E25mg THEDL)
0 90 180 270 360
B (5
BEHE (W) pH6.5 (50rpm) EHE (%) pH7.5 (50rpm)
100 100
80 80
60 —e— T FOuiFei2smg TAET) | O° —e— Tl Ot 2EE12.5mg THET)
40 - = T b0 §E25mg THEL) 40 - & = T, kO A iFE25mg THELY

0 90 180 270 360 0 90 180 270 360
B (43) RS (43)
BHE (%) pH7.5 (100rpm) EHE (%) pH6.8 (50rpm)
100 100 AUV LN~ 80 0.01% A0
80 80
60 —e— Tl b0 H5R125mg TEET) || 60
40 - =T )L kO i458825mg THET] 40
Py 20 —e— T FO v iFE12.5mg THET]
_____ A———N
. 0 =& = I +0O ok iJ%E25mg TBET)
180 270 360 0 90 180 270 360
bfE (53) B (4)
EHE (%) pH6.8 (50rpm) BEEE (%) pH6.8 (50rpm)
100 AL — 180 0.03% N0 100 F UL~ 80 0.05%F A0
80
60
40
20 —e— Il FO ks i88125mg THETI || o9 —e— T O i FEE12.5mg THETY
0 —ﬁ‘—IJbFD}/ﬂu{ﬂiﬁ'ﬁQSImg V—EIEIJI 0 —a=-Tl FDI“/?ﬁfi”j“ﬁQE‘mg rElIEIJ‘
0 60 120 180 240 0 60 120 180 240
el (53) BEfE (4
(n=12)

PLb, = ha R X7 8E 12.6mg THIE T OWHZEE) A FEERA] (=L ke R/ 78E 25 mg TH
ET) LR UIARER, TEENER L0 BERRA O A TSR AT A R7 4 ) OHER
e A L2 EnD . AWFERICR%E &L RS,
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10. B - A%
(1) FENRELESR - AF. NE/RKRLESR - ABICHT51EH
LR
(2) a%
(T raYRINGEE12.5mg TRAEI])
100 # [10 $£>x 10 ; PTP]
(TN kR UR/IRS §E 25mg THEI))
100 $& [10 $£X 10 ; PTP]
(3) PHEBE
AR
(4) BHROME
PTP: RV ke =1 - KU =V T EE7 VA, TAI=TU L
Ea—: TAI=UAN R FLUEET 4 VA

1. FEBHEIhLEEHME
(IXI. 2. OMOBEEEE] OESM)

12. ZDth
RZ YGRS TE e L

17



V. ARICEYSEE

1. BREXIEHER
T MERF M AL MRS VE SR BE IR

2. DEXIHRICEHET HIE

5.RERIIMRICEET HER
5.1 fOIGHRIZ THORMRMTFLNRWGE ., IIRAMEICRENRH D L EZX LN L LA
5Tk,

5.2 I/ BRIRIESR NS A THIM Y 27 3@ e B2 6N D585 2 &,
53 BWAA T4 LV FEORFOFERELEI, AROKRE PN EY LR S5 BEICHENT L Z

&o
(i)
5.1 1BMEITP (RpZethin/ s b PEERBEN) Ofakt s LT, BIBRE AT v B, SR %280

8

FITONTND Y008, ZHBIZKDIBRTHARMRPFTLNRNGEE, DEMEICRHED &
LA, AR TS Z L, ERAOSE NEMBRRER TIE, < ed 1 EEU Eo
AITBIR & %2 T T8 4E ITP & R O35 & Siviz,

5.2 18I ITP iR O FEATT#HI, /M IEH ISR T O Tl < HER oS, BEE A Himo
TUIRBAREE SN TS, LIed> T, AANK, /s O AREIR 2> Sl L CHiLo U A
I BENEZZDNDIERNI LT Z &,

5.3 18 ITP DG RR EIZOWTITRIRET A T4 22T 5 2 & TARAIOBEE) 728 565
BEEREITELLEBR, BRIA RTA VEORIOERESE LT HEETLH LT,

3. AERUVHE

(1) BERUVAEDOHES
W AR O LU Eo/NRIZIE, =L bR L LT G & 125meg 2 1 H 1[0, &%
DRI% 2 REH Al CREERNCR O 535, ek, /W, SERICE U ClEEERT 5, F7-.
1 A RPeh- 21T 50mg & 3%,

(2) AZEBRUVHERORERE - B0
MU ERR L

4. RERUVRAEICEHEY SFRE

7T.RZBRUVAERICEET 3R

74 KANIRFL L HICRAT 2 L MTPREMETT 2203050 T, REDOHIH 2 Keffl 28T T
ZEHEIRFICAR 32 2 &, [16.2.1 BE]

7.2 HlEsAl. LR, S A4y @k ALV UL TAI=TL T XU A LY, HiH
%) BHMAEL L BICRHAT 2 EAROMAFRENMET T 20T, KAIMRMOHT 4 K] X O 2
R IX 2 o OB AR 5 Z &, [10.2, 16.2.1, 16.7.1 & ]

7.3 AR OB L, MR A & ONFHREMR A& 2 E A E N L, AFIOH &L TR 7.3.1-7.3.7 4%
Mo b, 34252 &0 RAIOEG-BAARE & OV S SR 03 MR O ORAY L B SR AR 1 &
BLAMEEE L, /MR ZET S5 (I/MrE 50,000/ p L BLERD72< L b 4 8H) £ Tk
R, ZE LIZRITBAREST 2 ZENREE LYY,

7.3 ARANTIGH ELERE/NRORETHERT L 2 &,

7.3.2 AAIOBHFIT, BHE 1~2 BETHLDLNDHDO T, PROMROT-DITITDR &b 2 BMIE
F—HEEHERT 22 &, 72720, FFEEOH 2 BE TIX, /M EFIRBIZET 5 TOMH
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MNEL b2, PWROHEROT-OIZIT D &b 3HEMIXE—HEEZHERT 52 &,

7.3.3 1/ 50,000/ n L &2 HZ2 L L, f/IMREDNEE TRIZGEICIIMELZBET 52 &,

7.3.4 1/ REY 50,000/ w L~200,000/ n L OEEIZIE, HifLo U 27 2K F TE 5158 EXLE R/
[ROM&EE D L5, HEBMELEZET DL &,

7.3.5 1fi/MRE DY 200,000/ 1 L~400,000/ 1 L DFAIIIAR ZHEET S Z L,

7.3.6 [M/RED 400,000/ p L &2 B 2 7555 I IEARAN 2 RES 5 2 L, 2 O%E f/IMRE O HIE 13E
W2 [EEMT D2 ENEE L, KEEEZ, /MDY 150,000/ ¢ LoF Tl U7z 355 1S3 R /T O
BhHELD bFEAE L C—EMARZ2BE L L TR 2HHRTLIZ L,

7.3.7 AFloF 5 BT 256121, @E, 12.5mg/H > L5,

7.4 K#|Z 1 B 50mg, 4 G U CTH M/ M EINES . BRRAICHIE & 72 2 Hf e o g
WO HNRWEEITIE, BAORETIEZZBET 52 L,

7.1, 7.2

AENIER, DAV T L, TIAI=T L 73T A BLU HEREOZMGA A & RRHTAR
AT 2 L858 (FL—1) 2T D Z &LV WRIAET B, ARFIO TR E NS EREEZ
HEEZLNTND,
AT TAT U AEZB L, o, HYERE~DOREL A[RERIR Y BET D720, RN RFIC
WL, B RERER O FIE & [RIBRIC R ORIE 2 RER 20 CRERICIRIT 52 L & L, 72, X
RS DS & HIERAl. LS. ML Ay Bk AV UL TAI=T A TR TT
A, By, #iENSE) SAERAISE L L BICARAIZ IR T BRI, RAIORAR 4 B, RA% 2
FER OB ERIT D Z &I Lz,

7.3 AFN O 5 BITBE O M/ ECIER IS U CRETT 5, £72. AFIO#EEIZ L0 AR ES
B ORE NS bR E2BENNRH D Z L n, AFIOFGHITEMMICmERE, FHEEER
BEZAT O Z &, RHNOFG-BHARRE & OV S iR (i MR R M B AR AR A 2 & T4
MERFHR 21T 5 2 &, RAEMEE L, /MR ZET S (I/IMEL 50,000/ 1 L BL EAD72< & 4
HE) EFCEE, RELERIIEAERT LI ENEE L,

7.3.1 181% ITP 1A O FEA T SHEM/ MR EL 2 IEF IR O TidZe <, HiiER O, EE 2 o
TR BIEE SN TS, REIOE G EIXIHE LB R NNEOHELZEHT Z &,

7.8.2 AANOZHRIT X0 /I OHMAFED Hivd F T2, @i 1~2 B 15, LEEB-T, %)
ROMROT-OIZ 2 BREIXFR—HEEHERFT 52 &,
722U, /I & £ 5 1B MR BB ONTFIES 0 & 2181 ITP B3 TOMRGEN G| IFEE O
I B HBE TII IR AN EHIRIBICET D £ TOMM N EL R D ATREMARIB SN TR Y | fFFEE
Db HEM ITP B T, PROMROTZDITITD e b 3 HEIXF—-HEZM#EFEL, To Lk
THEREZRETT 2 0ERH 5,

* MM/ B 2 £ 5 18R BB 1T TR IR Cd D

7.3.3~17.3.7
(] P26 IIUFH B AR SRR O F Sl Fi LB IS BE D & | AR HEREI O B2 %7~ Lic, 1GRDOBED /MK
#1% 50,000/ u L~200,000/ p L B2 & 72 5 X HEGRE L. /Mgy 50,000/ 1 L~200,000/ 1 L
ERO TR, IRE EXNER/NREOMEL 2D LS, HEMELBETHI L,

7.4 AFD 1 HRKRKELEETHD 50mg & 4 BHEHEE L TH M/MERHMET, BRICHELE 72
2 A OSE R H IR WIS IR, BB E R TRV S L <8 M: ITP SIS oo FE D7)
HEMERDH B, HHEOHIEEEETH L,
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5. ERERRLIE
(1) BERT—321Rvr—o
MG R R L
(2) EREKZEEFER
U ERR L
(3) AERGERFERR
MUERR L
(4) BIEMEER
1) AREREERER
1711 EREI/M#EZEE (RA)
BEVEIR DM M REFE PR RS PSR B AR (/MBS 80,000/ 1 L Ai) 238 il & xki4e & LT,
THEMRF TV b RS EE 12,5 X 26mg A 1 H 1 [AZEERC, 7TEMR S Lz, #50E
12.5mg 2> LA L, ¥ 5 3 ¥ H O/ MeEk)s UC 25mg (ICFHEME Lz, TORE, #5 6
HiZB T D=L ha AR RTZEEOF RN (M/MRED 50,000/ 1w L LA E, 400,000/ p L BL RN L
REOEIS [95% 5 KM 1T 60% [32.29,83.66] THVH ., 7R (0% [0.00,36.94]) I
AT & 72372 i/ MR BEE I R 338D BTz,
THERBIKTHIZ, =V hr AT EEOREGHIMA 26 BEIZ/R D X O b a RN T EE
Zikes 5 Ui, &l MBI U C 125, 25 3T 50mg IZFfi L7z, %R, &5 5
H2vb 26 # H £ o /Mitk (h9uE) 1% 50,000/ p L 288 2 THER L, i/ MELO MLV H
MAER S8 L7z 9 9,
BIVER S BUAEE XL b AR R e 5 RE T 48% (11/23 ) Th 7=, EREIWERIE. KI5,
ALT #8800, f/cEEEm, K0 U o AfJES 9% (2/23 f5l) Th o7z,
1713 BAFEMBRR (RA)
BETRIR O 18 MR M I N B PSR B B (/MBS 30,000/ 12 L oK) 197 il &2 xt8 & LT,
)b b e RN EE 25, 50 XX Thmg & 1 H 1 [RIZZfEREIC, 26 WA 592 —HE 5 a2 55k
L7z (= ba R85 135 B, 778K 62 #), #5013 50mg 7> HE4A L., i/ IMEIZIE U T
25. 50 X% Thmg ([CHEME L, TORE, = b R AT RO T T v REHTS % i/
WRESMEN IR DA~ X [99%E /XM ] 1% 8.2 [3.59,18.73] Th Y, AEIZEm N -7 (p<0.001),
Flo, TV b v RN EREO MM (PRE) 1 RE1THEB XML, &5 2~26 HA %
T 50,000/ u L 2 CTHER LT, =/L b R EERE(C L0 BifiElk (WHO Bleeding Scale
ZHAWVCEHE, Grade2~4) 33RO LNIZBEDOEIEIZONT, =/ ha U RATEERED T T 2R
RECKRIT 24 v X [95% 548X M1 1% 0.35 [0.19,0.64] THY . =/ b VARATEERED TN
BT L (p<0.001) 1012,
BIVERRBMBEE L, =/ ba U R TR G8ET 37% (50/135 #il) CThotz, EREIERIX, B
I 11% (15/135 f) . ALT 90 4% (6/135 f31]) . Hols 4% (6/135 ) . BINEE 4% (5/135 f5) . T
1 3% (4/135 f5) Th -7,
(RFNOENARHEIL125~50mg 2 1 H 1A% 5TH 5,)
2) REMHR
17.1.2 ERFEMAERER (BRA)
FC 23 i 19 123 [EN E Wik G-3RI AT LT, HEIT i/ MEREIZIS T T 12.5~50mg (25
L, 19617 10 fICIEER/Ae 2 HEOMAGOESCELEHBOFT 17072, ZORE, Rk
e 53R C b M/ MBI & M ifER O SES R S, SE ORI Eix 27.5 5 A (P -
9.9~32.3 # H) Tholz (BKREH) 1919,
ENE #5387 L2 26% (5/19 #) ICEWEH NS Sz, FHReBER-IZ., ARk,
FsE 4 11% (2/19 B) Th otz (g,
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(5) BF - WA
R L
(6) BRHIER
1) EARKRE (—REARBEHAE. FECRARKRE. EARKLRHAT). RER
—RARE. RERFTRERABRORE
ME R L
2) RRFHELTERFPENOHAEXERE L -RE - AROME
ML
(7) Z0ftk
LR

m

BT — 5~

<
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VI. EMEBICEYTSEE

1. EEFNICAESHSLEMXIILEYEH

B0 R BN ko R R T T S R R K

HE: BEO S LA ORI REIL, HFTOEBETHRLESRT 52 L,
2. ¥BE#EHR

(1) fERERGL - ERFF

B b b RRE T R R R S OB RO EER AN LT, bRy REE T 0 7S AR ER
D EETEVALT B 2 L 10 LY ERER K OV BTSRRI OB K O % 3 S8 5 19,
(2) EHERATDRBRABM

18.2 m/MRELE{REER

18.2.1 In vitro (2B T, bt FEMECRMISEROIEIE 2 R1E S, b MIHERTEGH L O EAZER~D 5y
fbzgFg Lz 19,

18.2.2 F XV —~D b AMRRAFKGIZE Y | &GO 6~10 A &I/ MEITR 2 f5 12880
L7 19 16)

18.3 IEHM/MREREICRIZT HE
v MEE /MU WTT T/ > U UEEFRR O/ IMUEE ICEEE KT ST, P-EL Iy Fo D
B A FHE Lo 7217,

(3) {EFISETU - HHEER
DR L
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VI. EMBEICET HRE

1. mMPREOHTR

(1) ARLEDGOSRE
MR L

(2) BREBRTHRBSA-OPRE
16.1.1 HEIRUREHRE
AARNEERERR N B EAE R RIC, =L ha U ARoRT8E 25, 50 & 53 7Thmg % ZEJERFHLA] J O IR
BEOE LziE, =b b o VR R ESCMTRIN S d, 5% 3~4 B (FFRfE) Chem i
FIRE (Cmax) ZELT, HENOKEREROBRZEE (Cmax X TNAUC) I, H#EEOHEIMIC
St U, IRIEBEINCEIN L=, F72. = b o R I3 E RGBS 7 B CEFIRIEISET
HEBZ BN, R1VIZHEYBIHE T A — X HR LT 1919,

Fo-1 BEEERK I HERI L TN 10 H BER D& 5 Lo REO Y EhiE T A — X

Bh5 & 5 Cmax AUCY tmax tise CL/F
(mg) P (u g/mL) (p g« hr/mL) (hr) (hr) (L/hr)
HE# -
25 10 | 3.56*x1.13 55.4+£23.2 3.0 (2.0-5.0) 29.6%5.0 | 0.534%=0.256
50 10 | 6.44%+2.14 106.6+32.4 3.0 (1.5-5.0) 31.0£5.9 | 0.5625%0.218
75 10 | 8.39+£2.84 134.9+£37.4 3.0 (2.0-6.0) 32.4*£7.6 | 0.604£0.201
A5
25 10 | 4.83%x1.17 58.9*18.4 3.0 (1.5-5.0) 39.7£3.2 | 0.478%£0.196
50 9 10.62.38 133.8+33.6 4.0 (2.0-5.0) 51.3£12.2 | 0.396%0.102
75 10 | 12.78+2.84 164.2+35.5 4.0 (2.0-5.0) 47.8+11.5 | 0.476£0.102

BT YR 2. tmax (TPl (ERPH)
a) HAEE : AUCo., KEHE : AUCo,

A A NBPEREFEVE M MRS SRR B IC =L b e VAR R T BE 12,5, 25 5V 50mg & 5
L 72RO EFIRHEIC IS 1T D 3B RE N T A —F 2 FK-2 (TR LT 9 9,

#-2  HARNFRFEPLM MR PSR BB E OE R IRBICR T 2 -YIE T A —~

R a=a Ty 5 Cmax tmax AUCo-. t1/oP
Bk
(mg) (u g/mL) (hr) (n g+ hr/mL) (hr)
12.5 8 2.99+1.25 3.19 (2.00-4.17) 41.64+24.362 19.5+7.16%
25 5 6.78+2.62 4.00 (2.00-4.00) 92.53+41.12 27.0+7.66
50 4 11.88+3.93 2.97 (1.92-4.17) 171.6+75.24 18.2+4.94

BT YR ZE . tmax (Xl (FaPH)
a) n=7 b) 24BIETORA » ENOLEHD-O, &l

72E5. BA NS OSHEAORAE 7 REF SR BYIERAT OFE R, =L b a2 K87 D AUCs.
[, FERT O T REHMEM MR MR BEREE (FICAN) LHB LT, T U7 RERME ML
BB HESEBEI B TR0 8T% MM % R LTz, E7o. B A NI PRI MR A S BT #  AUC.
X I T O T SRR ML R M SR B FRAE 0O AUCo- - (RESERA S Eh REMRATHE E 1) 12 L
# 85% i & 7R L7 20 21,

FRAE FH SN B REFRAT DRE S LoME RS M il /MR TR 4R BTG BB 1o B8 1T B AUCe-. X, Bz~
TR BO%E o7, Fio, ARlRIETIL kv RN T OIRYBTRICEEE KIF S5 7 200 20,
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16.1.2 £YF MR F1EHER

<T)LhaYRARTEE 25mg THET] >
BREILG O PR SRR A T A VB0 MEEICSVNT (5f 2 4 3 A 19 A K
AHRSE % 0319 55 1 )
T by R 25mg [AET) ROLA L — REE 25mg %, 7 0 A4 —"—Elc L Z2h2
A1 (Zvhe AR L LT 25mg) MR AFEICHEEERR DL L gtz he o
RATPEARE L, BN EMERE T A—5 (AUC, Cmax) (20T 90%IEHIX kI T
GEEHIRAT 44T - 72758, log (0.80) ~log (1.25) DHPHNTEH 0 . WO AE M) M S HER
Sz 22,

#-3 FE@E NI A -4

HIE/NT A—H BEINTG A —H
AUCOﬂ72 Cmax Tmax tue
(u g+ hr/mL) (u g/mL) (hr) (hr)
)L b a R T EE
52.89+14.54 3.861+0.906 3.20*+1.08 21.4+4.7
25mg [HET ]
LR L — REE 25mg 48.08+14.82 3.424+0.960 3.51*+1.13 20.6+5.0

(1$2# 5., Mean+S.D., n=76)

(ug/mL)
5 .
—e— T)LhOCKR/INT$E25mg [HETL]
o 4] = e LR L — N§E25mg
5% 1$E#%%5, Mean*S.D., n=76

0 12 24 36 48 60 72
RS (hr)

-1 i AE PR e B HERS

MR AN NZ AUC, Cmax 500/37 A — & (3 #BRE OFRIR (R OERHEH « B 55 0 7R
R K> TERRDLAREMEND D,

<T)LbAVARNTE125mg THEI] >
TV R R EE12.6mg THET (X, TE =N F 72 288 0 BRI O A9 1 [F) S 500 7 A
RIA ) ICHKSE, = ba R R85 25mg THET| ZEHERAIE LB, &
B A &OHE S, AR & Bl Sz 9,
(V. 9. M) DEBH)

(3) s
KR L
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(4) BS - BfREOREE
DEEORE
16.2.1 BEOXE
R ANIC =L b r AR R EE 50mg &, ARG EELE IR Y —, REORE (Wi A
427mg BA) & & BICHERRO#EE L2k, Z2ERFZ -~ T AUCo-1E 59%. Cmax X 656%IK T L
7o F72. TV b0 RS EE Thmg E BN UTIEIBNE D v v T A EH/ BEDIR (50mg AKii)
BELEHIHEELERE, Wbl ha RO AUCo« & O Cmax ([C8EBE 5.2 2o T
29 UNEAT—4),
(Z%E)
BRI TV b AR R 7 O O RBREIR AR (LT, PfOS) A 256mg (EINARKGR) & @
N L (VST LK) 448mg) R 2 FFRIATIC AR G- L7z v ka2 AR 37 D AUCo-o
KO Cmax (%, 2S8R G- & LR TENZI 20% L DN 14%IK F L7z, —FH, @Ay AaEE 2
e 12 POS ﬂi&%ﬂ 26mg & HLAEE G L72E, =L b a AR D AUCo- & O Cmax 1d, ZEfERF
PG LR TENTIN AT% RN A8BIK T L= D UEAT—%), [7.1, 7.2, 10.2 &H#]
QftRENEE
16.7.1 HIE&H
BEFERC IS, /v b a AR NI EE T5mg &2l A A OKER{E T VI =0 AR OREE~ 7 X2 T
L) EETHIEEA 2 HRIGEHE S L7k, =L ha 2 Ro37 0 AUCe- % O Cmax (E & 6125 70%
KF L2 GREAT—#), [7.2, 10.2 &H]
16.7.2 AR/IREF Y
R AIC =V b 1 VAR X T BE Tmg $E5- O E FARAERFIZ, OATP1B1 2O BCRP O XEH TH 5 =
ANZHZ T 10mg Z BB U7 AR BRIl Tae A2 % F 0 AUCo-1% 55%,
Cmax 1% 103%¥ L7~ (n=39), BRIFHNT OFER., 77 AT, AUCo«iE 32%. Cmax IX 61%
BINL7z (n=21), 2B, BANRAXF 4L, T/ b R T OERYEHREIC B L KT I 2o
7= 20 ULEAT—%#), [10.2 ]
16.7.3 OEFEJLIY) FFENLEREH
fEFERAIZ 2 B UL 400mg/ Y R EJL 100mg BEEAA] 1 B 2 [BIKE# 58, /L a2 Ry
100mg % HE[AfF A 5 L 72 e RS G IS bR C b b e VR R 7 D AUCe-1E 17T%(K F L7 (n
=40) 29 (GMEAT—%), [10.2 /]
16.7.4 >/ ARR) >
fEFERRAIZ =V b1 AR X7 BE 50mg R GEREZ, 7 v AR U > 200mg & HEIJFH G LT
B, BB G IZ T L b R D AUCo- K& O Cmax 1 EZE 210 18% K% Y 25%1K F L 7=
(n=37 %, ¥’'n=39), 7=, ¥ 7 1 ARV 600mg % H[AJHHEE U7-K, B 5 E -~ T
)b ha BN T D AUCk & TN Cmax 1FFNEI 24% K N 39%IE T L7 (n=33 XU n=237) 26)
GMEANT—4), [10.2 ZH]

2. FMEEMI/S A —4

(1) BRHiAE
KR L

(2) BUREEER
KR L

(3) HEEAEEH
s ER L

(4) JUF5YR
KR L
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(5) HHMEHE
MR L

(6) Tt
MR L

3. B&H (REaL—>av) #H
(1) fBRAE

B R L

(2) NSHA—REBHER
MR L

4. R
BRI L

5. 9%

(1) mi&-iEEIFTEEYE
MR L
(2) miE-RAEEIFEBYE
(VL. 6. (5) fhw) DOIESR)
(3) AA~DBITHE
(TVIl. 6. (6) #=Fhw) DOESH)
(4) HE~NOBITHE
MR L
(5) ZotoB~DRBTHE
MG R R L
(6) MREAHEEE
)b b a R ZNT in vitro SRR OFER. 2~100 1 g/mL ORI T 99.9%LL Ed e il dEE g
LB L, ERFBAEARIIT VT IV Tho7 20,

6. R

(1) REBLIRUCKBER
TR A BIEIC = b a R8T D UCHEFRR 7Tomg 2R O 5 L=k, BRIk, 7 V7 o igins
B, INEFHATERNTT AT A s RiciE s niz 20 HEAT—4),

(2) RMICEAE5T 5B F% (CYPE) OHFE. 5=
TV kv R dn vitro WRBROFER, Fe K 100w M O T CYP1A2, CYP2A6, CYP2C19,
CYP2D6, CYP2E1, CYP3A4/5 } X CYP4A9/11 DiFthE & % L~ 7225, CYP2C8 (/327 U %
Ft) KONCYP2CY (V7 u7=F7) OFEMEEEEL, ICoEIZZFE 24.8 4 M (11 1 g/mL)
K202 M (8.9ugmL) Thoi- 27,
HEFER AN BTV b a RN Thmg &G ARG L72RE, =/ b o R d CYP1A2,
CYP2C19, CYP2C9 KT CYP3A4 DIEMEZFHE K OFHE Ligro72 29 BEAT —#),
TV kU RATE In vitro BBROFE R UGT1A1, UGT1A3. UGT1A4, UGT1A6. UGT1A9,
UGT2B7 X' UGT2B15 OiEME% L (ICsf : 3.0~33 M) L7z 27,
F72. in vitro EBROFER, =)L b r AR R T ORBEIREICIE CYP1A2 &K O CYP2C8 73, 7 /v7
o U AT UGT1AL L OV UGT1A3 B 5 L CTnb & &2 bz 27,
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(3) VEEBHNROERRVZORE

RUERR L

(4) REVOFEOFERVESL., FELE

7.

10.

1.

DR L

i3

TV b BRI OERPERIKIZEP TH Y | = b r RS O UCAEIRIR T5mg & BL[AIRE 1§
54% 168 IFfH £ TIZ, ) TEREED 30.7% 0K TIZ, HEEOD 58.9%NFEPIZHRt = N7, JRHIZ
REE (v b ABR7) 1T@RO BT, BPIIIEREEDOR 20% B3 RE(AE L L CTHRE S vz
29 (SANEAT—4),

FSURR—4—(CET S8R

)L kAR R BCRP OEE Th o723, PHEEAE (Pgp) XTUNOATP1B1 OMEE Tld/ewn2
CRMER ST, £72. TV ha VRS in vitro i BR T OATP1B1 2 O BCRP % [H%E (ICs0fH :
WL 2.7Tu M) L7z 27,

. BRFIZLBBRER

AR L

BEOEREFETHES

16.6.1 BHEERESE
ERREREERF IC =L ha VAR N EE 50mg A BRI &G LeRFO =L b a RN 7 D AUCo-
DAL TBRFR RN & Fe~ TR EE O BB ReE E B3 (CLer : 50~80mL/min) T 32%. "5
DOEHEEREERE (Cler : 30~49mL/min) T 36%., HEOBEMEREEE (Cler : 30mL/min
i) T 60%I(EN-o7z, LnLZed o, fEFERN K OB~ 5 B O B RER E B D AUCo-o D i
(Be/ME~FRAE) 1%, NEIC 32.65~99.32, 22.54~83.51, 21.10~109.95, 3.44~117.54.¢g -
hr/mL S E5 & NRE o730 30 HEAT—4), [9.2 BH]

16.6.2 FFi#REpEREE
JFHRERE E B 1=V b1 AR XV BE 50mg & HEIRR OG- LIckEo =L b r AR X 7 D AUCo-
DAL TR RN & B TRE O FfrERE F B3 (Child-Pugh 2227 : 5~6) T 41%, H
L O RERE E B (Child-Pugh 227 @ 7~9) T 93%., #HEOFHGEREEFH (Child-Pugh
Za7 10 Lhk) T 80%mh-otz, LU, FEFERR A M OV ~ & o R E R 5 O
AUCo- OFiPH (/M ~ I KAE) 13, NEIC 34.46~174.99, 35.86~127.74, 57.64~263.22, 32.26
~263.51 g hr/mL L IE50ENKE o730 320 (MEATF—%), [9.3 BH]

Z Dt
Mz L
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VI. £t (EAELOZXESF) CEYHEE

1. EERREZTOERE
BE STV

2. ERHABLTDER

2.BE (ROBEIZIFBELLZIN &)
BHN DRIk CIBBUE DB D & 5 B E

3. MREXIHRICEET SR EEDEH
(TV. 2. ZEESUINRICEET SR 22452 L.)

4. AERUVAEICEET 3IEELZDOER
(IV. 4. AEXOHEIZBEET IERE] 228 T52L8,)

5. EEGEFNIE L ZDER

SEELEXMIE

8.1 AN, MIKFEEDIERIZ D RRBRAFFOEMO S & THEHT 2 Z &,

8.2 AAIDBHIC LV FFEREREE NS S oD Z L d D DT, AAIDE5BRIART K OV B ERE X
2 W, MEOZEENZ2TIIT 1 » AmIOTiERE (AST. ALT, vV Ve %) 2%E/T 5
Z &, [11.1.1 M)

8.3 M/MRED EFFFHLL T Th > TH MARZERIENRD I TWAH T, M/IMREIZ )0 6371
FRIERIEDRBUCEE TS Z &, o, /MBI EF#HEAZEB 25 &, MARERIED U X7 H3HY
M35 a MR & 5 DT, BlEE+5IATV, M/IMIEDNERO BAE L 75 L LB X 728512
X, AANORENIREEZBESL2FEET L2 &, [11.1.2 ZH]

8.4 AA|O G- H 1% 2 MR LN /MR G-BMETOE E TERT L, HilzA T2 22355
DT, AFOFHH % 4 WL AR M ERIET 52 &, [11.1.3 ]

8.5 KAl &L hu U AR F U REETIERKIIT, BYO LT 7 U UHRHED TR O % 1T
SELFEEMEN S D DT, ARAIOEGBRIGINII R MBHRIEARE 21TV, MO EFN R
EiERT 52 L, o, AFoEEHIL, BA BMERSE A S DAmERE R A2 RA L, REVHIRE
RN BEE S S EIIE, RMMBHRIEARA 21TV, EREEARYE (RFERMEK, A%
ARIMER, AREAAMERSE) ORBAZHR L, KD OFELHRT L2 L, ZHODERFNREDH
NEEGEITIE, AROEEEZPIE L, BRAR (Gl X 25 B o M%) OEEE B ET
Lk, [11.1.4 ]

8.6 1 UARARNTTF A MAEENERITIR, BEAF OB Bl B TR RO RS D M R NS 2 1T S 5 7]
MR H 5,

8.7 FothlaA AW - EmERBIC kW T, ANERA LN, Fo, BREEBRIZBWTAHNERHE
INTWVHDT, BRI T 2IRBI R RAEZ EHEICIT) 2 ERZEE LU,

(figin)

8.1 AANIEGIZRAEGNI R L, EEIROERBIR ATV RN R G T OMERD 5, MEREDZ
Wr SIRIRIC oy e ek & iR A b ORMEOEE T TREGEZ1TO 2 L.

8.2 KANIDOEHAIZ L FHEREIEENH bbb Z L2 %, Bk T AST (GOT) . ALT (GTP) .
EULErO ERPRESATVWDS, ZhbD% FEE (Gradel~2) THMKTH-7, K
Al OB G-BRAAAT & A BEZ LRSI 2 BEIC 1A HEOZEENLRWEAE TS 15 A 1R
REMAZITH) 2 &, REPHERSNIZHEITIIEES LTLERT 2 TREL 21T 2
&
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8.3 [EWA T hE L7281 ITP B Z x4 & Lz ARER 23\ T /M2 IEF &L R CTh
S THIMARZIERIENRD bz, £, M/IMENEFFHELZEZ S &, MRERIED U A7 )3
BN s AR H 5, 7T hrr EVMIKE, fUY CIRE SRS O ke R AE O F R
Db DLRFICARZBRGT 2G5 ICLEENLETHD, (V. 6. HEOKREATHHEEIC
B9 2158 OISR AFIOF 58 ITBE O f/ MR RER KBS U Cillgi+T 2 2 &, (V.
3. MIEROHE] OEBM) £7-. /MBI b b FIARTERIEDFEFIITEZ L, 1B
BRI/ NRO B TR EERT S 2L,

8.4 1B ITP BF x4 & LR RER ClE, 2IRDBO bNTZEBFITBW T, KF OG-k
2 LA I MR B S B G- BIAART O & TR T L72FIBNHE ShTWnWbd, Liid-> T, AKAID
Fe G- IR IR DI ISV Z A U5 2 &N 5720, AR OF L F 1% 4 8RR
AR R B A BIE L, i U 2 712k U CHEBERS B L, BE 5RO b HA121,
WY 7 xR L & Efi T 5 2 L,

8.5 AH| %G Te TPO-R EEBIK DT 512 X DB MM ZE MBI, B0 L F 27 U UMD &
ORAE(L 2 AT SH D ATREME S B 2 DIV TV 5, ARAIOE GBRAARTICIE, AR M B HREA R &
Fh L, MO FNRE 2GR T2 L, £/, AAloK G, B4, AmEkomz2 &
RMERGFHE A RS 5 2 &, ZOBRICET CREVIIE, RIS 2RO AR, K
MMBHRIEARA L FEfT 2 2 &, TORME, ERRIEK, AERILER, REAA MRS DOLRET
PR DB UIEL L2 . MERBDRA LD X O ThHIUX, AFloEG2HIEL, 5%
M (Gl K 2B REME(L OFHISE) OEE BT L2 &,

8.6 TPO-R 1F&h3&ix, MDS %O MKEMIEEAFAE L TVl TOHETZE S 2 i
PEREER BB bNd, 7ok, FEEKRERCIX, =/ ke R 73 MDS Mgk, fEx o [ i
T MR B OB TR AR AR & DRFR SIS TL Zh b O BRI O HEFH 6k L CletE R 2
IR TR o T,

8.7 v~V AKUVT v hEHWamERRICE W T, BHEELXOEGHIMICHBET 2 ANERA LI
TWb, £, ERNAOBERRBRICEN T, ANERREI TS, (VL 8. (2) ZDfhod
BITEH ) OHEBIR) Lo T, AFOEGICEE L, ANECHT 2 RN 2R A 2 E i 52
s ENRLEELNEEZLND,

6. HEDEREAIIBEICHTIIRE
(1) AHHE - BIEESEOHIBHE

9.1 SHHE - IEEEOHLIEE
911 ZUFrAVEVIREA, ) VEERAERBEOmMEEREOREDHSEE
MRZERIEN D bbb bsBENRH D,

(fiah)

TrF hrr e VIIRERH Y CIEEHURERREE O AR ZERIEDFE KR D & 5 B T, mieZEk
JERH LN BENND D, o, M/IMEN EFEHZE 225 & MARZERIED U X 7 RIS
HATREMED B> D, (VI 5. BHBEARIANIEE & ZOFE | OEBR) AFIORNWEM & L Tk
BIEDNHE SN TS (TVIL 8. (1) BERZREWEM & HIHER) OHEBM) O T, MmiRZEBRIEDHR
Kod 5 BEECEEGT H2HEI10E, BEICERST L L,

(2) BHREREERAE

9.2 BEHEEEETHE
/IR DHEB NI 2 CTL PRI O W T HIEEICEERT 5 Z &, BHSREREERE 2 R ICa M &
OV 2 i & U RR BRI K L vy, [16.6.1 &/R]
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(fign)

KA EERE DD L BE NG LIGE. AUCe « GRTVEEMME) 1TEEFREANIHRE Lz s & &t
NTEP-72Z & AUCo «DFi (r/ME~RKE) (XX NRE Do 2 el ST
W5, £z, Az BEEEOH D BETHRE LICGE OAER L EVEITHESL L TH7Ry, Ko
T, BREHEOH L EEITEREGT 25613, /M OHEBCRINEM ORHEICIER L T, HEIZ
BETH L,

(3) FrtReRERE

9.3 HFiREEE RS
JFHEREfEE N LT 2B 23 H D, Fio, M RE-FRefth#R Timfg (AUC) 2388007 % gtk
NHob, [16.6.2 2]
(fi#s)
AFIOBHIZE Y FFREERH SbND Z ENH 5, (IVIL 5. BEEARFLANER L2 OFH |, VI
8. (1) EARARIEM & WIHPEIR] OEBM) T, AR ZIFEED H D BEICES LA,
JFREEN S SICELT DR EERE X DD, £, HEEDOH 5 BFITE G LI2FRHZ AUC 238
MUTEEWS T =285 et FEEOSH 2 BFICEGT AL BEICEETLHZ L,

(4) &GEREZHT 5F
9.4 &EREEHF T 5E
RT 2 ATREME D & D LRI id, AFI G- K O &P 54 11 B RNCB W CGEIET 2 LB R O
Y 72BEHEEICOWTTHIAT A Z &, [9.5 ]
(fifta)
AARADMPOWEEIMEZEZE L CTRKESHZOBESMZ 11 AR ELTWS, (VL 1. (2)
BEPRIRER CRER SN - P R | DIEBR)

(5) b

9.5 TR

T TR L TN 5 AIREME D B 5 et iE, 16 LB WIS G E LA D Lk S 555
WCORFEE5T 52 &, BEOM/IMR~DEEIRHATH S, BWRR (T v ) I2BWTRHMEEME
HECIRESE, R IRIREORME L OMEHEE OSE (BR) oingssnTnsd, (9.4 2]

(6) =3I
9.6 1ZELIF
RIR EOARMER O RARBEOFISMZZE L, LD SUTP I 2 Bad 2 Z &, 8 (7

v 8 THIHT~OBITARREN TN D,

(7) MNR%F

9.7 MNR%E
IRHARER, FrER., FLRZX% E Uz BRRER X5 L TV,

(8) Elm¥E

9.8 BinE
BEOREZBELRNOEEL TR T2, —RICAHEBENMITL TN,
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7. tHE{ER

(1) BtRERELZTDER
BE I TV
(2) $ftAFE L EDER

10.2 BEREE (BERICEET S L)

A4 BRI - HEE T4 BEFr - fEBRIAF
0 ANARF 1 AN AL TF O R S A OATP1B1 U BCRP %
[16.7.2 2] AL L OHERDH D 29, PLET 2 IREMED B D,

OANRRZF DO EEEZE L.
BEOREEZEREICHE TS

&o
il e A R AR 92 & ARFN ORI | AFNT 2 & S5 A A &b
FLEL ELLBTonD 2R3 d20EERT S,

MG A A (k. T AT ARG O 4 K K O 2
TAI=ZULA TR TA, BFERIZINLOERAZET S Z
Lo, HERE) A RAIE & 23,

(7.2, 16.2.1, 16.7.1 ]
gL - U NFEAESA] (KEIOAUC B LT L OFREFITARHTHLIN, rEFE
[16.7.3 & H] NHHDT D, e F N UL U FFEREHIRAF DR
M EABRER LT 256 | EER A FHET L ARRERH D,
Wi, EETSHZ L,

v ARY AFH D AUC KU Cmax 2584 LR IT R TH 5,
[16.7.4 &) 2L ORENDHD 20, £/, K

HomPREREGEELRLIZE
DIREDND D 3939, L7 1 AR
U O 2583 EET
52 &,

(fifn)

1) BANRZEF

In vitro R O#EH AH1Z OATP1B1 OE Tix722 23, BCRP DEE TH Y | ¢%IiONHuB1
JOVBCRP %[ (ICsfl : WIN b 2.7u M) Lz, RARREF U AT 25AI1C1FE, 7
ANARF o OMPPREN EFT 2RI OWTHRE L TR T2 &,

2) fHlEes - FLELE - ZMEHA AL Bk BT T L TAI=U A, w7 XU A LY, Wi
%) BAH A%

SE AR 2 R BIC L b RS T BE Thmg & Sl A A OKBRE T L S =7 4 1,524mg
K ONREE~ 732U L 1,425mg) & A HillEAl 2 a0 i G U 72 o ERIR SR OfE F . =L b
12 R 7 D AUCe oM O Cmax 1E, AF| O ZZERF A 512~ & HITK TO%IE T L7z 7 29
AHENISAMBGA A > %G defil iRl LR O 7Y A v N L IRKIBE 587 4 BRI, 5% 2 B
M OMINE 222 THRE+5 2 &,

3) mE e - U M FEABRAH

WESMEERERR A IC 1 B EUL 400mg/ Y R EJL 100mg BlAAl 1 B 2 [mIKER SR, =L oy
R/X7EE 100mg % Hi[EIOF S U 72 Mg R KB BR OSSR, WM 5 IZ T L b vk
X7 D AUCo I 1T%IEF L7= (n=40) 29,
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(

—

TEFREFFRIZIA S e o TR WS, B EFEL Y R FEARKF OB S+ % CYP ¢ %
FHE LI iEf L ho R D AUC N LI alieEn % 2 bz,
4) I aARY

WEAMERERL NI /L R v AR/ N7 8 50mg Hilal# 5-RFIC, CsA200mg # HilalfF G- L 72 #Esh
PRAKPEER OFE R BB BT L ha AR %7 0 AUCo &) Cmax 1ZZ1LF 18%
KON 25%IET L= (n=37 X U'n=39), F7-. CsA600mg % H[alff &5 L7k, B 58
Tz b RRT O AUC oKX Cmax 1 LEINE L 24% K X 39%IK T L 72 (n=33 & T n=37)
26)

AFNL M RECRER . REBIZIE UGl B L 22 T 2 A Th 5, 2 b oA L OFH
THLAITIE, BlEE HodTV, REE U CHEREGI T2 EE T2 L, IRHUA DI
& ARFN O BAERIZ OV THRFT L7283 B0E TVIL 1. (4) 8% - fiHKORE OO

W DHEBM,

. BElfER

11.8EH
ROBWERDBR S BN ZENRHLHOT, BlEZ 7TV, RENRBO GGk E 2T
1B %70 EREY) R LEZIT O Z &,

) EXLEIER & AR

1.1 EXGEMER

11.1.1 FrieeiEE
AST (3.3%). ALT (16.7%). ALP (5.6%), B U /Lt (25.6%) OHINENRH HbhbdZ &N
5, [8.2 ]

11.1.2 MiEERE
IfFERRAE  (BEEEARB) . DEEERAIRMARAE (BEEEARB) . — PR M 1E (1.1%) . DAFEZE (B
AH) . EitERNAEd BEEARE) ERb bbb Z b5, (8.3 ]

11.1.3 i (BEE )
(8.4 ]

11.1.4 BRERHI (HER)
(8.5 ]

K

(fiF)
ILLIAFOERGICLVIFEENHODbND Z &0 b 5,
ARFN O 5-BRAA R S O - Hpid e IR O EFREiRe L 2 W, A EOLE R 2T X 1 » A )
WIFHRE A 2 T 2%, B84 +01cdT7o 2 &, BENRDOONTZL, HEEPILT 2%
OB ETT D 2 &
<HE>
KENZ I % AT RERR 7 58 B D e AL 5k

RFBEME M/ R D MR SRR | 18 C B 2% BEE i MRS E . EEE M FEE B AE R B I O 15
AHNE UGT1A1 KON OATP1B1 #fET 5728, MEREE Y L E U ME %5 &8 2 9 et
Nd 5,

c BULVEVEN B LIESEA, SR A T S,

- MG B A SR A L, 3~5 ALINICEREZIT .

- BRENHERINTSE, BHEIILET 5 CHiEFEEREMZE 1 BIE=4) 735,
< ALT 28 EHX* L, LFOWTNICHES T 25 E61%, ARG L2 IET 5,
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1) T

2) 4 ML DR

3) HHEEE UL LHMAELES

4) JFREE OBRRIER SUIFUE R 2O % £

X FHEREIE W B CIIMR A YEME BRR D 3 520 B, ARAIRERTIC T o AT I —ED

FRANBDOSNDHEBRETIIN—RT A VD 3 (501, IIMRFEERE RO 5 (58
DEL LNMRVMEIZE LG AAROEGHEIL, TORREDIFHEERFED Y 27
Z LD LB SN DA ITEEICATV, FRRER I R A A 1 =5 HE
T 5. RENOE % LICG S IS IIIFERERENHR T 2 /e n H 5. IFHREmR
AR DR, BB XIIHRET 2561, AAlOBR G252 F1kT52 &,

HE AR BRI O —RIGH

* ALT 33 AST 3 fii AL EH LR O 6 ff 2 A 72 s
AR O G2 1k 5, ALT X% AST 23X FEVEME LR O 5 AR IR T LA, [WCH
BECOARK AT 5,

- FEBAT . B ALT X3 AST 23 sk AEYEE RO 6 (548 2 7= a
AENOFHEZFIEL, Dt 3~4 BHZ LIZALT XL AST 281539 5,
ALT X% AST 23k L HEME HFR D 5 f5RIHITARNT L7256, RiEHE)D 25mg & L7z 1
A& TR Z B4 5,

< JHERF, ALT XX AST 2 fiisd 25 RO 6 152 # 2 72354 ALT X% AST 23 ax & HEfi |
FROD 5 ERGAR T T 25 F T, A& 1 A EZ 25mg & 5,

<12 AT O/NEBFETIZ, 1 BHEL, EEICRGTETWHIHEDDR LY 15%HET
Do

KEWATSCE (Promacta® (eltrombopag) tablets, for oral use, 2025 4 12 A i)

11.1.2 AFNOHRHIZ LY MARFERIENH HOND Z LR dH D,
EPNA TS L7180 ITP BF 265 & LIEHRREIC W T, /M IEH#EALL T TH
S THIMRIEREN RO bivlz, o, M/ IERFEHAZBZ 5 &, MARFERIED Y 27 753
I 2 REMEN D D, T F b e EVIIRIA, PU Y CIREHUE IS O AR ZEARAE O FE A
Do HBENARNERGT L5 OEEPLETH D, (VI 6. HEDHREATHEEIT
B 21EE] OHESMR)
AHNDOF bR T EE OM/MIBCCER ., KBS U T, HEZHRET 5, (V. 3. HiELOH
] OEZM) Lzhi> T M/MREIZ D)0 b AR FEEORBUITER L, 1R Ly
INROHETARZHAT D Z &,
2RF. WIS TOHILTdH 228, RS FIT 2 i T 2B HEF R E O M/ MO BE 255 & L
7o HEEMREN T, AHK 7omg/H & 14 ARG L8 Tt FRo U 27 BHinL - L o
WEND D, Z0L EWRE SNTAFRGHOMAEELITIT X TMIRROFER TH 72,

W) AFloEBEN [HELKCHE] X, FTOLBY THD,
WL AR LU EO/NRIZIE, = b e R LT SR 12mg 2 1 H 1
B, BRFOHIE 2 WA BT CEMERFICR O 5T 5, ok, /g, SERIZE U ChE
BT 5, £72. 1 HERKREGEIX 50mg &35,
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11.1.3 18V ITP B x5 & L 72 RARER T, VRG89 b NIZBHEIZB W T, KAIOFE- 11k
% 2 LA M DS B G- BT OE £ TR T L7288 E S TnDd, Ledi> T, KA
DOEEHIEB T/ B DIR TN Z AT 2 2 LB H 57, RAIO G H 1R 4 3
JEITBAIEN i RE A E L, oo ) A 7 12k L CHREBRS Bl L, BENRD bR Halc
X S A ERIEE T 5 Z &,
iz, 1BYEITP B 2 x4 & LI EWNE I/MHERRER C, AFOBRGH& 7% 4 BRI —iE
DI REIEAD (T MRE DY 10,000/ 1 L A& T, 222X —R 7 A & H~T 10,000/ L 2L E
DO EEFR) B 23 B 3HUCBIE SN TEY, 5K TH% 2 BMLINIC R /MR
KFLIIEB D EENTND, B, Zb 3HIOWTNOERE S, BKRAICHE S 72 5 HiiE
R FEFRII DR o T,

11.1.4 AAZ 5T TPO-R FEIFEOE 512 X 2 @2 & AL, SO LT 7 U U #lEDE
B ORRHEA L 2 AT S B A TREMEN B 2 BTV 5, AAIOF5-BRMEET K O 51112 1E. B3
#F 18, HIREARANEE] ORI T, BHEO LT 7 U UBRHEE R ORRME(RIT ) L T

BRBETH L, B LLEENRD ONIGEITIE, REAIORE 2 W ik3 2 %5 1F 7 AL &

&,

il

N
<l
)1

(2) ZntbnEI{ER

11.2 ZDDOEI{ER
5% A 5 7

W2 B0, R, R TR, R
1 B, RS WA
Wk PR, PO L. AR R
R — WEEEZS . BRI
Z ot BN, WS, B E . LMK

BB, A U v AGUE. Pk B

(fi#i)
AR OEFERET —4 > — (CCDS) *IZFE# D BIEH K& O O i PR R D EFRE L
Teo BRREBRCH OO TV RWENERICOWTITHEEARR & LT,
* CCDS (Company Core Data Sheet : (E¥HEET —F > — 1) 1 AL R J NV T 4 A Ty —<
FEDERR LT D K E OBRA SCEE BT D BRI Y L 22 2 R E R SCE, HRFALED LR
T MR WA RN L, B OB RSN TV D,

9. MKRERBRICRITTRE

12.BRARERRICRIZITEE
TV R RN TIIR~GETH D720, BRI S L RET NS 5, ARlE&EL S
ERHIZBONT, MEOEGRRE VAL E VRO LT F= U REICEENED bz & OWREN
H 5,
(fi#sh)
ARNOHENES S Th DT/ ba RN TE, R~ Th D70, BRRAICHEEL KT ATRENE
N5, AFZESSNEZBEICBWT, MEOANPERORE OISO A~E6A LRSS,
EULECNREEZ, 7 LT F = PMEESUTEEE R LT & ORER S DO EEME Lz, #
EUAE R LT T = ORFIRIRARE RIS 34 U2 BRiE, BRIRPT 2o fth o0 BRI A O il % fife
R DHRE, RAEMIHMT S &,
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10. BEHRS

13.6EHRE

13.1 fER

AH) 5,000mg % i B G UIEFTlx, BEOFRZ, —ilkEORIK, 57, AST X OVALT EH2
WS, /MR BT 929,000/ p Lo THAN L 72,

13.2 &

WINZIZ H7-DI10, HATTA, TAIZUA, T3 T NEOSMEA 4 58T 55K
ORABGEEZET DL, £, /MDA ZHENCITV, BEOREZ HocBlsi+5 2
b

(fiah)

AFN O EAE HAIACFRIENC K D i/ IWOE B 2 5t 5 & U7 BRRERBR C© 1 flssd S hvie (GiEgh
FEG) ., Y], B DIZ OMITESER TH 7203, BERGOLEE L THIE, 77 Y r—*,
Wi, AATZ7 =, Thrty, 78I R, ALV TLARRTIV A XY v ofkh MR
BT, I OMAR (38bpm) MAREILL, 7 hr U KRB AT T ALY LE S,
AST (GOT) 1IhEs% LMD 1.6 fi5, ALT (GTP) (£ 3.91%, ¥ U L1324 5 CEA LT,
WEFGROWLE & LT, B EZ THNILLMGA 4 5 R /A O L0 RINENZ bitd
AREMEDN D D, FTo, WMEREGIZI Y M/ ML, MARZEREOFERNRET 2B ENNH
B2, f/MEEE SN L, R EEICBISRT 2 L, AROBHEEOF 513/ & <, M
WEARKSEREVTD, MKEITIIAEDRBREETIERVWEB XN,

1. BRALOEE

14EBRELEDERE

141 RFIRANEGOIE

i ERET B Z L,

14.2 RFIZXHABHOIE

PTP tl2EDFEANT PTP o — F bV L CTIRIT 2 K 545855 2 &, PTP v — FOFAREKIC K
0. BB A RIEREARIA L, I E B 2 U CHERIAR SO BERAIHEL IR T 5
ZERD D,

(fiah)

14.1 RAIOKIIZ X D E G2 T, EYBERECH M, ZaENHEL L TR LT, #MIEfHH
DOBUENDHELET 2 Z LIXTE R0,

12. ZOHODEE
(1) BREFERICE I HEH
BEEIN TR

(2) FEERERHABRICE I HHR

15.2 JEEREREARRICE D fB# R

AKENIE PEOF R D—=DAND b v RRZTF BRI LE M2 723, B REROT v
R T —=PSN OB L THBEE A R S RV, 2O @RI IV T, SRR PRI AT RE T
2 BBITRHIE TR,

(fiah)

AAHNTE S ROF R D —DA O U CREIEYE (3 7 sEER D STATs OiEME(R)
ERIBNWZEDBHLNERS>TWD, 20D, v~ T A, T v F RO X &2 HW ol 52
EENTWDH OO, FKEISHICEET 208 (B 135 I Tunen,
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X. JERREREARICEAY H2HE

1. FEEHER
(1) ZENZEEFHER
(TVL. 3EZhIEPCRET HHE ) OHSR)
(2) ReHFREHER
MEE L
(3) Z0thDEEHE
FMEE e L

2. BMHER

(1) BEEEE5SEEHAR
FMEE e L

(2) REBE5SHEHR
AR L

(3) BiBHEHER
AR L

(4) BARMERER
MR L

(5) &RERESHRR
AR L

(6) BFRIERERER
AR L

(7) ZohoEHESH
MR L
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X, BEMERICEYTSRE

1. HEIXS
o | MRy A7 1RSmg THEEL) i;{@iﬁzﬁi@éﬁﬁa_; 0 T 5
)b ha AR GE 25mg [HIET ) -
ARy | =vbhar Ry FFIv FEIfsE
2. AR

BHEAM - 34

3. AERETORE
FEIRRATF

4. BRWLEDEER

BEEIN TR

5. BERAITEM

BEMERLTA R
<TFovoLsy FH
FOMOBZEmTEM A ((XI. 2. FOMOBEEE] OESMH)

6. R—H% - A%E

[Fl—pksr : LA b— REE 12.5mg, LA L — KEE 25mg
7. ERELESAAR
B
8. HERFABFABRURRES. REEENTHEAA. RFEMAEAD
AR 7GR ) FEAM FE I W 5e B 4h
7 RES
e A A RS AR AR
TV ha RN EE
2026 4£ 2 H 16 H |30800AMX00050000 | 2026 4= 6 H 12 H | 2026 4£ 6 H 12 H
12.5mg THEET |
)L b a RS TR
2026 4£ 2 A 16 H |30800AMX00051000| 2026 4F 6 A 12 H | 2026 4E 6 A 12 H

26mg [H[ET |

9. MREXCHREN. RERVABREEENFOFEABRUZOART

A Lgn

10.
LR

1. BEEHM
LR

12,

BELMFIRICET 1HHR

BEERE. BERRAREABRUVZTORE

AFNZE, BEREIEE$ D HIRIZED HHTUVuy,
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13. E#Ea—F

AT A AL e | R ER A = — B B Lt 7 NERAR
Wik A " HOT (947 &% | ___
WA EIE G = — R (YJ =2—R) VAT LAHa—R
)L b RS TR
3999028F1068 3999028F1068 130148901 623014801
12.5mg THEET |
)L b a R T EE
3999028F2064 3999028F2064 130149601 623014901
25mg [HET)

14. REHBTLOIEE

AFNZL, PR L OBIEEIL TH D,
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XI.

AR

. SIFAX#E

1) tHNEERE  E kR
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INDICATIONS AND USAGE

1.1 Treatment of Thrombocytopenia in Patients With Persistent or Chronic Immune
Thrombocytopenia
PROMACTA is indicated for the treatment of thrombocytopenia in adult and pediatric patients 1
year and older with persistent or chronic immune thrombocytopenia (ITP) who have had an
insufficient response to corticosteroids, immunoglobulins, or splenectomy. PROMACTA should be
used only in patients with I'TP whose degree of thrombocytopenia and clinical condition increase
the risk for bleeding.
1.2 Treatment of Thrombocytopenia in Patients With Hepatitis C Infection
PROMACTA is indicated for the treatment of thrombocytopenia in patients with chronic hepatitis
C to allow the initiation and maintenance of interferon-based therapy. PROMACTA should be
used only in patients with chronic hepatitis C whose degree of thrombocytopenia prevents the
initiation of interferon-based therapy or limits the ability to maintain interferon-based therapy.
1.3 Treatment of Severe Aplastic Anemia
-PROMACTA is indicated in combination with standard immunosuppressive therapy (IST) for the
first-line treatment of adult and pediatric patients 2 years and older with severe aplastic
anemia.
-PROMACTA is indicated for the treatment of patients with severe aplastic anemia who have had
an insufficient response to immunosuppressive therapy.
1.4 Limitations of Use
-PROMACTA is not indicated for the treatment of patients with myelodysplastic syndromes
(MDS) .
-Safety and efficacy have not been established in combination with direct-acting antiviral agents
used without interferon for treatment of chronic hepatitis C infection.

DOSAGE AND ADMINISTRATION

2.1 Persistent or Chronic Immune Thrombocytopenia
Use the lowest dose of PROMACTA to achieve and maintain a platelet count greater than or equal
to 50 x 109/L as necessary to reduce the risk for bleeding. Dose adjustments are based upon the
platelet count response. Do not use PROMACTA to normalize platelet counts . In clinical trials,
platelet counts generally increased within 1 to 2 weeks after starting PROMACTA and decreased
within 1 to 2 weeks after discontinuing PROMACTA

Initial Dose Regimen:
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Adult and Pediatric Patients 6 Years and Older with ITP: Initiate PROMACTA at a dose of 50 mg
orally once daily, except in patients who are of East-/Southeast-Asian ancestry or who have mild
to severe hepatic impairment (Child-Pugh class A, B, C).

For patients of East-/Southeast-Asian ancestry with ITP, initiate PROMACTA at a reduced dose
of 25 mg orally once daily .

For patients with ITP and mild, moderate, or severe hepatic impairment (Child-Pugh class A, B,
0), initiate PROMACTA at a reduced dose of 25 mg orally once daily .

For patients of East-/Southeast-Asian ancestry with ITP and hepatic impairment (Child-Pugh
class A, B, ), consider initiating PROMACTA at a reduced dose of 12.5 mg orally once daily .

Pediatric Patients with ITP Aged 1 to 5 Years: Initiate PROMACTA at a dose of 25 mg orally once
daily .

Monitoring and Dose Adjustment: After initiating PROMACTA, adjust the dose to achieve and
maintain a platelet count greater than or equal to 50 x 109/Li as necessary to reduce the risk for

bleeding. Do not exceed a dose of 75 mg daily. Monitor clinical hematology and liver tests regularly
throughout therapy with PROMACTA and modify the dosage regimen of PROMACTA based on
platelet counts as outlined in Table 1. During therapy with PROMACTA, assess complete blood
counts (CBCs) with differentials, including platelet counts, weekly until a stable platelet count
has been achieved. Obtain CBCs with differentials, including platelet counts, monthly thereafter.

When switching between the oral suspension and tablet, assess platelet counts weekly for
2 weeks, and then follow standard monthly monitoring.

Table 1. Dose Adjustments of PROMACTA in Patients With Persistent or Chronic Immune

Thrombocytopenia
Platelet count result Dose adjustment or response
< 50 x 109L following at least Increase daily dose by 25 mg to a maximum of 75 mg/day.
2 weeks of PROMACTA For patients taking 12.5 mg once daily, increase the dose
to 25 mg daily before increasing the dose amount by 25 mg.
> 200 x 109/L to < 400 x 10%L Decrease the daily dose by 25 mg. Wait 2 weeks to assess
at any time the effects of this and any subsequent dose adjustments.
For patients taking 25 mg once daily, decrease the dose to
12.5 mg once daily.
> 400 x 109L Stop PROMACTA; increase the frequency of platelet

monitoring to twice weekly.

Once the platelet count is < 150 x 109/L, reinitiate therapy
at a daily dose reduced by 25 mg.

For patients taking 25 mg once daily, reinitiate therapy at
a daily dose of 12.5 mg.

> 400 x 109L after 2 weeks of Discontinue PROMACTA.
therapy at lowest dose of
PROMACTA
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In patients with ITP and hepatic impairment (Child-Pugh class A, B, C), after initiating
PROMACTA or after any subsequent dosing increase, wait 3 weeks before increasing the dose.
Modify the dosage regimen of concomitant ITP medications, as medically appropriate, to avoid
excessive increases in platelet counts during therapy with PROMACTA. Do not administer more
than one dose of PROMACTA within any 24-hour period.

Discontinuation: Discontinue PROMACTA if the platelet count does not increase to a level
sufficient to avoid clinically important bleeding after 4 weeks of therapy with PROMACTA at the
maximum daily dose of 75 mg. Excessive platelet count responses, as outlined in Table 1, or

important liver test abnormalities (e.g., transaminases and/or bilirubin) also necessitate
discontinuation of PROMACTA . Obtain CBCs with differentials, including platelet counts, weekly
for at least 4 weeks following discontinuation of PROMACTA.

2.2 Chronic Hepatitis C-Associated Thrombocytopenia
Use the lowest dose of PROMACTA to achieve and maintain a platelet count necessary to initiate
and maintain antiviral therapy with pegylated interferon and ribavirin. Dose adjustments are
based upon the platelet count response. Do not use PROMACTA to normalize platelet counts . In
clinical trials, platelet counts generally began to rise within the first week of treatment with
PROMACTA .

Initial Dose Regimen: Initiate PROMACTA at a dose of 25 mg orally once daily.

Monitoring and Dose Adjustment: Adjust the dose of PROMACTA in 25 mg increments every 2
weeks as necessary to achieve the target platelet count required to initiate antiviral therapy.

Monitor platelet counts every week prior to starting antiviral therapy.

During antiviral therapy, adjust the dose of PROMACTA to avoid dose reductions of
peginterferon. Monitor CBCs with differentials, including platelet counts, weekly during antiviral
therapy until a stable platelet count is achieved. Monitor platelet counts monthly thereafter. Do
not exceed a dose of 100 mg daily. Monitor clinical hematology and liver tests (e.g., transaminases
and bilirubin) regularly throughout therapy with PROMACTA .

For specific dosage instructions for peginterferon or ribavirin, refer to their respective prescribing
information.

Table 2. Dose Adjustments of PROMACTA in Adults With Thrombocytopenia Due to Chronic
Hepatitis C

Platelet count result Dose adjustment or response
< 50 x 109L following at least Increase daily dose by 25 mg to a maximum of
2 weeks of PROMACTA 100 mg/day.

> 200 x 109/L to <400 x 10%L at any Decrease the daily dose by 25 mg.
time Wait 2 weeks to assess the effects of this and any
subsequent dose adjustments.
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Platelet count result Dose adjustment or response

> 400 x 109/L Stop PROMACTA; increase the frequency of platelet
monitoring to twice weekly.
Once the platelet count is < 150 x 109/L,, reinitiate
therapy at a daily dose reduced by 25 mg.

For patients taking 25 mg once daily, reinitiate
therapy at a daily dose of 12.5 mg.

> 400 x 109L after 2 weeks of Discontinue PROMACTA.
therapy at lowest dose of
PROMACTA

Discontinuation: The prescribing information for pegylated interferon and ribavirin include

recommendations for antiviral treatment discontinuation for treatment futility. Refer to pegylated
interferon and ribavirin prescribing information for discontinuation recommendations for
antiviral treatment futility.

PROMACTA should be discontinued when antiviral therapy is discontinued. Excessive platelet
count responses, as outlined in Table 2, or important liver test abnormalities also necessitate
discontinuation of PROMACTA .

2.3 Severe Aplastic Anemia
First-Line Severe Aplastic Anemia

Initiate PROMACTA concurrently with standard immunosuppressive therapy .
Initial Dose Regimen

The recommended initial dose regimen is listed in Table 3. Do not exceed the initial dose of
PROMACTA.

Table 3. Recommended Initial PROMACTA Dose Regimen in the First-Line Treatment of Severe
Aplastic Anemia

Age Dose regimen
Patients 12 years and older 150 mg orally once daily for 6 months
Pediatric patients 6 to 11 years 75 mg orally once daily for 6 months
Pediatric patients 2 to 5 years 2.5 mg/kg orally once daily for 6 months

For patients with severe aplastic anemia of East-/Southeast-Asian ancestry or those with mild,
moderate, or severe hepatic impairment (Child-Pugh class A, B, C), decrease the initial
PROMACTA dose by 50% as listed in Table 4 .

If baseline alanine aminotransferase (ALT) or aspartate aminotransferase (AST) levels are > 6 x
upper limit of normal (ULN), do not initiate PROMACTA until transaminase levels are < 5 x ULN.
Determine the initial dose for these patients based on Table 3 or Table 4.
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Table 4. Recommended Initial PROMACTA Dose Regimen for Patients of East-/Southeast-Asian
Ancestry or Those With Mild, Moderate, or Severe Hepatic Impairment (Child-Pugh class
A, B, C) in the First-Line Treatment of Severe Aplastic Anemia

Age Dose regimen
Patients 12 years and older 75 mg orally once daily for 6 months
Pediatric patients 6 to 11 years 37.5 mg orally once daily for 6 months
Pediatric patients 2 to 5 years 1.25 mg/kg orally once daily for 6 months

Monitoring and Dose Adjustment for PROMACTA: Perform clinical hematology and liver tests
regularly throughout therapy with PROMACTA .

Modify the dosage regimen of PROMACTA based on platelet counts as outlined in Table 5.

Table 5. Dose Adjustments of PROMACTA for Elevated Platelet Counts in the First-Line
Treatment of Severe Aplastic Anemia

Platelet count result Dose adjustment or response
> 200 x 109/L to Decrease the daily dose by 25 mg every 2 weeks to lowest dose that
<400 x 10%/L maintains platelet count > 50 x 109/L.

In pediatric patients under 12 years of age, decrease the dose by
12.5 mg.

> 400 x 109L Discontinue PROMACTA for one week. Once the platelet count is
<200 x 109L, reinitiate PROMACTA at a daily dose reduced by 25
mg (or 12.5 mg in pediatric patients under 12 years of age).

Table 6 summarizes the recommendations for dose interruption, reduction, or discontinuation of
PROMACTA in the management of elevated liver transaminase levels and thromboembolic
events.

Table 6. Recommended Dose Modifications for PROMACTA for ALT or AST Elevations and
Thromboembolic Events

Event Recommendation
ALT or AST Increase in ALT or AST > 6 x ULN
elevations Discontinue PROMACTA. Once ALT or AST i1s < 5 x ULN,

reinitiate PROMACTA at the same dose.

Increase in ALT or AST > 6 x ULN after reinitiating PROMACTA

Discontinue PROMACTA and monitor ALT or AST at least every 3
to 4 days. Once ALT or AST is < 5 x ULN, reinitiate PROMACTA
at a daily dose reduced by 25 mg compared to the previous dose.

If ALT or AST returns to > 6 x ULN on the reduced dose
Reduce the daily dose of PROMACTA by 25 mg until ALT or AST
is <5 x ULN.

In pediatric patients under 12 years of age, reduce the daily dose

by at least 15% to the nearest dose that can be administered.
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Event Recommendation

Thromboembolic Discontinue PROMACTA but remain on horse antithymocyte
events (e.g., deep vein globulin (h-ATG) and cyclosporine.

thrombosis, pulmonary
embolus, stroke,
myocardial infarction)

Abbreviations: ALT, alanine aminotransferase; AST, aspartate aminotransferase; ULN,
upper limit of normal.

The total duration of PROMACTA treatment is 6 months.
Refractory Severe Aplastic Anemia

Use the lowest dose of PROMACTA to achieve and maintain a hematologic response. Dose
adjustments are based upon the platelet count. Hematologic response requires dose titration,
generally up to 150 mg, and may take up to 16 weeks after starting PROMACTA .

Initial Dose Regimen: Initiate PROMACTA at a dose of 50 mg orally once daily.

For patients with severe aplastic anemia of East-/Southeast-Asian ancestry or those with mild,
moderate, or severe hepatic impairment (Child-Pugh class A, B, C), initiate PROMACTA at a
reduced dose of 25 mg orally once daily .

Monitoring and Dose Adjustment: Adjust the dose of PROMACTA in 50 mg increments every
2 weeks as necessary to achieve the target platelet count greater than or equal to 50 x 109/L as
necessary. Do not exceed a dose of 150 mg daily. Monitor clinical hematology and liver tests
regularly throughout therapy with PROMACTA and modify the dosage regimen of PROMACTA
based on platelet counts as outlined in Table 7.

Table 7. Dose Adjustments of PROMACTA in Patients With Refractory Severe Aplastic Anemia

Platelet count result Dose adjustment or response

< 50 x 109L following at least Increase daily dose by 50 mg to a maximum of 150 mg/day.
2 weeks of PROMACTA For patients taking 25 mg once daily, increase the dose to
50 mg daily before increasing the dose amount by 50 mg.

> 200 x 109/L to < 400 x 109/L Decrease the daily dose by 50 mg. Wait 2 weeks to assess
at any time the effects of this and any subsequent dose adjustments.

> 400 x 109L Stop PROMACTA for 1 week.
Once the platelet count is < 150 x 10%L, reinitiate therapy
at a dose reduced by 50 mg.

> 400 x 109L after 2 weeks of Discontinue PROMACTA.
therapy at lowest dose of
PROMACTA

For patients who achieve tri-lineage response, including transfusion independence, lasting at least
8 weeks: the dose of PROMACTA may be reduced by 50% [see Clinical Studies (14.3)]. If counts
remain stable after 8 weeks at the reduced dose, then discontinue PROMACTA and monitor blood
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counts. If platelet counts drop to less than 30 x 109/L, hemoglobin to less than 9 g/dL, or absolute
neutrophil count (ANC) to less than 0.5 x 109/, PROMACTA may be reinitiated at the previous
effective dose.

Discontinuation: If no hematologic response has occurred after 16 weeks of therapy with

PROMACTA, discontinue therapy. If new cytogenetic abnormalities are observed, consider
discontinuation of PROMACTA .

2.4 Administration
Administration of Tablets and Oral Suspension: Take PROMACTA without a meal or with a meal
low in calcium (< 50 mg). Take PROMACTA at least 2 hours before or 4 hours after other
medications (e.g., antacids), calcium-rich foods (containing > 50 mg calcium e.g., dairy products,
calcium-fortified juices, and certain fruits and vegetables), or supplements containing polyvalent
cations, such as iron, calcium, aluminum, magnesium, selenium, and zinc .

Do not split, chew, or crush tablets and mix with food or liquids.

Preparation of the Oral Suspension: Prior to use of the oral suspension, ensure patients or

caregivers receive training on proper dosing, preparation, and administration of PROMACTA for
oral suspension.

Administer the oral suspension immediately after preparation. Discard any suspension not
administered within 30 minutes after preparation.

Prepare the suspension with water only. NOTE: Do not use hot water to prepare the suspension.

For details on preparation and administration of the suspension, including the recommended
duration of use of each oral dosing syringe .

2. BUCEBITLBEKRZERR
WEIRICEE T HBIMER (A—RX S VT HE)
AR T 2N LOTBEOHDER E A —A T VT ML TR D,
( TVl 6. FrEDHE Rz AT HBHEICHET LR OEHEMR)

Drug Name Category
A=A KNZ7 VT DIA eltrombopag B3
(2026 4F 2 H #5R)

2% BROME
A—AKZ U7 D45%E (An Australian categorization of risk of drug use in pregnancy)
Category B3 :
Drugs which have been taken by only a limited number of pregnant women and women of
childbearing age, without an increase in the frequency of malformation or other direct or
indirect harmful effects on the human fetus having been observed.
Studies in animals have shown evidence of an increased occurrence of fetal damage, the

significance of which is considered uncertain in humans.
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