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(2) EREFORE
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5. JBAT SAIREIED 8 5K

BEERR L

6. HADEFEFUHTICEITIREMEY

(1) hnsEaBR

SHERESEHIR : 2024/6/17~2025/1/9, (RridE:. &H

HER) 2025/8/19~2025/11/11

O bR EE125mg THET]  IERER 40C - 75%RH [H &AL RE « PTP m3]
RBRTE H 7y LRAF M
<> &5 B 4G 1% A 3% H 6% H
Mk n=3 ELT12.5T1-1
<HBDOT 4 NVAha—F ¢ |ELT12.5T1-2 ke Bk T A ke
v TEE> ELT12.5T1-3
) ELT12.5T1-1
TR iE =3 . . . .
ERAR n ELT12.5T1-2 R JRa) JERa) Ea
(HPLC)
ELT12.5T1-3
ELT12.5T1-1
SR (HPLC =3 . . . .
HLEES %ﬁ<(>-<1> B e s s BN o o o
’ ELT12.5T1-3
e ELT12.5T1-1| 3.50~3.64 3.48~3.58 3.43~3.57 3.21~3.44
HifE . n=3
) ELT12.5T1-2| 3.60~3.69 4.01~4.04 3.36~3.48 3.31~3.45
<B.5%LLT >
ELT12.5T1-3| 3.32~3.38 3.48~3.54 3.35~4.29 3.24~3.44
B —ME (%) n=3 |ELT12.5T1-1| 8.55~4.12 3.55~5.68
(G B3 —VERBR) ELT12.5T1-2| 2.44~3.43 — — 1.84~3.91
<15.0%LLF > ELT12.5T1-3| 2.80~3.07 2.28~4.08




AR B =R PRI
<HiKE > G B AR 1% A 3% H 6 » H
88.1(85.6~91.1)[85.2 (77.1~90.2),83.0 (74.6~92.5)|84.9 (79.2~88.0)
@0 @0 @1 @0 ®2 @0 @1 @0
i (S1) i (S2) i (S2) i (S2)
88.9(87.4~90.5)[90.2 (85.3~94.8)|87.2 (80.1~93.1)|86.3 (78.8~91.4)
ELT12.5T1-1] @0 @0 @0 @0 @o @0 @1 @0
# (S1) i (S1) i (S1) i (S2)
88.6(84.8~91.9),85.5 (77.0~91.6), 84.6 (81.0~87.6)86.8 (85.0~91.0)
@0 @0 @1 @0 @o @0 @0 @0
# (S1) i (S2) i (S1) i (S1)
85.6 (76.7~93.2)|83.3 (80.4~86.0)|85.6 (83.5~87.5)|85.8 (83.6~88.0)
@1 @0 @0 @0 @o @0 @0 @0
Ve (%) | TR R i (82) i (S1) i (S1) i (S1)
n=3 (B~ k) 82.9(82.3~83.6)|84.3 (79.6~-89.8)|83.4 (76.5~88.5)/84.5 (76.2~93.0)
<904 I ELT12.5T1-2] @0 @0 ®o @0 ®1 @0 ®3 @0
: IR i (S1) i (S1) i (S2) i (S2)
Qi 75%> \HIiE (k) 2 83.0 (77.9~89.7)[87.8 (81.9~93.7)|82.4 (80.5~85.6)|83.6 (75.1~92.8)
®1 @0 ®o @0 ®o @0 ®3 @0
i (82) i (S1) i (S1) i (S2)
86.4 (84.8~89.2)|86.6 (83.5~90.5)|85.2 (77.8~91.5)(87.8 (82.2~93.0)
®o @0 ®o @0 ®2 @0 @®o @0
i (S1) i (S1) i (S2) i (S1)
86.7(84.4~90.5)|87.2 (83.6~91.8)(89.5 (86.9~93.2)(85.6 (80.5~89.8)
ELT12.5T1-3] @0 @0 @0 @0 ®o @0 @®o @0
i (S1) i (S1) i (S1) i (S1)
87.8(85.5~91.6)(87.5 (85.4~89.7)|85.7 (78.5~90.5)|86.6 (84.2~89.7)
@0 @0 ®o @0 ®1 @0 @0 ©@o ji
i (S1) i (S1) i (S2) (S1)
SE (%) F1 p= ELT12.5T1-1| 98.36~ 99.29 | 98.41~99.13 |99.38~ 99.69| 99.15~100.34
e % n=3 ELT12.5T1-2] 99.52~ 99.95| 98.19~99.89 |99.76~100.52 [100.31~101.03
<95.0~105.0% >
ELT12.5T1-3|99.41~100.42 | 98.51~99.25 | 99.89~100.20 | 99.78~100.52
%1 : RRT #J 1.03 OFHZWE : 0.2%LL T 4 OFEWE : 0.2%LL T BEHWE : 0.5%LLT
%2 OQ+H5H% A OEE  @Q—15% A D E LKL
%3 1 S1: & BN D DIEHERN Q+5%LL . S2 1 1248 (S1+82) OREOFEHEHE=Q., Q—15%
Aili D DITRN,
X4 RAEICHTHEHFE (%)
— : BRI



SERESEHIR : 2024/6/17~2025/1/8. (RoiddiE:. & H

#BR) 2025/8/20~2025/11/12

OxNbrrRAATEE25mg THET]  MERER 40°C - 75%RH &g « PTP ald]
HERIE H [SIEVIIN PrAFHE
<HIHE > FHe BR G 1% A 3% A 6 % H
PR n=3 ELT25T1-1
<AtOT7 4 Nha—F ¢ | ELT25T1-2 WA WA A ke
VT BE> ELT25T1-3
ELT25T1-1
TR n=3
ELT25T1-2 A R TRy TARAS
(HPLC) 5= i LI Bl M)
ELT25T1-3
ELT25T1-1
fifEaRER (HPLC =3 . . . .
o %<(>'<1> ) 073 | pimesTi e i 0 i 0 e
) ELT25T1-3
e ELT25T1-1 | 3.32~3.45 3.28~3.33 3.39~3.43 3.41~3.60
W n=3
) ELT25T1-2 | 3.31~3.45 3.19~3.37 3.36~3.41 3.53~3.67
<5.5%LL T >
ELT25T1-3 | 3.64~3.86 3.38~3.61 3.47~3.63 3.64~3.86
BEIB—ME (%) n=3 | ELT25T1-1 | 2.11~4.08 1.58~3.64
(& & —MEER) ELT25T1-2 | 2.11~3.24 — — 1.15~2.11
<15.0%LLF > ELT25T1-3 | 1.68~3.19 1.63~4.02




ABRTE H =V PRAF I
<> G B AR 1% A 3% H 6 » H
92.9(88.5~96.2)(95.4(93.4~97.9)93.1(89.5~95.9)(89.3 (84.4~96.0)
@0 @0 @®o @0 @0 @0 @1 @0
# (S1) i (S1) i (S1) i (S2)
98.1(92.4~100.3)[91.6(88.3~95.6){94.5(91.7~96.0)|87.4 (81.9~94.3)
ELT25T1-1 @0 @0 @o @0 @o @0 @1 @0
# (S1) i (S1) i (S1) i (S2)
94.7(90.1~98.0){91.0(87.2~94.2)[90.0(84.6~97.1)(89.2(82.4~97.6)
@0 @0 @o @0 @o @0 @1 @0
# (S1) i (S1) i (S1) i (S2)
91.2(84.2~96.8)|92.7(88.5~95.1)|90.3(85.6~96.6)(92.9(88.4~96.5)
@1 @0 @o @0 @o @0 @0 @0
Ve (%) | ST s i (82) i (S1) i (S1) i (S1)
n=3 (B~ k) 96.0(91.9~98.2)(92.3(86.6~96.9)|91.1(88.3~95.6)|88.7(84.2~94.0)
<904 I ELT25T1-2 ®o @0 ®o @0 ®o @0 @2 @0
) R i (S1) i (S1) i (S1) i (S2)
Q i 80%> | i () 2 95.6(92.2~99.9)(89.7 (77.4~97.2)92.0 (87.8~95.6)|87.2 (78.8~95.6)
®o @0 ®1 @0 @0 @0 @2 @0
i (S1) i (S2) i (S1) i (82)
90.6(87.3~93.3)|86.3(79.7~92.2)(86.0(79.2~94.0)|84.1 (79.0~90.3)
®o @0 ®2 @0 @2 @0 ®4 @0
i (S1) i (82) i (S2) i (82)
91.8(87.8~96.1)|87.2(83.1~93.6)|89.4 (83.9~98.4)|85.5 (76.9~93.6)
ELT25T1-3 @0 @0 ®1 @0 ®1 @0 ®4 @0
i (S1) i (S2) i (S2) i (82)
90.7(85.1~100.1)|88.1 (78.3~95.4)(89.4 (79.1~96.0)|82.4 (78.7~88.6)
®o @0 D1 @0 D2 @0 D4 @0
i (S1) i (S2) i (S2) i (82)
SE (%) T n=3 ELT25T1-1 | 98.93~100.24| 98.19~ 99.41 | 98.44~100.34/100.12~100.40
ELT25T1-2 (100.23~100.62| 99.25~100.25 [100.21~100.81/100.81~101.30
<95.0~105.0% >
ELT25T1-3 | 99.77~ 99.88| 98.03~ 98.53 | 98.88~ 99.87| 98.12~100.20
%1 : RRT #J 1.03 OFHZWE : 0.2%LL T 4 OFEWE : 0.2%LL T BEHWE : 0.5%LLT
%2 OQ+HH% A OMEE  @Q—15% A D E LKL
%3 1 S1: & BN D DIEHERN Q+5%LL . S2 1 1248 (S1+82) OREOFEHEHE=Q., Q—15%
E SRRV AAR
X4 RAEICHTHEHFE (%)

BRI

(2) BoILRBOLENE




7. RAERVBEBREOREN
L

8. L DESELL (MEILFHEIL)
ABEDOIERICET IR
AT, AR OB FILZ EMEICET HEHRTH Y . A LS U THER LB M - 22tk
IZOWTORMEIIEER L Ty, £7o, BA LAl oI LA ZEMEIZ WV TIRET L Tz
W, AR E A S A L CTHEAT AT, BIERORMCELHGEL, HT 22 &,

AR

9. BHMH

(1) w2
() baoR/S6E 25mg THEI))
BIIEIR L DA ZRR SRR T A R T A 5D — M IEICHOWT (5243 4 19 B sS4
#0319 1 %5)

B SA
HEE AAREFS  WHRRE S RE
[Al#s % K OVRBRIE « 50rpm (pH1.2. pH5.0. pH6.8. 7K). 100rpm (pH6.8)

CHE]

- pH1.2 (50rpm) TiE. 120 53T 31T 2 A O YA SR I AR HERIA 0O SV HI R = 9% O iR I &
277,

- pH5.0 (50rpm) T, 360 532331 2 A bt DA H 32 I TR YE R O S P H 3 £ 9% O iR 12 &
7,

- pH6.8 (50rpm) TiL, fEAERLAIN 360 /31281 5 FHRHED 1/2 O EE R RS R
360 F3 TN T A b OB RIS R O R R £ 9% O FEPHIZ & - T,

- K (50rpm) TiE, FEHERIF|IOSFELIRHRD 40% K% O 85% UL D 2 REAIZIHB VT, A O IR
FH SR AR AE BRI D SRR R £ 15% OFIFHIC H - 72,

- pH6.8 (100rpm) TiE, HEAERFIZ 360 /3231 2 FERHED 1/2 OFHEHEZ R TR K
Y 360 7123V N T, AR Sh O SER9 HH E2- TAEE R D S HH 2R = 9% DO #HIZ & o 7.

Pk A5 O 28 2 R YERE] (LR L — REE 25 mg) & Hl L72fER, 2 CoRBRIKIZ W T 1%
FEEIE S DA P FEFIERER T A R T A ] OHEEMEIHES LT,



(s H it )

EHE (%) pH1.2 (50rpm) BEEE (%) pH5.0 (50rpm)

100 | 100

80 —e— T | Akt HEE2omg THETL) 20 —e— T A iSE2smg TBEL)
- & — LR — FiE25mg = & = |7 L — F§i25mg

60
10 L
20 |

0 00— 0—0— 00— 0———O

0 60 120 0 %0 180 270 360
B (43) B ()
B (%) pH6.8 (50rpm) EHE (%) 7K (50rpm)
100 | 100
—— T O FE25mg THEL) ———
80 ¢ — & — L L — Fif2smg 80
60 f 60
40 f 40
20 | 20 —— T b O A EE25mg THET
UM , - & - LKL—Fsmg ‘
0 90 180 270 360 15 30 45 60
Bl (430 EEfE (53)
s (%) pH6.8 (100rpm)

100
—e— Tl bO i 7EE25mg TBETL]
- & = L7 L — FiE25mg

80

0 90

180 270 360
FEE (53)

(n=12)
(2) GEDER DR N E TR 0 AW i [R) R

(T raYRNRGER12.5mg THETL])

T bR T EE12.5mg [HE T X, [EEN R 580 EFRA O AL RSV ERB T A R

T4 CFR% 2442 H 29 A EAFAR 0229 5 10 5) ) 1[HS&, =/ bu R/ 78 25mg [H

[T ZAEvERA L LR O R, WHZEEN RIS &HE v, EWTFRCRISE & Rl Sl

3)

N ES i
L8 - AAHER T WHRBRIE N FWiE
[l % N OVRBRIK « 50rpm (pH1.2, pH5.0. pH6.8, /K). 100rpm (pH6.8).

50rpm (pH6.5. pH7.5). 100rpm (pH7.5).
50rpm (pH6.8 : ARV Y /L— 1 80 (0.01%. 0.03%. 0.05%) ¥IN)

CHIE]

- pH1.2 (50rpm) T, 120 531Z351F 2 Al O Ea H 532 TR E RS O S P H 3 £ 6% O iR 12 &
olz, Fio, EAEHERIER (120 43) 1B 2RO 2~ OFEHEFIL, RihOFEEEEHFE 9% D
FAZEZ D H O 12T 1ELLT T, £15%DHEPHZE 2 5 b DR T2,

+ pH5.0 (50rpm) Tl 360 43I 351F 2 A dh O F-HJ¥ HH S8 I IR HERLAI 00 SR v HH 28 = 6% DO #H I- &
olz, Fio, AR (360 47) 1B D AR O~ OEEHFIL, RiLOFEEEEHFE 9% D
FAB25E0N 12 % 1HLLF T, +15%DFPHEZEBZ 5 b DN >T,

- pH6.8 (50rpm) Tid, HEUERIFIN 360 /(2331 5 FEVEHFED 1/2 O FEIVAEHREZ R J HE A L O
360 Z7IZHUN T, A DR =R TAEE R DSBS R £ 6% DFIHICH > 7o, F 7o, Aok
Rerdl (360 77) ITHIT D AMOE 2 DEFEHRIT, RO E9% DAL EZ 5 6 D0 12
e 1 ELLT T, £16%D#EPHEZEZ D b DR Tz,

« K (50rpm) TiE, FEUHERIFIOSFEEIRHRD 40% K O 85% UL D 2 BEAIZEHB VT, A O IR
HRITFEHE LA O SR H R £ 10%DOFHICH > 7o, £72, B S (45 43) 1B A0
il 2 OEEH=IL, R OFEIE R L 15%OHPEALZEZ 55 OH 12 fEH 1 HLL T T, £25%DHi
FHEZHZ D DN T,
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+pH6.8 (100rpm) Tid, FRUERAIAS 360 43ICdslT 2 FIIEHHRD 12 OV HF 2R TR AKX
O 360 328N T L Adh O SR SR AR ERIA O SR R H 6% DOFiFHIC H > 7o, £z, Fofk
PEBGIRE AL (360 47) 1231 DA OfE 2 OIEH=IL, REOFEEEEHFELI%OFHHEEBZ 5 H DN
12 fHF TELLF T, = 15%0O#PHZE X 5 b DNk oT,

- pH6.5 (50rpm) TiE. 360 5712 331F 2 A dh D15 H = IATE HERLF D 259 H =R + 6% D HiPHIZ &
STz, Fio, BAEEIRE R (360 43) (28T 2 ARMOME 2 OVEHSFIT, RO 9% D
HAEZEZ DO 12 F 1ELLF T, £15%DHFHEZE X 5 H DR,

- pH7.5 (50rpm) TiL, fEHERIFIZ 360 /712331 5 FEVEHED 1/2 O 2 R T RER LY
360 S7ITHFUNT, A O PEJR R AR ERAN O RIS R £ 6% DHFIPHICH o7z, KTz, Hofd R
FErl (360 77) ITHIT D AMOE 2 O HFRIT, RO FEERHR 9% OHFMH LB R 56 D0 12
e 1 ELLT T, £16%D#EHZEZ D b DRI Tz,

- pH7.5 (100rpm) TiX, HEAERHFI 360 /72H51F 2 EEIRHHED 1/2 OFHEHHEZ R TREK
O 360 77128V T, Adh O Es 2R AR ERGR| O SE S MR 6% DFHIC H o 7o, Fo, Fofk
PEBEIRE AL (860 47) 1231 D ARG OE 2« OIEH=IL, REEOFEEEHFELI%OHP LB 2 5 H DN
12 fHH TELLF T, £ 16%DHIHZE R 5 b DR Rh o7,

- pH6.8 (50rpm : AR U YV /L—k 80 0.01%UsH) Tix, 2 BI%DfEIX 55 UL, F72, Hfkhg
IR (360 47) (21T DA OME 2 OVEHIZIL, AR ONEEEEHFE L 12%OHAE B2 5 D0 12
AR 1 ELL T T, £20%DHiPHEZE R D & OB T,

- pH6.8 (50rpm : R Y Y — |k 80 0.03%iM) Tik, FEHERAIO FIIEHEDN 40% K T 85%
FHED 2 RERIZBN T, ARG OIS R TR O SR R 10% OFEHICH - 7o, F e,
I AS LRI AL (240 47) 2B T 2RO x DEEHFRIT, RO PFEE R+ 15% OHiPH 4 8 2 5
HOMN 12 EF 1L T T, £25%DHFPHEBZ D H DN T2,

- pH6.8 (50rpm : AR Y V/L_X— K 80 0.056%iM) Tik, FEERA|O PN 40% K Y 85%
FHED 2 ReRIZ3BW T, ARG OIS SR TR R O SE RS R+ 10% OFEHICH > 7o, F Tz,
A& IR AR (120 47) 12881 D2 ARG Ol # OV, AR ORI 15% OHPA % 2 5
HOMN 12T 1HELL T T, £25%DFHEHEZ 5 b DR T,

R ¢
(T Hh#R)
SEHE (%) pH1.2 (50rpm) EHE (%) pH5.0 (50rpm)
100 100
80 80
60 —e— T )L O E12.5mg TRET) | 0 —e— Tl bO i SEE12.5mg THELY
40 =0 =T, O HrigE26mg THETL) 40 = =T bOF i JEE25mg THET]

20
0 2 -

0 30 60 90 120 0 %0 180 270 360
Bl (530 BER] (53)
SEHE (%) pH6.8 (50rpm) EHE (%) A (50rpm)
100 100
80 30 ==
€0 —e— Tl OykisER125mg TEET) | ©° .
40 =& = Tl At i F9E2smg THEDL 40

p— A —

0 90

—e— T )| b0 iJEE125mg THETLL
= =TI ot i§E25mg THETL)

20

180 270 360 5 30 45
B (4 B (4
EHE (%) pH6.8 (100rpm)
100
80
€0 —e— T Ok A2 5mg THE T
40 — & =Tl FAavhiiSiE2emg THETL)

0 90 180 270 360
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(VA HH )

BHE (%) pHB.5 (50rpm) EHE (%) pH7.5 (50rpm)
100 100
80 80
60 —— T hO VA i SER125mg TBET, | 90 —e— T F O i HE125mg THETY
40 - & =T, Ay idEE2smg THETL) 40 — & — Tl A dE2smg TAET)
A Ay -ﬂ- L 1 1
0 90 180 270 360 0 90 180 270 360
bEfE () B ()
EHE (%) pH7.5 (100rpm) BHE (%) pH6.8 (50rpm)
100 100 AL — 80 0.01%4M
80 80
60 —e— T, b0 i EE125mg TEET) || %0
40 — & =T, Ok i75E25mg TBET 40
20 —e— Il b0 iE125mg THET)
0 =a=Tit uyﬂ%tiﬁ”ﬁzslmg rEII"iIJ‘
0 90 180 270 360
B () B ()
FEHE (%) pHB.8 (50rpm) FEHE (%) pHB.8 (50rpm)
100 AL — 80 0.03% 0 100 AL — 80 0.05% 70
80
60
40
20 —e— Tl RO TPEE125mg THET 20 —e— T RO iAEE125mg THET)
o —&=-TlL r\u“/n“{:iﬁ‘ﬁzslmg FEIEIJ‘ o -—a-TIi FD"JTﬁHfﬁQS‘mg FEHEIJ‘
0 120 180 240 0 60 120 180 240
B (9) B (5)

(n=12)

PLb, =V b R X7 §E 12.6mg THEL] OB 8 2 EERE] (2L b e R 75E 25 mg TH
EL)) LEE U7ofiR, TE &R 2580 BRI O A TR SRR T A R7 4 ) OHER
WG L2 &G, EWFRCRSE L Rl Sz,

10. B3 - A%
(1) EBENRELRSR - O, NEFRBRLEERR - AEICET IER
Y LR
(2) g%
(T raYRNRGER12.5mg THETL])
100 & [10 $E X 10 ; PTP]
(TN kBRI GE 25mg THEI))
100 & [10 $£ X 10 ; PTP]
(3) PHBEE
Y L7
(4) BROME
PTP : RV b= - RV =V T U EET 4 VA, TIAI=ULE
Fae— : 7AI=A - RYUZFLUEEST 4 VA

1. FRRHEESHhSEME
(IXM. 2. TOMOREEEER DOEHZM)

12. =it
LR E R L

12



V. ARICEYSEE

1. BREX TR
T MERFEME M MRS MESR BE S

2. DEXIHRICHET HIE

5.RER IR ICEEET HERE

5.1 fOIEIRIC TR RERPFTF LN WGE, UIRRECHER H 5 LB 6N 56T
52¢&,

5.2 [f/MEE. BEIRIER S A THILY A7 RN@EnEB X N5 AIERT 52 L,

53 BWEAA FTA VFEORFOFHRESEIL, AAOELGPEY LB S5 BEICHENTL 2
&

(FFw)

5.1 181 ITP (RpFEVEI RIS PESRBERS) DOIEHR & L Tid, BIBRE AT v A R, R H % 230
KATONTND YO0, ZHHIZEDIRRTHORMRPFFLNRNGE, BAEVEICHER &
DEAT. AR EMENT S 2 L0 BRI OE T/EMARERARRER T, P eb 1 MEM Lo
ANAIR &2 721810 ITP BE VRO R & S,

5.2 &ML ITP iR DRAT #HE, I/ MEEZ IEFICRT O TIiEz < HiER OGS, BB 72 i o
TUIRAEL S TWD, LIed> T AANE i/ RE ORERAEIR 2> Sl L T o U 2
I BENEZEZ DD LTHEMT 52 &,

5.3 181 ITP DIGFMRR EIZHOWTUIRIETA R T4 2B 25 2 L TRAIDwE L) 7248 554 5
BEEBRTELLBZR, BRIA RIA FEORFOERESE LT DLELGTH LT,

3. AERUVAE

(1) BZERUVHAERORER
W AR BN, = b R LCHEEEE 125mg 2 1 H 1E, &
HORE 2 K] 28T CTERRICROR G35, ek, f/MER, BRI U CEEET 2, £
72 1 BicKEEG-8IE 50mg & 975,

(2) BERUHAEDRERERE - B
MR L

4. RERUVRAEICEHEY SIE

7T.RZERUVARICEHET 58

74 AFNTEFEL EHICRHT L EMPRENMET T 52 L8305 DT, BEOHIHE 2 Rt 8T T
ZEHERFICARA 2 2 &, [16.2.1 &E]

7.2 HIEEAl, LB, ZMGA A4 Bk DAV T A TAI=ULA TRV T A EL2 i
%) GAHMAEL L BICRAT 2 EAROMAIRENMET T 50T, RAINRH ORI 4 K &k O 2
REfIX 2 b OB Z#ET 5 Z &, [10.2, 16.2.1, 16.7.1 & ]

7.3 AFN OG- IE, MR ONFHE R A 2 EW0IC I L, AFIOHE&IT TR 7.3.1-7.3.7 5
o bk, JAfid 52 &, REIOEG-BAARE & OV SR 0l MO O L S PR AR AL &
BORMEKEREZ ., /M ZET 5 (I/MRE 50,000/ L LA EAD 72 &% 4 ) £ T
i, LZE LT RIIEARET D2 ENEE LU,

7.3.1 AANTIRE b B NREOHETHEN T 5 2 &,

7.3.2 AAIOZRIT, BE 1~2 HETHLDLND DT, FROHROZDICITLR L 2 B
W—HEEHRTHZ L, 2L, FEEOH 2 EBH TIE, /MR EFIREBICET 5 £ TOH

13



MNEL 5720, WROMROT-DIZIT D72 &b 3HEMIXFE—HE&EEZHERT 52 &,

7.3.3 (/i3 50,000/ n L & H%2 L L, M/MERERZENE TRIZGEICIIHEEZZET L2 L,

7.3.4 (/M RE3 50,000/ 1 L~200,000/ p L OFEITIE, HILD U 2 7 28T T & 158 LB
[ROMEL D XS, EEMELZETDZ &,

7.3.5 1/VEEA 200,000/ 1 L~400,000/ u L DA IIIAR 2 RET S 2 L,

7.3.6 If/IMREDY 400,000/ u L B X 7o A IIARI 2 RIS 5 2 L 2 OFHE /M ORE 1L
WZ2MEFEMT D ENEE L, IREER, /MRS 150,000/ 1 L E TR U7 356 13RS RT O
BHELDHFAIE LT EMARZEE L LTRSS 2HEMATL L,

7.3.7 AF OG- EEZFE T H5A12, @, 125mg/HT L35,

7.4 K%z 1 B 50mg. 4 HFEHEG U TH M/ M HINES, BRRAICRTE & 72 2 Hf i e ot
WO HNRWGEEITIE, AROFRETILZZBET L L,

7.1, 7.2

ABENIER, BT T A TAI=ZUA, w7 RV T A Ly, HEREOSMEEA A4 & RRFIZR
M2 88K (FL—1) 2T D Z LK ORI ET S, RAIO MmN ER8E A= )
HEZEZLNTWD,
AL FIAT U AEEB L, o, HYEIRE~ DB L ATRELR IR BT D720, — R BEICH
WU, BRIRERBR O FHIE & [RIBRIC B FEORI: 2 REf 28 TR T2 2 L L, 2. X
Bk oS & HIEEA, HLBLE. MG A Bk ALV T A TAI=ULA TRV Y
L ELy, HiERE) SAHRAISEL & BICARRERAT 2L, ARIORAR 4 K, IRA% 2
FFEORIRZFRIT 5 Z ST LT,

7.3 AEIOE G BIZEE O M/ IMRECIERIC U CHEIT 5, £72. AAIOF G2 L0 FFERER =
BRI DORE N bONLBENNDH D Z b, AFIOFG L EHIAIC ik, FFHRER
BEEITH 2 &0 ARFNIOEG-BRAER K O BB EIRFIC i MRE S OKAY B A AR 2 5 e 4
MERFIAE AT S 2 &, MASEIL, I/ MRENLET S (/i 50,000/ w L L EAD7e< Lt 4
W) ECIEE, ZELERIIEAERT L ENEE L,

7.3.1 181k ITP IR O A $HI M/ M 2 IEFICR T O Tide <, ek odE, EE 72 im0
TR B E SN TWD, AAlOEE &ITIER ELERE/NEOHEZHEHT L2 L&,

7.8.2 RFNDOEHENZ L0 M/ IMRELOEEMNMAZED HAL D £ TS, BHE 1~2 B2 05, L7zB>T, %)
ROMEFBOT-OIZ 2 BRI —HEZHERFT 5 2 &,

772 Uy MRS B 1 S 1B R SO RE E O & 5 181 ITP BE TOMFN G, FEFED
I % B T IS EFIRFBICET 2 £ TOHIMNE L RDWHEMANRIE SN TR Y | fFkEE
Db HEME ITP BE T, #EROHGEOT-DIITD 2 &b 3EMIIFE—AEE2ME”RL, 2ok
CTHERE G 20BN H D,

* MM/ IR 2 £ 5 18R BB IR CIREIS T D,

7.3.3~17.3.7
(] PN 275 TUAR gt PR BBk 0 ) Sl i L VB 1T RS D & | AR HEFRET O B2 %77 Lz, 16HDOEEO /MR
#1% 50,000/ u L~200,000/ n L F2EE & 72 5 K 5 A=AE L, il Mgy 50,000/ 1 L~200,000/ u L
Lo LG AL, IR EVNER/NROHEE 2D L9, MEBELEZETLHZ L&,

7.4 AF D1 ARG ETH D 50mg & 4 HEHEES L TH /MBI, BERAICRI-E & 72
2 LA O UCED 7 AV WIGEITIE, BAIDE R TRV L <8 M: ITP SIS OB E D )
BEMERDH BT, HEOHIEEEETDH L,
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5. ERERRUIR
(1) BERT—2 1Ry o5—o
MR L
(2) ERIRZEEHER
Y ERR L
(3) AERICERER
BRI L
(4) BREEMHER
1) BERERAR
1711 BRE I/MARE (RA)
BEVEHR DB PR FE P i MR B PSR B (B (Il MRE)s 80,000/ 1 L ATid) 28 il & ki & LT,
THERTFTIL bR URRZEE 12,5 X 25mg & 1 H 1 [AZEERC, 7B E Lz, #50
12.5mg N HRAMA L, #5 3 B O/ MBS U T 25mg (ICH &R Lz, TORE, 5 6
BIZEBT 2 T/L ha R EEOA B (/MRS 50,000/ w L LA E, 400,000/ x L LLUFIZHIN L
EREOES [95% XK M]) 1% 60% [32.29,83.66] THY ., 77 AR (0% [0.00,36.94]) T
HATH B 23722 M/ MRS R 25580 bz,
CTHEBREE THIZ, = e AT EEOR I 26 BHIZ/ D K I b r AR R g
ki G U, B/ MBS U C 12,5, 25 3% 50mg IZFAfT L=, ZofER, &5 5
H225 26 # B £ oWk (hJuE) 1% 50,000/ p L 2882 THER L, /MO S INEWH
MAEIR D L7z 8- 9,
RIVE BRI XL b o R X T G B RE T 48% (11/23 f5) Th 7=, EREIERIZ. 557,
ALT 80, o/ MRESM, K7V 7 AffES 9% (2/28 ) Th o7z,
17.1.3 BN EMERER (BRA)
BEIRIR OB MR R i NS MR R (/MRS 30,000/ 1 L ARi) 197 il &2 %t4: & LT,
)L b RN BE 25, 50 XX 7T5mg & 1 H 1 [RIZEEREIC, 26 BRI G-3 2 “HEMRRR A FEiE
L7z (mv by RN 78E 185 B, 777K 62 ), #5103 50mg 7SR L, i/ IMEUZ )G U C
25, 50 X% 75mg (CHEFHEI L=, TORE, =L b a VR RS EEREO T T AR EES B I
MHEEIZN R D A > X [99% (54K ] 1% 8.2 [8.59,18.73] TH W, HEIZE -7 (p<0.001),
Fio, TV b AT ERO MM (PIE) X, 5 TEBX0EINL, &5 2~26 H F
T 50,000/ u L 22 CTHERE Lz, =L b o VAR 87 g H 2 L v ek (WHO Bleeding Scale
AW TEHL, Grade2~4) WA D LNTZEEFEOEIGIZONWT, =)L ha U RARTERO T T 'R
RECHRT 24 v XLt [95% 5 #EIX ] 1% 0.35 [0.19,0.64] TH Y. =)L b VR ATEERED T NH
HIZIK T L7z (p<0.001) 10912,
BIWERZBISER 1T, =L ha AR T B GRET 37% (50/135 f5il) Th-o7-, EREIEMIZ, 81
Ji 11% (15/135 #il) . ALT #800 4% (6/135 1) . Hls 4% (6/135 f51) . ANEE 4% (5/135 %), T
1 3% (4/135 f5l) Th -7,
(AFIDOEWNARHEIL 12.5~50mg # 1 H 1[5 TH 5,)
2) ReMHER
17.1.2 EARFEMAERER (BRA)
FE 23 BiH 19 B3 E N EBIfk R 58RI AT Lc, &/ M EIZ S T T 12.5~50mg (27
H#iL. 19 9 10 FlTIEEe 2 A EOMA G HOECE ERIBOFET LITo 7, T ORE., Bk
P 53 BT b /MR OB & HIER O SE D R S, 5B O REE 27.5 » A (FEPH
9.9~323 » H) Thol- (i&KHiEH:) 13 14,
E N R Wik 53817 L7z 26% (5/19 #) ICRWER DS #HE Sz, ERFEIERIL. BN,
FasE 4 11% (219 B)) Th o7z (Feisng),
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(56) BF - WEAHER
Y ERR L
(6) AmEfER
1) ERANERE (—REABERE. BREEARERE. FARBLERE) . RERFET—4A
—RRE. HERTREBRABROAR
RCNER R L
2) RBEHLLTEBFEORENIIREL-AE - AROME
Y L7R0
(7) =0ttt
YL
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VI. EEREIZEY SRE

1. EEPFMICEHEHSLEYMXIELEYE
% A M/ INEE b v AR AR = S R R R
R BE D H DB ORBESUTNRFIL, OB FHRL 2SR5 L,

2. ¥XBEER
(1) YERERLL - 1R
t bR YARREFUZERE ORROBREEEREZ LT, harRRF O v 7T RERE
DO—HAAEMALT 5 Z L1 X0 BEAZER L OVE R RIS OB 5 e OV (b & (gt S 1 % 19,
(2) EDZEEMITHEBREE
18.2 /MR E £ (R EEF
18.2.1 In vitro \Z3\ T, b NEZECRMISR OBFE A R S, v MEBERTERAIIL O ERZER~D 53
fbZFHE LTz 19,
18.2.2 Fu /Ry Y —~® 5 HMEAHEGIZL Y | Bk G0 6~10 AR/ MEITH 2 51280
L/ f: 15) 16)0
18.3 IEHM/MRBEREICRITTS B
b FEFI/MICBWCT T Vv U UEEE R O/ M E I A2 RIE S, P-EL s F oD
WEEZFHE LR h ol 17,
(3) YERAZTIRFME - FrifeER
Y ERR L
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VI. EHEBRICEYSEE

1. mMAPREDHERS

(1) aREADLGORRE
AR L

(2) BRERRRTHRESN-IIPRE
16.1.1 BRIRURERS
HARNBERE RN B Z R RIZ, =L b U R8T §E 25, 50 & 5T 75mg % 22 IR HLIE] i ONRAR
REOE G L7oiE, /b b e AR R30I S, 254 3~4 BEfE] (FPaRfiE) Tl
HEE (Cmax) (2 L7z, HERONE R GRORER (Cmax K ONAUC) X, #5 EORIINC
U, IEERERICHEM U, £7-, = b a U R IIRERGBRG%HK T B TRk ET
HLEEZ BN, F1ICEYBRE T XA —F &R LTz 1919,

F-1 EFERNICHE KL TN 10 HFAERE DR G LC RO KB T A =4

b - Cmax AUC? tmax tse CL/F
(mg) (u g/mL) (u g+ hr/mL) (hr) (hr) (L/hr)
HE b
25 10 | 3.56*1.13 55.41+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) 31.0E£5.9 | 0.525%=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
g5
25 10 | 4.83*1.17 58.9118.4 3.0 (1.5-5.0) 39.7£3.2 | 0.478%0.196
50 9 10.6+2.38 133.8+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

B EEIE AR R 2, tmax [ X E (FEPH)
a) B[ 5 : AUCow. XKIEH G : AUCo-.

H A NABPE R FEME L B SR B B I =L b AR R JBE 12,5, 25 5\ 50mg &5
LR DEFIRREIC BT DB RN T A —F 2 FK-2 TR LT 9 9,

-2 AARNFRFEME M MRS PSR BER B8 O E FIRIBIC R T 2 K ERE T A =X

55 o Cmax tmax AUCo-, t1h
(mg) (u g/mL) (hr) (p g+ hr/mL) (hr)
12.5 8 2.99+1.25 3.19 (2.00-4.17) 41.64+24.36% 19.5+7.169

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

B REHER 72, tmax (L0l (EEPH)
a) n=7 b) 24 ETORS » FLHEEOT-D, BEH

ek, AARNKOSHEN O Z HW T RN BRI OfG R, =L b B 7 D AUCo .
R U7 FATEME MM ESERY (ICEA) kB LT, T U7 REE LN
WD LS HE H OO 8T A 7 Lo, $72. AR ABSTEREIL IR D MR BER 85 0> AUCo.
R IR VT R MR SRR 8 ) AUCo- . (RIS BIERRHTAEE D) 121~
%9 85% il & 7 L7z 200 20),

RHEFTAIN AT O R, LohE RS IR D MESEBER IR 23507 5 AUCo 13, I Hos
THI BO%E o Tm. 70, FEEBIETL fa LRSS DM ERET A E X Ao 7 208 21
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16.1.2 £EPEHMRFIEHAR

(T hB VRS 25mg TAET])
BIEIR S O LW FIR SRR A A KT A VEO—FLIEIZOWT (5f 2 4 3 A 19 A 3
AR 35 0319 1 )

T b RN EE 26mg THIE L] RNV AR L — REE 26mg %, 7 0@ A4 —"—jEIC kD ZhE
M1EE (/v bR L LT 26mg) fERER A D PEICHE R HARIRE A& G- L Cilufgh e b ko
RANTIREZPE L, 1560723 MERE T A —4% (AUC, Cmax) (22T 90%(5HEH X [#EIZ T
WERHRNT 21T > 7oAk . log (0.80) ~log (1.25) DOHFPANTH V| WiAlD LMY 7 B[R M R
- 22,

#*-3 Y@ T A4

HIENT A—H BENT A —H
AUCOH72 Cmax Tmax tie
(u g+ hr/mL) (u g/mL) (hr) (hr)
oy P N = N AT/
52.89+14.54 3.861+0.906 3.20+1.08 21.4+4.7
256mg [HETL)
LR L — F§E 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 _

—— TJLbAYKRINTEE25mg [HETL]
44 = - LR L — KEE25mE
13E%5, Mean=xS.D., n=76

>\ O sHBRHE

i 3,

-1 i p S R RS

MR NS AUC, Cmax 500/37 A — & (3, #BRFE ORI OERHEEL - B 55 0 R
R L > TRRD AT D 5,

(T kaYHRINT R 12.5mg THEID)
TV bR YARANTEE12.5mg THET) (X, (&N R 580 ERRA O LW 71 R SRR T A
RIA ) IZEEDSEx, =V bR T8 26mg [HIET | ZEEERA L L HERBRoOR R, %
HZENFSE &fE S, A FICRE & Bl sz 9,
(Mv. 9. #wHME) OHEBH)

(8) rhis
MR L
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(4) BE - 6tAEOEE
DEEOEE
16.2.1 BEOXE
e NI =L h e AR N7 BE 50mg &, ARz SR In ) — BlEoRsE (I A
42Tmg GA) & & HICHERR NG L7k, ZZERFIC T AUCo-o i 59%., Cmax 1% 65%(X T L
oo £, T b v UARARTEE Thmg & G SUTRENI O 1 v > o A5/ EORV (50mg Aiii)
BELELEBIEGE LR, Wb/l e R 7 O AUCe % O Cmax (ZEEEY 5 2 7eho 7=
23 (SNEANT—H),
(%)
R ATV hr RN O ARER AR A (LT, PfOS) ##l 25mg (ENARER) Zmb
N BB (T T AR 448mg) BN 2 REEIRTIC A G LIckeD =L k1 7R3 27 D AUCo-«
FOf Cmax (%, ZEMEREES L R TENEN 20% L D 14% K F L2, —J5, @by v ARER 2
1% 12 PFOS B 25mg Z Hi[E#% 5 L7-#F, —=/L h o R /R27 0 AUCe. e (Y Cmax 1%, Z2iEHF
BeH LR TENZN 4T% RO 48%IK T L= D WMEAT—%), [7.1, 7.2, 10.2 &[]
QttREDEE
16.7.1 #HlERH
R A, T b r R RS GE TEmg & Sl A OKEET VS = AR OREE~ 7 % 2w
L) mEteflfeR 2 ME R G L-F, =L e R 20 AUCe.. %O Cmax (X & 6125 70%
KFL7Z2 GEAT—%), [7.2, 10.2 &H]
16.7.2 ORNREF Y
R NIV b 1 AR ST BE Thmg $5- D EFIRAERFIZ, OATP1B1 XU BCRP O FEE Th 5 1
ANRA L F 2 10mg & HEIGFHE G U7z ks B G RICHARTr A2 2 F D AUCo-.13 55%,
Cmax [% 103%N L7z (n=39), J@hlfEtroftR, 727 ATiE. AUCo«l% 32%. Cmax i 61%
WLz (n=21), 723, BANREZF UL, =)0 ba VAT OB EE LY KT S o
7=20 UNEAT—%), [10.2 ]
16.7.3 AEFENIY FFENLEEH
fEFERR A 2 B EJL 400mg/ Y R EJL 100mg B AAl 1 B 2 BIKER SR, =)L ke RNy
100mg % H[a P 5 L7 B, B GRS T b VR 7 D AUCe 1 17%E F L7z (n
=40) 29 GMEAT—%), [10.2 BH]
16.7.4 >/ BRKR) Y
TR AL h o AR RS BE 50mg HEE G, 7 o 2R Y v 200mg & HEIGEHEE L=
R, B G R Z T L ha R X7 D AUCo-. & O Cmax (FZ 1 E 4 18% K TN 25%(K T L 7=
(n=37 L 'n=39), 7=, 7 1 AKY > 600mg & HEEIHF G Uk, EREERICHET
)V hr AT O AUC LN Cmax (ZFNEI 24% K N 39%IE T L7z (n=33 XU n=237) 26
GMEAT—%), [10.2 2]

2. EVMEERK/IS A4

(1) BAE
AEE R L

(2) RILEEER
M E R L

(3) HEEEEH
M ER L L

(4) DYFPS5UR
B E R L
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(5) HHEK
HMEE R L

(6) Zhih
ME R L

3. BRHE (REaL—Lav) @&HF
(1) BiFEE

RMEER L

(2) INSA—SZEHER
BMEE L

4. IR
MY EEe L

5. 9%

(1) mik-HEIFPEEY
B R e L
(2) mik-paiRRAFTEBEME
(V. 6. (5) iltm) DIEBM)
(3) Bit~nBiTHE
(Tvi. 6. (6) #=3im) DOHEZH)
(4) fEHE~DBITHE
BRI L
(5) TotnBEE~DFETHE
MR L
(6) MEEAHERE
)b b a R TNT in vitro REBROFER, 2~100 1 g/mL ORI T 99.9%LL Ed b i dEE AE
EREA L, ERBAEAEIIT AT I U THoT 27,

6. R

(1) RBELIR SR BHERR
R AN BRI =L b VAR T D UCHERRIR 7Thmg R D& L7-Ke, BRLIR, 7 v v U BRias
K, I FA AR TY AT A A RicR# s niz 20 GEAT—%),

(2) RKMICEHET 5B F (CYPH) OHNFE. BFE5EE
)L ha RN in vitro BEROFE R . Rk 1000 M DR T CYP1A2, CYP2A6. CYP2C19.
CYP2D6. CYP2E1, CYP3A4/5 KX CYP4A9/11 DiEMEZPRLE L72Rds - 7-73, CYP2C8 (/X7 U %
Ft) KOCYP2CY (V7 u7=F7) OIEEEREL, ICfElZFnZE 24.8u M (11 4 g/mL)
KEOr20.2uM (89ug/mL) TH-oio 27,
RN BTV b r AR XY Thmg & RER A G LIy, =L b R/ 7 i3 CYP1A2,
CYP2C19, CYP2C9 O CYP3A4 DIEMEAZHE K OFEE L o729 UNEANT—4),
TV ka R dn vitro WBROFE S, UGT1A1, UGT1A3. UGT1A4, UGT1A6, UGT1A9,
UGT2B7 KO UGT2B15 O 4 HE (ICs0fE : 3.0~33u M) L7 27,
F72. in vitroF BROFER, =v b u AR ORBLIREHHITIL CYP1A2 X O CYP2C8 73, Z /v 7
1 R AIZIE UGT1AL KOV UGT1A3 235 L Cnb EEx bz 20,
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(3) FEEBMNRDERRUZDOHSE

DR L

(4) KEVOFEOHERE VTS, FELE

7.

10.

1.

HEERR L

Bttt

TV R RN OFR YRR IIEP TH Y . =L b RS O UCHERRK T5mg A LRI A
54#% 168 IFfH £ TIZ, FHTHREED 30.7% 03K, &EED 58.9% N #HIZHRt S 7z, IR
KRB (v ha RR7) 13RO b T, #EHIZIEIHR G EOK 20% 03K kK L L THRt <7
29 (SEANT—4),

S URKR—42—ICET H1ER

)L b AT 1L BCRP ORE Th 7o, PHEER'E (Pgp) MU OATP1B1 OMEE Tl 2
RSN, T2, TV b R AR T in vitro i BR T OATP1B1 O BCRP #[HE (ICsfH :
W HK 2.7u M) L7z 27,

. BRNFICLHRER

DR L

REDEREFTHBE

16.6.1 BHrEEETEE
ERERERREE R IC /L h e AR EE 50mg A HERRO#& G L7cRFO =L ha R 7 O AUCo-
DAL TR RN & Fe~ T OB R RefEE % (CLer : 50~80mL/min) T 32%., 54
OEHRERERE (Cler : 30~49mL/min) T 36%., HEOBEMAEREEE (CLler : 30mL/min
HKiil) TO0%IRA>Tc, L LR D, ERERA J OV~ 518 O B RE R B H O AUCo-.. D#
(/M ~ e KAE) 13, IEIZ 32.65~99.32, 22.54~83.51, 21.10~109.95, 3.44~117.54u g
hr/mL & E5 D& NRKEN-7230 80 HEAT—H), [9.2 ]

16.6.2 FFREEEEH
I REREE B IZ =L b a AR BE 50mg & BRI D& 5 LD =L b a R X 7D AUCo-w
DRATELEE TR RN & e TR E O FRERE F 53 (Child-Pugh 2227 : 5~6) T 41%., H
SO E B (Child-Pugh 227 : 7~9) T 93%, HEOFHEEREMBE (Child-Pugh
A2a7 10 Lhk) T 80%mmnoTn, LnLRnsn, MERERA & OV ~ B O IS RERE & B E O
AUCo-.. DFPH e/ IME~ e KAE) 13, NEIZ 34.46~174.99, 35.86~127.74, 57.64~263.22, 32.26
~263.51u g hr/mL X5 2E BNREN-7230 32 (AEANT—H), [9.3 &)

T Dtk
Briz7e L
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W ZeH4 ERLOEESE) (BT 5EE

1. BEHEARETDER
PREZ LTV

2. BERABRLTDER
£

2EE (ROBHIZEBELLGLI L)
AHFNO RSk LIRBUE OBEERED & 5 BFE

3. BWREXIIFRICEHET HEE L EDEH
(TV. 2. BEESUIRICBEEST HER) 2RI 52 L)

4. AERUVHAEICEET ST L EDOER
(TV. 4. FEROHEICEETSER) 22552 L,)

5. EEGEFNIER L ENER

SEELERMIE

8.1 AFNL. MIKEBOIREIZ 7oA FFOERiO S & THEMAT L Z &,

8.2 AAIDOFHEIZ L 0 IFEREREENH S b Z L3 5 DT, AHI O 5-BRAART K O EFRE X
2 M, HEOEENRZRTIIE 1 » AEICITERE (AST, ALT., U AE %) 2ET 5
Z &, [11.1.1 8]

8.3 IM/IMEENIEFEFHALL T ThH - THIMMARERIENTRO LN TWA D, /MBI ) 5771
REMIEORIUCEETDH 2L, o, /MBS EF#HEEZBEZ D L, MRERIED Y 27 HHY
I3 2 ATHEMEN B 2 DT, BIERE 04TV, M/ MESEEO BAE L 35 LV A2 - HA I
. ARAIOWEUIRIEEZZBET 25 EET 52 &, [11.1.2 ]

8.4 AAIDOF G H 1% 2 W LA i/ M B G- BbERTOME IR N L, A4 52 Ln3d D
DT, RANOPE: G- Rt 4 R AN MR 2 RE S5 2 &, [11.1.3 2R]

8.5 Al Ete b U RARTF U REEEERIZIT, BHO LT 7 U U BHED IR O 2 1T
EH D ATRENEN B D DT, AFIOF G-BARNIC ISR M B HREEARE 2170, MO REEM R
EWRTHZ L, 2, AROELETIL, B AR Z G L2mERGF 2 A L, R
R SN EICIE. KRB EHRIEARA ATV, BT (FRERmEK, A%
ARMLER, KRR IMEKDE) ORBZHEZRE L, MEKBDOFELHEZRETLHZ L, ZNLHORENED S
NI EIZIE, BAlOFEEG 2 L, BHiAmR (Gl X 2B i o i%) OEmEZBET
Lz k, [11.1.4 28]

8.6 U ARRTT UZFMIEENIITIL, BEAEOB BRI AEGRE S O MLEEMEIES 2 T S 5 ]
MRS 5,

8.7 FothHAE AW -EERBRICE W T, ARNERAR LN, £2, BERBRICE O THANES SRS
INTWVHDOT, BANREIZHT DIRBHZR A Z EHRICIT S 2 ENEE LUy,

(fi#3)

8.1 AANTHEEN RIEFNCK L, HEEEWVRBBIE ATV RN ORI 0ERH D, MKEEROZ
Wr L IRIRIC o0 2R ik & R A b OFMEOE I T TR EEITO 2 &,

8.2 AHNIDOEHIZ L ATHEREREENH LoD Z & Wb 5, BKHAER Tix AST (GOT) . ALT (GTP) .
U LEYD ERPHRESN TS, ZhHDELIFRE (Gradel~2) THIFINTH -7, &K
A OFG-FasawT & HEA LRI 2 HWEIC 1 Bl HEOEERL2WEETH 1 4 A2 1 BT
BEREZITY 2 &, BEPHERINTZHAIEEE S L IXRET 2 £ CHEL H0I2iTH 2
Eo
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8.3 EWNACHEME LB ITP B3 2 x4 & LB RRERIC W T, M/ M EFEE LT Th
S THIMBRERIENRD vz, £, M/IMREPEFF#HHEZEZ 5 L. MRERIED U A 773
W 2R S5, 7o F b BRI, HUY CAEEHURIEGERESE O AR FEARIE O A
DHDLRFICAKZRGTIHAICHLERN/LETH D, (V. 6. FEOEREATHEREIC
B9 2 1) OIS WR) AFI O 5 BT EBFE O/ MRE-CIER CIREBIZIE U TR+ 2 &, (TV
3. HIEAOHE] oESMH) £, I/IMREICO )0 b T IMARZERIEORBUTITEERE L, 17K
R/ NBOHECARIEZERT S Z L,

8.4 1BM:ITP B 2t 5 & LI-ERRER Tl 2RO N BFITRB N T, AF oG-Ik
2 W LA I/ R B & G- BRI O £ TR F LGNSR E SN TWD, LEER> T, AFO
Be G- IR I3/ M OIR T 2 A T Z B3 57280, AFloBG- 4114 4 BMRRE
VB RN IR R E L I Y 2 712k L CHEBERE S BB L, BN b HaIid,
Y e HEFRIE A T 5 Z &,

8.5 AHl% &t TPO-R EENFE O£ 512 L 18R & mfilix, B LT 27 U UMD &
O 2 AT S E D ATREME N B 2 DT D, AFIOE G-BRAARNIL, K SR AR %
Fhi L, MO RERFNEE 2R 228, £, ARG HIX, #A, AmERSEZ 5T
EMERGFHREAFEMT 52 &, TOBICRTE CREME, BAMRSE) 238D onHA10E. K
WIMBHIEARA 2 FEMT 2 2 &, TORME, EERIEK, AERIER, REAAMKEDOET
R DRHEBUOUTEL L2 0 | BB B A DD L5 Thiuf, AFlokG2HIE L, B4
B (Bl X5 E ML ORHES) OFEEEEZBET L &,

8.6 TPO-R fE&Eh# L, MDS %D MEMIEE S FE L CWEBAIL, ZOEITEE S8 2 whE
HERER BB DD, B, EERRBRTIX, =/ ke R E MDS Mifakk, fEx o[ i
JRAMEAE & OB MR & OB ICE W T, 25 OEMEEMIaOHEIEIC T L CIREEH %2
IRE o T,

87 v~ UV AKVT v M HWEmHERERIZB W T, BHELR OB GFICHBET 2 ANER A LU
TW5, iz, ERORKRRERICKE N T, ARERHEILTWA, (VI 8. (2) Zofho
BIVER) OHEZBM) Lieddo T, REIOEGITEE L, BRI 5 IREH e 2 @ I =
MTDZEREELNVEEZILND,

6. RENERERTIBAEICHT IER
(1) AHHE - BEERFOHLIEE

9.1 BHHE - BMEEFDHLHEE
911 ZUF rOVEVIRIR, i) VEELRGFERREFEOMRERECREANDHLHEE
MARFERRIED B L DN DBEND D D,

(FiFw)
TrF by ECMRERHY CIRETUAIERRES O MARZERIE DR K O & % F Tid, miedEk
FEND HONLBENN DD, Flo, MM EFFMZE 2 2 & MARZERIED Y 2 7 3N
LR H 5, (VI 5. BEELLANEE L ZOMME] OBHBR) AFIORIEM & L CinieZE
BIEAHRE SN TS (T 8. (1) HKRARRIWEM & WIHER] OHSM) OT, mMARFERIED
HoH % BEIERET 25603, HRIIEREGTDZ L,

(2) BHeRESRE

9.2 BEHEEETEE
M/ REE DHERS I 2 TR OV T G IEEICELERT 5 - L, EsReEE RS & o2 a9 &
O EMEZFEIE & U B R BRI T E M LTy, [16.6.1 3R]
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(fiFah)

AENEBEEO D DBRFICHES LI2HA. AUCo . CGETFEEE) ITERER ARG L& Lk
NTEP-72Z2 8 AUCo DFiFH (F/ME~FKE) (XXX DR REDN ST ENHEINT
W5, £77, KAIEBEED S HBRE KRG LIZBEOFIMER LTI L T, Lo
T, BEEOH LBFIEET 256120E, /M OHBCRIER O BIZIZER LT, HEID
A R BN

(3) HRERESRSE

9.3 [FHREEE S5E
FFEREREE N B LT 282NN b5, o, MAPRE-REHER TE (AUC) AN % waEtk
N5, [16.6.2 ]

(fiRa)

AR OEHIZ L0 JFEENRH SbND Z EnH 5, (IVIL 5. EERFLARNER L2 OEH |, [V
8. (1) EARAREIWEM & MIHIEIR) OEBM) D7, AR ZIFEEDH 5 BEITES LA,
FFEEEN & DIZEAL T 2 AN B 2 Db, £2, HEEOH 2 BH IS LK AUC 3
MUTZE NI T—=ENHDZ D, FREEOH 2 BHICELET LA, EEICEEFTHZ L,

(4) £REREEZFRTIE

(5

(6

(7

9.4 4HEREZE T HF
TR 5 ATREME D & 5 etEicid, ARG R Ok 544 11 BRICRB WV TREE$ 2 M3 K O

YRR DWW TRHAT 5 2 &, [9.56 2]

(fig)
HAND L O I 2 B8 L CTifd 5% 0BT 2 11 AFICREL Twb, (VL 1. (2)
FRIRFBR CHERR S 7o iR EE ) DIHS )

) M

9.5 IR

AT SUTHIR L T B ATREME D & 5 et icid, 1R Lo SN etz BIE 5 &Hlr S h 254
WCOBEETL L, BRIROM/IMI~DEEIRATH S, BB (5 v b)) 2B CTRIREME
B TIREIE, WBIRRE O & OURSEE O (£5R) OBMNNHRE ShTn5, (9.4 2]

) 3L

9.6 RELIF
B EOFRER ORAREOFREEZ BE L, Lo Ik 255 2 &, 3t (7
v B THHHA~OBITHRE I TN D,

) INREE

9.7 MNE%
RHAKEIRE, FrER, IR 2RISR E U BRRERILEM L TV,

(8) BinE

9.8 BihE
BEOREZBEL2NOEBRE L TRETHZ L, —RICAEBBENK T LTWS,
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7. HE#A

(1) BERES L ZDER

PREZ LTV

(2) HERAZELEDER

10.2 BERHZE (BERAICEET S C

&)

HKH 4 %

HRAEIR - 58 ST T

B - fabRIN T

2 ANZAHK T
[16.7.2 &&]

0 ANRRZHEF o OM P HEEN
F LI DOREDNDH D 29,

0 ANAZ T O EEHRE L.,
BEOIRELEEICBZET 52
L,

A7y OATP1B1 & U* BCRP %
PLE T2 mIREMED B D,

il e 741

FLEL

ARG A A Bk, DT A
TLIZTA, TR Tk
Lo, HERSE) BRI
[7.2, 16.2.1, 16.7.1 2]

BIRFIC AR5 & AFI O A
ELLBTFoNDZERNHDHD
T, ARABEE- ORI 4 FEE & OV 2

RERIE 200 6 OB A BT 5 2
& D23

ARANT Z 06 ZAMEG A A4 > & g
HRERET 5.

o e s ) N EABASH
[16.7.3 1]

AF|D AUC BN LTz & ois
NHHOT B, oL .l
e SRl E AT DEGEE

WREIIARHATHLN, o) E
L U N EVELA RIS ARHF O
R ZHET D RN S D,

WZiE, EETDHI L,

AHD AUC O Cmax 25 L
T OW|ENDHD 20, o, K
FlomPRERESEE R LT L
DIRENH D 333D, 71 AR
U AT 25810 EET
HT

I ARY v
[16.7.4 ]

EFFIIARATH %,

(AR

1) BARREF

RER DR AHNEL OATP1B1 OIE Tid72 A3, BCRP OIE TH v . &AL OATP1B1
K O'BCRP Z[HE (ICsofl : WTFHHKI2.7uM) Liz, B ARXZF LT 551213, »
ANABF L OMHREN EFT 2 aREEICOWTHERE L TEET L Z &,

2) HIERA - FLELEL - ARG A (B, ANV T LA TAI=T A T XU L BLV,
%) oA R

IE AR & BRI b o VR T BE Thmg & ik A A OKERIE T v 2 =7 4 1,524mg
K ONREE~ 7% 7 A 1,425mg) & A HlEEA 2 BRI OF G- U 7o Mgsh R R SEBEERIR O R, =L b
7 RN T D AUCo o %O Cmax 13 A O ZEJFRFEME 512 & HITK TO%IR T L7z 9 29
AENI MG A A & Lol e, LA L O 77U A v N L ITARKIB 58T 4 BR, #2554 2 B
oOEEZETTRGT 52 &,

3) mEFENL U MNFEABRAH

HEAMER R A 2 B BV 400mg/ Y b EJL 100mg BLAH 1 B 2 BIKEREGEIC, =L ha
RXTEE 100mg % HEIOFH &G U 72N RSB BR OFE 5L, BB R IC T b r ok
X7 D AUCo T 1T%IE T L7z (n=40) 29,

In vitro

26



VERBSFIZA S 2N E oo TR, B EF BT R FEARARIONRBHZBI G5 CYP £ %
FHE LD mIEF L b e RO AUC N L7z afRetn®E 2 biniz,

4) v aARY v

WEAMERE RN IC =L b RN T EE 50mg HEIEGRFIZ, CsA200mg Z HLEIPFH# G- L 72 1fEoh i
PRECPRIABR OFEH . BB SRR T L R 37D AUC &Y Cmax [ZFILE 18%
PR 25%IEF L7z (n=37 (X n=39), £7-. CsA600mg % H[a{f H#% 5 L=, Bl 5.RC
XTI/ bR 7 O AUC o & Cmax 1 EZEIZEL 24% M Y 39%K T L 7= (n=33 & T n=37)
26)

BN T A IRECLE IR, REBIZIS U ClEIE L2 s ST 2 8AITH 5, 2 b0 L OFH
T LA, BlEE oI TV, BEIS U THERH TR EERTLZ L, b4t o3K
F & AFI O BEAERICOWTHE L7ZRBRIT TVIL 1. (4) &% - fHHEoRE OtHED

AN

8. El{EA

1.5/
WORWERMNH oD Z &N D DT, BEE H0I2iT0, BENRO NG 2F
357 E@ B EITO L,

(1) EXLEIER &L DRER

1.1 EXLEIEA

11.1.1 FrigeefEsE
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W54 PROMACTA- eltrombopag olamine tablet, film coated
FIFE - kg | 824 - 12.5mg. 25mg. 50mg. 75mg
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,
C), 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, C), 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/L 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 109L to < 400 x 109/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 10%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 109/L 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 109/L 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 109/L 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 10%L to Decrease the daily dose by 25 mg every 2 weeks to lowest dose that
<400 x 109L 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 10%L, 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 is < 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
1s <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 109L 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 10%L 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 10%L 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 .
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Drug Name Category
A=A N7 VT DO5FE eltrombopag B3
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ZE L PO
F—A FZ7 VU7 D43¥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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