* 2023 12H T GBI ER OTEALH)

Bl 1 iR R AT

AR - 34

BARERAIEES
873999
125mg 25mg
EFRES | 22200AMX00960000 | 22200 AMX 00961000
BR5cRia 20104121 20104121

BOSMAEE/ O RRIF O SRAEHE
TILMAVEINT #5388

Uikl =F 821250
Uik =250

REVOLADE Tablets

(EE - EmMSEOMTEICLVMHTLZ L)

> NOVARTIS

2. B2 (ROBHFIZEIHBELEVI L)
AHEN DR HR U SBUE DB DO B 5 BE

3. R - MR
3.1 fHRL
Wi7E 4, LR — F§£12.5mg LKL — F§i25mg

E e 2 Nw I AL/ A A B E 7 L S 70 N n I A O A B
HRES | 2 215.9mg (T)V by K| 3231, 9mg ()b b oy s
7 & LT12.5mg) 7 & L T25mg)

fEEE VO — A, D-Y Y= b=, Ty T ) a— VS
BIFE | R AL AFTY VEER AT YA, KU Ry, bFOAT
— 2, BbF ¥ . w70 T—L400, KV ILN— k80

3.2 EHEN DMK

e LR L — F§E12.5mg LR L — FiE25mg
PEIR HEMEO 74 vaa—F 4 |HBHEO 7 A VAT —T 4
VU v
S Mg
w (=
il —F | GSMZ1 12.5 GSNX3 25
s (g | 7 9mm S 3 5mm | M 10 30m EE 4 2mm
S 184mg & 364mg

4. EERIIHHR
O MRS/ MR D 1 R DR
OB&ARMEM

5. RAER TR ICEHET 5FE
CIEMERFSEMEIM /)RR 2 SR BER)

5.1 fudEHIC THo 2 RIE O NG, JUIEAENEC
MENH L LEZONLEEIHHT L &,

5.2 IM/IMIEL BRRIEIR 2> & AT 2 27 v EEZ b
a2 &

(BEARME

5.3 BWAA N 74 VEORITOBMESEIL, AHOHGH
L) & HIW SN B BEIIRG T 52 Lo [17.1.4-17.1.65 ]

6. AERUVAE

(2T HME I/ I RRE D P SR BER)
WE L, R ACIE, Ty by RS E L RS E
12.5mg%x 1H 1Al AEOFIFA2MH % 80 T 22 JER SR L
5925, B, MU/, ERICIS C CEEHET 5, F
72 THERAKB S5 %1350mgk 35,

* (BERRMEMD)
YU RIE 7 1 7)) CTRIGE DS A
Pl s a7y v Lo AIcB T, EE. AR
12l Eo/NRIziE, m)vha v R o878 LC75megx1H
1, 6l E12mkio/nNEiciE, T ha v R87E LT
37.5mgx 1H 1M, AHOHTH2EERM % 881 T 22 2R 4%
592, B, BHEOREIS U CHERET 5.

R R

BEAEGHR TR T e 5 &

B R AIZIE, TV o YRS E LTl RS E25mg
Z1H1E, EFEORH B2 % 5 CLERICRI%S T
o B, BEOREIIG U CHEMRT 5, /2. 1HK
K¥x5-#13100mg &+ 5%,

7. BERVCHEICEET 35

(hEEEE)

70 RFNFIAEFE LD ICRHAT S P RENMET 52 &
MDD T, EHEOFHAFM % B CRIERICIRAST 2 2
Lo [16.2.1%H]

7.2 HIEEH), FLEG. S 4+ Bk, ALY T AL T
ISYA, TRV A, kL, W) SHEEKS L
EBIZMMT B L ARF DM A IEEDALT 325 DT, AH|
B DR ARE R f2 OB 2BE IE S S OIE R BT 5 2 &
[10.2, 16.2.1. 16.7.1&&]

(R4S I/ AR A 14 SR BT AR

7.3 RAEIOFE G, Mg K O i % E I 125
L. A#FOHEIET7.3.1-7.3.7 o b, #HfHi+2
ko ARHN O P B A R K O R R B RS i N B R O
RAY MBRAE A % & & EMERETE % . MM %
35 (Mf/MRES0,000/ul L EA 7 < & b 48) F Tl
M, T LTI AMAE T A 2 LT Ly,

7.3.1 RENIHHE LR NRO B THEFT 5 2 L,

7.3.2 KFIOEIL, @ELI~2EMTHEDLNEDOT, HhE
DHERD 113D 7% < L b 2B — R & M 5 2
Lo 72720, WEEEDH 5 EHETIL. M/ E T IKE
WCETAHETOMHPEL 2b720, SREOWHERD 2012
30 7% L Q3AMIEE—HEE T 5 2 &,

7.3.3 IM/MREE50,000/ul % B2e & L, I/ IMREASZ % Tl
LHEICIIEEEEET LI L,

7.3.4 M/MEAS50,000/ 4L ~200,000/ 4L O34 12 1%, Hi
D) A7 K FTELERLVLER/NROAEE RS L9,
HEBEDEET L L,

7.3.5 IM/IMEEA3200,000/ 4L ~400, 000/ uL O35 A 12 13 AH] %
BETLHZ L,

7.3.6 IM/IMEEA400,000/ ul % #8 2 7235 &\ AHK] & RS+
52, ZOBEM/MIEOMEILEIZ2HFM S 5 2 &A%
YF L RER, IM/IMEAT150,000/ul £ THA L7235
BT oR G L) AL L T—ERARZ s
Lz b CHS2HBTLZ L,

7.3.7 AR O%GEE AT H54121E, @E. 12.5mg/H T
DLT 5,

7.4 KF|%1H50mg. 4EMHS LB MM 3,
R PR BB & 70 2 I O SE A FED S R WA
X, AFIOEGHIEEEET L L,



(HEARRMEMD

*7.5 RFNOFG-HIL, MR &L O BRER TS % 2 111012 Skt
L. AR OJHEIETR7.6. 7.6.1-7.6.4, 7.7, 7.7.1-7.7.4
#ZWEO L, RET 52 L. KFOEGRERZMET LA
X, . 25mg/H (WUMIBHRE feE 7o 7)) v TRIGED
6% L E12M K o/NRIX12.5mg/H) §28 3 5, JHEH
HiE 21372 & S 2L —HE 2R A 2 L,

7.6 YU 0 7)) L TRBIEDBE RS AIEA

7.6.1 BUllasesE 7o 7)) v o5 LTk, BFHEER)
DETHEXxRGHT A L,

7.6.2 Ifi/IMRELAI200,000/ 1l % 88 2 7235 A I ARB O & &
ERTHZ L,

7.6.3 M/MREAT400,000/ ul % #8 2 7235 A XA H] % IR §
B ko REERR, M/MEEAT200,000/ uL AT 129 L 723
AliE, REFOHRGEI Y S FEANE L T—ERHE% HE
L7z ECRHOE G 2 FHiT 52 L,

7.6.4 AF % 26:HE G LT b MERBOLFHENTED SN i
HlZREROBEG2RIET 52 L,

7.7 BEAAEECRHIRA T 0 BB RG22 56

7.7.1 MUMREES0,000/ul % B2 L L. MVMEDSZ L% Tl
DYAIIIMEEEE T Lk,

7.7.2 M/IMEEA100, 000/ 1L ~200,000/ uL D& 12 2= %
EETHI L,

7.7.3 M/IMEE3200,000/ul % #8 A2 7235 & 12130 % < &b 18
HIAH ZRIES 5 2 Lo RER. M/MIEA350, 000/ uL A
WA LA I3k EEm o= L ) S EANE LT—B
WA e L7 LA S 2 T 2 L,

7.7.4 KFZ216EEG LT MERBOLFHEATED SNk Vi
Bl OS2 miEd s 2 &,

7.8 3MERRMEOLYE (B k LT, WiIFRAE T T/ M
50,000/uL% B2 % SIERAE T CANEZ 1L U E10g/dLE
HBA D, IFHEREL,000/uL % #8 2 %) A8 LI FERt L7235
FIEAROBGEARATFEITRET A2 L. HER
OG- CMBREGEE D T I8 M LL Rl L 7235411, ARH
R, MERA RIS 22 & REBIZIIMEELS0,000/
UL, NE 7TV U Eg/dLAR ., T ERE500/ 1L A 12
T L7238 RS mT o3 5 T 52 FR L T v,

8. ERLEXNER

(ZhEEHE)
8.1 KA. MEHEREDHB Iz OEmMob & T
T 5Z &,

8.2 RHEIOFHGIZ L ) R ELH L DONLZ LD DH LD
T, AFOPG-BAMGH O H R 28 e, HE0ZE
WA UL 7 BRI A (AST. ALT. ¥ veE
VE) RERIT LI L, [11.1.15M1]

8.3 IM/IMREAIEEH#HIPFALL T Th > TH MARERIED LD S
TWAB72O, VNI H b & $ IR ZERRE OS82
THZE, T M/MIEBAIEFHAZEA S L, MRk
FED) A7 SIS A REME DS H B DT, B AT,
M/MIBASERO BEEE § 5 LAV B2 72581213, RH)
O IR ELZET 2FFET L2 &, [11.1.25H]

8.4 ARFIOF G- 1k 14 238 [ LU M MR A3 3 5- B AE R O 16
FTETL, HIMEELLZENHLDOT, KEOFG-F 1k
FrddA AL EE B N MR 2 e 55 2 & [11.1.38]

8.5 AHl % s b0V ARRIT VZRRMERHIIL, BHio L
F ) Y EHEOTER N O L % HE1T S 2 TTREMED D 5 O
T, ARFNOF- AR LR B A 2 7 g
DREFH TR 2T 52 b, T2, AH %G, 5
HEMERG T % & T A MBRET 8 2 A L. REAIAE L 527
HMREBIE SN H A 12 R MEBHRERRAEZ TV, B
R (FHARINER. ARRMER, RAFMIKS) 0%
WAER L, MERBPOFELHERTLI L, CNOHDOR
WO LN A, REOEG 2R L., FHER
(Geft 12 X BB LOFHMNSE) OFEREERT LI L,
[11.1.4%]]

8.6 MU YARARIT VZEMIEEIHEIZIE, B OSBRI AE
fBRESE O LB RS % T S 2 W REIED D % o

8.7 Jo i Z V723 ERERIC BV T ANED A S 7z,
Tz, BRRRBRIZ B W THNEDPHE SN TWA 0T, AN
B L9 2 IR Ze s 2 B IR I2AT ) S e E Lo

(BETRMAM)

8.8 HJEMEANRMEIMEHE 2R & LzmsMERRERIZ B v
T BRI R ARRTE DT 6 N7 FIR0 5 Bl SR OE
Bl BB B A MR OBAT B G ST 2. 7
AR REAMEENOARF OG- Hd, 12 RS
% & O A MBS R AR B IREARI 217 e
RIEENFEFE OB M L, MK O K S HET 2
Z Lo INLOEEDRDOLNIEGEICIE, HiE (R
RREOFME &) OEMEEE L. AH OFG- MO
BEHWYT 22 Lo

9. HENERZHIIBEICHT IR

A BHHE - BMEEEDH28F

9.1.1 7>F b OCECIRE. Y VEERAERBEEOM
REREOCREDSH 2 8&
MARZERIEDN D S DONDLBZNDD 5,

9.2 BiEEEERE
M/MEL ORI 2 THREHEIC OV THEEICHET L 2
o ERRERERE Z S RICEMER L EE R IRIZ L L
BER BRI LI M L TV, [16.6. 12 E]

9.3 FFeEEE RS
IFHRERE EAEAL T 2 BENDH Do F 7o, AR -FEH
M T HifE (AUC) 2%Ehnd AW fetknsd 4. [16.6.2504]

9.5 1FiF
TEI SATIEAR L W A WTREME O & 5 tEic i, LR
Wit s ERs WS NAGEEICOREGTHI L,
&R OMIMEANDOFEBIIARHTH 5. Bt (v b) 12
BT = CIREGE. JRERE O &L OMRAEREO
S (EE) O¥NPHRE SN TWD,

9.6 ®IiF
EERLEORRER OCBIAREOF T EE L. Lok
XTI E T2 2 & SR (70 ~) T T~
BATPRIE SN TV 5,

9.7 INR%E

CEEMESF M /)RR A 1 SR BERS)

9.7.1 /NEEER G L L2ZEERRBRITER L T,

* (BERRMEMD

9.7.2 SuEEIEE CARGHFE OB AR, #HrER, FLEX
6 R OIIRE MR E L 2RSSR IZFEHE L TV v,
BEAEEIR CRIR AT O/NEE 2 0t R & L 72 iR s £ i
LTwhivy, [17.1.651H]

9.8 EftE
BEOREABE L 2P OERL TR T52 8, —fkiZAE
HFSREAMR T LT\ 5,

10. HHEEA
10.2 HAER (BFRICEETSC8)

©

[16.7.2ZH]

FEHS EH L7z & O DS
})6”0

O AN Y F ¥ DR
ERE L. BEOREL
EICBIET LI L,

ESEAS WRRAEIR - F5iE 5 R - fakR T
O ANZAY F T ANAY F 2Ol RF2S0OATPLIBL &

U'BCRP#% PHET %
WD B % .

il A1

FLE

Sk A A+ > (#k. BV
YL, TIVIZTA,
TATTL, LU,
HEREE) A I
(7.2, 16.2.1, 16.7.1

[FEE IR 5 % & ARH D
WA L WP &b
ZENBHDLDT, KK
G- R4 K O 20
EIN o OB LT S

Z (\:2‘3) o

RHNE S ZAllib
KR 3 5
RN

oE¥F N -y Y
VELEHA
[16.7.3Z%:H]

AFOAUCH A L 7=
LOHED DB DTY,
o¥rE)L -y FFEL
BLaHl & PERT 25612
IF, FEETLHI L,

R TH 2 25,
oYl b
EOVELE I A3 AFH] D
MR L FET D
WD %o




HR T
YU ARY ¥
[16.7.4514]

FRPARAEIR - F 18 ) B - ek T
AHDOAUCK N Cmaxh’ BT IEAHTH 5,
WAL 72 DWEDH
%9, Fio. RHoImAp
RENEMEE R L&D
WiENH B, o
R EBHT AEEIC
k. EETAIL,

11. EBIfEA

KOBMEH S S5b b EhndbHDT, BlgtE: 051247
WV, BEDELD S NIHE IR S A kT B 2 &) 2 A
BEITH I &,
1.1 EXEEIER
11.1.1 Fr%geEE

AST (3.3%). ALT (16.7%). ALP (5.6%). ¥V ¥~
(25.6%) DML H SbINE I Db, [8.25H]
11.1.2 MABERE

BEAeE CBEAI) . EREIRIMASE  (BEA) . —# ik
BERIMEEAE (1.1%) . DApiEZE BEEARIT) . I 2
HERY) %05 5bh b Ehdbb, [8.35MH]
11.1.3 Hm GEEEA)

[8.45 1]
11.1.4 BEERME (HEADD

[8.5%:01]
1.2 ZOOEHER

5% K L]
*[ICE T W, NG
BT %15, B B
ACpe ke R T s

x|k |BE. L AN
5| e — WRE S, PR iR

W, 9, FIED T,
X 2ot MR, ) Y Al —~

HE FIP

12. BRRRERBRICRIFTZE
IOV B YRR T IR~ TH D720, BRRRAEICEE -
BT REMED @ B0 AHIE G SNIEEITB VT, ILiE
DEBRLEE) VE Y ROY LT F = VR SED RO 5
N2 DHED D %o

13. BEHRE
13.1 fEIR

AHI5,000mg % #E G L7 ERTlE, BEOSSE, —mik
DFENR. 9859 AST R OCALT R 2SHE S, /M
929,000/uL Z THEIML 72,
13.2 L&

W EINR 720012, ANV T A, TIVIZTL, T4
T LHOLMA 4 v R GHE T A REAOF ARG EET 5
Z&o Fo, MMEBOKAZ BTV, BEOIRE +
FICBIET LT L,

14. BAEDEE

14.1 EFIZFEFOEE
PTPEZEDHEFANIPTPY — b H WY L THRAT 2 X9
BET 52 &, PTPY — ORI L 0 . BV ELA D A
HElEATIA L, B3Il Ed B2 LTt RS0 EE 2 &
BHEZIRT A DD 5,

15. ZOHOEE
15.2 FEERARRBRICE D 15k

KANTe M ROF 28y P =DAko ba v KRR F 2 E K
R BRI & 729, b N RO U8y Y= DS o Bl
o L CHIG R R E v, ZOoFMRBIC BT, 3
FEEVEICATRE S 2 S EUEER S LTV R,

16. FEAMENRE
16.1 MAiRE
HARNERE A B2 3 512, AHFI25, 508 5\ 1ET5me & ZE IR i
(A B O SAERE B 5 L 72k, AHNZ RIS I, $e5-143~4
e (o) Tl MR (Cmax) [SEL 7z, HEIR UK

W GHEORER (Cmax L UAUC) 1. HSEOMIMIHL. (2
IR L 720 F 72, AHNE SRS R HRATH TR ER
BT 2L EZ HNIz, NI ST A= 8 2R LY

&
s

F-1 RSO B O L0 H I BUERE 3% - L 72RO M BRE/ S T X — &

N bt Cmax AUC/”” tmax tuz CL/F
(mg) (ug/mL) | (ug*hr/mL) (hr) (hr) (L/hr)
EAREFES
25 10 | 3.56*1.13 | 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 (1.55.0) | 31.0£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
S -
25 10 | 4.83£1.17 | 58.9+18.4 3.0 (1.55.0) | 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

Bl I £ R (RS, tmaxid el (RERR)

a) HAHS 0 AUCo-. SfE#HS- © AUCo-«
AR NS S P I/ NI A Mk SR B BB IS AR AN 12,5, 258 2 i
50mg% #%5- L 72 R REE IS BT 5 Y EIHE /X T A — & % -2
2o MR TV b a2 RS SRR A -1R L 72010,

F-2  HARNFEFEVE MG A P PR B8 O 5E R IRTEIZ B 1) 2 Sy B T

INTA—=F
Eiasn s i Cmax tmax AUCo- tu2
(mg) (ug/mL) (hr) (ug - hr/mL) (hr)
12.5 8 2.99%+1.25 | 3.19 (2.00-4.17) | 41.64%24.36" | 19.5+7.167
25 5 6.782.62 | 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

SPGB R S, tmax(ZH LA (FEF)
a) n=7 b) UM ETORS ¥ b SHEMOD, BEHE

(12g/mL)
16
—&—125mg (n=8")

I —25mg (n=5)
%f 2 — & 50mg (n=4)
T
)12
S
o o8
>
%
7
7
o4
B

0

0 4 8 12 16 20 24
IREfE Chr)
LU ORA  bDAZ n=7

-1 HARNFRFS M IR A PR B o O e IR IZ BT 5

MR TV b 1 2 RS REEHER (CFIME + 1 )
B HARNKLOFHE AN OB % I 72 5 5 [ SEY B 8 fRAT 0 ek
B, T ha YRS TOAUCH AL, FEHT V7 REEFEVE MK
WAMEIRE RS (FICAAN) LR L T, W7 YT REEEmL
AN A VESR B B CRIST% M A /R L7ze 720 HARASES
ML ARG A PSR BER B DO AUCHE, FEHE T ¥ 7 RAE PN
MO PSR BN B O AUCo- (BEFISEM B REMATHEE M) 121t
N, #I85% i A R L7zt
TR (SR B REMAT O AL, A PERE S M /NSO A SR B 8
2B 5 AUCHIE. BHEIZIRTHL0%E 0> 720 F 72, 4Flnid
KA DI ENREN LS RAT S B o 721,

BUNIBRAIN 00 77 1 7 1) SR ERAUTE S L < R L M
SRLSEIE 7 0 7 ) VBRSNS ELL 100 H AR A
R EPERIILEE - AAI25me & 1 5 L 7B HIRIE L 51T 5 34
TAE/ ST A — 5 & FBITR L1,

#-3 BANEAR AN RIS OERHRIEC B0 5 RIIE 5 2 — 5

G Ak Cmax tmax AUCs
(mg) (ug/mL) (hr) (ug - hr/mL)
25 5 6.41%4.20 2.00 (1.90-7.58) 99.20+119.0
BTN + MR, tmax(EPJuE (FiPR)
a) n=3



16.2 TRIR

16.2.1 BEEOXE
BRI ARFIS0mg % . FLBGE S o) —, i
PO fH (Hvy 7 242TmgEH) L &b ICHEREHS
L 720, Z2fEHE 12 R TAUCo=1359%. Cmax!65%K T
L7z F72. AHNT5me% @ISR 0 7 v > 7 4
GAHEOM B0mghil) AL & LIikG Lz, w
TR b a R DAUCH» M I Cmax 2 #E % 5
o7z MEAT—5),
(%)
TR TV b T o RS ORETRE TS A (LT,
PfOS) ##I25mg (EWNRAKR) &IV v L (K
Vi A K)448mg) FEE2EE B RTIC BRI S- L 2o Ty
ha o RXZDAUC)« K O Cmaxid, Z2fEEKS L X
TENETN20% K TT4%ET Lize —H. WAV T LE
FRI2ME [ 72 (2 PEOSHEHI25mg & B[ 4% 5- L 721, =)L b
0 YR DAUC» M NCmaxid, ZBIERH S & T
FNENAT% R A8 T L 722 (WMEAT—%). [7.1.
7.2, 10.2%M1]

16.3 2%
KENin vitro R OFEF. 2~100ug/mL Oy & ¢
99.9%LL LAtk MAMEEHRE LA L. EafaEAEIE
TIVT IV THolz
AHNIBCRPOIELE TH - 727, P-IEEIHE (Pgp) KOF
OATPIBIDOIEE TId W E DR SNz, F72.0 AH
1Zin vitroiB COATP1B1 . O'BCRP % [HE (ICsofii : V>3
nH#2.7uM) L7z

16.4 X3
KHNdin vitrodRBROFRER. wKR100uMOEE TCYPLA2,
CYP2A6. CYP2C19, CYP2D6. CYP2El. CYP3A4/5%
U'CYP4AY/ 11D % FHE L 22 20> 72A%, CYP2C8 (732
)& Fv) ROCYP2CY (Yru7xH7) Otz
EL, ICofEilZZENE24.8uM (11ug/mL) K 1°20.2uM
(8.9ug/mL) TH-729,
TEHERL N B AR AN Tome & SRS L 72, ARHNE
CYP1A2, CYP2C19, CYP2C9K U'CYP3A4D &M %
ROFLEL 2ho2 BEAT—5),
KK Lin vitro B o #EF . UGT1IALl, UGT1A3,
UGT1A4, UGT1A6. UGT1A9. UGT2B7} UYUGT2B15
OiEE%E HE (ICsfli : 3.0~33uM) L72%,
HERERA B AR F OMC AR Tomg & R G- L 72l
WALk, 7oy Riastk. vy F o eI
YATFA VAR s GHEAT-5). F7-.
in vitroiBEOER. RH OBALIHITIZCYPLA2K O
CYP2C8%%, 7 V7 u Y FIa4I12IZUGTIAL KR F'UGT1A3
MG L TwaEEZSNEY,

16.5 Bttt
RENOFE PRI IXFERTH V) . AKH OUCE#IAT5mg
% HLARE P 5-12 1688 £ Tl I TH 5= D30.7%7H%
PR, #5058 9% HIZHRIE S 7z IRICHRZE
bk (mv ha v R o87) R s, Epzidks =
DFI20%DKZEAR L L CHEIE SN2 (BHEAT— %),

16.6 FEDERE2H T 28E

16.6.1 BiEEERE
BB BE R 2 R IR HIS0me F BB 1% G- L 22 T
b 2 R8T D AUCo-- DA I R A & T
BREOBERERESRSE (Cler - 50~80mL/min) T32%.
PEFEOBREREESRYE (Cler : 30~49mL/min) T
36%. EEOEHREREELE (Cler @ 30mL/minskif) T
60%MK o720 L LRSS, fEEHENA K OB ~FEEE O
R AR E R E O AUCe- OHRIPH (R/ME~TKE) 1.
JIE1232.65~99.32, 22.54~83.51. 21.10~109.95. 3.44
~117.54ug - hr/mLE X 5D ENKE o 721610 (4L
ANT—%). [9.258]

16.6.2 AFigeEEaE

PR fE R 5 B (S ARHIS0mg & B % 5 L 72 T v
b YRR T D AUCo-o D FATF I AL R A &
THRE O HiEREEH# (Child-PughA 37 :5~6) T
41%. FEEOFHRER EEBE (Child-PughA 37 @ 7~
9) TI93%. EEOIFHMEREEHESE (Child-PughA 37 :
1080 L) C80% o720 LA LA 5. HEHEM A K UV
JiE ~ T i O AR RS BB DAUCe « D FIFH (/M ~ %
KAE) 13, NEIZ34.46~174.99. 35.86~127.74, 57.64~
263.22. 32.26~263.51ug - hr/mLE X5 2 E DK E o
7200 (MEIANTF— %), [9.32]

%16.6.3 /RE

oI PRI T RGO H AR NN AR B A
12, i s a7 ) Y RSV 7B AR YD
BERIZ BT DL R 125 i 0 B3E 1A K37 .bmg % . 12
e PL 18 Al O IS AR K Tomg & % 5- L 72 o )L b
0 RN T OEF IR B 2 Y ERE/ ST X — 5 24
R L2,

F-4 HARNNEFAREEENES OEFIREIZB U 2 Y E)
BNT =%

i B Cmax tmax AUCo-
i (mg) e (ug/mL) (hr) (ug - hr/mL)
6% DL 12 3.93
it 375 | 3 17.7+£8.36 (1.87-3.95) 352+194
127 DL L 185% 7 9 42.3 3.06 713
ESUi (40.6,44.0) | (2.12,4.00) | (705,721)

a) STATPIgNE £ (R, tmaxidr e (HE)

b) FAFTFHM (B . tmaxid gl (fE7500E)

16.7 E4HEEER

16.7.1 HIEEH
TERER A, ARHN75mg & Sl A 4+~ OKERE7T Vv =
TARVREEY 7 AT L) & Tl ERR & R PR
S L7zE, = oy ARS8 DAUCH-K FCmaxid & b
WZHIT0%ET L722 (BHEIANT— %), [7.2. 10.220#]

16.7.2 QRANZRBZF >
TR NS ARFAN 7T5mg e 5 D2 HAKER I, OATPIB1 X
UBCRPOHETH 5T ANA Y F > 10me % H [l Bt Fl
72, HAESECHEART O ANA Y F 2 DAUCH
«1355%. Cmax|Z103%#IM L7z (n=239). F&RMAT O
. TIUTATIE. AUCe=1332%. Cmaxid61%HhnL 7=
(n=21)o &B. TANZAYF L. KHIOFYEHREIZE
Bh TS o7V BHEAT—%5), [10.250]

16.7.3 OEFEI/Y b FEIEEE
FEFER A LC T ¥ F Er400me/ ) b+ F ¥IL100mght &)1 H
2M FAE# G- 12, AFI100mg % A fF IS L 72, B
TG N TzL i YR8 D AUCo-13 17%K T
L7z (n=40) ¥ WEANT—%). [10.25H]

16.7.4 >y OXKY >
R NS ARFISOmg A G- I2, Y7 AR »
200mg % Hi[alGF 5 L 72, A G-I Ty k
0 ¥ RN T D AUCo- M O Cmaxld Z L2 1118% M UN25% 1K
TLZ =37K0Un=39), ¥/, 70 xR) »600mg
w Y PE P G- L7z R, BB G Ic T v b o v
K77 DAUCo-« % FCmaxid Z 12 124% K O39%E T L
72 (n=33%Un=37) ¥ HEAT—%),
BEAE G CRY AN T4 72 P AR BLVE LB 1S AR FHI50mg
ZIHLUA RS- L7z oxu ha vy K370 b5 7l (F
B E. Y uAR) YIEEHEE (n=12) LN TY
71 AR »25~250mgx 1 H 20 KA S- L - B&E T
%EHEERLZ (0=8) ¥ (HAANT—%). [10.2Z518]

17. BRERRIR

171 BHMRORLMICET 2558

(S SR I ARG 1 SR TR

17.1.1 ERSI/113ERE

PETR AR O MRS IR MRS BT SR (/MR8
7530, 000/uL oK) 230 %% R e LT, ZEHR T TAA



/IR (x10%/0L)
&

12.5X1325mg % 1 H 1A Zefg 12, TE3S L 7z. %51
12 .5mgn 5 R%E L. #2538 H o Ifi/MrE IS U T25mg
WCHEHE L7z, ZofR, 56HB 12812 KK OH
(M IMREATS0,000/uL UL E. 400,000/ uLBLF (2850
L7-BEodEe [95%EEIXH]) 1360% [32.29,83.66]
THhO., 778K (0% [0.00,36.94]) IZHE_THIS 0%
M/NREIE IR RS TR BTz,

THEERPR T RIS, RF OGS A26ER IR 5 X O
VA & kA G- L7z AR/ MREIZIS ©C12.5, 25
XAFZS0mglZFHHI L7z ZO#ER. $%5-5AH 52608 H %
TOIM/MEEL (FFYfiE) 1250,000/ul% B2 CHER L, I
INEL OB AN B IER A L7z (-1, 2) 210,

s

]

T
|
|
|
|
|
|
|

BL 3 L R NG 263 283 3038
BO-1 fi g (hefi) o¥ERE @ TRA1081097 5k
Bars represent the 25th and 75th percentiles

= e [P
5 FRE | e kas]
40 60 |
® |
S 50 |
e
# 40 |
g I
o 30
8 |
K 20 |
B
£ 10
= 1
0 T T
BL 2 4 63 105 1418 181 22 2618 28 30iH
B-2  WIER DS S N7z B E OEIE OER - TRA108109

BRI SE BRI (LA K4 58 T48% (11/2361) T - 720
TRV, JE57. ALTHIM. M/MRES . K5 0)
7 AMFESI% (2/2361) T -7,

17.1.2 EAS MEHR
R RC23f0 Hr 1Bl A A R ke 1 S-SR SRR AT L 72
BRI L CT12.5~50mglZ i fi L. 1961711061
TIEEL 2 RO E DR RO ME b 1T - 72,
ZORER RIS 55T b /MR OB & i
SEROUE DR STz FG- I O Juf13833.0H (#i
1301~981H) THh o7z (ke 1920,
[ P AR Ak G- BRI A8 AT L 7226% (5/1961) \ZEITEH
S SN, FARBEIWERNZ. BINEE. B 11% (2/19
Bl) Thor (LR

17.1.3 BH E MAEER
BEGIR O PRI 5 M /MO A 1 S B AR (il IR EK
7330,000/ uLAi) 197681 % kf 5 & LT, AHJ25. 501
75mg# 10 1M 228012, 26 %55 2 I H kB
FEhi L7z (R#FN3561, 75 L R6260) . #%51350mgn 5
BIAG L. IM/MRELZIE U T25. 5013 75mgl & a ki L
Tro FORER, KFBED T 5 1 REEH S 5 M/ MRS N
RO A v X [99%FHEIXHE ] 138.2 [3.59,18.73] T
HO. BHEIZEP-T (p 0.001), T2, AHIFEOMA
Mk (PoufiE) &, BSLEE X DB, #£52~2600H
FC50,000/uL %8 2 CHERE L7z (K-4) 0 AHIFEGI2ED
HMFER (WHO Bleeding Scale % iV TEFfifi. Grade2~
4) RO HNIZEHOFEIZOWT, KFWOT T LR
T3 54 v X [95%EHEIX ] 120.35 [0.19,0.64]
THY . REBEOHPAEEIMET L (p<0.001) 22,

Hn /IR ER (<103 4L)

TR | e

BL  2i

418 6l 108 1438
-O- 75tR

B-3 i/ (Frgfin) oHERz

BIVEMZEBBUE &, AHH 58 T37% (50/13561) TdH -
720 EZEWEANZ. BFUE11% (15/13561) . ALTHIN4%
(6/13561) . 4% (6/13561) . HIREA4% (5/13561) .
TH#I3% (4/135(1) TH - 720
(A D EIN AR REL12.5~50mg % 1A 1A% 5-Tdh 5,)

(BEFRRME)

17.1.4 EIRE I/ IHERR (BRA)
Bl s 7 1 70 o TRIBHO FER BYEE I
& (PEEDCE) 1060255 & L ¢y Pl faiE 7
a7 y/vra AR VIIRAEFERES Lz, Ul
JRiaseE sy a7 /vy a AR VG, 150 B
SRS & U CARAI75mg % 1 H 1R 22 f8 R 2 RE L% 5
L. /MBS U2 2 & 1225mgd 2l L7z. &
ORGSR, Fe5-26 O REYF [95%E XM ] 1£70.0%
[34.8,93.3] THotzo B, ERPRITEM (EimIEKT
OB O PO NTBEEOEG L EFRL72D,
BIVEMZE B 1350.0% (5/1061) TdH -7z FEAEIEM
1. MiAFE30.0% (3/1061), M) ov e 8, M
%20.0% (2/1061) TH -7z, [5.38MH]

17.1.5 EINE I/ IHEHER (RA)
Ul AN 50 271 770 IR BREPIIEE L IZFSE
PR BRI S 1 7)) BT S N WAL
BUEmEE (hSEDM L) 2162 R E L <, wEk
G & L CARKI2omg#x 1 H 1R ZE G D8 5- L, ik
MEZIES U T2l 2 & 1225mg$ 2. iAk100mg/H £ T
FEMRE L7z, 2O/ 5260811281 2 s
RS [95%E X ] 13, 47.6% [25.7,70.2] TH -
7o B, MEAHSERIZLAR U o mEkc e [
ANRELAT=20, 000/ wLES AN S0 /MRS M IER AT . ~E 2
T Y EA>1 . 5g/dLN (FE5-Ri A9/ dLA G O 4)
AR IMER I O A, 1P EREDS>100% ($¢5-mifE
3500/ uL K D4 XiE>500/ul Mo S £, 128
FA] FROLBEOHGEER L, FGHREIZL D
MERRAE (MR, ARIMERE OUFER) 0T 42 2% %
RO, X 5-26:HE C2RANILGE % TR 7246 TlE k552
JARFIZ I3 3RMATYE L 720
BIVE I SSHUHE 1357 .1% (12/216)) TdH o720 E4EIE
FE. I ALPEEHN, I ) v e s, e
BV CE. FEIEAE9.5% (2/2181) TH -7z,
[5.35/]

%17.1.6 ERREESE IHEKR (KA. E)

IR E CRIGH ORI LORT 7 NFERRME
AIMEE (EELLL) 3661 (HARANEE % &) %t
S LT, M EE sy a7) v/ 7 a AR v
PIEGH & 0 ARH 2 GFH% G L7z ARS8 & L CRA)
75mg (6% LB 12/ AR 0 B 1213 A #I37 .5mg) #1H
T Ze g iR e 5 Ly /MRS U T2 2 &1
25mgd o (68% DL 125 i 0 % TIE12.56mg$ D)
L7z ZORKE, #5260 0EEZRME [95%FH
X, Zxhae [95% E MK ] 1£16.7% [6.4,32.8].,
77.8% [60.8,89.9] THh o720 E72. HAANESH
2B 2% 526K O [95%EEKXM]. &
WER [95%EMIX ] 1220.0% [0.5,71.6]. 80.0%
[28.4,99.5] Tholmo BB, TERIKIITEREY
CF RS AT>1,000/ 1L /R ELAS>100,000/ul. ~E
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7Ut/h#>myﬂ®¢mf%ﬁf¢]# Y A
HOHEE, ERFRITEEE LSRN [Pk
500/uL. [M/MREAT>20,000/uL %Elﬁﬁ:mfﬂ'ﬁiﬁmfﬁo 000/
uL® ) 2B U EEG 72305, EeEBMOIEEITIEA
+oThsH] ORI LzBEEOEGEER LT,
HIVE S8 B2 1383.3% (30/3661) Td - 7z. EREINE
Fix. ALTHEN, @YY VY Y MED%30.6% (11/36
Bl). y—GTPEMA19.4% (7/3661) TH-o720 F72.
HAR /NS BI O BIE I ZE 382 1380.0% (4/561) T -
720 ERBIWEAIZALTHINNA0.0% (2/561) TdH -7z,
[5.3. 9.7.22MH]

18. ERpEIE

GheHE)

18.1 fERRE
v b huy BRI AR ORI A EE & A
LC. Ma Yy RRZF 02 7 M nEkkEo—H % F
AL 5 2 &2 & 0 BB ER R OV BT B IS o0 34 5 e O
SRS 52,

18.2 I JMREE(REER

18.2.1 In vitrol2 BT, b FERERRMIG O G % 2
S, b MERERTESL O EAGERA~ O b & G L 722,

18.2.2 7 /8y V=~ O5HM#EIR G2 L D, &5
D6~10H H I MM I 265 128 m L 722

18.3 IEE M/ Mri%REIC RIFTHE
v MEEMAIZBNTT 7/ v v 2 VERFERD [ﬂl/J\
WEEHN B EZ RIZET, P~ L7 F roORH 5L
o2,

(BERRMEM)

18.4 EM{BEMER
In vitrolt Oin vivolZlB\C, & g Rl f O a5
R ¥a5E e O b % it S 2. Ao mEkAS N L 7229,

19. B#IERAICEAT 2 I{EERMEA
— R AR
)by RR7 53 (Eltrombopag Olamine)
1L #%
3'-1(22)-2-[1-(3,4-Dimethylphenyl)-3-methyl-5-
oxo-1,5-dihydro-44-pyrazol-4-ylidene Jhydrazinof -2'-
hydroxybiphenyl-3-carboxylic acid bis (2-aminoethanol)
Tk
CasH22N4Ox -
e
564.63
EIN
I~ oK
b X

H3C O
) /N\N CO2H
N H
N OH
0]

CHs

2 (CzHZ/NO)

OH
2 N O

HsC
SPECAREL (log P)
4.05

. EERRM
21 1 RS A 2 B 2

22. AL

(LKL —K§12.5mg)
7088 (78 (WiTEi7 )V 3

(LR — KE25mg)
70%E (78 (W7 )V 3

=7 APTP) x10]

=7 APTP) x10]
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