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4. ShEER I3 RHR
OTAPABEORIRIF (ZRELBLRIFEET)
OtDRTADPAETHABHRPBOHSLEVTAY

ABREOREBNREFECHT IR TALPAREOHA
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6. A ERUVAE

WA EE,. AT I I FE LT HI00mg &k D
HH2BBL. 20% 1EBD EoMEZ &0 s
L. #FEHE% 1 H200mge 3525 Wb 1 H2MH
W TR S-§ 4, B, ERICE D 1 H400mg%
B2 WHIPH G E IR T 5 25, BRI 1EMMD Lo
f% T 1 HHREE LTI00mgl F2979) 2 &,

R EE, 4D Eo/RRIETa I FELTLH
2mg/kgk VG ERIBEL. Zo% 1 EBL EOREZ
HIFTLIHHEE LT 2mg/kgToE L, HEFHEZ
R E30kg ARG O /NEIZI1Z 1 H 6 mg/kg, AR E30kgl I
S50kgAimO/NEIZIE 1 H 4mg/kgk 35, Wihtd 1 H

2 M TROBS- 3%, B, ERICTL ) AE30kg
K O/REIZIE 1 H12mg/kg, K E30kglLl F50kg o iif
O/NRIZIE 1T H 8 mg/kgZ 8 2 2 WHEHH THEERIR T 5
5 WEZIABUL LELoME*SH T TIHHAEE LT
2mg/kgbl T3 2479 2 &, 72720, RES0kgLL Lo/
BTk, BAEFUHE - HEE w2 I L,

BERUCHAEICEET 5 EE
(hEEH@)

71 2 VL7 F=v 2T T Y AH30mL/minkl F o &
R ORIE R REED D 5 BB I, BAF 1 HiRS
H & %300mg. /MBI 1 H e 2 25% 0 & 5 5
REEEICHEGT AL, T MEN 2P Tw
LEFZETIX. 1 HHEIOMZ T, MEEN#ICRKT
1 HEO ROBMESG 2 ERT S L, [9.2. 1.
9.2.2, 16.1.2, 16.6.1. 16.6.2 K]

7.2 B GRS EOTEEREO D L EE (Child-
Pugh% #AK U'B) 121X, A ZIHEREHE %2
300mg. /NBIE 1 HIiRgE R Z25%ME L 55 7% &8
W|ICHKGTHZE, [9.3.2, 16.6.3 K]

7.3 AH O 1 i HEIEAE kg Rio/NETIZ 1 H
12mg/kg. & ®30kgbh F50kgA i » /N TIX1H
8mg/kgTdh b, A#l% 1 H8mg/kgxilB 2 THH-L
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8.4 ByMIpaIE, BfE, BCBMESORMIEIRDS D &b,
ABBKICELZ L L HDDT, ARG HIZEZD
RER OO ELZEEEBERT LI &, [8.5.
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8.5 MF MU ZDORREICHEYE, BB AN O R HiiE
RFEHOWREMEICOW T aEHZ TV, Rl & 8%
WCHAE AR A9 X OiRET LT L, [8.4.15.1 2]

8.6 #itl., HHLEOIRREEAE L AW RENEA D 5 D T\
ZEMIC, REEICOWTHZ 2T SHEL. BYE
WRRD LN LE Y Rl 217 2 & [16.2.1 &
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13. BEHRE

13.1 K
WEPEG (FK12000mg) 12X 0o Sz ERGEIR
. FEIED F s, B FEE (SR A ISR,
TADPAERIRE), MeBEEE a7 ROEIE
THhole £720 3% 3 F7000mg% —FEICIRA L
7B TR RE SN TV S,
13.2 @&
AFNT MBI X D BRETRETH ), BHL TS
SER ORI ZIS U CIMALENT O KM% E BT 5 2 &
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15. ZOMHOZEE

15.1 EERR{ERICE D 153k

T CEM SN2 HBOIMTAPAEIIBIT S, TA

A, AR BEE NG L L2190 7 5 £ R R

RO FERIC BT, ARSE R AR O

BB 2705, PLCTAPAEROIRARETT I R

LI L TR 255 < (BLTAD ASEIRAEE : 043%.

7T 2R R 024%). MTADPAEORHETIZ, 7

F L RBEL HRI000AH 72D IINL W EFE SN

(95%EFAX M : 06-39)c T/on TADABHEOY T

TN—TTiE, 7TIEREEELLENI000AH7-024N%

WEFRENTWS, [8.4. 8.5 ]

15. 2 FEERARABRICE D < 15k

15.2.1 JEERRIEW B RERERIC B W T, 343 M
5 v b ORI G- #350 B £ THA L 72D
T v~ O2638 [ J 010458 [ SO 5-35 1 5B TR
WICHEAIEFRO L NT . A X OS2 K AE 53R
BBV TREBEDOZLIZED SN h oz B
B, BHEOICHET 2RMEHORHFILT 7R
FEX D <, 16 EP G- H i JL R 45 AR ER D 7
F L RBETIXL6%IZ0F Ly A#I200mg/ H BET4.9%.
400mg/ H#T122%, R 5 CIE55%TH 0. iEsh
HMMHREE AR © 7 F 1 KEETIZ44%I125
L. A#1200mg/ H#:T89%. 400mg/ H #ET18.0%.
600mg/ H#ET305%Td - 720 [8.6 BIR]

15.2.2 RAFEAEEF IV THHWAG/RjT v b (3.
10K U30mg/ kg% BEIEWNIES) ROA T AT =)V
MR TA»AT v (156K 031.2mg/kg%
MEWENTE 5) 12 B W TR MFEEDBEATED H 7z,

16. M ERE

16. 1 MeRERE

16.1.1 KA
(1) HE‘RES
R A B PEL8BIIC 7 29 3 K100, 200 400mg
MR IS R L G- Lz & &, 54505~ 4
HE] CChalIE Lyt 1314 TH - 720 AUC
JUC,, 3 G LTl L 7=

(ug/mL)
18
®8® 7 43I F 100mg
15 OBE 743 F 200mg
it AAA 5393 F 400mg
s
i
7
a
¥
F
i
JiE

5t
WG R O SEY B E ST X — 5

PG 100mg 200mg 400mg
%L 12 11 12
AUCq..(ug - h/mL) | 570 [204] | 1164 [182] | 219.1 [16.1]
AUC, (ug + h/mL) 550 [187] | 1121 [17.1] | 2125 [15.0]
Crnax ( g/mL) 296 [15.2] 534 [250] 11.8 [154]
t (b 1.00 1.00 1.00

e (0.50-4.00) (0.25-1.50) (0.50-4.00)
t1,2(h) 14.0 [20.2] 146 [13.0] 137 [15.3]
CL/F(L/h) 1.75 [204] 1.72 [182] 1.83 [16.1]
Vd/F(L) 355 [134] 36.3 [13.0] 362 [12.8]

EAPIfE [CV (%),

ta(EHIRAE (HEPH)

(2 RE#HE
BB ABYES HIICT 24 3 F200me/l % 1 H
200 7 HE RS L &, MdEh s a4
I FIEE RGP S 3 H RIS E R RIS F 52
L7260 AUCy?D BREREII24TH - 72" FHEA
7_:_ 57 ) o
16.1.2 /R
FEEM 3R O HEM 1 ABRICB VT 6 » T
M B17 T TORRTA D ABE4I4E (H A N6
Bleat) oo MmigEh s a9 3 Wiz
W RHE SR B REIRAT 2 1T, NRICBIT AT a
B3I FOIEYHRE T X — 7 2 HEE Lo RN
BIFS7a%I Fokb5=1E2~18mg/kg/H % 1
H 2 \#%5 (kE50kgbh o /NEToRx el &
600mg/H™) THh o720 BT DS54 ER (VA/F)
12071L/kg. A3 o4& 2 1) 75~ 2 (CL/F)
AR E N OVE IS IKRAE L. R E1bkgD 4% B T
0.88L/h (0.058L/h/kg). AHE25kg® 8 i TL18L/h
(0.047L/h/kg) R HE40kgD12/% W -CL60L/h (0.040L/
h/kg). #KHE50kgD16/% ) T1.83L/h (0.037L/h/kg)
Litgshn, (7.1 )
D) AANL 4R Eo/NBICH L CEAE A LTV 5,
12) AFOKES NI 1 Higm AT, AR O E50kg
PLEo/NEI213400mg. R HE30kg L 50kg A fi @ 7]

JI213 8 mg/kg, RE3OkgA i /M B 121312mg/kg
THhbo

16. 2 DRIR

16.2.1 BEOFE

fRERRE RS N B 2405112 5 a9 3 F300mg % 22 1%
ERICHARRORG L2 5, AFETaYIFo
AUC, K UC, (B % RIFE i o 72Y (BHEA
?—y)o
16.2.2 NAATFXNLSEUF 4«

BN 240012 5 2 3 F200mg# 30 )% 186041 T
Wil pU IR B G OO R O S- L- e &, 5
a9 3 FOAUC, K UC, JIFRRETHY, T3
I FEEOHI AN FTRAL T F 1 121E1F100% T
})07“:”0

16.3 9%

fRERE R 240012 7 34 3 F200mg % 3043 18] C H il i
RN G- L7z L & ARk (Vd) 1Z31ILTH D
7 3% 3 F200mg#x HLAIEOHRG5- Lz & Ko
SR (VA/F) 13328LCTdh o 72,

in vitro (5 3% 3 F15~60ug/mL) K Wex vivo (5 2
3 F0.7~55ug/mL) REROFER, T34 I Foil
SR R B RIZ15% R Td - 727,

16.4 3

7 a3 FISEPER S NI X D RN ST L 72
in vitroiRBR DA, SEAINIATFRE 2 ERBY TH
Z0-Wi X FIVARAE A F I 53 2 CYPo 1R,
CYP3A4, CYP2COK UFCYP2C19TH - 72

16.5 Bttt

16.5. 1 fHeR A PE4 5 BLc [MC]-F 24 3 F100mg
(40 u Ci) % HilaliR ¥ 5 % OF 1 16 [ C 4 [a] 2 3
MRS L7z & &, #2512 168KE 1 F Tl2. R
Pe 5 094% e US97% A HEM: S A, FErp~ o HEi i
05% AR TH > 720 RFI~NZFTIH I P (30~
40%) . O-Fi A F Ak ($930%) . HPEmE 45> (#20%)
O ofE 2 (056~2%) & LTHRHES
728 EAF—%),

16.5.2 HEHER A B YIS T 24 3 F100~400mg % Hi ]
RO G Lz &, $5 721 M F TR kbR
X, 9 3% 3 F29~33%. O-Fii # F L 1K10~15%T
Holze MIBEHO-JE A F VKD AUC, |24 S a
¥ 3 FOMI0%TH - 72V,

16.5.3 HHEK AIZ 7 29 3 F200mg# 3075 i < Hi ful
FEEIRNES L2 %, 827075~ A (CL)
131.78L/hTH Y, T 2% I F200mg#r Hilal#E 15
L7z &, Ardoeysy 7Sy (CL/F) &
1.834L/hCTh - 72",



16.6 FENDERE2EF T 2EBE
16.6. 1 BEHEEEEZEE

EHERE DR D7 5 ANERHIC T T4 3 F100mg
ZHMEZIORG Lz &, AUC, I3 B IE W &
(CL¢g:>80mL/min) & Mg L COHEEMK T (CLey:
50~<80mL/min) TI327%. HEEE T (Cleg :
30~ <50mL/min) T22%. T EE K F % (CLy:
<30mL/min) T59%E < v CoaelTTREE A & HEE O
BT % Tl0~14%E 20 o 720 RIEH S T O
BEEEIR T2 B 2 0-I A F VKD AUC, (3B R

WHEDIE~A6ETH o 72" HEAF— %),
(7.1, 9.2.1 /]

Hn 4 G- O SEW BTE X T A — &

ERERHE IEH R | & ST | BT
T 8 8 8 8
CLeg (mL/min) 580 | 50~<80 | 30~<50 | <30
470 596 576 748
AUCw(ug-b/mL) | o5y | [175] | [190] | [269]
269 295 306 302
Coax ( ug/mL) (3501 | [207] [10.0] [23.3]
) 10 05 05 10
max (05-20) | (05-1.0) | (05-1.0) | (05-15)
M 132 182 154 183
2 76l | (1871 | 11891 | [278]
213 168 174 134
CL/F (L/h) (2081 | [175] [19.0] (269
0500 | 0354 | 0277 | 0143
Cly (L/h) (3791 | [513] | [244] | [3L8]

AT [CV (%) ] AUC,4E 0 ~96HFRIf. t,, \drhoefii (HipA)

CLg :

BrUT oA

a) 7H
16.6.2 MK ERZ 2T TV I RPBEEREETRE

MLEENT % 20 T 2 KB R E 0 1 ANk
2y FREMNT R L OB B IG25R RIS 2 3 K
100mg % HiEFE G- Lz & &, JEEN I~ 4
W] 0 BT I TI1E T a9 3 FDAUC,, 1346%i%,
AL, BIICX 2BFERRIZT 3 3 F57%. O-i
AFIVARS3%TH ), BNV T IV AET IV
F140mL/min (840L/h). O- i £ F )V #£149mL/
min (894L/h) TH 72" MEAF—%). [7.1
9.2.2, 13.2 ZI]
Wil 5 OB RE S5 R — ¥

ML EHT

JEENTIE 4 TR BT IR

BIEL

8 8

7 a

IF

AUCy,(ug - h/mL)

432 [20.2] 232 [151]

Crnax (g/mL)

318 [224] 279 [221]

s ()

050 (0.5-4.0) 0.75 (0.5-2.0)

tr2(h)

195 [194] 19.2 [26.8]

O-Ji » F W1k

AUC,,(ug + h/mL)

6.63 [74.3] 343 [685]

Cinax (ug/mL)

048 [69.5] 0.22 [69.1]

BATTIGNM [CV (%)]. AUC, id 0 ~24H¢ B A, t,,, (3 rhoefii (#ipA)
16.6.3 FFEEEEERE

TR RE AT & KT L72BA (Child-Pugh%-3iB)
125 a¥ 3 F100mg/lal % 1 H 2 81 5 H [ K AE RO
PE L&, BERANCERTT IS I FOESE
REE DAUC, 15 2 UC,dd 2 12 161% K TN50% 15
moitze Fio RETHE[LL 72 HIREDAUC
M OChd Z N ZENAT% L 3T% 1 22 o 720 AT
BepERE = % (Child-Pugh/-BHC) TOIWEHRE X
B LTwAawY BHEATF— %), [2.2.7.2.9.3.1,
9.3.2 BMH]

SEHIREDOSEY BTE T X — 5

JIFB¥RE I Child-Pugh%;-#iB
BlI% 8 8
AUC, (ug - h/mL) 53.3 [17.3] 859 [21.7]
Chax (ug/mL) 5.83 [13.3] 875 [187]
oy (B) 15 (05-2.0) 15 (05-2.0)
tys (h) 14.8 [19.7] 24.1 [235]

BT [CV (%) ]\ taddrhgefii (HipH)
16.6.4 SknE

65i% LA L o B B Y1150 ) O E s i P12 5 3

I F100mg/Mm% 1 H 2 |5 H ARG L&
&, A5 LT OB YELI260 & el LT, wih sk
OB WTT ¥ I FOEWIREDAUC,
EZNZN33% I O50% < v CoraplTZNEN29% K
U53%E 22 o 720 F 72 RETHEEIL L 72AUC 9,
WX EER B R I B W T ENFN26% K 0823%
B2V BHEAT—%). [9.8 BIK]

16.6.5 CYP2C19&zF %R

F AN R OV ] A e 1 N B 441861 % . CYP2C19
BT RN IO RIS L V. 2ty
(UM : CYP2C19*1/*17) 1%, =R#aEE (EM :
CYP2C19*1/*1) 1761, v B 1% # it &% (IM:
CYP2C19*1/*2, CYP2C19*1/*3) 10#l. K U fkft
e (PM : CYP2C19*2/*2. CYP2C19*2/*3) 8
BUCHF. S OHEFIICS T4 3 F100~400mg % H
[REARG- Lz &, a4 3 Fofk5 L ORE
THHEAL L 72AUC,. 13, EMIC H <X TPMT24%.

IMT10%E5 4 - 726

16.7 EYHEIER
16.7. 1 EYHEERAFR

Z aH 3 NIE, R LA R B 3 TCYPLA2,
2B6. 2C9. 2C19M UBAICHK L CFEMEH AR S
9. CYPIAL. 1A2, 2A6. 2B6. 2C8. 2C9. 2D6.
2E1. 3A4JUBASIIH L CHEEHEZRE Bd oz
A% CYP2C19IZXS§ % BLEEH AR E 7o
ZaY I i PEEEE O MBI AR T4
L P-HEAEICY LTHEEHZ RS dh oz

(in vitro) o

16.7.2 ERAREMHEE/FARER

(1) AINTEEY

fREFERE AN B LB, 5 a3 3 F (200mg/Inl,
1H2NM) ORFREBIZBWT, BWCYP3A
ST O AR OCYP2COFEEHE TH 5 A VN~
YV (200mg/ll. 1H2Mm) %40 KERD
BHLEEEX, AN EE L IETaH I FOE
’_I%A;I}\EE\ O)AUC(HZ],))—,L ZﬁCmaXK %ﬁ% {( );,L EY é f;: 7.)\ D
720 MEHES N B MELSBINC, A VN E K~ (200mg/
m, 1H2M) OFFREBIIBNT, 9343 F
(200mg/Ial, 1 H 2 [6) #PFHREROES L7
LEX, AV I FEANMNATEE Y OEFIRED
AUCy B UC o\ % T T S 22 o 721 (MhE
ANF—=%)
) #XTZJ—=I

TEHERE AN B ME3AFIZ, 5 a9 3 F (300mg) DH
[T 512 BV Ty B5WCYP2CI9MESETH 5
FATFFV =) (40mg/ll, 1H 1) 2§
FROKG L&, FATITV—VIETaH3
FOAUC, M UC 8% BT &S % b o 720
CYP2CI9:ETH LA A 75— (40mg) @
HREOHG 2B WT, 9393 F (300mg//l.
1H2mE) #PFHAREROHESG L&, FaY
I FRARATT V= IVDAUC, St UC, %
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