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a @ BV R A ORRICIEES VTN D,
b [1.3, 8.55H]

14, MRALOIE
14.1 ERIFREBFOEER
[ E D BRNE DI, BT RNIEBIEDICe D E TRERS X,
46mLO K ZHRICIN Z L IRV IRE D Z &, B 1T40mg/mL & 72 5,
14.2 EHFIBEHEOEE
TRV IBE TG, EMICIEEZYERDS Z &,
14.3 EFIZFHEDEE
IR T, B A BT . 30°C AT CRAF L, 28 B LANIC
AT 28582528, £72, A7 SN RAMIREZ OERKIT
BEFETH L OBETH L,

15. ZOHOEE

15.1 EREREAICE D < 1&3R

15. 1.1 AMEABEICBNT, AU 3+ — o miEhiReE & iFkee
A B R B R ORISR ICA B RBEEERARD R, B
ARANERERR N BV T, ITASRERS 5 2898 48 L2 ER T, 2o, L
SER PR ANE ST W ES O MEETIEE -5 7Ty b
4.5ug/mLll ECHoTz, Fio, ENERRBER I ML RS
PRI U7 B 5 B o FiTL ’731]'27_ Hi2zd LT b T 7 dulf s e n
4.5 g/mLEA E DA HEIZG U TRG B RET D mMPEET
=&Y EE Lz, ENAOEKRRERT — % 2> 5ITFHEE
B EE O W BLAE T T 2 MR EOBEIZRD ST,
(7.4, 8.75H]

15.1.2 JlifAitd 5 WIT DR RS 2 5t 5 & L= 1Ak DB Z81

BT, AFREBE CIIRERV: LEBEORAEY R BT —v
RPTEFESIERGR BT L R L CTHEICES (O — Rk 2,39,
9S%EREX M 1.31-4.37), TDFAEY A 1L180A #H % 5RHE
TORETE (NP — R 23,52, 95%EHEXH 1.59-7.79) LD
WSS H 5,

15.1.3 AFIR G, R R R O B fEN R A L &
DWERD D, Fio, AREHEG I, SCHREMESUS % B L
Tb\é B RGO N O A ST LT & OIS

%, [8.6&#]

16. EWBIEE

16.1 MmAiEeE

16.1.1 BEEH%KS
HARNBERERR A (B &) 12, A Y =2F > —/1100, 200, 300
K OM00mg & ZE I IRFZ B RIS O 5 L7z & & W0 &Ik
17 U THER: L, AUCK URC, 3 Al BT i L CHERRE DN A ok L7229,

b Chax Tax AUC L)
(mg) (ug/mL) (h) (ug+h/m) (h)
100 0.39 (54) 1.2 (33) 1.82 (101) 8 (42)
200 0.91 (41) 1.6 (44) 5.12 (70) 1 (41
300 1.80 (8) 1.3 (23) 11.58 (41) 6.8 (31)
400 2.88 (26) 2.0 (0) 31.01 (62) 11.9 (51)

HHE6H], FHME (V)

16.1.2 RiE®RS

(1) EERA
RY 2F ) — i, FIZCYPCINT & v R#Et S5, CYP2C19IZ T s
F-ZRINFIET D720, BInTDHX A 712 X 0 EEAER) (EM : Extensive
Metabolizer) . <>\ (HEM: Heterozygous Extensive Metabolizer)
JLOMEU Y (PM 2 Poor Metabolizer) F¥SEIEMEA A3 DR 12501
FET L 720
A A NERERLA BRI, R U =9 —)11[8]1200mg % 1 A 2[E] SR O
&5 (A5 FIRIC1E400mg 21 H2[E]) L7z & 2 A, EMK UHEM
T2H A, PUT3H BICIRIEEHEIRIEICE L7,

HETH HOEWERE /T X —4

CYP2C19 . Cuax AUC. Taax iz

s T (u g/mL) (g h/nL) (h) (h)
EM 5 2.15 (30) 12.02 (45) 1.4 (39) 6.1 (15)
HEM 5 3.36 (24) 20.01 (37) 1.6 (68) 6.1 (14)
PM 10 6.87 (14) 65.05 (17) 1.6 (47) 9.0 (12)

TEIfE (%CV)

i4EHARY 39 —)LREE (1g/mL)

4
—o—EM

s —O—HEM

2 —A— PN

1 S+ B

O-
O

2‘4 48 72
7 HEBGHEER (0

°
Se

(2) MNREZH
HARNDNEBE 3~145%, 1861)) IR Y =25 —)L1[E18mg/kgZ 1 H
28] (AT G- ¥ I 1E9mg/kg % 1 A 2[81) 7 A IEE AR5 L 72 %%
KZ 4> uy 7L LTLEIng/keZ 1 H2[E7 A BER Q&G L&
& DRAEFEFA% DC L ONUC, DRTEEIE (FEPH) 1 X227, 22
(2.03~18.3) ug/mL&%UM5.8 (10.0~156) ug -+ h/mLTdh 7=,
[7.2%H]

CYP2C19 o (o AUC. Tou

fEi ] (ug/m) * (ug+h/mL) ¥ (h)
EM 6 5.49 (2.03—11.0) 31.2 (10.0—80.8) 1.5 (0.95—3.8)
HEM 10 7.66 (4.45—18.3) 49.3 (14.5—156) 1.1 (0.92—2.2)
PM 2 12.3 (11.6, 13.0) 99.1 (84.0, 117) 1.0 (0.95, 1.1)
X 18 7.22 (2.03—18.3) 45.8 (10.0—156) 1.0 (0.92—3.8)

a: AP (REPR) SUTRATEE (4 off) TRLE,

b PRfE (fEFE) SUTPRfE (H -~ off) TRLT,

125% A E15R% AT CIRESOkg L ED/NRIBIIX, Ao & RBRICAR U =) —) L1 [El4mg kg % 1
A2ME (BfEs : #1A 21E6mg/kg% L H2[E]) 7H BIFRIRNE S L7-#, 1[E1200mg% 1 H2[E]7 A
MR N5 L7z,

CYP2C19BBHAFAUL, LAFOBZFHR I Y TSN D2 KB TH S,

EM : CYP2C19*1/* 1 3i%CYP2C19™ 1/ 17

HEM : CYP2C19™1/% 23 (%CYP2C1971/%3

PM : CYP2C19%2/%2, CYP2C19*2/%3313CYP2C19*3/%3

16.1.3 EMFHIEFHEHER
SMEARERERSAIC, R 2F Y —200mgfE XL KT 4 vy 7%
40mg/mLO#R PREIK & L CTAR Y =25 —)L1[E]1200mg A 1 H 2[] (F1if
B4 M HIC1E400mg A 1 H2ME]) 7HBIRER S LT L & o3RyEhkE
AR D 200mghE & KT A vay TREWFEHICFRETH S Z LR
RENES,

16.2 IR

16.2.1 NAATRALSE T«
A2 lb—va v 7y—~axx7s 7 AEfnsd, BARANLOSE
ENIZBT DREHRANTBEDORY 2 — VDAL FT AT
T 4 1396% & HETE STz, E N ERIR S MAHRRBR I 381 D BB D31 A
TRAFEY T 4 1E, 1FIFL100% T - 72220,

16.2.2 BEDOFE
TR, EIEIR (K91000kcal) ZHL-7oEZICAR Y 25y —
NESFRIXITRT A u 7L LT200mg% 1 H2[E7 H B ER O #
5 Uz, EHFAREBIZEUT 5 Co K OAUC , 1322 B 5 & Fhlz U, $EA1
TIHEZENEN3GLO2UME T L, K74 > a v 7 TIEZENF 586 &%
UBTHE T L7z, T TEFIC LV EEAITIX L ARFRIEIE L, KT A >
oy T SRR L7 GHEAT—4),

16.3 o
R A DR Y 2 — L OEFAREIZIRIT D oA AR I1$4. 6L/ke
HEE SN (ARAROSNEAT —4),

16.3. 1 #AHABIT
ARY a7 — )V BHHZ I~ 10K O MR U =) — LR %)
FTHBER ARV 32— VREOIX0. 22~1. 0 (0. 46) TH
72 GEAT—4),

16.3.2 EEHEEER
RYaFy—Lov FEE R T D RARIT, 588 Th-72%,



16.4 3t
In vitroRBRIZIEBW T, AR U =2 —/LFCYP2C19, CYP2C9 K TCYP3A4
IChoTRHEN D, AROFERIYIIN-AF > RTH B,
[8.9, 10. ]

16.5 HEitt
AU 3y — ik, FHREHC L0 AL, BER 5 %96HE £ TR
IR R L LTGRO S 41 5%,

16.6 FEDEREHTHESE

16.6.1 FFHEEDIET L1 1HERE
BEFERE AIC AR Y Y — L 1EI200mg & 1 H 2l8] (B 5-1171400mg %
LH2[ED MO ORFH#EEIR T3 (Child-Pugh/y 82 7 AB) 1A
Y Y —/L1[E100mg % 1 H 2B (B 5-1[E1200mg % 1 H 2[E]) KA
BOBE L L S ORKREEHOAC IXHECTR L Tho72, 20
EEMBEPRY 2 — VBT R T G2 A BICIRIEE
TEFRRBICEE L7y PR ITREREIR T CId6 A H £ TERIRIEIC
ELRNo72 SEAT—4), [7.4, 9.3. 28]

16.6.2 BSHEEDIET LI-HERE

NP EEOESHERTEEVLTF=29 )75 2 R30~50mL/min)
AU aF —n163mg/kgx 1 H2[E] (AT 5 1E6mg/kg% 1 H 2[A])
THRBE IR G Uiz & & | BHENIE #7295 & th~RAUCK
Vo CHEZITRO SN~ 725 GHEAT—%),

(2) mi&BHT
AR O MEEHTIC X 0 MAEFR Y 29— L D8%is Rk S i
GMEANT—4),

17. ERKRAHE

17.1 AR UVREMCET 5

(EEXIFHAMERREE)

17.1.1 ENEM4ERER (15010015E8)
BIEMEERIE & 2 Sz BE UTRIEEERE S ) < Bebh /- &
Frxtgl L, 1004 (R OpEsEe14], s8], A v Fk
2160 2R Y aFy—nzkh L,
BROBEOLAIL, Y AIZAR AR E L T300mg% 1 A2[E (KE
40kg A DA 1X150mg A 1 H 2[8]) | & D% LR & & L T200mg %
1H2[E ((KEAOkgHTE OB 1X100mg% 1 H2[E]) RAHKE Lz, 7277
L B 5B8A3 H B O MR Y o) — VIR EER2. Sug/mLLL B &
XX, BSBAMA5H B LAIX150mg % 1 H 2[R O 5~ L 7=,
HEEIE OB GIL. EEREHEOHR AL, HEYRICATTHREL
L CTémg/kgZz 1 H2[E], ZDHKIFHERFH R L L Timg/kg% 1 H 2[B1FH AR
WIS LTz, 7272 L, 8 5BE3H B omifh R Y 2 — LR
2. 5pg/mLLA oD & X (3, F5BALE5 B B LA 3me/keg % 1 B 2B RN
B o i Uiz, BEEREEELSNOSGEIL, K59 BICATTH&E
& LTbmg/kgZx1H2ME], Z D% ITMEFIHE L L T3ng/kg% 1 H 2/l
MR B G- UTe, SRAERIEE 3 AT o 7otk IRBEEEMIC LV &N
PEIEDSTTRE &M SH- BF B D TR OEE~OT V 2 (X
A v FPE) AAHEL L, B 5BREA3 A B O Mg h e 232, 5ug/mLA
D & F1%X200mgZ L H2[E], 2. 5pg/mLLA Eod & & (X150mg% 1 H 2[RI
AgeE L7,
B TR (R G-WIH 120 ) ORERAFRL. LT

D Thole,
g P 3ES Hh /AR
TV A 1/2
BB Y HE 5/5
B UK TV KIS 4/4
KA - iAo ¥ HE 1/1
INEF 11/12 (91.7%)
[REEMET 7 A ~L 3L ZE 10/16
L IBPEEESEVE T A~V L 2 3/5
TANRNAR BT AL ¥ — 14/18
/e 27/39 (69. 2%)
7 VT b3y s AR 1/1
AFANEDY S W7 U7 by 7 AE /1
INEE 8/8 (100%)
YTV UL - YT EKYYE 0/1
FEARL N -
NEE 0/1
At 46/60 (76.7%)

BIVER S HLER (AR MR A S0 2 5 ) 13 RIE 51 100451 - 8051 (80. 0%)
Thoto, FRBIWEMIZ, & (25.0%), HEREE (24.0%), v -GTP
BN (11.0%) . HEL (8.0%) . Mant: (8. 0%) . ATHgRESS (8.0%) . 8
S8 (8.0%) . ASTHIAN (7.0%) . ALPHIAN (7.0%). ALTHIAN (6.0%) . 7%
(5. 0%) . AFREEE (5.0%) . AACRHRE (5.0%) . RHRAE (5.0%) %T
o1,

17.1.2 SAEIFEMAERER (150-307/602588%)

GERETRMERENET 2~V NV RIEORFEREL, R 2
T NAEEREL T LR T U VB GRE O AN, A OBA
P& B L7z, AN U 2 — VG CIR 19661 | S H) R #5245 1
AR L L Comg/kgZ 1205 Z L1, LAMRIT4mg/ kg 1205/ & &
WCHNRANEE G Lic, BAMICRIENRD Hiiz561d8ng/kg % 121
MZE~OBEEZFREE Lz, &2 ToHEBREICR LT, bt
TH R OBARNE G-2 HELE U 1A 13 K Tmg/kg/h& L7z, R
U aFy — A Ok N5 OB EIZ200mg 2 1 H2R & L & H &5
3H B LARRICERIR BRI AR+-43 723561, 300mg % 1 H 2[0) F Ty &
ZRMRE L L7, BAMEICRIBENFRD 67256 1350mg 4 1 H 2[5 AL
DOIEZLTV, 200mg% 1 H2[EF TOREE AlRE & Lz, RE40kg R
OPWRE BN I RY a7V — LoOROREEE2EELE L,
Beh& TR (XS HIFI6EE) ORAEDIRAZIHRIL, LT o

D CThHoi,
R /3124 Fh /B
(REEMERT T 2 L L ASE 67/119
T ACYLE L A
/NEE 67/119 (56.3%)
&t 67/119 (56. 3%)

EIE S B 3213 19645 112861 (65.3%) T -7, EREWERIL,
R (28.1%) . IER (7.1%). B (6.6%) TH-o7=Y,

17.1.3 SAEFEMAEFER (150-309/604585%)

MRIKERE I L TR R A T 2 AR W25 M TR BB A
fiE ) XU TRVARIEDS ZhREAR 5 UL AR MO R Hflkise T & 72
WS SUMRIREERE | &2 SN2 BH 23, 3T2flic AR
U a3 — VR ERN S SR e Lz,
HRNE G- OBEEIE, BEGHBICART RS L Tomg/kgk 121FE =
LITHEEE L, TORITHERFHE & L Cdmg/kg % 1285 Z & 1272 <
L H3IA MRS Uz, AR ITK3mg/kg/h e Lz, BOKEOHE
1%, BEG R ICART R L LT400mg% 1 A2 5 L, Z D% ITHEE:
& L& L C200mgZ 1 H 2 LTz,

BB TR (BB G-WIH 16EH]) ORENRAFTIL, LT

D CThot,
g P 3ES HEh 1/ AER]
vV ME 11/21
o B Vi 23/38
#e VTR RAEK - BN O 1/2
INEE 35/61 (57.4%)
ZIPEG T A2~V L 2 40/86
T ACYLE L A
/NEE 40/86 (46. 5%)
7 )7 s ay s AR 1/4
) ST Ray s AMEL 7 ) S k= 1/2
7IT AT ARy ARk o (%
/NEE 2/6 (33.3%)
FAR/ENI X3 1/2
7Y U LR EEER /1
7%V T AIRNR 2/4
THY LR B 74w LE L 7YY 7 LR 0/1
YAiE D5
ZOMD 7Y 7 AE 1/3
INEE 5/11 (45. 5%)
A4 RARY 7 L YE 0/3
fili 2 A R AR Y 7 BME 1/2
A7 RARY U AR TREYYE 2/2
. A FARY O LERIE & 2 0/1
ATRABRY T LB 2y s FRYSEO D%
A4 RARY 7 AMSE 0/1
ZOMD AT RAKRY U LJE 0/1
/NEE 3/10 (30. 0%)
&% 85/174 (48.9%)

EIE RSB R 1337240 121561 (57.8%) Tih -7, EREWERIL,
FHA (22.8%) . FB (7.5%). IBE (6.5%) ThH-o72",



17.1. 4 SAEFE MR (150-6085L58)
FEHFRERI D O A U H SRR AR, RY aF Y — LD
PR OB T DT Y UBOE %I TV a S — L s
L7z BEDF B VR BPE & i Lo, e < & bRyl A BITFE
HRNEE 52170 ZORITRNEG~DUY B2 2 AlfEL Lz,
AU aF Y — VR ERETIT220I R O24R R IT AR A& & LT
6mg/kg% . LABRITHERF & & L Comg/kek THLEHVI2MERT 2 & 1Tk
MRAHES- UTe, E7-, HERFT B Jdme/ke & 1205 2 & £ TR T
LTl E L, IEEAEEI3Ng/kg/hE LTz,
RY 3+ — OGS ~0U) 0 B2 %1%, 200mgZz 1H2E ((RE
40kg AN DY E1E100mgZ 1 H2[E) THAsA L. 300mg% 1 H2[M (K
A0kg AT DA 1X150mg & 1 H2[A]) £ CTHIRATREL L7=,
B BT (R RESHIRIEY P& MFEDERESHEE) DRA%
REDRIILLTO®EY ThoTz,

R P35ES Fh /S
. 2 gt 162/248
VK
INEF 162/248 (65. 3%)
&t 162/248 (65. 3%)

BIVE S HLER 227205 TP 9745 (35.7%) Td> 7=, FEREIEMIZALPEY
0. 7%) . &Y v adfE (0.7%) THho7,
CEMBHABIERE LB T3 EAEMHEREDTH)
17.1.5 S EMARRER (B AL IE TR TR L8R ER) (A1501073
HER)
W26 H AR B B B R YYIE O J8IE 23 72 WV 125 BL L oD 1 g Al
Nafeht R & b4 & LT A% 180 H D EUE Y TR DA Ihiz D
TRY ary—bf hTary—Lueiliz, Y a)ry—u
XiEA T3S — V&2 AR S L O%ITR A5 Y)
DEEZ T2, R Y 3 — W GRECIX234BIIZ , e p) D 24RF XA
R L L Comg/kgZ . DIBRITMERFH B & U Cdng/ke% T NEFUI20E
M2 EITHIRN G LT, RAKREICEI D B 2 %1%, 200mgZ 1 H 2[H]
(R EEAOKg AT DHp A 12 100mg %1 A 2[A]) #%5. L7-,
A4 b7 aF = ERETIE2556C, AR S L C200mgx 1H2
BRI S L, RO~ 0 B 2 %13200mg % 1 A 2[E# 5- L7,
A% 180 A IZH6 1T 2 B ARG TR ORI RIL LT 0@y Tholz,

Tk shER" ! o i
- - - BER7E [95%R xR ¥
ARV 2 — LB A hTaFy—
48. 9% 33. 5% . )
(109/223) (80/239) 16.3 [7.6, 25.0] %

o

C B 180 HHIZH W T, LU DI A &3 X Clilifz L7o#BRE oFl&

CHEFLTVWAZ L,

- (BRI L R YYIE O E W T BRIR WA 22 2 &

- B 1008 H £ TITIBBREEA86 AL, F G &N Tnb 2 &,

: BORRTALTE (R BB AL ST BEIFR L) NS, R —il Ak R Ot % B AR
GEAMOMERE . Rl A XITIEMER) ZfF L LicFleissik

o

AU 27— HRRCT 2 EIERRBLEI323341 1234 (52. 8%)
Thot, EREIWERIZ, B (7.7%), Tt (7.3%), HAREE
(6.0%) K OVFHEHERRAT R (5.2%) TH o722,

17.1.6 BN EMAARER GEERIEXRHER) (A1501038558)
W12 A N EEEYWE OBEE O & £ 185k L -0 3& el
st BE x5 L U<, REMEFEBYYED R TBOZHDIcR
Vatby—nz#h Lz, BFICAMESE & LTI Z &2
6mg/ke % 2[a e 5. U MERFSE G- & U C1205R & (T amg/ke & B AR %
L7z, #ROBEEICH Y Hx%IT, AfES & L TR I &I
400mg % 2m1#e - (R EE40kg AT DI5G I 12F (] Z & 12200mg & 2[m] ¢
5) L., #EREEE L U CI2B 2 & 12200mg (K HE40kg R OB A1
12IRF[H] & 12100mg) & #eb- L7z, BebBth12 0 H#% F CIREMER
P ISYYIE & F9E L 72 BB OFIE1310. 7% (3/2861) TH o7z,
BIVE AR BLER 1T 4501 2661 (57.8%) Th iz, EREIWERIX, Fi
PE(8.9%). ZI% (6.7%) KUWHRE (6.7%) THo7=M,

18. EihEE

18.1 fERA%E
RY a2y — VIFEEHMEIZBW T, BRSO T RTF 11— Lk
HBRERET S Z LI VREREREZRT, £/, AV afy—
NOxTARAT v —VESRILEERIIERICRIRG T, 7> M
MR TORT o — VAERRRI T 5 BT R

18.2 MEREEA

18.2.1 RYU aFY—)UE, HrPF R, TAUKILAR, 7Tk
a7 AE, TV ILABMOAY RARY v LBIZK Lin vitro
THEREE 2R LY,

18.2.2 RV aFV—niE, 7ANVFILRBITH L CRBEEM 2R
L7,

18.2.3 S IEF K OGRIEMBITLE Y FOFERKD VU FE, 7Y
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