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oA R (mhradFIv BRI Tz Y A TRELT VFE
Vo, e RropagIy mapadx )y AF oL R
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HmLiz,
F¥va Ry AEIEDPFRIC LY, AF
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a : FEHUFE 1308 AT A O RICE SV T 5,

b:[1.3, 85%f]

14, ERLOIE
14.1 ERIFREBFOEER
[ E D BRNE I, BT RNIEBIEDIC/D E TRERS X,
46mLO K ZHRICIN Z L IRV IRE S Z &, I I1T40mg/mL & 72 5,
14.2 EHIBEHEOEE
TRV IBE TG, EMICIEEZYERS Z &,
14.3 EFIZFEDEE
IR AR 1T, B AT . 30°C AT CHAFE L, 2B B LANIC
AT 28582528, £72, A7 SN RAMIRZ ORI
BEFTH L OBETH L,

15. Z0M0EE

15,1 BRERERICE D 1ER

15. 1.1 SR B ICB N T, AV aF Y — o ifEhRE & TG
AR R B RO RICHEANCA B R BEENBD bhiz, A
ARNREEREAIZ IV T, Hﬂ%%ﬁaa:.ﬁ FEAE LTHERIT, 2o, il
PP IREEDNHE S CTWER O MEHIREE ~ 7 7EITWT b
4.5pg/mlll ETh ot Fio, ENERRER TIIAMEL R4S
PRI U7 G RO A, BZE LTI 7 mEpREN
4.5 pg/mLll EDYE | MENDE U TR G R a T 5 PR
=2 V7 EFER L, BN OBRKRERT — & 25 13T GE

B E O HB 2 TR 5 T REOBRMIRD b Tnin,

(7.4, 8. 78]

15.1.2 WAL S 2 WIT DI AEEE % x5 & L7 iish OB 5EIC
BT, AFIREZELE CIIEERFE ERBEORAEY 27 B3 T Y —
FIHEFERIERTEBE L B L CHEICELS (AP — R 1 2.39,
95%IEHEX M 1.31-4.37), ZOFRAEY A7 X180H 2 5 Eiing
BOERETE N (NP — FEb 23,52, 95%EHEXE 1.59-7.79) LD
WEND DY,

15.1.3 KA EHIC, FIERV LR L OB R EEN A L &

OHRENSH D, o, AFNEBEG IS, SHRBIERIS 238 L
T B BE TR R RO R O @B R A L7 & o 2
%, [8.6%H]

16. EWBIEE

16.1 MmAiEeE

16.1.1 BEEH%KS
HANBERERE A B (5 A &661) (2, A Y =5 —/1100, 200, 300
L OM00mg % ZENERFIC AR 45 5 U7z & & BT BTk
17 LU CHER U, AUCK OC,, 3 B L CIRRIE DN & 7k L 722,

b Chax Tax AUC tie
(mg) (ug/mL) (h) (ug*h/mL) (h)
100 0.39 (54) 1.2 (33) 1.82 (101) 4.8 (42)
200 0.91 (41) 1.6 (44) 5.12 (70) 6.1 (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 RE#&ZE
(1) BERA
ARY Y =k, EIZCYP2CIC L R &5, CYP2CI9IZ ITiER

FERNGFET D120, BIGTOX A 7128 0 ZAER) (EM : Extensive
Metabolizer) ., 22KV (HEM: Heterozygous Extensive Metabollzer)
K OMEVY (PM : Poor Metabolizer) BESRIRIEZ AT DA T
figthir Lz,
AARNGERERA BEIC, R Y 25> — L 1[E200mg % 1 A 2[E AR 1
F5 (ARES  PIAIC1E400mg 2 L A2M]) L7z & 25, EM&ZUHEM

T2H B, PMT3H BICIFEERIRIEISE LY,
®57H B OEYENRE T A —&

CYP2C19 o Chax AUC. Thax tie

A s (ug/mL) (g« h/m) (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)
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(2) MNREZFE
AARNNRESE B~145%, 186)) 2R Y 2F > —/ L 1[E8mg/kg% 1 H
2[a] (A5 9] B 12 1019mg/kg % 1 A 2[A]) 7 H RN 5 L7=14.
KIA4 vy 7L LTlE9mg/keZ 1 H2[0I7THBKERORES Lz &
& DRAEFEFA% DC S ONUC, DRTEEIE (FEPH) 1 X227, 22
(2.03~18.3) ug/mLK%UM5.8 (10.0~156) ug -+ h/mLTdh 7=,
[7.2%H]

CYP2C19 Bk Chax AUC . Tax
AR (ug/mL) ¥ (pg-+h/mL) () ¥
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)
245 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: PfE (fEFE) SOTPRfE (H -~ ofif) TRLT,

125 LA 155 A TR ESOkg L B/ NRIBIZIE, R & FEEICAR Y 22—/ L 1[al4ng/kg % 1
Aol (S ) HIC1ml6mg/ke 2 1 H 2) 7 H RTHRNEE5- L 721, 1[H1200mg% 1 H 2[7 0
MR RN G LTz,

CYP2CI9BHAFAUE, AT OBETFREY TSN KB TH S,

EM : CYP2C19*1/* 1 3i%CYP2C19™ 1/ 17

HEM : CYP2C19™1/* 23 (%CYP2C1971/%3

PM : CYP2C19¥2/%2, CYP2C19*2/%331%CYP2C19*3/%3

16. 1.3 £EYMZHIEFHEHER
SAEABEEERR A, AR =Y — 1 200mgfE XX RT7 A v uy 7%
40mg/mL O D RREIR & LCAR Y =29 — L 1[E1200mg % 1 H 2[a] (Aff
B M1 1E400mg & 1 H 28]) 7H BER G L1z & & oERy@hne
FRAEDN D 200mghE & RT A ay TREWFRICRETHH Z LN
TRENTES,

16.2 WRUR

16.2.1 "M A TFRLSE) T«
REalb—var7y—~axx7s 47 AEfind, BAAKLOS
ENIZB T DEFEANBEORY 2 F ' —ADOARL FT XA Z Y
T A 1X96% & HETE ST, ENEER S MR 81 2 BF DA
TR_AFEY T 11, FIF100%TH - 7229,



16.2.2 BEDEE
RN, BIEIE (]91000kcal) ZHl-7mE&ICRY a3V —
NESERIUI R I A 2 u v 7L L T200mg% 1 H 27 H R AR O #%
B Uz, EHRAIRIEIZ R 5 Co L CAUC 1322 IERERE 5. & Ll U | SEA
TIEENENBKLV2AME T L, KT A4 >y 7 TIEZENENE8%K
UBTHE T L7z Tl TEFIC LV EEAICTIT L ABRIEIE L, KT A &
2y TR SERIERIE LY GHE AT —4),

16.3 %
TR A DR Y 2 — L O EFIRIEICIT D 5B FI$4. 6L/ kg
LHEEENTZY (HARAROSNEAT —4),

16.3.1 #AMATBIT
RY a3+ =B EBI~ 10 O MIEFR R U 2> — L 2%t
FTHBER TR Y 2 — VERE O IX0. 22~1. 0 (F{E0. 46) T
572 GMEAT—4),

16.3.2 EEHEEE
RYaFY =L bR AT SRR, 8% Th o 72,

16.4 3t
In vitroRBRIZEBW T, AR U =2 —/LHCYP2C19, CYP2C9 K TCYP3A4
IChoTRHEN D, AROFEERIYIIN-AF 2 RTH B,
[8.9, 10. ]

16.5 HEitt
AY 3 — ik, RSN X VR L, BRI G%I6RFHE £ TITR
IR R L LTGRO S 4159,

16.6 FENDEREHTHESE

16.6.1 FFHEEDIET L1 1ERE
BEFERE AIC R Y Y — L 1RI200mg & 1 H 2l8] (B 5-1171400mg %
LH2[ED MO ORFHEEIR T3 (Child-Pugh/y 82 7 AB) 1A
Y Y —/L1[E100mg % 1 H 2B (B 5-1[E1200mg % 1 H 2[E]) KA
BROBE L L S ORKREEHOAC IXHECR L Tho72, 20
EEMBEPR Y 2 — VR R T G2 A BICIRIEIE
TEHFRRBICEE L7 PR ITREREIR T CIH6 A H £ TERIRIEIC
ELR»o72 SEAT—4), [7.4, 9.3. 28]

16.6.2 BHEEDIET LI-HERE

(NP EEOESHERTEEVLTF=29 )75 2 R30~50mL/min)
AU aF —n163mg/kgx 1 A2[E (AT 5 1E6mg/kg% 1 H 2[A])
THRRERIRNE S L7z & & BB IER 225 & H~AUCK
Vo CHEZITRD SN 725 GHEAT—%),

(2) mi&BHT
AR O MEEHTIC X 0 MAEFR Y 29— L D8%is Rk S i
GMEANT—24),

17. ERKRAHE

17.1 BHERUVREMCET 55

(EEXIFHAMERREE)

17.1.1 ENE MR (15010015E)
BIEMEERIE & 20 Sz BE UTRIEEERE S R < Bebh /- &
Frxtgl L, 1004 (R OpEEe14], $aoRE18El, A v Fik
2160 2R Y aFy—nzkh L,
ROFEOLRET, Y BICAM AR E LT300mg% 1 H2[E] (KE
40kg AN DH5E13150mg % 1 H 2[0]) | 2 DFRIFHER A& & L T200mg %
1H2[E (KEAOkgHTHOEA1X100mg% 1 H2ME]) RAHKE Lz, 7277
L B 583 H B O MR Y o) — VIR ER2. Sug/mLLL B &
XX, B5BAMA5H B LAIX150mg % 1 H 2[R O 5~ L 7=,
HEEIEOSR G, EEREHEOHR AL, HEYRICATHREL
L Témg/kgZz 1 H2[E], ZDHKIFHEFRFH R L L Timg/kg% 1 H 2[B1FH AR
WIS LTz, 7272 L, R 5BE3H B omifhR Y ) — LR
2. 5pg/mLLA oD & & (3, F5BALE5 B B LA 3me/keg % 1 B 2B RN
B o i Uiz, BEEREEELSNOSEIL, K5 BICATTH&E
& LCbmg/kgZx1H2ME], ZD%ITMEFIHE L L T3ng/kg% 1 H 2/l
AR B G- U 7o, BAERIEE 3 AT o 7otk IRBEEEMIC LV &N
FRIEMATHE & HIE SN BH BV U RE~DOY 0z (A
A v FPRE) AAHEL L, B 5BREA3 A B O Mg h e 232, 5ug/mLA
D & Z1X200mgZ L H2[E], 2. 5pg/mLEA Eod & & (X150mg% 1 H 2[RIF%
AgeE L7,

B HRTR (RKEGHIMI2ER) ORADRAZFRIT, LT 0@

D Tholz,
R /3524 Fh /B
B2 F MsE 1/2
B Y HE 5/5
NV vV H IR 4/4
RAEST - iAo ¥ HE 1/1
INEE 11/12 (91.7%)
(REEMERT 7 2 L)L ZE 10/16
o TR PEEBEMERG T A ~L L R SE 3/5
T AN AN 7 AL E— 14/18
INEE 27/39 (69. 2%)
707 ~ay s AR 1/1
AFAEDY SN | Wiz )7 b=y 7 Z5E /1
/e 8/8 (100%)
BHVETYV T b - YT = KYE 0/1
FaWR/EN
INEE 0/1
&t 46/60 (76. 7%)

BIVE RSB (R AR AT 5L 2 5 1) 13RI 1 100451 HR 80451 (80. 0%)
Thoto, ERBIERIZ, A& (25.0%), HEFEE (24.0%) ., v -GTP
BN (11.0%), HEby (8.0%) . WM (8.0%), AFHERERH (8.0%) . ¥H
i (8.0%) . ASTHEMN (7.0%). ALPHEAN (7.0%). ALTESHN (6.0%). 7%
B (5.0%) . NFREE (5.0%) . BREACARE (5.0%) . RHEE (5.0%) % T
bHoT=,
17.1.2 SAEFEMEHER (150-307/60255%)

ERETRMREET A~V AJEOREZRR L L, R =2

F = NARERE L T AR T U L UBR B RO, A O
MEA I U, AR Y 2 — U BT 196 BN IRl G- 24 RE 1%
AR L L Comg/kgZ 1205 Z L1, LAMRIT4mg/kg & 1205/ = &

IZEEIRIN B 5 U7, ARSI D56 133mg/ kg & 125F

M ~DOWEETHEE Lz, 2 TOWBRFITH LT, b td

TH R OBARNE G-2 HELE U 1A 13 K Tmg/kg/h& LTz, R

V2 — OO S OB A RIT200mg A 1 H2[E & L & 05

3HA B UAREIZRER DI N AR +53 7285 A 1%, 300mg% 1 H 2[E] £ CO &
ZAfeL Uiz, ARMEICHBENRD 5754 1350mg % | H 28] HiAL
OPEEATV, 200mgZ 1 A 2[ & TOREZ FATHE L LTz, KH40keg R

HWOWRE BN TIEZ ARY 2 —LoRA%KGEL &L LT,

Be B TR (kG-I 16 ) DRENRAMFEIL. LT D

D ThHoiz,
gt WA HEh/AER]
. RERH T A~V L A 67/119
T AAYLF LA §
/NEE 67/119 (56.3%)
At 67/119 (56.3%)

BIVE P 2R3 19645 T 128451 (65.3%) T -o7=, EREIERIZ.
R (28.1%), EX (7.1%) ., ¥B (6.6%) TH-o71=Y,

17.1.3 S\EEMAEEER (150-309/6045%5%)
MRIKEE I L TR E A T 2 AR 22 WA M TR BB E A
fiE ) XU TRVARIE DS ZhREAR 53 UL AR MO R Hflkise T & 72
WARE M SUMRIREERHE | &2 SN2 BE 235, 3T2flic AR
U o — VR ERN S TR e Lz,
HRNE G- OBEE L, BEGHBICART RS L Tomg/kgk 121FE =
LT L, ZO®BITHEFEHE L L CTing/keZ 12151 Z & 1272 <
L B3RS Uiz, HEAEE XK8me/kg/h & Lz, ROK5DHE
1%, BEGRICART R L LT400mg% 1 A2EH 5 L, Z D% ITHER:
& L LT200mg% 1 H2[E% 5 LTz,
B TR (R G-WIH 16 ) DORENRAFTIL, LT

D Thol,
i FA HEN/ ]
BV IE 12t
- Sl S 23/38
hVH R SR - Wk v DA /2
JhaE 35/61 (57.4%)
(RBPER 7 A~ L L A 40/86
T AAULFL A JE
JhaE 40/86 (46. 5%)




R /3524 Fh /S
7 VT b3y s AR 1/4
) JYFhay s AfIEE 2 YT b a 1/2
7ITRII ARy AR OHR
/e 2/6 (33.3%)
FANR/FN X 1/2
7Y U LR REER 1/1
7%V T AIRNR 2/4
T LR, SRR EN 2L RPN 0/1
YRiiE DR
ZOMD 7Y T LSE 1/3
/IR 5/11 (45.5%)
Ao AR Y U DR 0/3
iR AR Y @ L 1/2
A4 RARY 7 T EYE 2/2
. Ao KRR Y O LERE & A 0/1
ATRARV DB Ky p o RO 5
Al RARY T A 0/1
ZOMD A RARY U L%E 0/1
/e 3/10 (30. 0%)
At 85/174 (48.9%)

BIVE PSS ER 237248 P 21565 (57.8%) T -o7=, EREIERIZ.
TEHE (22.8%) . KB (1.5%), IER (6.5%) Th-o7-,
17.1.4 SAEHE MHEER (150-6085KE%)

FEAFH BRI D v P H MSEBEE E XU, R 2 — L DHR)
PR OGN % T DRT ) S UBOE GBI TV aF Y — L h s
L7ZREDF MR OV & ik Uiz, D7 < & bRy D3 A BIZFH
WRNER G- 24T 2 ORBITHERAEG~DE ) BF 2 2 lfE L Lz,
AU a5 — VR ERETIE226 R ) D24 ix A m AE L LT
6mg/kgZ . DAEZITHEEFH & & L T3mg/kgx TN E V120 & & I2#
RNEES- Uz, F72. HEFFH =134mg/kg % 1205W & £ CHEE T
528l Ui, BemiE NI E3mg/kg/hE LTz,

AV 2Py —AROES A~ F X %%, 200mgZ 1 H2[E (RE
40kg A DHF A 1X100mg A 1 H2[H]) THI4A L. 300mgZ 1 H2[E] (K
40kg A DA 13 150mg & 1 H2[E]) £ CTHE®FRES Lz,

BWEAE TR (BB SHIRIE » 22 MUE D R% 8T DA %)
RAEDRIZLLTO@EY Tholz,

g P 3ES Hh 1/ AER]
vV ME 162/248
NP H g
INEE 162/248 (65. 3%)
At 162/248 (65. 3%)

BIVE SR 22726 9745 (35.7%) Tdr o7, F/RRIEMIZALPEE
(0. 7%), KB Y T AMEE (0.7%) ThHoi=,
GEMBMABIEREICH T 5 REMERTED T
17.1.5 S B MR (BEACIES BRI TR M LLEELER) (A1501073
HER)
256 H IR BEPE B RYLIE OO FEIE 28 72V V1278 LA b o0 ¥ ifn 824
JaRshi B 2 x5 & LT B A% 180 H OB Y TR O Zhiz o
TRV aFYy =i hTafy—nwlig Lz, R)alry—n
XiEA T3S =2 ARG L2 D% D& 5-1ch)
WX Tz, R Y 2 — U ERECII2346112, fe ) O 24RE [ 1 XA fif
F&E L U Tomg/kgx, LAERITHERF AR & L Tdmg/kgx N E U121
M2 EACERIRN B 5 L7z, SR 518 0 R 2 #4013, 200mg% 1 A 2[A]
(R EEAOkg AT DHFA 1L 100mg A 1 H 2[0]) #:5. L7,
A N T aF = ERE T4, AR S L T200mgZ& 1H2
BRI S L, BRAEG~ED B2 %13200mg % 1 H2[E#¢ 5 L7,
%180 B IZH 1T 2 HEHEGE TR DR RIZ L F 0@y Tholz,
TR
AU 3 — VR A hTar— R
48. 9% 33. 5%
(109/223) (80/239)
s B 180 HRIZ B\ C. LUT DA & 3 Clilifz L7k oE &
CAEFLTVD L,
- (R BRI B R YYIE O E W TR WA 220 2 &
- B 1000 H £ TIIEBREEN86 H L Lt G s Twb 2 &,
b: AT (BB E LB MIERERARE) WO, R —i AR O 6 BIER
GHEPOlEE | FlA LML) %8 & LiFleissik

TERAZE [9B%EHIXM] ¥

16.3 [7.6, 25.0] %

[

RNV aF Y = A FEFETIT L EWERFE=1323361 123451 (52. 8%)
Thole, EZFWERIE. Bl (7.7%) ., HFEE (7.3%) ., RS
(6.0%) RUNTHREMRAERE (5.2%) ThH-o7>1,

17.1.6 B EMARER GEEHRIEXRHER) (A1501038585%)
212 % H B2 B E RIS YYIE OBEE O & 5 185 LA o0 3 M st
Tt g x5 L L, REEEEBYYED K FOZHDICR
VaFy—nLikE L, BEICAfEE & LTIR2REH I &I
6mg/kg & 2[EHe 5 U HERFB G & U CI20EH] 2 & (2 4mg/ ke % S RPN 3¢
H Lz, 5280 &z %, AfEs & L TRBR I L1
400mg % 2[E1 5 5 (I H40kg A DY A 112/ Z & (2 200mg % 2[E] $
5 L., #ERR G L U CL128# 2 & 12200mg (KB 4AOkg AT DA
120F 2 & 12100mg) &5 L7, #5-BAA12 0 A % F CICREER
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