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50mmHg) Xi&=Z ¥ bO— VREOBMT (ZHEEEmTE >170
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ENSD A T A AEEORFOEHE ZEIZ, B A &

e EEs 52 Lo

5.2 AHNZ L BIHRITIFPRELE T3 WERETH L Z L2
B ARG X D IR 2R S e W EIE Tl
SR oY) 2 iEE EE T A2 L.

6. AERUVHEE
HEE. RAICIZIHLEY 5 7 1 v & L Comgw #& I 1#H% 53 5,

7. BERUAZEICEETZEE
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15.1 EEER{ER ICE D 1EHR
15.1.1 FHERAEHER L LTHERASNAY 55 7 1 Voililiko
FSHE 2B WL DESE, L2, OEEAREIR. M
M, — B PER R IS S OB E 2 LINE RREDN S 575 7 1 V&
SBIIEHEHLTWD, SNSDELPLIMERD ) A 772
=% LTWEEBETH 720 £ OFRD, WITEH I
TTEBIZERO SN, DEBITIEH LD, HITERLICY YT T4
WERGRZIZEO SN DL H o7z FOMIE, 75T 714 0%
B5 LHEAT A BROBIEM A S BHBZICHE SN TwE, 260
FEBNZDOWTC, #5574 )0, WITE., REEEPH L Tzl
MEREE, 25 QKO AE A I R 218 3R
FTEDNEIDPRMEETHIEIZTE R, BB, MITAEZELS
VN DM REEZ AT HERICIE, ¥4 T 74 Ve
REEwHIE LTS 2 L3R E SNTnd, [1.2, 241
245, 81 ZH]

k% 15.1.2 HH X ORERRITHS 22 TlE WS, FREIZBW TR

FEAEEFEHAE LT EN2Y 75 7 1 Vi &G PDESIHE
PG40, FIUTHIE T REHIELORR & %0 9 2 Ik
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%%ﬁ\%mE‘%ﬁmﬁ%\%ﬁmﬁ\mm%l%ﬁbfw
729,
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FEfE & N7z ORBRIFZE Tld. PDESFHEH] O35 5 14 200
W (T2 OO (55774 VORE4H LLINIZH
) 13, NAIONZEH Y A 7 H32ME1274 5 2 L A s T v
510, [83, 112 B]

15.1.3 FHHI & O R EBRIZI S 2 Tld e was, FHENZ BV TAH
% & UPDESHERIR G212, U, EISEO B HA <
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15.1.4 5] L OFREPEAZIEIH] S 2T RS, SHEIZ BV TARHA
% & UPDESHERFR G412, TS, ABATENET 3%
PEERE 2SS SN TWE, SNEDOEFTIE, HEY XD I Vg
oy ZEehd b, [85 K]

15.1.5 7 )V 2 — VERH IR I ARH) % $6 5 L 72 4 o B R 38 3 5t B
(A#I10mg. 20mg) ) 12BWVT, 7 a— VIHEE, KFoO
MAEFREO VTN O HEIEE L Z T b o /zhs, TIha—)v
FEME (07g/kg) M L72HERE ICBWT, o Fweket
I ST S 7219, 19,

) AKEE R KR I5mgTH 5,

15.2 FEERPREABRICE D 158
25mg/kg/day Ll EOHBETSE 57 4 V& A X123~12% A
HEEOHS LB R Ic BT, BMRESOMKT, M 15k
DM, FBHEEROBTROBYHITRO LN OWEND D,
b MIBU DTSR T 5 88 2 ME) L 22/ E R SR 0
—ERCNL T IHE TIREE OR300 Sz, FETEENH, 15T
TERE N O GE A V€ VMEIR W T NORERIZB W T L LD 70D 5
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16.1 MAiEE
16.1.1 BEIES

H A AR A 36612 % 45 7 4 V5, 10, 20, 40mgiD % Hi[H
BOE Lz &0y 75 7 4 VoIS IEE L, %505~4H
B (TmaxDHILE, SEERE) OBIZE — 71 L 72, HE L7,
TR 14~ 158 T » 7217,

1) KRR KHEIISMgTH b,

1) BHEBAIZY 57 4 V5, 10, 20, 40mgH) & HEHRSG L 72 L ol
By 5T 7 4 VIR X ) S L 72BN T X — 5

e | n AUCo-e Chmax Tmﬁ Tz

(ug-h/L) (ug/L) (h) "2 (h)
5mg [23| 1784 (35.3) 956 (30.0) |3.00 (0500~4.00)| 14.2 (199)
10mg | 23| 3319 (325) 174 (265) |3.00 (0500~4.00)| 146 (209)
20mg | 24| 5825 (23.2) 292 (26.1) 3.00 (1.00~4.03) 136 (17.1)
40mg | 23| 10371 (32.3) 446 (20.2) 1300 (0500~4.00) | 149 (20.0)
AT (ZERE%)

E2) ol (dipH)

16.1.2 REHRS
HISZIRNEAE |24 ) BERIEE B A NBF 1260128 55 7 1 VEmg
2 1H B0 H B EAERE G L7ze EHIRETDSY 5T 74 VD
AUC K U Coax I HI I 515 & EATHRI2AG 2N L 7219

14 )Vbmg# 1 H 11

#2) BZBRBEAIE A ) BEREE O ARNE SIS 5T T
RN RBVAE 7/ 1)) VA

10H MGG L7z L Eoliiih y 55 7 4 ViR &

TA—=H
AUCo2s Crnax Tmax v
HEC |0 (g v | (ug/l) (0) ® )
1HH |12] 1410 (31) 102 (27) 400 (1.00~4.00) -
108 H [12] 2710 (27) 173 (24) 300 (2.00~4.00) 239 (25)

BTHE (ZIRE)
H3) el (HH

O BRAEIE LA S HERBEE AR NEZ At & L7z T E
BRILEBEERBRICBWT, 45 7 4 125mg X iEbmgD v §
N EIH A ER %G L7z bmg% 5 Lz b & olisEd &
557 4 VIEEEIZ25mgDRIE & 7 o 7219,
16.1.3 EMFHIFEFMHER

¥ 5777 4 VEbmgZA [HETL] ROY VT 1 T§bmgx . 7
U AG ==k ) ZnENnliE (¥4 574 )& L Tomg)
TERER A BRI A AR O S L Cilsih ¥ 5 7 1 Vg%
HEL, ESN-RYEEE/ S 2 —% (AUC. Cmax) 122V T
90% 15 X [ 12 THEETRAT % 17 o 7245 8. log (0.80) ~log
(1.25) O#HBFENTH Y. WHIO 4R FEEE DL X 720,

#3) HWEEE T A -5

HENTA—F BENT A=Y
AUCo-120 Cmax Tmax ti2
(ng - hr/mL)| (ng/mL) (hr) (hr)
55574 ViEbmgZA [HET]|195960%540.30 | 97.83+16.06 | 2.8 + 1.3 |1599+4.32
FIV T 4 T §Ebmg 19526453741 104.12+19.69| 2.3+ 1.3 | 1608403

(1%#% 5., Mean*SD., n=35)
(ng/mL)
—@— %457 1 LiE5mgZA [HETL]
= A-HILT 1 TEEEME

1§8#%%5, Mean+S.D., n=35

T@¥E S A U BE

108 120
B5fE (hr)

60 72 84 96

0 12 24 36 48
1) fisE S RS

MAE SR OSICAUC, CmaxZE /89 X — 13, #ErE o
ﬁ\%ﬁ®%ﬂ@ﬁ-ﬁ%%wﬁ%%ﬁu;ofiﬁéﬂﬁﬁﬁ
Z)O
16.2 DRIR
16.21 BEOHE
TR N18BILZ 4 4T 7 1 V20mgi) % Ak GEIRE) Xidze
JERE I H AR G- L7z & &, AUCo-00 M O Crmax 3t 12 AFHERLIC
L DBIERD SN h 57220 FHEAT—%),
16.3 9
16.3.1 IMFFAFEEE
55574 VOISR AIE94% (in vitro . FEHENTER)
ThY)., FXTIVTI VRO a MIHEN G52 2,
16.4 X5
TR NGBIICUC-¥ T 7 4 )V 100mgit) % HEE %5 L7z &
&, MAEFICIZEICY 5T T 4 VREER A F VI 73—
Vo0 Y ERERDSEED S, AER O ATV h T a— )
RIZAF VAT I— VTN 7 0 B EDI0%A T - 7229
FHEAT—%),
16.5 HEit
TR NGBIICIUC-7 T 7 4 )V 100mgit) % HEE %5 L7z &
&0, PG %31285 0 F TORETRERINE I IEFEH60.5%. K
361%THh o720 FHPIZIZFIZAF VI T I— VKR, 73—
AR, RENZIEEICAF VS Fa— V77 a v B E L O h
T A=V a Y EEAEERIFRD B/ 26 (ALEIAN T —
%)
166 HEDERZE I 2EBE
16.6.1 BEZHRE
(1) BERUVHEEBREEEE
MR A 1261, BB EHE (ClLer=51~80mL/min) 8.
hEEEREERYE (Cler=31~50mL/min) 8FIZ% %57 1)V
5mg i M10mgi & HAHEH G L7z & &, AUCo- K U Cmaxld
FEEE N D Z 2 17100% B U820~ 30%3E 0 L 7227+ 280 (A A
T—=%)o [922, 923 ZH]
(2) MEENESTTOBIREERLEE
M BN % 521 T 5 KIIEASREL661IC Y 55 7 4 )Vbmg.



10mgft U 20mg™D % Hial#E 5 L7z & &, AUCoe K U Crmaxld
@J%ﬁi;\@%ﬂ%ﬂ%l()?)%& C41%3Em L 7220 (JHEINT— % ),
(921 ]
16.6.2 fIEEEE
e B B A8 B NI e 55 B 25617 128 75 7 4 v 10mgtl &
BRI L7z & &, BENFREEEE (Child-Pugh class A)
L FREE B (Child-Pugh class B) ®AUCow 35 A
LIRIZRABETH - 7220 HEAT— %),
H4) BMATEEE (RIIITFAEED S8 % ), n=8 @ B FEEE (Child-
Pugh class A). n=8: W& EFEE (Child-Pugh class B). n=
8 : TR (Child-Pugh class C). n=1.
16.6.3 SksE
TERER T 12060 (66~78i%) M OMEREAER 1260 (19~455%) |2
5577 4 )V10mghl) & BAECHS L7z E 2| CoxldElE &
EHIEL L TIRIZFAMETH o 7205, B E DAUCH-TEEHICIL
_F2B% M TH - 7220 29 (HEANT— ). [98 Z]

#4) BEE N OEEEIZY 5T 7 4 V10mght) FHEEG L7z 8 & olndE
Y557 A VIEEL )AL RN A —F

0 AUCo. Crmax Tmz}{( Tz
(ug-h/L) (ug/L) (h) #9 (h)
i 2.00
Elidr | 12| 4881 (31.7) | 196 (269) (100~400) 216 (39.0)
N 250
FHEL | 12] 3896 (426) | 183 (255) (L00~600) 169 (29.1)

AEATTIGE  CLENRE%)
{E5) e (HERH)

LB AESE 2B 9 BEREE O EinE 1261 (70~765%) K UIERE
#1260 (42~60/%) 2% 45 7 4 V20mg™D % 1H1E10H MK
EREOFG LzE &, Elin OAUCo2 & Craxl X IEFITE 12X
DI (#913%) Ko 7230 30,

#5) EiEE L OEEIHEICS 4T 7 1 V20mgt) Z10H MK ERS Lk
XOMAET Y 557 4 VIREEL ) B L35 EhE T 1 —%
0 AUCo24 Crmax Trmax Tz
(ug-h/L)| (ug/L) (h) 0 (h)
Hi A miE | 12 | 3900 (39) | 273 (32) 4.00 -
(Dayl) Jrtat [ 10%7) | 4500 (26) | 328 (23) 4.00 -
i mE | 12 | 7360 (40) | 472 (33) |352 (200~403)| 257 (21)
(Dayl0) |#E## 1077 | 8280 (41) |536 (35) 350 (200~400) | 236 (20)

RFI (LBRE%)
1#6) HULE (#ipH)
7)) IEEEE QBB SR E R E L A T L WS K O G v T
VACIHER 8 75 7 4 VI EE A S N 7290 % B < 1061 (42~58
W) S5
16.7 EYHEEIEA
16.7.1 #O4 baFv-—ib
fERERAL2601Z 7 - 39— vd00mg (1H 1EFE IS, EWNER
55¢) L7 5T 74 020mgty ROERRGLEE, ¥ T T4
WD AUCoo e U Cmaxld I 21312% K US229%H 01 L 724 (41
ANTF—%),
TERER LB b 2 F > —v200mg (LH1EREOF%YS) &5 %
77 4 V10mg®) FHEHEG Lz &, #4957 14 VDOAUCow
T2 O Cmaxld N EN107% f2 O15%8 0 L 725 (AHEIANT— %) o
[102 &)
16.7.2 U RFEI
FERERCAL6BIIZ Y b F EL500mg X 1x600mg (1H2[E) &% 55
7 4 020mgt) BOEHELG L2E &, 5T T 4 IV DCmaxld30%
T L7225, AUCo1332%38hn L 7232 (MR T — %) o
fEFERASHIZY) M FENV200mg (1H2M) &% %57 1)
20mgty) Z PR G Lize &, #4557 4 VDCmax EFRRET
& o 7275, AUCo»lZ124%3 N L 720 HEAT— %), [102 &
7]
16.7.3 aERTH
1) X9y
TGN N 34 » 8mg % FUAEFR 1% 5-H ) 58 i Ik Fig
T, #5574 )020mgtD) & HERRORG L& &, SO
MR OCIESNEORKTHERIZZNZ219.8lmmHg K O
5.33mmHg. FARZ O YUHERH K& OBLIR I ME O & K T s I1d 22
N3.64mmHg %z 2.78mmHg TdH - 726 33 (WL EAT— % ),
fEHER NASBIIC R34 Vy v (dmgZ Tillilg) 4457140
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