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201446H

222 (ROBEICFIBESLEWVWT &)
AHNDR 3 LIBBEEDBEEED H 5 BE
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%

HR7e4

T 1F¥VT 2T U IERERE
30mg [V F ]

T 1¥V T 2TV IERRERE
60mg [V ILNT ]
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4. FHEEX [FFHR

o7 ULILF—
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PSR
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6. BARUAR
WEE. BRAICIE 7 2%V 7 2 Y EBEE LT 1E60mg% 1
H2[ERO%59 %,
B TRUEIERBO/NBICIE T %Y 7 1V R
UCIE30mg% 1 H2E. 128 Eo/NRICE T 2%V T 25
VIERE S LT 1E60mg% | H2EROE5Y 5.
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KK DEERERT 5.

8. EEBEANIR

GhEEHE)

8.1 WMRPBD SN WIHE

EHICER
(ZLIL¥—

Té:tO
SRR

113, BREEHICHZZVEE L W

8.2 ZFIMOEBEICRE T 25513, IFHERHZEX T, TOER
PoREERBL. FREARTRE RIS ZEPET L,

LHENEREZRIIBEICHIIER

9.5 1ti®

PEIR IR L C WL A ATREE D & 5 I3 1R Lo ARt
DfEEE EE 2 LS NAGEEICOREETEH L,

9.6 FHLIR
HBELEOEREROCBARBEOEREZZE L. FALOMEX
ik EE T A & BMER (Tv 8 THITHABITT
HIENRESN TV S,

9.7 INR
EHAERER. HAER, AR, HRZHRE LIEIEROE
ST IEEE U-BEREERIIER L T,

9.8 S
BEEMNDOOSNIIEHICEHED ZAEBE T 2 & BHESK
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10. HE{EHA
102 HAERE (HAICEREI S L)

HH 2% i PRRER - HEE IR W - fEREAET
I)2AavA Ty |\ RAOMBEFREZ L PHEEROEEICK SKAFD
[16.7.1. 1732|R &85 EDWENDH |7 ) 75 > ADET RO
] = INROIEIICKERE T 5 D

LIEESN S,
IKERALT IV I =7 | KRR OVER % /55 & & KB 7L I =7 4 - KEg
L KL T 2| B 2 EDHBHD T, R~ 7227 LABPRA % —
VU LEREBRICRESE R VWA S |BRNICRET A2 EICED
[16.7.2 8] |EHEIIEREIT AL, BNENEHDT A EICK

BHLOEHEESNS,

1. BIfER

WORBWERNH 5bNBEDHHD T, BELZTTITITO,
BENROONIGEICIEEE 2 FRIET 57 S#Y) 2 0E 21T
HT &,

1.1 EXGEIER

MA1Yavod. 7FI745FY— (WINLIEER)
MRS, MEETS. BREEA. MERE. R, 3% 06
BOER D B 5 b N7 GH I REG 2R L, @) 72 0B %2175
P
11.1.2 FHEREEREE. &8 (WI NLEEEARKH)

AST. ALT. y-GTP. Al-P. LDH® bR D fFHpErEE, &
EHAEHSDNAI END D,
11.1.3 SEEENERGE (BHEAH) . BMmERRES (0.2%) . PR
A (0.1%)
1.2 ZOttDEIEA

0.1~ 5% 0.1%F SRR
. RS,
BRBER [BE, DEL. A o e U
R AR
e B, MR, 98, N
HER e T, wiieore| T
BEE |72 o% BE. WL R | ME
B AST LH. ALT L3
B - WRE B PR
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R, R
Z0fh %, 2. e, A
e

FRFE I IERRERE & &

12. BARRERZRICRIEFTHE
TULT VEARIGZIEIT 5720, 7 LU v EARIGHEE
% LT 53~5HFI» S RA DTG EFIET S &,




13. B85

13.1 fEIR
HNETOBERSENE L TEHAEZRA L2260l 0o®E N H
0. 1800mga fRA L 7-FERFI T I3RERIZ 2 <. 3600mg 2z ARA L
TZEFITIE. OF V. RERUCOBAA SN,

13.2 L&
AANTMPGENTIC L > TRETE 20,

14. BRALDER

14.1 ZRIZGREDER
PTPEZEOEFNIPTPY — AWMV L TRAT 2 L5 EE
5T &, PTPY— FOERAKICKD ., BWSHAT S EIEREA
FIA L. HICIZELe B U THERIAREOEE 2 &0HE = 0t
RIDBIEND D,

16. EY)ENE

16.1 MOEE

16.1.1 A
TERER A B T8FICT =¥V 7 = F ¥ VIERIESD 71 )L60mg D % Z2[8

BHOEOREL-EE, MR T72F VT2 F I VEBENRS AT

DTRoEBYTH-T. REHRSHICIZEBERZAON P72

H) 7xFV Tz FVUERIEN L ET XV T 2V U IERE
SE60mglIEMZICA%Z TH 5722
MEEFEE S A —%

T AUCO_OO tmax Cmax t1/2 CL/F
B5H (ng-hr/mL)  (hr) (ng/mL) (hr) (L/hr)
1445 2.2 248 9.6 44.4
60mg (35.8) (38.5) (45.0) (59.5) (41.1)
3412 1.9 564 13.8 35.0
120mg | o84) | (3700 | (39.1) | (649 | (267

(F5 (ZE{55%) )
16.1.2 VR
BEMET7 VLF—HBREBEICT 25V 7 2 F D UIERIE30mg (7~
117#% : 5061) KU'60mg (12~ 154% : 1941) #1H2[E28H M XERD
BELI-EE, BRERGED T 25V 7 25V OIMFEHEE)ST XA —
FIILTOEBYTH-723
MEEFEE $S A —%

il = |, AUCp.o | Crax ti2 CL/F

MERE | Gg) BRI o m) (ng/mL)| () | (L)

851 150 | 158 | 40.1

B ng| 71 [30mel S0 | 355y | (517) | (684) | (36.4)

B ) 1215 185 123 | 51.6

12-15160mg) 19 | 551y | (41.8) | (75.0) | (21.1)
SR

BE TS 1091 184 | 88 | 29.1

e |7 12(30mg| 14| (367) | (48.1) | (345) | (36.3)
BFORS) )

(P (ZE%%5%) )

FINT A =5 DEHFE

£2) NONMEMIZ & %A RHEFE

#3) /v avIS— A2 NMERT

16.1.3 EMFHIEZF 4R
7 xF¥V 7T Y UEBIESR6OMg [VIILNT] &7 LT T5E60mgE .
JARF—=N—EIC LD ZNZN 1 §E2EERARTICHAREERED
5 LCMmEEREBELEE L, Bon/-EYEE/ to X -5 (AUC,
Cmax) 122\ T 90%(EHEX LI THREHRT 21T - 724582, log (0.8)
~log (1.25) OEENTH v, WHIOEMEWEEESHERSNLYD o
7 ¥V 7 )Y UEBIEREOMg [YIUNT ] OMAEERITHICH
oo T WA ERBE| &S EERIBAIZ F VT, R ERROEY
FHESERBE2ERL. BoN-EYHEI/ICS X —% (AUC,
Cmax) 122\ T 90%EHEX R TREHITZ 1T - 724558, log (0.8)
~log (1.25) OHEFENTH V. WAIDEMFORSEESTERS NY .

250
—JxFVYT SRR
200 - 60mglY LT
n o PL4 54t60me
E 150 1
(=]
c
P |18
e 100 f
g
'E 50 “"
0 < T T T T T —
0 4 8 12 16 20 24
F  F& (hour)

HEI)ST A= BEISTGA—4
AUCq.94 Cmax Tmax ti
(ng - hr/mL) (ng/mL) (hr) (hr)
VEE D WES NG
HEHE60mg [V VT ] 1163+100 171+16.5 [1.9+0.24.3+£0.2
7 L7 F5E60mg 1137 +79.8 171+£124 12.2+0.213.8+0.2
(mean £S.E.. n=20)
WA ZEE RIS REIDZEYENRE
300 -
n ~o- A5 2R EE Al B
£ 200 e A EEHAH
c
&
i
% 100
=
0 — ; ;
0 4 8 12 16 20 24
B fE (hour)
HEI)ST A =% BEINT A=
AUCq.4 Cmax Tmax ti
(ng - hr/mL) (ng/mL) (hr) (hr)
WF A% BIA 1286 £381 244+629 |1.8+04|44+1.5
W2 E BRI 1289 £361 235+65.3 1.9+0.3|45+0.8

(mean £S.D.. n=20)

MEEFRENCIC AUC, Cmax F0/37 A =413, #HERHOBER, &

16?1%05&?%;'2@%& - S ORBEMFIC L > TR SN D 5,
RS F2260Ic 7 0 24 — N =T, ZEEROER (BEHE)
27 ¥V 7 x5V UEBEEI20mg Y 2 MEROBRG Lo L&, 2
JERHZ EANBEFEREDAUC) o X U'Cax & £ NEN15% T U 14%3E 2
L7® BHEAT—%) o

F4) RAICBITB2AFO&KEHEIZ1E60mg, 1H2ETH 5,

16.3 93
TERERAIC Y =%V 7 = F Y VIEEIE40, 200 0400mg Y 21H2
EREO#REG Lz &, HERIBHROI12EEO7 23V 72+ Din
vivolZ B 5 IMHEEE & OFEARIE, 13~7359ng/mLOHEEHIFH <60
~82% (69.4+59%) TH-7-6

16.5 HE;ttt
RERABTSMICT =¥V 7 2 Y U EBRIESH 7+ )L60mg % BEE
5 L7 & E0HRERASEMETORF T 2 F VT 25 VUV OFHRRE
ERRIZ, 11.1%TH 570
BREBABFICUC-7 2%V 7 =V VIERIEATR60mg % B ERE O
L7zl &, #5%11HEF TORKROEROEIERIZ1.5% T, HEtHE
ERTDEOIZEAEIR 72 F VT 2F I THY ., EHITHNE0%. R
FIZHLLS% RS N7 8 (HEAT—%)

166 HENEREETDES

16.6.1 BikEEEEEE
BADBHEEREBRZEFICT Y 72+ YV EBED L
80mgEY  EZHEHES L& E, JLTFUIUT TV A4l ~
80mL/minX% 11 ~40mL/min®BEHEICE TS 7xFVT72FI 0D
Crad HEERAICH L. 22N 5B ECL7EEL . FHEHEEEE]
BENZNLOERVLSEEN 72 F7-. BITEE (VLT7F 2
U7 T YA 10mL/minBlR) B3 7 2597 2F T2 DCh, ld
BERAICH L. 1.5[@&E <. FHEHAERHIZIAEZE >, B, B
BHERRIFTH 5729 10 SEATFT—%) .

16.6.2 FFtEEEIEE EE
MADFHAEEREBZELI7HIC7 Y 7Y VHEBED T2
80mgHY ZHERS L7z & &, FRAEREREICBIS 72+ 7
F UL OEBRET. WEBEBMODELREL ., FREOREEICKS(E
WEIEED 23 H 5N D5 720 Child-Pugh 3 TBXIICI TH - /-
D7 zxFVT7xFYYDAUCH & 2176ng + hr/mL. Cpay l&
281ng/mL. t1,,316.0hrCH > 720 TN 5 DEIFBEEFESICH T 51E
DFENFENL2, 1.1, 1.2(5TH 720 B, BEMRBEFTH -0
120 (WEATF—%)

16.6.3 SHnE
5L FoORBEE®BE20MICT o F VY 7 F Y VIERIEN T
80mgtd) ZHEHSLLEZDT2FV T 2F Y YDAUC)IE
2906ng + hr/mL. Cpal&418ng/mL. t)5l&15.2hrTH -7z ThoHd
ERIEFEEEECBIZEOZNZNL6,. 160 LIETH -2, 7B,
BAEMEIRFCH-7213 19 WEATFT—%) . [9.8 2]




16.7 EYHEEIER
16.7.1 TURORAYY
EREABTI8FICT7 =%V 7 = Y VIERIEMESE Y 1[E120mgl
H2@E ) 1) 2av4 > 1H300mgl H4E7 HREGHH L TRERD
BELEE, MFEF 72XV 7270 00C,E 7 2F VT 2FI
SRR B SR ORI ER Lz, —75, MEhT ) 20<ef o v
BICix, PHRICEAEEE D57z,
COMmFEHRT7 25V 7 25V VRE EFOKFRIFMESE, S, PEEH
DHEEILELST72FVT2FIDI YT Ty ADETROTRINEDHE
ICEET 2 b0 EHEES N 1D [10.2, 17.3.2 BE]

I5) 7xFV 7 2V UEBEMESEE 7 2 ¥V T 2 Y VIERRIESE
60mglIEMEMICRAZETH -7 19

16.7.2 KEMEF V== L\ - KEHEST IRV D LSERE]
@%WA%%M%K71¢y7lf//ﬁ@ﬁw7twhmmgﬂ )
BEISFRNKIRIE T VI =7 L - KBRIL = 70 o7 L E&E SR % B
&5[47‘;(‘.’.% 7I:‘:‘/7Iﬁ—y/@AUCO30&UCmaX173’_:\;/73’_
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ZH]

16.7.3 ¥ kaFYV—=)
BERABT230IC7 25V 7 27 Y VEBESD 7L 1E120mgl H2
EE) &4 b a5V —)LEE400mgl B 1 E7HREAH L CRERORS L
ol MPEF 72XV T2V VRBEEIT XV T SV UIERIER
IS SR OR20E1C B L3, iR b3y — VBEICIE, IS
KAEEB I ol MFF T XV 727V VBEEROBFIETY
20vA T EAREHEESNLZDO BEAT-Y) .

16.7.4 # XTS5V =)

BERAB 2367 2%V 7 2 F Y VIERKRIES 71 120mg =Y @
B 511 ERERT & LRRRTIC A X 79V — LA PR L& ZnZ2n20mg Kk
4&@%$@&5btt%\71#V71%V&ﬁ@ﬁ@%%ﬁﬁ_%§
o719 (HEAT—%) .

16.8 ZDfth

<7 xHYTIFIVIEEEEE 30mg [YILN\S] >
T V7 xSV ERRESE 30mg [YANT | E, T2 F VT FY
VIERRIESE 60mg [V LN T | 2RERIAIE Li- L &, BHEH P ES
CHIF S, EYENICESE AR SN2

17. BRIRRRAE
1710 BERVORLMICRET B HER
(BB
17.1.1 BAEMEEER (BA)
BHERZEE L NRE L ZE S TR B (BT 214
Bl) ¢, TxFV T xF Y EREIEOMgE) Xix60mg#z 1 H2ME.
LERRORS Lz & &, POARUREOEFHERA 37 OZ(LEIZLL
ToLBDTH-T,
ENEERBEE (ERZ27%(tE 9 £SE)

G5B RERIEL HEH

2t

HE
Ftoieatr)
10mg 74 5.68+0.25 [ -2.12+0.34 | _
60mg 68 6404021 | 3532033 | P 00042

LEEEkE X 1[E10mg. 60mg. 120mgd |1 H2[E#% 5 03B B TE S h
Fo A5, BBHTERIC 13]10mg & 60med D &7 L7z

7 2% Y7 2 F Y HEEC0mgR S B O BIERFERI325.3% (19/75
) cH . EEEERIZESK10.7% (8/7561) RUHBRE4.0% (3/75
) CHor2 -3,

EL) BRALC

B3 2 A OKBAR 21 E6Omg. 1H2ETH5.

17.1.2 B9 MAEER (FEA)
BB EE 2 WRICER L 7o AR E S EERE (BiT
HW5439061) T FIEARNIZT 2 F V7 x5V U HERIEIE60mg % 1 H
20, ARRREOH/RES L&, 723V 7 -V UERBIEIZ TSI ARIC
LD OA AT OBEBERBOIRE NIz,
B FEERBREE (ERZX27ZEtE F £SE)

5B S e ElLE | ﬁfﬁ%ﬁ)
TSR 90 192£0.09 | 0472007
60mg 86 1.98+0.10 | -1.07+0.07 | P

PRI EERE (12~ 152 &) 377 REdEs LC4fE (1H
20mg. 60mg. 120mg. 240mg) %A\ CT1H2ERESOEBELT> T
B, TR RICIE T TR E60mgDHED A ER LTz,

T x¥V T )V UEREOMg R 5RO BIERFEIRIZ21.3% (19/89
Bl) THO. EEWERIZERKL0.1% (9/89fl) TH—7-24 - 25
(FLILF—HERK)
17.1.3 EREMBEHRE (RA)

ZEET VL —HERRBEENR E L ZEERTRR A8 R
B (BHTAR30761) T o9 RUET7 2 F V7 2+ ViEREE]LE
60mg# 1 H2[E, 2ZEREOHRSE Lz &, < Lo AFEE. Bit. BRER
DOEFHERA I 7 OE(LBRUTOEBY TH -1,

ENTEREAE (ERA27E{E FH+SE)

R e BE P (e (ﬁfﬁ%ﬁ)
7R 105 6.74+£0.14 | 0.07£0.18 _
60mg 100 6.64<0.14 | 0.36=0.18| P~0-0244

LEIEBRIE T T AR A E LClE60mg. 120mga ] H2E#H 5035
WTEMS NI, BITERICET I RE60mgO B DA %R LTz,

7 x¥ V7 1Y UEBIECOMg 5RO IMERARIERIF.9% (10/101
i) '(‘W))V)\ F B ERIXRES R AHMBKED 743.0% (3/10141) T
Ho7z20
17.1.4 ;BASE ISR (RA)

MEZBEHET VL —HEEREEENRICEE LTI RANBET
MHERE (BITNR57060) T P92 ARNE72FV 727V VE
iElE60mgx 1 H2[E (ZEEMR N CI4HM) BO/KES L& T
FV T2 FVUEBERZ TS RICH UERZAI7OERLBD PR E
N7z,

BN FEERBE (ERA I 7E(LE 459 +SE)

mem | EPE | meW | EeE | B8
77K 141 8.88+0.14 | -1.56£0.20 —0.0001
60mg 141 8.81+£0.14 | 264020 P

At RS (12~ 152 &) 377 REZniE LC3HE (1
60mg. 120mg. 240mg) AW TIH2EE GO HEZIT>TWL 20, @
WERICIE T TR E60mgD B D A %R LTz,

7 x¥ V7 2 F D UEBREOMg SR ORIERFIARIZ14.2% (20/141
Bl) THO. ELBIERIZER2.8% (4/14161) . & F WL ECHIMERH
LAE2.1% (3/14161) TdH-7-27 28

17.1.5 ERELEEEE (MR
EEMET VLF—HERBERZNRIC, 7xxV 7 Y UERE (T~
11#%1&1E30mgl H2[E. 12~ 15%1&1E60mgl H2[E) XidxniEgsEs L
Tr v F 7z I72VBERS A >uy 7 (1HlglH2[ME) #4E/MEO
BE L7 —EEREERE BITRR1276) T < Ue 25E &I,
EHOGHAITOENBICBLWTRBRIONT 27 2F V72 F IV
EEREDIEL NP RE NIz,

ENFEREBAE (Ra72{tE P +SE)

RoB | EP | REN | ZEE | SRR
TrXVTx| 6.09 -2.06 ZOEHEEM © -0.227
F YV IEME +£0.20 | *0.19 | 959K IS HER R LIE :
FhrFTY 63 6.10 -1.83 0.172

7 VB £0.09 | +020 | GEBHBRAE=0.9)

F2) HEMZ 27 RUOFEHEZIER L L EoBofziTv, HEE
HD2EDED SHEEE KRV Z DI5%H RIFHERA LR EZTR L7z,

71 ¥V 7 2 F Y AEHRIBERGHORIERFERRIZ5.3% (4/756]) TH
0. ELFENERIZER2.7% (2/756]) Th o729 .
(7 FE—I4RIENR)
17.1.6 EASEMAREER (BRA)
7 ME—HEEREEENRE L T R B E TR (8
Fixt540061) <. 7T ARNIET = F V7 = F D ViEEFEE]EI60mg %=
1H2E (ZEERTFCLERM) #OKS LS, POAHRIT ORI
BRUTOEBDTHo T,
ENTEHBENE (ERAaT7EE T [95%EEXE] )

b - i = i
W5B | R K5 100 S P
=g 4.79 -0.50
7IER | 19 | 1468, 489) | 062, -038] | _
p=0.0005
60mg 201 4.68 -0.75
[4.59, 4.78] | [-0.88, -0.62]

7 x¥ V7 )V ERECOMg SR ORIERAFIARIZ23.2% (48/207
Bl THY. EREIEAIZIRE3.9% (8/2074]) RUmEL ) LEe >k
F1.4% (3/20761) T&H—7-39
17.1.7 BRSE ISR (VR

7N —MREREEENRIC, 7T FV T 2 F I UIERE (7T~118
1213 1E30mg# 1 H2[E 12~ 151213 1[E60mg# | H2ME) I igss
LT b F 727 vVEEERT A ouy T (1Elgk1H2ME) %48
MREORSEG L —SEEm G (BIadR16206]) <. MEEEICHT
57 1FV7 2 F Y UAERIBEOIELH SRS NI,

AR ENEERBRE (2375(LR P £SE)
woB | Ep | mew | zeE | HTEE
Ji¥VTI| o 2.32 -0.50 | o SHEE(E : 0.050
U EEE +£0.05 | +0.06 | 95%E-RISHERER LR :
ThFT Y 85 2.38 -0.58 0.185
7 < VERIE +0.05 +0.06 | (GEHHERAE=0.37)

E3) SRR a7 RUERE e LR E LS HN T 2TV, FHRE
HD2EDED SHEEEKR VT DI5%F RIEHERA EREZTR L7z,

7xFV 7 Y VEBIEOBIERFEREEIZLO0. 8% (9/8361) THY.
E 2 BIERIER3.6% (3/83f) TH o731 o
17.3 Z Dfth

17.3.1 fEthESNEEIC T 2R E

()f@%ﬁki\ 7%V 7 Y UERE]I20mgED | HE-itRofie
A7 IVEROT SR _EHEM. 3§|J3FJ§7DZ7J‘—/§—'(“%7}’L%“
NEEHRS L, 7— 7°U7\77nf\%ﬁ BEPBELI-EE, FO
%@u%—ﬁﬁ@ﬁtx&“i*&«ﬁsumé< TSR ER
HTho7.

(2) BERRAICT =3V 7 27D VIEREE120mg,. FtRoie x4
IVERO TSI REZEEM, JUAF —N—TEFNZFNBEERS
L. RY va vHEER#EE (PET) 2ROV THAOBITHE % KT



LizfR, 725V 72 F P VICEBAMEEDO A% I VHZER
DOERIZIFZEAEHSN TP 5Tz, 7o, RERERICHREBREICES
WTTIvREED DS

(B) 7H VT ULF—BEIC, 7z2FY 7 2TV VIERIE6OME. F—
ﬁﬁ@ﬁtx&i>%\7»:—»&675t£§:ﬁgﬁ\@M%
7DZ1—A—T%h%ﬂ$E&%L 3 lv—&—iﬁmaﬁﬁ
EERENICRITTHEZ B Lz & &, SEBERNICRITTHE IS —
HROF L Ay I VEICHNFRINSL, f7tﬁtﬁﬁfﬁo
7233 359 (HEATFT—%) .

17.3.2 DAOERNNIFTHE

(1) RADOEHHET UL —HRBREBEIC 72XV 7 -V VIERER]
[240mgED 1 H2[EED 2AM#RE Lz &, SR HEL
T\ QTcROBEELZ(LZR 6N 25723030 WEATF—%) .

(2) BRI 7 3V 7 £ F Y EREF 1E60mgl H2[E64 . 1H
400mgl H2E AR U240mgl H1ENERBES L TH. IR
LT, QTCHBOERLE#IA SN -7238) 39 JLEAT—
7)o

Q) BEBRABFENRICLETY 20~A ¥ 2 EOEWBEIEROME
(71«*\—/71%//%"@1’“1@12011@1ElZIEWElﬁaﬁ\ IJz2avA Yy
¥ 1[E300mgl HAE7HRE) 180T HAICK VM7 =57 =
F VBRG] iﬁbt ATHQTCREDDENZEDRE
HICREIEA LN -7-10 o [10.2, 16.7.1 ]

(4) Crax W RERERERHO10BU EE R 254 T ToBEHIBWT,
DERANDOEEII R, BEEROEMLRAO SN 57239
0 (HEATF-%) .

B) 7xzFV T FIVUEREICIZIO—- Lz MDEHBIERET
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