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MEZFEEE LZBRREBRIIER L Tz,
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AST. ALT. y-GTP. Al-P. LDH® EREDFEHERE. &
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TVULT YEARISEIIEIT 5720, T VLT Y RARISEEZ
Eitd 23~5HA1D KA OREGEHIET B &,

13. BEKS

13.1 fE4R
HSETOBBHREREN & L TEHARZRA LI2B0®MENH 0 .
1800mg % iRA L 7zER TR I3 7% <+ 3600mg & ARF L 7= FEH]
Tl HF WV BRENEOOBP AL NI,



13.2 W&
AN MPBGBHTIC & > THRETE 20,

14. BARLODEFE

14.1 FRIRMAFOER
PTPAEDEHIIPTPY — bSO H L CIRAET 5 & H15E
5L, PTPY— FOBEAICE YD, BOS AL EEREEA
FIA L. FEICIZEIL 2B L THEBARSOEE 2 AHHER 5
THZEND B,

16. ZE4EHEE

16.1 MOHRE

16.1.1 BRA
BERABTIFICT =¥V 7 xF Y VIEHE N 7L 60mg™! % Z2 g B
EfREOBS L E0mMET 7 2F VT2 F Y VBENT A=Y LT
EBOTHoT. REHRERHICIEBEMIASNELP -2,
BN 7xF V72 F IV UEREN T EILET 2RV T 2 F Y VIERIES

60mgIXEMHINCFRETH > 722,

MEEFRENT X =%

. AUCo- Trmax Chax T2 CL/F
RoR (ng * hr/mL) (hr) (ng/mL) (hr) (L/hr)

60mg | 1445(35.8) | 2.2(38.5) | 248(45.0) | 9.6(59.5) | 44.4(41.1)

120mg| 3412(28.4) | 1.9(37.0) | 564(39.1) |13.8(64.9) | 35.0(26.7)

S (EERH%)
16.1.2 VR
WEET VX —HERRKEEICT 23V 7 27 Y VIERIER30mg (7~ 11
7% 50f1) & U'60mg (12~ 157% : 19) % 1 H2[E28 H B RER 5 L7z &
&, BRERSHBO 7 23V 7 27 Y VIMEFERE ST X -5 I3 To L
BOTH-7Y,

MEERPREINT X =5

Fll |, AUCo-» Crnax Tie CL/F
g (%) RS H (ng-hr/mL) | (ng/mL) | (hr) (L/hr)

HAANE | 7-11 | 30mg| 50 | 851(38.2) |150(51.7) |15.8(68.4)|40.1(36.4)

EEY  12-15[60mg | 19 [ 1215(22.1) |185(41.8) |12.3(75.0)[51.6(21.1)

SHELA/NR
%%i#j)
(3% [
jEAmE L)

7-12 |30mg | 14 | 1091(36.7) |184(48.1) | 8.8(34.5) |29.1(36.3)

S (EBHRE%)
BINT A =5 DEHTE
2) NONMEMIZ & B RA ZHEE, E3) J > T 28— b A2 ME
16.1.3 E£YFHEIS R
T 1FY T T FIVIEERIER0ME[I A ]
HERABTIC7 =¥V 7 =Y VIERRIEREOME[ 51 M ET LT T8
60mgD ZNENIFE(7 = F V7 2 F Y VIEHIE L LT0mg) % #ER
HERORS LT 7 oF V727V VBEEREIEL. BonEY
BHE/ ST X — & (Cmax. AUC)IZ D\ TI0%IERER FIEIC THEHRIT %17
> 714G, 10g(0.80) ~log(1.25) DEENTH D . WA D EM AR FREHE
AHERESN/Z (T R4 —N—3)Y,

(ng/mL)
450 L
—o— 7 =¥V 7 = F VU6 Ong[ 4 A )
-0 -7 L7 7§ 60m
% 300 (MeanLS./I)., rr§2)
e
e
JEE ,
150 |- )
0 4 8 12 16 20 24
kg fir] (hr)
HENT A —% SBENTA—4
AUC Cmax Tmax Tz
(ng - hr/mL) | (ng/mL) (hr) (hr)
TIXFITzFIYV
N + + + +
YRR 6 0me 71 1779 +658 285127 12.2+1.2]4.9+0.6
7 L 7 T §E60mg 1884 +696 314+166 |2.0£1.2]4.9+0.5

P + iR (n=32)
MR EN MICAUC, CmaxZBn/8T X =413, #HE#E ORR, (KK
DIFREEE - BEEOHBEMIC L > TR ARENFH 2.

16.2 DRI

BERMAB T2 702 F —N—3ET, EERLCER (SRER) 107
=¥V 7 xF Y VIERBEEI20mg £ BER ARG L & &, ZERICHT
NEBBEGEEDOAUCH=K U Cmaxid N2 N15% K O14%HA L7z (4
EAT—%)
E4) AT B T 2 HHIOARHARIZLEOME. 1H2ETH %,

16.3 916
fERERAICY =%V 7 = F Y VIEFEE40. 200% 0400mg™ % 1 H 2[E#%
O#%E5L-EE, BHERIBRELOREBROY7 2F:Y 723 Y>>0 vivo
ICBIFHMBEREOF/BAERIE. 13~7359ng/mLOBEH F T60~82%
(69.4£5.9%) TH-7:%,

16.5 HEttt
RERABTFHICT =V 7 =Y VIEBIEN 71 60mg % BEF %
L7 20 EGRAB[EETORFT V7 252 OFHRMEEIN
R, 11.1%ThH o7z,
BERABTICNC-7 ¥V 7 = F Y VIERIEEROMg % BERO®RS
Lz & &, #5%11HE CORKOERDOEINFIZIL.5% T BETREZE R
THEDIEFEAER 7 2F V72TV THY . ERITKL0%. REIZH
11.5% s 72" BEAFT—%),

16.6 WEDERZRITDEE

16.6.1 BigEEEEE
BRADOBHEAEREBEZ29FIC7 =V 7 £ F Y VIERBIE S 71 L80mgH
FHOBELEE, JLT7FZ0 )7 T2 A4 ~80mL/mink U011~
40mL/minOBEHEICBIFA7 23V 7 25 Y OCmaxi3EERAICH L,
FTNEN]LSEEOL.TEE L. FEEREREIE TN 665K U.86%
Ebolc. £, BBE(ZL7F=> 27752 A 10mL/minklF)
ICBUA7xFY 725V OCmaxid@REMRAICHEL. 1.5E5<. F
BRI AMERD 1. B, BEEREFTH 125 BHEA
F=%)o

16.6.2 FTHEREIEEEE
BRADFEAEREERZE17HIC 7 =5V 7 = F Y VEHIE S 71 )L80mg™
EHEREG L&, FREREREICBUS 723V 72+ 00y
gL, HEEHOSHLAEL, FRECEEICLSENEEOEIIH
S5N7eh o7z, Child-Pugh/HTBRIECITH -7 BEDT72FV T =
F 2 2 DAUCH»IE2176ng + hr/mL. Cmaxid28Ing/mL. T12i316.0hr ¢
Holzo INOLOEIIBEEEZRICBIAEOZNZNL.2. 1.1, 1.2(3
THolzo B BEMEIRIFTH 720 (HEAT—4),

16.6.3 SifhE
65 Ll L BERERE206IC7 ¥V 7 = F Y VIERE S 7 180mg™
EHEHREG L& DT 2F Y7 25 VY DAUCHIE2906ng - hr/mL.
Cmaxi3418ng/mL. Ti2i315.2hrTh o7z, Th 6 DEIMBEEEEICE
FAEOZFNZNL.6. 1.6 1. 1ETHo7z. 2B, BERIEIRIFTH-
72129 (NEATF—%). [9.83H]

16.7 EYMEEER

16.7.1 TURAORAY Y
BERABTISHICT =¥V 7 2 F Y VIEREMFSE 1[E120mgl H2
mE# ey 2074 > 1E300mgl H4E7HEHR L TREZO®RS L
freE, MR 72FY 725V 00Cmaxid 7 =¥V 7 25 VIEREE
B SREOM2EIC LR Lz, —, ML) 20~A ¥ VBEICIE,
HRICE BB 241,

CoOMmEF 7 XV 7 2V VBEE EROKFIBMRR» S, PEEA

DHEBEILES 72XV T 2F V0D I 752 ADE TR OTRINRO NN

ICERT 580 EHESNLY, [10.2, 17.3.2%]

W5 72XV 72V UEBIEMARSEE Y 2 XY 7 2 Y VIEBIERE
60mgld EMEICFAZETH - 7217,

16.7.2 KEMETZILEZ O L « KEHMER TRV D LSERE
BERABT260C7 5V 7 =7V VIEBREH 7 )L120mg™ 0% 515
FRNKBIET VI =T L - IKEb~ 732 LERHA 2 BERE L7z
X, 7xFV 725V VDAUCHnA U Cmaxiyd 7 ¥V 7 -V U
FRIE BRI SR D F940% 8D L 721 (SMEAT—%4). [10.2208]

16.7.3 F v3dFVY—=IL
TR ABT236IC7 =5V 7 =V VIERRIESN 7L 1E120mgl H2
[\ &4~ a5V —)L#E400mgl H1E7 A MM L T RERORS Lz &
MR 723V T7xFVVBEER T XY T Y VIERERERS
REOR2EIC ERF U7z, MR b oy — VBB IR, HAICKSE
B3I nhro729 MR 7FV 72 F YV BEEROBFIRTY 20~v
Ay EREEHEES N WEAT—%),

16.7.4 A FS5Y—)L
RERABT2B6IC7 ¥V 7 2+ YV IEREH 7L 120mg™ 0511
BEERT & 1B RIRTIC 4 X 5 Y — LA TR L% 22 h40mg K 20mg %
BEHRGLzEE, 75V 725V VIEBEORMBRICHEIZ >
7219 (HEAT—%).

16.8 Z0fth

TIFY T FIVIERIER0ME[I1 M
7 ¥V 7 2 F IV UEBIESE0mEl ¥4 i [EESELHZROERY
BlOEMENE SRR A R4V ICEDE, 723V 725V
RIESE60mgl &1 b 2 fEHERIA E Uiz & &, IFHEBICE D T EYEN
ICA% AT ENTY,

17. ERPRRXHE

17.1 BMERUREMICEY SR

(BB

17.1.1 BRI MAEER (RA)
BHIARZRE 2 MR E U ZEE R TR LG (B AT 0t 5221441)
T, 7 ¥V 7 ) VU EEEEE10mg® Xid60mg® 1 H2[E, 1HERED
BELLEE, POARUCREZOEEERZ I 7 OE(LEBRUTOLEED
Th-olze



ENEERERAE ER R 2 7 2(LE P9 +SE)

BE5# REFIEL B 5Hi Zlg WRRE (F 8T)
10mg 74 | 5.68%0.25 | -2.12+0.34 B
60mg 68 | 6.40+0.21 | -3.53+0.33 p=0.0042

FAERBR I3 1E10mg, 60mg. 120mga | H2EH#% 5 038 Ll T & h /-

A, BT RICIZ1I0mg L 60mgD B D A &R LTz,
7 1%V 7 2 YV U IRRIEOMgi SR O BIME AR R 25.3% (19/756)
TH Y. EHENERIZIRE10.7%(8/7561) e R4, 0% (3/7561) TH -
tZl,ZZ)o

D RAICE T B ARAOARARIX1E60mE. 1H2ETH 2,

17.1.2 ;BSNE MR (RA)
BHERRS BE 2 NMRICER L 75 £ AR BB (@
S4390)) T TIEARIET =¥V 7 xF Y U IERIE]E60mg % 1 H2[E.
AABREORES L&, 72XV 727V VERIEX S RICHLE
HrWHRIT OEEEFEDIRENT,

BN EFREBAGE BRI 72 (LR F5£SE)

BE5RE FEFIEL b il ZtE ME (F5 B
TR 90 1.92+0.09 -0.47+£0.07 —0.0001
60mg 86 1.98+0.10 -1.07+£0.07 p=>-

LEEAEERB (12~ 15B2&0) 377 RextBe LT4AE (1
20mg. 60mg. 120mg. 240mg) %\ CIH2EHE S D HEZ 1T > T 505,
FRITAESRICIX TS £ AR L60mgD B D A %R LTz,
7 xFV 7 2V IERIE60MgH SR O REIEFAFBEIL21.3% (19/89%1)
THY. ELEIERIZIERL0.1%(9/896]) Tdb > 7252,
(FLILF—1HE2K)
17.1.3 ERE MR (RA)
FEIET VLF —HBEBEEZNRE L ZEE R TR RS i
(FRITRIRI07H) T 7SR T 25V 7 2 Y VERREIE60mg % 1
H2ME, 2EREO#RES Lz &, < LeAFlE. &t BIEBROAFHER
A7 OELBBLTOEBY Th o7z,

EINEEAEBAE CERZ a7 2LE FH+ESE)

BERE | R HE5HT ZiLE WRE (3L53 Bi)
A 105 6.74x0.14 0.07%0.18 —0.0044
60mg 100 6.64+0.14 -0.36+0.18 p=

FEREIE TS AR 2R S LTIE60mg. 120mg | H20E 5 038 Has
TEME N, BITERICIE TS 1A E60mgD B D2 %R L7z,
7 xF V7 2 Y UEBIEOMg i 5RO BIMERAFIEIL9.9% (10/10141)
THO. FuEWERIFIRS RO HMERED A5%3.0% (3/1014]) TH - 722,
17.1.4 B MAEHER (BA)
KERHET UL —HRRBEEZRNRICER L I AR -EER
HE R (BT R57060) T 758 ARXIE T 2 F V7 2+ VIERELR
60mg# 1 H2E (ZHER T TR/ RO/EG L L&, Jo¥Y T2
UUVEBEIR TS v R UER 2 37 OB B LR RS Nz,

BN EEREAAAE RER A 2 7 2 (LE P9 £SE)

BER | EFIK BEHI ZiLE e G5 Buat)
A 141 8.88+0.14 -1.56%0.20 —0.0001
60mg 141 8.81x0.14 -2.64%+0.20 p=

FEEAEERE (12~ 15B2a0) 375 RexEe LT3AR(1E
60mg. 120mg. 240mg) %AW T H2EH SO B #1T> TV 278, @i
RIZIZ T IR L0mgD HEDOHZR LT,
7 x¥V 7 xS YU IEBEOMg S B ORIERFETEIL14.2%(20/14]
BN THY. FEIERIZERE2.8% (4/14161) . % VW RO H MEED 5
#2.1% (3/1416) T & > 7227,
17.1.5 ERSE MR (VR
BEET VLF—HREBEEZNRIC, 7253V 727V VIERIE(T~11
& 1E30mgl H2[E, 12~ 15881 1E60mgl H2E) idxiEse LTs b
FI7 VI VIVEBERT A v uy S (1Egl H2M) 2 4ERF 075 L=
B HEGRE (RITARI2761) T < Lo &FE. Bit. BEOEER
A7 OERBICBWCHBRICHT 27 2%V 7 = F D UVIEREDOIES K
ARENTZo

ENEERBE (R a7 £ L8 F5ESE)

B5E | m0E | 5N | EE | BiREREIESD
Jr¥V TS - ZEORHEEM - -0.227
ooty | 0 |0-09F0.20]2.0620.191 o0 e esemm L
rrFILUT 0.172
< LB 63 16.10+0.19|-1.83+0.20 (JEB MR RIE=0.9)

E)HEFZ 2T ROFEHRE LR L LGB 2TV, AREAO
2BOED SHETEBEK O DI5%F RIEHER AR LR ZR Ui,

T XY 7 2 F IV UIEBRERSRHOBERFERIL5.3%4/756) TH D
EBIERIXMEIR2. 7% (2/7561) TH - 722,

(7 FE—ERIER)

17.1.6 EINEE MAEER (BA)
7 NE—HRERBEENRE LTS AR EE G (AT
HEA00F)) T FIEARIET = F V7 = F Y U IERIE]E60mg 2 1 H2/E
(ZEERTCHER)EORSLEE, POARATITOLE(LEIZLTD
EBVTHoT

ENEZRBRE ERZ 27 Z(LE P [95%EHXM])

858 FEBIEL 50 Zitg T G Eri)
. 4.79 ~0.50
7R |19 | e 4.89] | 1:0.62, -0.38] _
p=0.0005
oome o1 4.68 ~0.75
[4.59, 4.78] |[-0.88, -0.62]

7xFV 7 1) Y U EREOMgI S ORIERFEIRIX23.2%(48/207
Bl)chv. ELEERIZERK3.9%(8/20761) RUMEL Y v B&7
1.4%(3/20781) T - 722,

17.1.7 EASEMAERER (\VR)
7R EEABREENRIC, ToFY 7 oY U HERIE (T~ 1RSI
1[E30mg# 1 H2[E, 12~ 158121 1[E60mg % | H2[E) XIIn e LTy
NF7IUTRIVEBE RS A v ay 7 (1E1gZ 1 H26E) 2 HEME %S L
7o EEMHEHE (BT R16261) ¢ HEEICNT 7 2F VT oS
Y UEBEOIB NSRS NIz,

NE ENEERBERE (R aT7E(LE FH+SE)

BEE | Ehm| BEE | ZE | BhRE RSN
DR - S0 SIEE(E ¢ 0.050
oot | (0 |232E0.05170.5020.06 | oo e gmpem i
rhNFTIVT 0.185
gy | 0 |2-38+0.0570.5820.06|  (ppmmi 37)

EI)HREHIA AT ROEHRE LR E LRSS 21T FBEAD
2REDZE D SHEE BT O DIS% P A HER A LR 2R L 7z,

7xFV7 2 F Y IEBRIEORIERFEIRIZ10.8%(9/83F)) cH b Tk
BRI ZMERR3. 6% (3/83() Tdp - 7233,

17.3 Z0fth

17.3.1 FEHEEREICK T B RE

(MBFBRAICT 25V 7 xF D VIEREI20mgH) . H—HRofie 24 3
VEROT TR E_EEMR. 3FBHI 04 —N—TZNENEERS
L. 7= ANHBRICRITTHELZ R L L &, TOREBIIE MR
DL AL I VEICHRERINESL, TIRREFABETH -7,

Q) BERAICT =%V 7 27V UEEEEI20mg. E_tRofie 2y 3>
EROTSTLREZEEHR, JUAF—N—TZNLREEHEEL, KD
ko VKR E S (PET) 2 AL TN OBITHEZ B LR, 7«
FVT2FIVICLBRMEEDO L 27 I VHIRBEMADO HIIZIFE A EH
SNZEPoTz. Ty BHIBRCREREICBOW TSI REEN LD
57=3,

BT BT ULF—BHIC. 7xFV 7 xF Y UIERIEOME. H—HR
DL A7 I VE, TLA-LVROT SRz ZEER, 4F4H 70 2%
—N—TEFNZREEHREL, ¥ I2L—¥—ETOEBEEEZRENICK
FTHEL A Lo &, BEENCRITTHEIE RO 2¥ 3
VEICHANERINES L, PIEREFERTH 2P HNEAT—%),

17.3.2 DIMEBERNRFTHE

MMAOEHET VLF —RREHICT 23V 7 2+ D VERER 1
240mg % TIH2EE 2B S Lz & &, PR EH-B LT, QTcHE
DEBRENZRSN G 7250 BEAT—5 ).

(QDEERAICT7 2FY 7 )Y VEREX1E60mglH2E6% A, 1[E
400mgl H2[E6.5HE % U240mgl HIEIEMBE L Th. IS RIcHL
T\ QTCRIBOBEELZEH IASNE D127 SHEAT—4),

QB)EEHRAEFE2MRICLAETY 20~V A ¥ > & OFEYBEEEROBE (7
¥V 7 2V UEREIE0Mg KR O120mgl H2[EI7HRE, =Y Au~v A
¥ 1E300mgl HAR7HB) ICBWT, HRAICEKVIMEF T =FV 7 =25
VUEBIERESR2EIC ER LA THLQTCR EDLDER 2 EORE
HICRIEIEA SN 5729, [10.2, 16.7.1%]

(4) CmaxW &R SEOI0EL EE A BT TOBREICBNT, DE
MAOEEIT 2L BEEROBEMLRD NG5 72390 JLEAT—
%)

()7 xFV 72V UEBIEICIEZO— b L POERERGK T v
FIVIZHT BEEBIIFRD HNT VRN,

18. ERpEIE

18.1 {ERAKERF
7 ¥V 7 SV UIEREIX BIRNe Ay I VHIRERETER %2 EE
A& Uy MATRIERY A b A s ISR BBkt 0 & (R &%
OB IHIVAT ¢ T—4 —EEENEIER 2R3,

18.2 ER Y = VHESIFMENER
TrFV T2 FVUEREIX. EAY I VHIZAKICBLWTERAY IV E
EHR LU, Tty MEHEBEAROKEEAICBI AL 2 2 VEREN
MEZMHE L7 (107~3%x10°M) . F7z. 2FBRETELEY b - EZF 3
VERTEINELR R ERSEINH Lz, B, 72XV 7 25D VIERE
BIZET RLFU Y, 7EFLIY Y, 2O FZ VRO FF O DOEF
FARL LI A I S 7 LT v 2T BEANEIZERD SN T,

18.3 IFERER. WIEMY A M h4 U RUHIREES FICR T B1ER
Tx¥FVT7 Y UEBIEIR. FEET VLY -HEREEHRESE -
MRS E BIEIC K VBRSNS b MFBEROBEE 2 10 MEL_ETHIH L
Too Floy EEIET VX —MRREEHREMM LML EELE b
TFERBRE & B I U7z & I EBPICER S NS REET A M A
> THBHIL-8KRUGM-CSF# Z N2 10°MEL_E R 10 °MEL_E THl#I L .
S DT CTd HSICAM-1210°MEL_E TR & 8724,

18.4 F=HIWAT « T—9 —tEBtNHIER
T x¥V 7 Y UEBRIER. BEBRAOKMEMIFEERRECT b E—1tk
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