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6. AZERUHAE

(A

WA 7 =Xy 75T VIR L LT 1 60mg (K
FA4vay 7L LTl2g) =1 H2MH, HES L TROEY
T5o B FERICE V) EHEERT 5.

GN)

WL 12U Lo/ 7Ry 72 F Y UEBRIEE LT
1H60mg (FF 4 >ay 7& L Tl2g). 7l E12EKD
ARICIZ 72 F Y 725V UL LT1H30mg (FJ A4
Yuy7ELT06g) & 1H2M, JHRESL TROKS T %,
By RIS X D IR 5.

WE. 2P E7TRARMONIET XY T 2 F Y VR
HWELT1IM30mg (K94 >ay 7L 1L T06g). 6»HULE
2R O/NBIZIE 7 2 F Yy 72 F Y VBRI LT LN
15mg (F9 4 uy 7L T03g) % 1H2IMm., JFREEL
TROEG T %,

8. EELEANER
(2hEEE)
8.1 FRARD LN VIAIE, R ERENCH VK5 L
ROXIITHERET LI L,

(FLILX —H2%)

8.2 FHIMEOMEICHG T A A1, FRFHZELT. T0
BRI OG- 2B L. IFRFEHHE TR Thilh 5 2 L2
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9.8 S
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1. BIfEA
ROFMWER DS H5bNEZ ENHLEDT, BlE%E 54TV,
REPROSNIGEIZ G 2 hIET % % E#Y) R LE %
179 2 &

1.1 EXLEIER

NAA 2avy, 7F7147F%F 27— (WIRLHERY)
MR PR, IR RS, A TRIE. Wn. WA o
WEIEIRD D S b A I idHkG 2k L, @b 2 uE %
179 2 &

11.1.2 FFEERES. BE (W3 HER)
AST. ALT. p-GTP. Al-P. LDH® 540 f-Haekid, #
HAHLDNDLZENDH D,

1. 1.3 |ERIRE FEADD) . AmERRKY (02%"). #7hik
WA (0.1%A0m™)
D) BBHEEEI RS A vay TROERIICBWTHRD bk

FIER O A5

1.2 ZODEIER
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0.1~ 5 %™ 019%™ FLAW]

ig fi# | AST B, ALT L5
IR - WA IR B BHIR HER IR e
I By, ME LA
Zz o b I PR B RS

TP, M. R AR

H
im)%ﬁﬁﬁdF?f9Uv7&@ﬁ%t£wfﬁb%ntﬁﬁm®

Thlo

12. [ERBRERERICRITTRE
TV YNBSS 5720, 7LV Y EPRIGH
FrEfT s 3~5 O oADK 2§52 L,

13. BEHRS

13.1 JHE TSGR & LT, BRI L7 2 o
A H D, 1800mg# IR L 726 TR 1 7 <. 3600mg
R LRI, 0 F v, AR OTHBAAR SRz,

13.2 @
AFNFMAGENTIZ X > TBRETE v,

14. BALDEE

14.1 EFANEOTE

RANGHE R L OWHNTH 5 DT, HEBZEOMRLE BT, K
IR BRI R NI T A2k,

16. =Y EhEE
16.1 MAEE
16.1.1 /72 (6 n A~ 67%)

NRBRTRADRERTOMEEN 7 2%V 7 2 F T ViREZ W,

REE RSB REMRAT 12 X 0 S TIRE RS 2 — 7 23EE L2
MAETHEE T X — 5

PGt AUCyo Crnax CL/F
(mg) (ngh/mL) | (ng/mL) (L/h)

67 H-1m&| 15 55 1090 (46.2) | 130 (40.9) | 156 (29.9)
2-6i% 30 80 | 1060 (24.3) | 157 (29.3) [29.9 (24.0)
7 -11j% 30 173 710 (19.8) | 114 (224) 439 (19.8)
12-155% 60 97 | 1150 (23.0) | 189 (194) |545 (21.0)

LUN 60 109 | 1110 (282) | 175 (18.1) [57.8 (24.9)
T (ZLEHRE%)

HEBIEL

16.1.2 /pR (7 ~15/%)
SHAEPET LV =B ERFIC T 23V 7 2 F ¥ U BBt
30mg (7 ~115% : 5061) K 060mg (12~15%% : 1961) # 1 O
2 28 H M AR G- Lz &, G507 2%V

T F T DMBETIEEE ST A —FIZDTOLEBY Th o727,

MAERRIE X T 2 — %

AUC.. | Con | . | cLF
(ng*hr/mL) | (ng/mL)| (hr) (L/hr)
HA UM 7-11[30mg| 50 | 851+325 | 150+77 [158+108[40.1+146
JAEE™] 12-15 |60mg| 19 | 1215+269 | 185+77 [123+ 9.2|516+109

SHEL AN
IBEFEM| 7-12|30mg| 14 |1091+400 | 184+88 | 8.8+ 3.0(29.1=10.5
(%)

XGRS E (R) | B | SRR

(F49=SD)
FXT A= 5 OFM
1) NONMEMIC & 2R A M5, 152) /7 v 3 vo8— 1 X ¥ ME#T
16.1.3 A
HEBRAB TSI 72Xy 725 Y VIHBEY 72V
60mg™ % 22T e G Lz e &, I 7 2%V 7 2
FIOVIBRERONRTG A= U TOEBY Tholzo KK
BRI BRI A S o727,
E3) 7x¥V 7 F YV UVIEBRES TRV ET LS T E560mg

FAEWFICHETH > 72,

800
700 - -~ 60mg
600 [ -o- 120mg
500
400
300
200
100

( ﬁiﬁﬂ’iﬁm:ish‘émﬂﬁql)
B DF R +£SD

M4Ed7 2% 7 29 YV 1 (ng/mL)

P :
01 2 3 6 9 12 18 24
5 [ (hr)

T ¥V T 2T VSRS T VBN S% O
TxFYVT 2 F Y OMBETEE
MUEHREE N T A — %

P AUC,.. Emax Crax tye CL/F
(mg) | (ng-hr/mL) (hr) (ng/mL) (hr) (L/h)

60 1445+517 22408 | 248+112 | 9657 |444+182
120 3412+969 19+07 | 564=221 | 13889 |35.0+ 93
(*Fi5+SD)

16. 1. 4 &M FHIEFMHHER
JUAF ==X FERABFIITLVLIIFIA Y
Oy 75%06g (7x%V7 2+ Y i E L T30mg)
X7 V7 F5830mg 1§ & 2 E N2 e B ¥ 5 L 7z
L& 72XV 7 2TV VMBEPIRER ST A= 5 FLF
DEBYTHY ., EWFMCFASETH L LDHERS LY,
#4) BB 2 ARFOARMEIL 1 H60mg (FF4>ay
FELT129) #1H2MTH %,

5 180
£160
140
%120 T VL7I7FI4urT5%
*: 100 -7 L 7 7 $£30mg
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%
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=
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18 24 30 36 42 48
R [ (hr)
TLZIRIAvuy 7RI T VI IEeith Lzt &0
T xF VT 2T v O
MAEFREEE ST X — %
Conax AUCs Tnax tie
(ng/mL) | (ng-hr/mL) | (hr) (hr)

f=1
o b
—
)

- B

TVIIRIAY

2y 75%

7 V7 7 $E30mg 71 127577 783+271 2.00 | 9.90+3.81
(CE¥£SD, t,, 13 Hrdefi)

72 | 128+61.5 773+271 1.50 | 9.34+3.29

16.2 TR

TEHER A 1226012 7 0 A F — N =i, IR R OV (7
PEWAEE) 127 =¥V 7 =+ Y v SE120me™ % BRI
Bh L &, BERICHEREBRE GO AUC. K UC
ZNEN15% M 1A% L 72" WHEATF— %),

16.3 2%

HeEBE R A33BICHERE 7 = %V 7 = F ¥~ 40, 200/ 0'400mg™”
1 H2MEEOE Lz e &, 5% 1 B R I2EM O 7 =
¥V T 2F TV Din vivoll BT B IR & ORI, 13~
7359ng/mL D EHIPH T60~82% (694+59%) TdH - 72,

16.5 Pkttt

RN B 8B 7 =%V 7 = F ¥ VIEMEIE 7 7+ )V 60mg
ZHRE G L7z & & OG5 %481EM E TORP 7 = %V
7+ P RRBIEE, 111%THh - 72,

R AT FI2HC-7 =%V 7 = F ¥ U R H60mg 2 H
PRS- Lz & &, & 5-%11H F TORKE P o RITEHE
1Z915% T, BHREZ RT HMOIZEA LR 72F Y 72 FY
YTH D, FEPITHIS0%. RIS %HEM] X vz (L
ANF—=%)0



16.6 HENDEREHT2EE
16.6. 1 BipcEERE

WA DB E R B2 7 =XV 7oV VRS 7
EV80mg™ A MEIEL. L2k &, FLTFo VYT Ty
2 41~80mL/min & 11 ~40mL/min® BHIZ BT A 7 = F v
T xF T VDC  JFEHER NI L. N ENL5ME R LR
WL PSRRI N E L6 R L8R o 72 E
oy BERE (L7 F=r 2075 YA 10mL/minkl T)
KBTS 72F V7 2F T yDC, JFEBER AL, 1564
L P RERANI AR B o 7z BB, AAEMIL R
Tho71" BHEAF—%).
16.6.2 FFipeEEEE

B O e R B 1TH (7L 3 — VHEIFEEZ1060, v 4
WVAFRSB, ZoMl26]) 272F V7 2F Y UHEmRES
7L n80mg™ & WG Lk X, R EREICB T
57 2%V 7 xF Ty OEYHEIL, BEREB OGS KE
{y FEEEOREICL 2HRNBRBOZITA SRR D5 7
Child-Pugh/ i CBXIZCITH - 2B ED T 2 FV T2 F Y
¥ ®AUC., 132176ng-hr/mL, C,,1Z281ng/mL. t,,l£16.0hr

Thole TNHOMEIFEHELEF BT L2MHOZNENL2,

L1 1265 CH o720 BB, BEMIIBIFTH - 72" GHEAF—
%)
16.6.3 =k

65ME L D HE 2060 S 7 = XV 7 2 F Y VB S S
L 180mg™ ZHEIE G Lt D7 2F Y 7 2F VL0
AUC, ..132906ng-hr/mL, C,,.13418ng/mL. t,,i3152hr T -
72o SIS OMEIIEHEEERICBIT A O ZFNENL6, 16, 1.1
BThote BB, AEMIRTTH -2 BHEAF—5),
[9.8 &)

16.7 EMHEE/ER
16.7.1 TV ZRORA >

R A TI8HIC 7 = ¥V 7 = F ¥ v EBIEIIEEES 1@
120mg1 H2E™ Lz 2a<4 > 1H300mgl H4m7
HEBER USROS Lzt & mEF 723y 725
VrDCE 7 =¥V 7 o F Y R RS0/ 2 4%
W EH L7z, —F, MRy 2a~ A4 ¥ VEEICE. B
WX BB Do 720

COIMBERT7 =XV 7 25 Y VigE LA OBF 38R
5, PHEHOHEICEI D 72F VY 72F VDI YT SV A
DT fe OWIR D BN EE 5 b 0 & e S h 12,
[10.2. 17.3.2 &)

#5) 7%V 7 2F Y UKBREMNIESRE 7T LY T 560meld

RN S Td - 720

1400

1200 - B gE
1000 et
800

600

37 2%V 7 x5V Vil (ng/mL)

0 SH6H 0 2 4 6 8 10 12 24 36 48
& HOE T 557 H O A 5 #6455+ e g ) (hr)
A

R AL 727 =¥V 7 = F 2V HEEEEMIESE120mg1 H2[H &
T A=A 2 300mgl HARI7HMEH L CRARE RS Lz L &
DT =¥V T ST O
16.7.2 KERETIVI = L - KEEY T 2> LEFHA
ERANB 267 2F Y 72 F Y VHBEY TV
120mg™ OHI55 AL T VI = & - KEAL< 7 %
VY AGEHRAERREG L E TRV T2 FT D
AUC R UC 3 7 = ¥V 7 = F ¥ v Wi BRI 58 0 %
40% L L 72" WHEATF— %) [10.2 Z]

16.7.3 A vAFJ—JL

fREHER AT F-2300C 7 =V 7 = F ¥ VRN A 72V 1
120mg 1 H 2 [|™ & b a9V —v§e400mg 1 H 117 HH
PR LRS- Lz &, MsEh 7 2%y 725V
W7 =¥V 7 25D VIRBE MG RO 2 512 15
L7245, M b oy — Vg, R X 2 8
Lol MR 72XV 725 Y VEELRORRIT T
yauv A vy EfkL g SN BHEAT—%),
16.7.4 X 75—

EHER AT 7236127 = ¥V 7 = F ¥ U 7 72 L 120mg™
OGN & 1RETICE A TV =V Tk ZTh
ZFA0mg . 20mgx HEl G- L2 &, 7o2F V725 Y
IR DR BB o 72 JHEAT— ),

17. BRERR IR

171 FIHRVOREMICEET 555

(FPLILX —48R)

17.1.1 ERNEE 3 HEEER (MR

(1) BAEET LU F—HRREHEZTZRIT. KA (6 2 H~ 1%

131 M15mg. 2 ~11i3 11030mg) % 1 H 2 [l 4 ~12;H ke

L5 L7z I E BB (AT 410960) <. < L % AJETE

il BHOAFHERA 37 (2 ~115) OUEENA LN,
Bl ARG GRER A 2 7 28{bit SFI4+SD)

R EH SEBI L % -1l 2 95%1 HE X [H]
ff%;; 102 59+13 | -178+188 | -215~-141

LRREE 6 2 H~11 e R ICER S zns, Lo a5lE it
BEOGF A a7 OBLRIZ 2 ~ 1% 2 R L LTl L 720
FIVE AR AS0.9% (1/10061) Td-72"

(2) BEETVNVF—HEREEZEIRIC, 72FV TS
VRS (7 ~11813 1 M30mg 1 H 2 [, 12~155%4d 1 [
60mg 1 H 2 ) JIIxEE L<Tr b F7 2> 7 VBIE K
A4 uay 7 (1 1glH2M) %4 HEZEORS L8
HWILEGRER (AT 512760) <. < Lo A%ME Bl &
BoOGFTA a7 OB ICBWTHBEICH T 7%y
7 = F Y VRS OIS MEAHGE S iz,

N E R (B%) (Ra 72 i PI+SE)

BGRE OB B | LR | REER Gl
EES
oo | 64 | 6002020 2062019 30> s it < 0227
PR 95%) WIF R L IR:0172
Evg 2 _
N 63 | 6102019 |-1.83+020| CFHTEBIHE=09)

D) 5 A T T ROERRE & AR Y L2 BT R AT S
T 2B 03 00 B A U8 2 0295% M (S HELIR 57 R A 5% L
720
AHEIOEIWER B A1E53% (4 /7560) TH Y. EREEHIE
EIRE2.7% (2 /75() Td -7
17.1.2 ERNEE 3R (RA)
FHET VLV R REBERE 2 NS E L ZEH GG RE
JH & ILHGERER (AT 30761) ©. 798 R NiE7=FV 7 =
+ ¥ U HiEetisE 1 M60mex 1 H 28, 2 BERELRSE Lk
X, < Lx e, Bl BUEROGFHERZ 2 7 02 L
BUTFOLBY THo7m,
IS EARBORET (k2 3 7L SP=SE)

. " L e
gaon A l S IV B K
Beljhk SEBIEL F -l ZALE (LSBT
A AN 105 6.74+0.14 0.07+0.18
p=0.0244
60mg 100 6.64+0.14 | -0.36+0.18

LRt 7 e R 2 E LT 1 H60mg, 120mgd 1 H 2 [H#% 50
SHEHBCCHENE S N7z FTHERICIE 7 T 1R L 60mgD LD A %
L7z

ARFN60m g 5-FE O EIEH ZEBI2139.9% (10/10161) TH Y.
2 70 EE RSO OV L ER R A E 25 4:3.0% (3 /101%1) T
o727,

o



17.1.3 @515 3 HEEER (RA)
KEFHET LV F—MREBELZNGE LT T R
TEEMILERE (ENT55706) T, 79 RXE T o F
V7 = F Y R SE 1 M60meg% 1 H 2 [, 14 H MRS
Lzt &, 7%V 72+ VBRI 2RI UIE
K27 OHEERWY IR ENT,
TP E BB GEIR R o 72 b “F¥=SE)

o e
e JiE 9 2t e
ERgeRis JiE B KL ¥ 5T LA (RSB
AR 141 8.88+0.14 -1.56+0.20
p=0.0001
60mg 141 8.81+0.14 -2.64+0.20

FRRHA R (12~ 15 2 &) 1377 LR 20 e LT3 & (1

[7160mg. 120mg. 240mg) % Hv:T 1 H 2 [l 5 O iz 217 > TW A A5,

FERT G HAZIE T T 2R L 60mgD LD A% IR L 720

AHN60mgiz -1 o BIAEH SEBLA 1314.2% (20/141B1) TH Y,

T EIE R I EDR2.8% (4 /14161) . 0 %\ R O L ERE A A
%21% (3/14181) TH -7,

(7 NE—14EE %)

17.1. 4 EAEE IHERR (IR)

(1) 7 bR REHE NG L L2IEE R (T4
103%1) <. AHl (6 » H~ 1ild 1 [15mg. 2 ~115%id 1 |
30mg) % 1 H 204 ~128MEEG Lize & 2OART

7 (67 H~11i%) OUEENHA SNz,

[ A R Gk A 2 7 25 {bkE “F35=SD)
MEmE | EER | B ZALR | 95%{E X
7N

i %%

FRERBRIE 6 2 I~ 112 M RICEBS N5, pOAROEFHATT

OEALRE 2 ~ 11 kR & LTkl L 7=,

VR A MEREGR A A51.0% (1 /1036) Th 72,

(2) 7 VE—MEEEREREERNRIC, 72XV T 2 F T R

Hige (7 ~11513 1 MI30mg#% 1 H 2 |, 12~15/%1% 1 [M60mg

Z1H2MHE) XiExBEL L Cr v F 72y 79 VEEE NS

Avuay 7 (1lgxl1H2M) %4 BMEORS L H

ML (Tt ge16260) <. xtHSEIH 327 2%y

7 = F Y UHEEEROIESB IR SN,

AN ENTEERBA (2372 kR T=SE)
BB |EEBIR | RGET | ZMUE | SR GUET
A 77 | 232+0.05 | -050+0.06 | 30t fl : 0.050

103 206059 | -046+0.53 | -0.56~-0.36

yrFTY 95% ) BIAE R L B:0.185
Tt | 80 | 238005 | 058006 | (I sti=0.37)

12) #5002 3 7 ROMERRE & IR L L2 oM & 47,
RO 2 TEDFED S U2 D95% 1 MAZ IR 1A )% L
720
AFNOEIEHFE B 12108% (9/8361) T h. T2uEITEH
13MER3.6% (3/836) THo72Y
17.1.5 ERNE 3HEHBR (RA)
7 NE—MREEEBREEZNRE LTI R EERIL
TR (RNT AT 4400%)) T 79 RXIET72FV 7 2FY
Vi SE60megz 1 H 2 . 1AM HRG Lz &, W
AAAT OELRIILTOEBY ThH o7

FEIN B ZERERT GiEtR A 2 7 2L SF3+SE)

. . o T
U b R J i U b TR B
-0 HE I P51 2L (LB
7Tk R 199 4.79+0.05 -0.50+0.06
p=0.0005
60mg 201 4.68+0.05 | -0.75+0.07

AF60mgx G- O JAEH S BLA13232% (48/20761) TH V),

E RN IRR39% (8 /20761) ROMLEE ) v v ER
14% (3/20741) T o722,
(ERFD)

17.1.6 EREE 3HEHR (RA)
BRI RS A L L7 B R T R i (%

o

Wixt52146) <, 72 ¥V 7 2+ Y o iEmESE 1 B10me™

160mgz 1 H 2|, 1HMEIES Lz 5. 20AKRY

FIBEOAFHEIRZA 2 7 OZLRIIDTOEBY TH o720
ORI OFE O EFHRIRA 2 7 ZAbk: (FI+SE)

" " - AL e
A HEBIEL i ZAbk: (S5 BT
10mg 74 568025 | -2.12+034

p=0.0042
60mg 68 640+021 | -353+033

FRCEBR L 1 10mg. 60mg. 120mg 1 H 2 %5 - 3 B Lk T 9%
Wi & M72AS, R REHIZIZ10mg & 60mg D IR D A %Rk L7,
AH60mgPe G- HE D EIEH FEBLA1325.3% (19/7561) TH Y\
F 2 EIEIZIRA10.7% (8 /7561) K OERIX4.0% (3 /7561)
Th o712,
17.1.7 @545 318EER (BA)

(EIEE AR O Rl DAl i S i = U Y
(FRHT R 5243960) T, 7T KR ILIEAHA 1 060mgz 1 H 2 [,
4 HMFEG Lz & KANZ T 7 2RI L0 0 A
AT DA BB DR E N0

B RBRRT GEIR A 2 7281k FI=SE)

Pegme | o | memw | e Bz
(5 HHHT)
7Tk R 90 1.92+0.09 -0.47+0.07
p=0.0001
60mg 86 1.98+0.10 -1.07+0.07

R B (12~ 152 @) 137 7 e R &2t E LT4 HaE (1
[120mg. 60mg. 120mg. 240mg) # T 1 H 2 %5 DK% 17>
TWVBY, ANTFEHRICIE T TR E60mgD LD A %R L7z,
ARFAN60mg P 5-FE O REIWEH T BI=81321.3% (19/8961) TH Y\
ERREIWEANZENGE101% (9 /8961) T o727,

17.3 ZOfth

17.3.1 1EHEBREICH T 2 &

(1) HEEEAC7 2%V 7 2T EBREI20mg™ . 58—
DR AT I VERKRTTIRe HEH, 3AIWrax
F—N—=TENENHNPEE L, 7—7 0 AT LIET
WHEeBREH L L& ToRBIE-IRoie 2y 3 V¥
WHRAEBINEL, 792 RERFABTH 5727,

(2) R AICT =% 7 = F Y HEEEI20mg, o
PRI VERITSLRE EER, 702+ —1N—T
FNENHNELS- L, AY o vk Essse: (PET) =
JHOTHRANOBITE 2B LR, 7%V 725V 212
I RBEEDOE A I VHZRKROERIZIEFEAEALR
Bhotze Fio BWHEMHSOSHMEICBVWT T IR E
FEN o 12,

@) 7¥ 7 HTULUEF—HWEIL, 7FV 72+ Y UEMIE
60mg. H—M oL 2 ¥ I v TLI—VRETTER
FOEEM, ARAM 0 A F — N —TEFREFREE RS L,
YIal—%— EToOHBHEEGEICRITTRER R L
7ol & EEEEICRITTRBEE IR oM 25 3 3
WCHAREBINEL T I REAMTH - 727 WHEAT— ),

17.3.2 DIERNRIF§THE

(1) WMAOFEHET LVF—UREEHEIT2F YV T F TV
WMt % 1 m240mg™ F£CT1H 2 2 M5 Lz &, 7
FERERBEL T, QTcHMBOEELZZLER SN2 h o 122
HHEANTF— %),

(2) EHRANC7 2%V 72+ Y Y HEBIEZ 1 H60mg 1 H 2 1]
6 » . 11400mg™ 1 H 2 1165 H [ % 0°240mg 1 H 1 [0
TEMBELGLTH, 77 RICHLT, QTcHBEOAELE
BEAs SN o727 FHEAF—%),

() BERARFEZHRII LIz 20<4 ¥ L DY TN
Mokt (7 2%V 7 )T V1R 1 M60mg K °120mg 1 H
2W 7 HI, =V 2= ¥ > 10300mgl H 407 HMH)
WZBWT, PEHCE D ImSEh 7 =%y 7 2 F Y VIREDSR 2
FIC EA L72GAICTHQTcR LOLE M Fo LM
MIEA SN o7, [10.2, 16.7.1 BH]



(4) CowWAFEHERGREOLI0f5 L & %2 5 5 FTORGTICE
WL LERINO BB R HEFLOMb RO 5hk
ot HEAF—%),

B) 7xFV7cF Y UEBREICZsO— b Lz MO
MK F ¥ 2 IVISHS 5 BBIERD 5N TV 2w (SHEA
F—%)s
13) WA B B AH OB EX 1 [60mg. 1 H 2 kT
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