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2.1
2.2
2.3

2BR(RODBEICEEELAEVN &)

ARHN DB LB BOE O BRI O 5 5 B

I OZITHR L T 2 W0 H 5 k(9.5 B K]

T AFL Y7 IVEREZ RS D oORRERE (7272
L. boBEEEHEZIT->THARBIMENTY b a—)
HEHEILLSARROBEZKRL) [10.1 2]

3.fHRK - MK
3.1 #mk
Wi FNWAFIY V| NV AFIVY VEE| T VALY VEE| IV ALY VEE
5mgl = A1l 10mg[ =Al ] 20mg[ =#1] 40mg[ = A1)
15Ed A5 1gEd A5 ] 15Ed A5 1gEd 5]
s | AWATNE L FVXFNE Y | FNAFNE | FNAFLE Y
TR ey s | AkEvIn | AFEvIL | AFEVLL
5.0mg 10.0mg 20.0mg 40.0mg
MEHEE e Fo|KEfREe Fofs 7ot ro—2, e ko
FYTUENEN| TR L LT =R, fEEEra— A, LK,
U—A, EFBF|AFTY VB ATTY VBT AT L
y7uE vt
— ik H
A ‘;fz‘\”‘;{”;g]’;
. 2770 v
B 277 vk
RTIARYT A, B
=" ALk
3.2 HAOWK
Wiz, FN AN v ANAFN Y v §E ANAFN S v ANVAFN S Ve
5mg[ = Hl] 10mg[ =] 20mg[ =Fi1] 40mg[ = A1
Tk | Ao HOFMA Y OFjE
7 2 (FN
- G=on =0 /6= Oh,
A — ] \ \ \ |
[ERE 7.1lmm 7.1mm 8.0mm 9.6mm
JE % 2.4mm 2.4mm 2.5mm 3.6mm
EiN 120.0mg 120.0mg 160.0mg 320.0mg
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8.1 AAZELT v I T vy v I ZAEETHIR G PICER %
JFRERERESE A D S bz L OHEHH 5 DT, PR A %
K 5% EBGEETIATH) 2 Lo [11.1.5 ]
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9.1.3 BMIEREEDH 8L
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9.1.4 BEARBIEREDPOERE
BHE2SHGZHBL, WET 2503 H~ 12179
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B RBRIT SR L TV v, B2 BlL s B2 h
Wb [16.6.1 ]
9.2.2 MEBEHHDEE
BEHE, SRS ZHBL. METLHARIEHELIIT)
Zr, ~HNOAMAMERTZ2EZSTBENLEDH S,
[11.1.4 =]
9.3 FrigeE=ERE
R E A& H S E o T B B 55 R (Child-PughH A 2 7
5~9) TH N AT ¥ OMIETRED L5552 & ok
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FETCEE) D330 SN B S hTnw a2,
A OBe G b, RBEOA IS D E R L CARAIR -
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(0.80) ~log (1.25) DFFANTDH V) . Al 4 Py 251 [ S50k Ak 52
shiz?,

1.2 ZOOBHER
1~ 5% A 1% A1 BEA
SO 5895 ZHFE
ML A I ER £ 98 A |1 I ER B | £ i
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14 BRAEDZEE
14.1 EHIAMBEOEE

ARl % A DRIV I VHEBERA I EAS v b AV IVERE

B L — WAL LSS Al T IS TRAF L 72856, X bR
VX VIR RAIOE A A Y v b A Y OVIRIE RIS
TAHIENHLDT, —WLiT#T L L,

14.2 EHZNEFOZE
PTPEEDHANIPTPY — b2 LMY L CTIRHT % & 94k

WY 5HT L, PTPY— bORREIZ L ) B OS2 B,

JEAFIA L. B3 ZL% 35 2 U CHERs i 255 0 15 2= 50k
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16. EMEEE
16.1 MARE

16.1.

1 BEgE
TR A B E24BIC AV AV ¥ > X ¥V 3 )5mg. 10mg.
20mg M OM40mg % ZEMEIRE BRI G- L7z & &, AV A VT VD
MAE PR EE IR 212 RS Ly 51, 7~2 20 B IR i 1 SE L
720 Cmax L NAUCIEF G- fev B L 729,

FNAFNE v A RFY IV OZG RO+ IV 230 5 v O3 Bk

INTGA—=%
b ; Cmax Tmax t1/2 AUC
SRR (ng/mL) (h) (h) (ng - h/mL)
5mg 6 152+ 31 1.8+0.4 | 8.7%1.2 892+191
10mg 6 277 £ 46 1.7+0.5 |110.2+1.8 1,576 +244
20mg 6 481+117 2.2+0.4 [11.0£3.8 2,903 915
40mg 6 1,006 +152 1.7+0.5 |10.6+4.7| 5,807+1,142

mean =SD

16.1.2 REE®RS

REMEIMEREREICE VAT LY~ A FF Y 3)010mg(2061)
T 020mg (1961) % 14 H 1. 40mg (105) %7 H B SRR 14 5- L 72
LZAh, WHHOF N AFIV Y ¥ OIEYBREFIST X — 51,
KDOEBY THoizt,

b % Cmax™? Tmax tie AUCH
BOR | B L) (n) (n) (ng - h/mL)
0mg™ | 20 | 285.10.253) | 2.20.8 | 6.5=0.9 | 1981.2(0.234)
20mg™ | 19 | 496.0(0.300) | 2.5=1.1 | 6.320.8 | 3288.9(0.254)
20mg™ | 10 | 1008.5(0.267) | 2.6=1.0 | 6.0=1.0 | 7848.0(0.301)

mean =SD

TED 14 H e S-. 112)7 H BIEG- 13:3) S35 G Bt OB )

16.1.

B2 RN BYE27THIC AV ALY~ X FF Y I )110mg. 20mg
J O40mgZ 1 H 107 H B RAERE IS L7z & & olsEr 4+ v 2 4
Vo UEEERRELES A, Ee I EEIREEICE L, ERME
B EAEEDEN L5729,
3 EMFREIEMHER
(FIVAHILZ > 820mg[ =F0])
FN AN F YEE20mel =& F IV AT v 7 $E20mgF N EN1EE
(FVRAFNEY Y XFFYINELT20mg) %24% OB A
B 7 @ AF —N—RIC X Y LRI OR S L, b 4oy
Ay RERME L, O NIHEYBE T 2 — 5 (AUC,
Cmax) 122> TI0 % 15 W X [ 02 THREFHRAT % 47 - 725 2R log

-3 -

FHli 28T A —% BHEING A—F
AUCo-18n Cmax Tmax tiz
(ng + h/mL) (ng/mL) (h) (h)
FIVAFNE v 3639.3 564.41 2.3 4.95
$E20mg[ =1 +1035.0 +103.98 +0.5 +1.75
FIWAT v 75 3833.5 600.31 2.1 5.14
20mg +1218.6 +139.93 +0.7 +1.45
(mean=SD, n=24)
(ng/mL)
800 1
700 1 —0— ANAYILTVEE20me = F,
—o— AI)ILATYU§R20mg
m 600 mean=SD (n=24)
5%
th
*
L
X%
Vs
L
2
2
=
=
06 T T T T T >
0 4 8 12 16 20 24 48(h)
B 5% DR
(FIV XYL gg40mg =F0])
TNV AY N F 2 EEA0mgl =FI] & F Vv A T v 7 §E40mgE N E g
(FVAFNF Yy XFFVINELTI0me) %235 O HEHEEA
By 0 2 F =N = EC X D MBS L 3 v
AN VIRERNE L. RN ERE/ ST 2 — % (AUC,
Cmax) 122> T90 % 15 T X 18] 3 12 THREFHRNT % 47 o 725 R log
(0.80) ~log(1.25) DHPANTH V)« WA 0 A4 5 1) 7] 28 A Hf 52
hr?,
Al 8T X — % BENTA—F
AUCo-18n Cmax Tmax tiz
(ng + h/mL) (ng/mL) (h) (h)
FIWRAFNE v 7296.8 972.74 2.3 6.53
$E40mg[ =1 +1481.6 +219.35 +0.6 +1.20
FIWAT 7G5 7844.3 1074.9 2.2 6.20
40mg +1740.2 +241.2 +0.9 +0.61
(mean=SD, n=23)
(ng/mL)
1200
—O0— AILAYILT > ERA0mg =y
—o— AILATvUER40mg
1000 mean=SD (n=23)
%%
3? 800
L
4
n 600
5
P
@ 400
=4
200
0
0 4 8 12 16 20 24 48(h)
5% DOREE
AR ONICAUC, Cmax®B /87 X — 713, HERE 0 EIR,
PR OTRINEL - KEHSF ORERGAMFI L o TR D WD D 5.
16.2 OR4X

16.2.1 BEOHE

TERE 2 B AN BEL2BIC A W ALy~ X FF Y 3 120mg%k 245
BF ARG B I3055 15 & 5 W 13 IR TG AT ER3045 #2 02 HE T
G L&, EREROF VAV S DOCmax L FAUCIZIFIE
LAEEITRL, BHROEBIHD LN L7,

16.2.2 NAFTNALZEU T«

fEHEZ2 N BE24BNC A NV AV T~ X FF Y I 120mg% 225
R ML TR 1 T 5 3 v R v & 2 16.2mg % ##IR DY S 3% 5
L. # N4 F7XL 58T 4 ZRD7AER, 25.6%Td - 727
HEAF—%),

16.3 40
16.3.1 IEEBHEAE (RILERE)

T A Y OMEEAREEHRIZ% L FHL. BTV TI VD
TNT 7 A MSHEET S (n vitro)h. TV T 7)) v LDk
FREBRCTO N T 7 1) ¥ OFEY B RGBS % < MBEEE RIS R
ERIFE o 20 SHEANTF—5),

16.4 X34

FNAYFNE Y ARFY IVIE RSB BINE R TP
RRIMAEIZBWT T AT T — XX BIKRD % Z T, WS HED o
FWAFNE AR SN D, MEEFIZIEH VATV E » DRDFED
L. TOMDONHWIHFEEL V. B MFI 7 u Y —2% v, F T
7 1 — AP4505> T-FETHE 3 (1A1&2. 2A6, 2C19. 2C8&9. 2D6. 2E1.
3AL) DIEHEIZDOWT, FN APV Y VICELAHEREREGT L& S,
FERHE CHE SN2 MEHRETRVWThoS TR L ITE A S HE



Lahoiz, 720 & MEEFMEICT, AV Ly sy X FFY
IWIZE BT 70— AP0 FHHILED SN o722 (in vitro) o
Bttt

fRE 22 AN BEGBICMC-F WV AL &~ X FF Y 3 )120mg% 6
OB L& 2 A, 25 L7REUTED12.6% (24015 [ 4 £ C) 29R
HZ, 77.2% (3125 #% % ©) 233 IR S B W SR — 4 )6
B 72 N BAE2ABI AV AH LV H 2 A FF Y 3 V5mg. 10mg.
20mg M M40mg % 22 G LIRS 18 G- L7 & &, #5488 £ TITIR
HHSA IV AL 7 V9811 .6~14.6%HE S 7219,

16.6 HEDERZHI 5 EE
16.6.1 BHmeEmERE

TR RE 75 NS PE8H &\ A B I A 2681 A 9 JEE 1) (28~ 9
PO T Z2R/BBNIHF L, ANV ALY Y X FFY I
10mgz 1H 17 H B KAER S Lz Eo7TH HOZ#IREICE
B IAERF OV AV v O AUCOBM T, BH eI W&
LI LT, B, PAEE RO EEERERERETERENLLE
fii, 1.8f%. 2.8 CTHo W HEAT—%). [9.2.1 BH]

16.6.2 FTRERRESRE

TR e O A IR RE R R FI2BIIC A L AV Y v A RFY
I V10mg% ZEME N HL I RE T8 G- L7z & &, PR RE I W & & IR
LT+ v 290y v OAUCIEZENZNL. IS 1.7 TH -
79 BHEAT— %) [9.3 ZH]

16.6.3 =&

iR 722 i (65 LA ) 6BIIC AV AV Y 2 A FF Y I 010mg
ARG L, RIS & AV AL S L DAUCDHH
Pl W L 728 25, 1BE A EERZRO SN2,

F 72, EE MERE R (75 L ) 17BNV Xy v X F
¥V I )V10mg& 1H 114 H BRI HS- Lz & 25, JErifni
BB L AUCO B Mt As] . A i fiti % 7Rk L7225, BRI
EAERBD LN o729 BHEATFT— ),

16.8 ZDfts

(FIVAHIL 5 2 gE5meg =F)

FUAHNF Ecmel S, [E AR % 2 5L E K o4
FRFE SR A K94 v CPB244E2 129 H 38 £ 55 4 7802294510
TN E, AN AN Y L EE0mel SRR BRI L Lk X,
RS S LI S, ISR s A ST,
(FIVAHFIVE > EE10mg[=F0])

VA E v EElOmel AN, [EEAE % 2 R EH 0 £
FI SRR A 4 F 5 4~ CEK244E2 A 29 H 36 £ 9 45 7602294510
) NCHD X F N AV F v EE20mgl S F R L L L X,
BN S5 LIS L, RIS L A ST,

17.1.5 ERE IHERR (REES)
BRI« rP S AR TEVE B R R A P RS, 120 ABA L 2 v
v ARFVINEANYTLAERADL LG TS KR
FURBEIE A % O G- U7 R, R U7 IR R 25 & e
AV NEEBHIE R R T oA EE % & D B #1E85.0%
(17/2080)  [HI AR 1% & & 72 W FEHEEE1E100.0% (17/1761) TdH >
7o FUBRANDE R L C O EARE ] % & & BEE #1472, 7% (16/22
B THEARTE % & F 2 FEIE12100.0% (16/1661) TH - 720
RIVE I ZEBUBIE & 7V ¥ w7 A FSHUHIOF AR B C E B S IR 2
4.5% (1/2260) . GRS 5 4. 5% (1/2261) . FI IR A6 e
T EHAMSEAEIRA337.0% (10/2761) . ERIRARTE S5 £25.9% (7/27
Bl) T o720 T BMEIEROBIER . BV ¥ A FEHHIE
JIBERE T D 5 A4.5%(1/2260) . FIURAGEIRERECTD v
14.8% (4/2761) T - 722,

17.1.6 EANE I 5 (ILE B REE)
BEAE - PAEARTEVE R L E 2 RIS, AV AT LY Y X R
VIV ERIZEMPES L. HEATE T LR EC X 2 2405 # £ H
WNZEB Z M LR, AV ALy > X FFY IVIZIHLE
HHIZBWT, MEHEO 7T 7 7 4 MISEE2 RITTZ &%,
F 7oA ML 2 BB X5 2 & 7 4R %e 58 L 72 BRI AR
MERT T LRSS NLY,

18. B EIE
18.1 1ERA#F
FNAFNY Y ARFVINETRRNT Y 7 ThY., EERNTHE
RFWTHEF N ALY NEBREN, TV 7Y YT (AL
4 F1AT) ZFRISRIRICEN L CTAT O A 2 5A I HLE
L. SHERTH AT OEPEH 2 305 52,
18.2 7o I F T2 1 BRAERIER
FN AN DOATVZREEEHUEHN % & P ATIZHEENOP-A T
HHECTHET L7z & 25, 50%PF1 535 1% (ICsfiH) 121.3nM T & - 7z (i
Vitro)o 72 ANAFNE VI FROEILE Y oSG IME IS
BT, ATIC X 5 U6 BOS 2 #06] L. 2 0Bl eI SEm R L5 b
HRlTH o720 79 PRFA XIBWT, AVAF LYY AFRF
YV IVid, RIS X D A TS X 5 FE RS %2 FRee i 23 L 7222,
18.3 REEIER
18.3.1 AN AHIL Y Y X FFY IIVGROKSICE 0, BESIES »
by EIMUE ERFAES v by IEWIE S v b OMEIC 3 FEEEH
AR LIS AR E 2 5 2 o 729,
18.3.2 AN AY IV T ¥ X FFY INVEHIMEHRBIET v MI24H[H
ARG 32 &, WtEEELD 2 & e LzBIERN %
Ry KGHEDOBEIRD RO SN h o loe Tz, 14H B RAERETT

17 . BRER AR Behth, WELTH YN Y FIZREO LN Lo 725,
17.1 HHERURSMICET 3558 18.3.3 AN AF LY ¥ & GIEHRIHE T v MHIRNES§ 5 & A
17.1.1 ENERRHER WML L, B MEELORD AT 5 sz ML T

AREREEMEEREZNRE LAV ALY Y A FFY IV

O EEBRILERE % & O EIRABR ColH BRG] % & & B

CFREBIEC /G B 8L 1279.8% (364/456%1) . [HIEAGE % & % 7%

W #61384.7% (364/43061) Td - 72,

BB, 09 BERE - hEEOAREEEIMEEEE AR E L

THEEHERIBERBRICE ST, AVAFLY Y AFRFVIVOH

JAvEDSHERR S iz,

FEIERDRAZ AV AV E 0 A FFY I NVHEEHLEKCHRB L.

2B VNI H E R BT 2 7R L 725, 4~8H TR KICET S 2 &

DR S z®
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