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Do /2B . HERICE U CEEHMT 525, 1H160mg % TH
RT3,
WE, R ED/NRIIE, VIV S > E LT, (KE3Skg RGO

3. AR - MR Bifr, 20mg7%, (RHE35kgll EDBIA, 40mgz 1 LIElE (14 5.9
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16.1 M9EE

16.1.1 HEZES
fEEER N BTITNVILVTILS 220, 40, 80K Tr160mg (80mgX2) Z HilH
ROBG UG, EHONMTINE N, (i o REBKITR 5%2~
S ChRmIEEICRE L /2. £/, Cmax&X PAUCIE160mgfk 5 % T
BEEOEIMILF U THEARL, HIERINEA~60ER T o /2.9

5 Tmax Cmax AUC T2
(h*) (¢ g/mL) (1 g+ h/mL) (h)
20mg 2 0.86=+0.53 5.2+3.1 3.7+0.8
40mg 3 1.37+0.53 8.9+4.0 4.0+1.3
80mg 3 2.83+0.92 18.0+£5.8 3.9%+0.6
160mg 3 5.26+2. 30 33.9£18.9 5.7+1.8

n=6, - EEME(EE 3% o el
AR EE 73 35kg A X 1335kg L L D/NBERE (70 51458 O S e, 18
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Ho7z."?

TR (kg™) (4 g/mL) (£g - h/mL)
20mg 20.2~31.3 2.45+0. 86 12.0+3.9
40mg 38.8~61.5 2.11+0. 84 11.3+6.1
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B REERE DG Ok L IR R UK TR L TinfEdhk
ERBEEZREL, B5NEYHE/NT A—% (AUC, Cmax) IZ
DTG EHE X B THEEHAENT 217 > 7285 . 1og (0. 80) ~log

(1. 25) DHEIPANTH 0. WFIO LY FRZEMES R S Nz, 9
(M7k7ZUTRA &« A/\i2160mgld7k THRA)
(ug/mL)
84 —o— )NV > OD§E160mg [~—17 ]
—— 51 AN\ EE160mg
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EEERE
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HEINTA—F BEINTA—F
AUCo-24 Cmax Tmax T2
(1g+h/mL) (1t g/mL) (h) (h)
NVHIL %5 > OD§E
160mg [ ~—17 33.57+8.44 | 5.677£1.948 | 2.91+1.08 | 5.35%0.68
T4 AN $E160mg | 35.524+9.63 | 5.813+2.241 | 2.96+1.07 | 5.52+0.74
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(ug/mL)
81 —o— : )N)LH)LF > ODEE160mg [h—17 )
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il
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54
5% 0K (h)
HEINT A—H BENTA—H
AUCop-24 Cmax Tmax Tu2
(1tg + h/mL) (/£ g/mL) (h) (h)
NIV % > OD§i
160mg [ ~—17] 34.77+11.99 | 5.861+2.161 | 2.88+0.80 | 5.30+0.51
F 4 AN $E160mg | 35.39+8.11 | 5.611+1.410 | 2.92+1.06 | 5.37+1.00
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16. 4 X
fERER A B FIZHUCINILY )L % > 80mg 2 7 JiE If B [B1 % [ % 5-SIF [ 1%
DOMEEFIZIE, FEUTRECENFEL, TOMITRB#HEL T
4-t ROF I HENED SN, in vitro DiBRICBNWTEEL T
CYP2CODBI G RBENTNS FEADF—4),10.1D

16.5 #HEft
TEEERRE N B FIZUC/NIL )L & > 80mgZ ZE JERF A R R % 5- L 7= 1%
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Ferp R
Kkt 86% (168MEIE) 13% (168HFHHIfi)
RAAMR 1% (12~7285 M) 10% (48MR5fEIiE)
4~ RoF 1k 8% (12~72M5RE i) 1% (48FFfEfiE)

17.1.2 EIP%E DHEEER
AREMEEMEE (BE~SE) I, 1H1E20~160mg %521
FIRE O G L7zt NVSIL S e Bifogek, IR K £ 3E 08 RTE
K OCatEHiE Mt HRIEO W T NI BN T HMEE 2D 2 Z &/
<. BELUEEERSHER SN,

TR (BEER)
MHEARGE) 230 PHIEARRE) ZBR<
L1 3F 64. 3% (45/70) 78.9% (45/57)
FIIPR R E SO 77.3% (17/22) 77.3% (17/22)

CatiHiEnti 66. 7% (8/12) 66. 7% (8/12)

&at 67.3% (70/104) 76.9% (70/91)

TR AN B TI/NL L 220, 40, 80/ Uf160mg (80mgX2) %
ZENERFHL AR 32 5 U 72 B8, #5248 & TICH 5 & DI~ 14%03
REMARE U TIRPICHREI N9 [9. 3. 1]
16.6 BEDEREHTSEE
16.6.1 SfhE

65 LA E DR NIZ/NIVY IV S > 80mga Bk O 5 L& & D
MEH ORI EHER L. 65 AR OERAICHRS L=5E
IZHARTCmaxAtl. 26%. AUCHSL. 7f5% <. AUC K UNH 2L 1
BWTHEERZE (P0.05) MHEDHLNEZ GREADF—5),12.19
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16.8 ZDfth

(INIVHILE > 0DEE20mg Th—T 1. /NJLH L% > 0DEE40mg [ ~— 17 |
RU/NILHILS > 0DEE80mg T —7 1)

INVHILE > ODEE20mg [ h—"7 1, NILHILH > 0D§E40mg - —
7] FRONLHILE > 0DSE8Omg [h—T ] 1%, /NLHILE 0D
160mg [h—7 ) ZHEEHEREIE Uz & &, IWH2EEFES &pl S
N, EWRECR% E BRI NP
17. ERPRAEE
17.1 BERVRLHEICET 5
17.1.1 ERNEER GEIHARKRUELE)

T (IER)

RS
PHEARRE) 280 PHEARRE) ZBR<

ARENE R L EAE ~22) 74.1% (366/494) 79. 7% (366/459)

e 2 e S i L EAE S 82. 8% (24/29) 82. 8% (24/29)

A ) IS 77. 4% (24/31) 85. 7% (24/28)

aat 74.7% (414/554) 80. 2% (414/516)

BB, AEEEMEE (BE~PSE) BEENRELZ_HER
sk T, NIV Y S EEDH RMENED 5N TN S, 20
AREVER I TAE (BOE~ P &E) A5, 1H1[E40~160mg %12~
GEAIMEOZE LB, DR THEEICHEERLH 28D, KM
MEEPI 2D S LE LZBREERZRLEZ2D

AREMEE I EE (BE~FSEE) BEIC, 1H1[A40~160mg 2 12;8H
MR O#RE U, miGEE - BREHIcERRLE 2807, BIif
BEEREZR L2

B FE BB, BMEE:C20. 0% (14/7061) . FIPRIGEE L OF F ¢
15T18. 2% (4/2201) K UCafkHiZkif F 1L T25. 0% (3/12f) T
Hole. EAIEMIZ, BEMBRETEHEXRUCLDHER WIS
4.3% (3/70f) . FIRIEEROEHFGE THER, Sk, %, ASTL
. ALT LR R OREE LA WT NS4 5% (1/2261) . CafshiskdtH
WETH, REBEKR, ALTEH. BUNLSF, iE7 L7 F=> LF/
KORE LADPNTNSS. 3% (1/1268)) TH > 7. ?

18. EELHEIB

18.1 fE LR

NIVGINE VBT o PFA T D NZREDT T T THDHAT,
SRRITERMICEEG L, AERELTERTS 7 o472 >
TICx U TZRERL NV TIRESWICHETT 5 2 s nicEn
TW5,20

18. 1.1 )NV YIVE NE 5y FREIREEANICB W T, AT BRI
TEH70FTF N OEEHAENICHET 5, /2. AT
BN DZHEMITH L TFEAEBHEZRE 120,20

18.1.2 NIV E 3B FRHREIRY > VERIZBWT, VT
KLU, oz o ROGEMAY DA BIHEITT L Tiam
ﬂﬁ@éﬁéf‘7>9ﬁ%>yynt;éW%é%£%KmﬁT
5028

18. 1.3 )NV HILE V3RO EICE D, FHEBIE S v MTBIT 533K
PR O VY B LY 2T & B 3 E RS OIHIER 2R & 7,
TIVFT 2 NIT& D RIERIGZ R RIS 5,2

18. 1.4 N)LHILE i3y CRIBRREMICB T 7 > oF 7> >
NICEB 7))V RATODEEZEEICHHT 5,2

18.1.5 NIV Y Vidk NMREX EEMIEOACEEEE TS oF =
ORI B R TS 720, 29

18.2 BEEER

18.2.1 )Ly i3OGk, BHEESLES v b BARE
EIEZ Y b (SHR). F MU D AMEBEY—F 1 v bOIfTEZHE#K
FRIC TR S 55, DOCA/salt R & ME S v b DIEICITH 8z
FAF & 7510, 80

18.2.2 NIVHILE i W) ROFERICAREL TH, B
MES Y b, BRABESMES v b (SHR) iIZBWT, UNT 2R
B2 RS2, 30

18.2.3 JNLYILE VidEEE Q4R BORGICXk0. T 5%
SEMEERFIEGEME S~ b (SHR-SP) DILFE ZHmIic T8 2%
MODHBOELEERITN, 2. BEE 48H) OS5I
£ 0. REARIME OIEE 2 HH$ 2,30
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