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v a— A, fREE SV — 2, KiEfR H& (mg) 100 100
Frrafy otk Er Fafxy ot NIV Y INVHOL Y v
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EHE» &G 2L, MET 2583412179 2 &, W
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40mgt 9 5,

7 T Y e
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kg/H VL L CHEGALOMRBILSFED ST Wb,
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14.1 EFZFEOEE
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16. EMENRE
16.1 MARE
16.1.1 HEXRE
BERER AT T2V )L & 220, 40, 80/% UF160mg (80mgx2) # HLEIFEI1H% 5 L7285

L. SR 1A AR

Ay RIS A, M O RAALEIZ IR T o2~ R Tl ISR L2 &
72+ Cmax K FAUCIZ160mg#k G- £ TG OMMZ I L TR L, R34
~6IEH TH o 720,

P Tmax Cmax AUC Tz
e (h%) (pg/mL) (ug-h/mL) (h)
20mg 2 0.86*0.53 52+31 37+08
40mg 3 1.37+053 89+40 40+13
80mg 3 283%092 180+58 39+06
160mg 3 5.26 2.30 339+189 57+18

n=6, P+ L % PRl

IR B 35k g A 13 35kg bl E/NBBE (7Th 5 4RO EIITAE, BEERER, b L <
X 70— BHEEEOEE) 1I2ZN2N20mgXi340mgD /S )IVH v & v & B S L7z
L ZDCmax L CAUCIEU T O EBY) TH- 727,

P R Cmax AUC
b (kg*) (ug/mL) (ug-h/mL)
20mg 202~31.3 245%0.86 120+39
40mg 388~615 211+084 11.3+6.1
n=6, VIR o #P GR/ME~RoORAE)
16.1.2 REHE
TERES AT F128 V)L % ~160mg (80mg x2) % 1H 17 H MRS Lz L &,
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16.1.3 EMFEMEFHRR

(1) /NILHILa > §820mg [HETL]

SNV VY U5E20mg [HET ] BT 4 A8 5820mgh . 7 O A+ —N—@Ic k) £
nZNIgE OSVHIL g v & L T20mg) HEHEBASE MM S H IR 8 S- L C sy
WAV G B RRIE L, BNk ENRE/ 8T A —% (AUC. Cmax) [Z2WT90%
R S ’C%L BT % AT 72454 log (0.80) ~log (1.25) OFEFANTH Y . i)
DEY R LR S N7z,

HERT A =5 BHEINT A=Y

AUCo-24 Cmax Tmax t1/2
(ug - hr/mL) (ug/mL) (hr) (hr)
SV 5 570£202 | 0979+0364 | 250+090 5774097

20mg [HET]

T4 N §E20mg 5.64+1.96 0998 +0.363 2.58+1.04 567 +0.57

(18845, Mean+SD., n=20)

(ug/mL)
1.4 -

1.2 4
—— /LY L& > §E20mg [HET ]
1.0 q
--A-- 7 1 AN §E20mg

0.8 - b

i 13385, Mean®S.D., n=20

0.6 1

0.4 4

PR ARSI R SR 8- 1=

0.2 §

0 T T T T T T T '
0 3 6 9 12 15 18 21 24

B¥fE (hr)

IMAEH R N AUC, Cmax®:0 /85 A — 413, BEBRE ORI, ORI -
B D FRERG N L > TR B RENA D 5,

(2) /NIVHILE S §R40mg [HETL]
NIV VY VEE40mg [HET | BT 4 A8 $840mgx . 7 O A+ —N—EIc k) &
nZENIEE OSVHL g v t L’C40mg) R RSN 5 1R U L R 8 - L C i N
WAL S iR E L, 55 N3EMBEIE ST 2 — 4 (AUC, Cmax) (22w T90%
R HIX A2 T Mﬁ&mo 724E% log (0.80) ~log (1.25) OHPANTH Y . WiH)
DEY WL HER S 729,

HERT A =5 BHEINT A=Y

AUCo-21 Cmax Tmax t1/2
(ug - hr/mL) (ug/mL) (hr) (hr)
SVFLE V8 002331 184=051 257101 611078

40mg [HET]

T4 NV EE40mg 1149+475 1.89+0.79 3.02+0.86 592+0.76

(18845, Mean+SD., n=23)

(ug/mL)

24

2.0 1 )
1 —o— /NLH L& gp4omg [HETL |
£
s 1.6 1 —-A--F 1 F 15> §F40me

/ .
i; 124 & N 1§45, Mean£S.D., n=23
)12 / \‘
2 081 'y
N I NS
3 i s
B 049
0 T T T T T T - T 1
0 3 6 9 12 15 18 21 24

B¥fE (hr)

IMAEH AN ONCAUC, Cmax®80 /35 A — 413, BEBRE ORIR, AR ORI - B
ORI X > TR ZWHEEND 5,

(3) /NILHILE > §280mg [HETL]
IV Y Y 5E80mg [HET ] RO 1 A3 §80mgx . 7 T AF —/N—iEll L ) £
nZnlgE OSVHL g vk L T80mg) MEHER A MEITHM & HL AR I #5- L C iy
WAV ViR RE L, fFSNSEENE/ ST 2 —% (AUC. Cmax) 122w T90%
TEHEIX B CRERHINT 2 17 5 72454 log (080) ~log (1.25) OH#PHNTH V) . HijH]
DR VDR S 729,

(ug/mL)

4 .
—o— /NLH L& gE8omg [HETL |
--A-- T 1 AN $E80ME

1§83%5, Mean®S.D., n=19

i\ T F e S
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0 T T T T T T T g
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MSEREEENE NCAUC, Cmax® /8T 2 — #1%, HE ORI ORI EL - 7
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4) /NIVHILE > §R160mg [AET)

PNV VY CEE160mg [HEET] BOT 1 43NV §E160mga . 7 B AL —/N—EI2 LD
zhenlgE ONVILE b LT160mg) BB P HE S B AR T - L CIfiseE
RNVHOV S R RIE L. 55 N7cEYERE 8T A — % (AUC. Cmax) [22WTC
90 9% 15 A X 312 CHRERHIRIT 2 17 - 72858, log (0.80) ~log (1.25) DHPHNTH |

T O A4 R S PSR S 729
fENST A= BHNTA=Y
AUCo-24 Cmax Tmax iz
(ug - hr/mL) (ug/mL) (hr) (hr)
IV Vg
160mg [HET) 36311197 6.62+2.33 303091 553+0.74
T4 ANV §EL60mg | 33.86+896 6.13+1.84 285090 555090

(18¢#%5-, Mean=SD., n=36)

(ug/mL)

8
% —o— /NLH L gE160mg [HETL]
4 61 --A- F 4 AN $E160ME

1§##%5, Mean®S.D., n=36

B\ St S
S
A
—t
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—

B, |

0 T T T T T T T "
0 3 6 9 12 15 18 21 24

B$FE (hr)

MSEREEENE NCAUC, Cmax® /8T 2 — 513, HBE OFIR, Ao EL - 7
55 OFHERGEMN L o TR D WHEMED B 5,

16.4 38

TERHER T T2 MC/ NV )V & > 80mg & ZE [ IR HE 1A 1145 5- 8GR e o I 1213, 32
ELTREALEDGHFAEL, TOMICRBY L L T4 Fux I E3Ro 5010, in
vitro DFERIZ BV TE L L TCYP2CODBGATRIE SN T (HEADT—5),

16.5 Bttt

BB FIZUC/ VL 8~ 80mg & Z2IE IR HLRIRE (142 5 L 72 O FRIESIZ LT o &
BYTHo7210 BHEADT—%),

E L SR
Kk 86% (168H I fi) 13% (1688 fi)
REAUK 71% (12~72R1H) 10% (485 i)
4 Fo¥ otk 8% (12~72;iiH) 1% (485 i)

HERT A =5 BHEINT A=Y

BERE AT FA /8L & 220, 40, 80 U'160mg (80mgx2) % Z2IREHLAIAE 145 5-
L 728, 5124801 £ TIZHR G- DI~ 14% D RE L & L TRPICHRIE S 1726,
[931 &)

16.6 HEDHRZHT 5 BE
16.6.1 =&

6515 LI B AT S VAL & /SOmg’a’:ﬂiLHiD %5 L7z & & ol o K2k
WEEAERS 12 65HE A D HEBER AT L 228 A2 N T Cmax 21265, AUCHSL7HE
5 < AUCKR ORI BV CH B4 (P<005) #5380 571219 (SHEA®
T—4%). [982 ZH]

17. ERPRECHE
17.1 BEHHRCRLMICET 2R
17.1.1 EIRERRHER (5 IARVE M)

AUCo-21 Cmax Tmax t1/2
(ug-hr/mL) (ug/mL) (hr) (hr)
SVFLE V8 gopas13 | 314=100 276+096 568+085

80mg [HIET]

T4 N 5E80mg 16.56 591 317+1.32 2.71+0.80 5.86+0.94

(1845, Mean+SD., n=19)

g % (KIE%)
o MHEREE] %t CHSEREE] %<
BB T p 74.1% 79.7%
ARV 2 (366/494) (366/459)
LS 2 AR orr) B
[N, 774% 85.7%
AR ILEAR (24/31) (24/28)
sl 747% 80.2%
o (414/554) (414/516)
LB, RREWEERE (B~ s BEARRE L2 RERERIT, /vy

WV Y EEDH MDD 5TV 520,

AR ML SR ($24E~L|-'£JE) BT, 1H1H40~160mg % 12~36:8 #1455 L 72

B LR Y TR B A 2 RS R & A S g L 72 BEIE &
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