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TEIVZ DU CE8mgE1H1ETH BEGRE D8 G (RREE) LeBaomiEds
ZALAR R IE

- ¥ Cmax Tmax tiza ti2 B AUCo-24
B R AR (ng/mL) (hr) (hr) (hr) (ng * hr/mL)
s 1HH 11.8+1.4 3.2£0.3 1.3+0.2 23.1£8.1 59.7+6.9

mg
THH 14.7£1.6 2.24+0.3 1.0£0.1 19.2+£2.2 | 81.6+13.4

n=6. mean=*SE
16.1.2 BEES
BE « PEEARRENE S I ERERFHNIC Y BV =P B S 8E8meg 2Rl &
BHEERREORG Uz & 25, e IREICRET 5 ReHE3. 7
i, Cmaxid9. dng/mL. ¥y (—H#) 136. 1K, AUCo-2413
66. 5ng « hr/mLTdh > 7z, MEHIREIT@ERRA EFEED L X))
EEZLNZD
16. 1. 3 EYZMR S ER
(FENZ=DE fg8mg Th—7 1)
TENZPE#ESmg [h—"7) &) T7oy 7 #E8mga., 7O XA
F—N—iFicknEhEngE TNV EEL T8mg) @R
ABFICHBHERERRO#HG U b R eRiBgEZRE L. 55
Nr=HEYFhHE/)N S A—% (AUC, Cmax) 12 DWW TI0%EHE X %I
THEHIRMNT 2175 72 %553, log (0. 80) ~log (1. 25) DEIFNTH 0.
WHI DA ER RS SR I .Y
(ng/mL)
8,

o= 7ENZVE$E8mg [h—17)
—— )70y 7§ 8mg
n=18, mean+SD

NEREBREE

HIEINT A—5 BENTA—F
AUCo-48 Cmax Tmax ti/2
(ng * hr/mL) (ng/mL) (hr) (hr)
7ﬁ’”%5}%ﬁ16mg 91.34+24.39 | 11.5144.65 | 3.15+0.89 | 10.382. 69
JV Ty 7 §i16mg | 84.42422.29 | 10.20£4.16 | 3.0520.63 | 10. 863, 19

n=20, mean=*SD

I 4R A CNCAUC, CmaxZE D/8 T A —#1E, #HHRE OFIR, RO RIEIEL -

W% DR AR I &K > TR D ATRENEN B S,

16. 2 R

16.2.1 BEDRE
EERRABEFIC T I =D > 10mgZ ZEERREG Lz & &
Cmax % FAUC)-oolI B G & Ll L TENFN38% L 69% Tdh >
7z

16.3 4%

16.3.1 BAKEE
7YV E S Din vitro D MEE ARG HEIZI0~91% T, EiICU R
BT RNITEST 5,9

16. 4 Xt
ERMRHRANE R O TH D, CYP3AdICED P ROEY Y
CESABIEEINS.D8 [10. 2]

16. 5 HEt
R N B AN UC-T VIV =P E 2 dmgZ BER L& S5 Lz &
A, BH5%TH £ TORKOFEFNORE GBI GESEMRIT, R
7326%, HEB63%THo7z HEAT—%),.9
1) AFIOEKGEHARIZIHIC8~16mgTH 5,

16.6 HEDEREZFTHEE

16.6. 1 BHkpelEERE
BRI T &2 F S m TR BE 6 (g2 L 7 F=>1. 5~5. 3mg/
dL) 7 BN =P E > $E8mgZ 1 H1EE &7 HFE R %5 L -
ETA, HEIREKOERSTH B O RE 4P IEEIES. 6ng/mL&k )
17. Ing/mL. AUCy-241367. 3ng + hr/mL&% 1}154. 5ng - hr/mL&. 7H
HBTHERICKERMEZR LN, HH524RMBOMEHREIZOHE
DIBIFE —E Dl 2R UEFIREBIEL 72,10

" b Cmax Tmax t1/2 AUCo-24

BIHE | (g/mD) (hr) (hn) (ng * hr/mL)
1HH 8.6+0.87 4.7+0.67 9.1+1.34 67.3+5. 81
7HH 17142080 | 3.5+0.56 | 19.7+4.86 | 154 517, 79D

n=6, mean+SE, #1)p<0.01 (paired t-test)
16.6. 2 FFi&HEREEEE
WRRE - AR DR RE R R O R A& 8T Y BV =V B V6
SmgZz HEREOKEG L& 25, FIFRBOMEHIRERBEERL
= GHEAF—%),10

0 12 24 36 48
F 5 OKH (hr)
HEN T A—5 BESTA—S
AUCo-18 Cmax Tmax ty2
(ng * hr/mL) (ng/mL) (hr) (hr)
TENETESHIME] 40, 9411225 | 5.51542.460 | 2.67+0.73 | 9.822.49
7IVT 0 5 GeSmg | 375621117 | 4.8521.793 | 2.81+0.55 | 9.87+3.45

n=18, mean=+SD
I 3E AN NZAUC, Cmax®D/NT A—# 13, HE#E O, RikOHRIREEL -
A DR BREAIT &K > TR D WRENEN B 5.
(FENZ=DEfE16mg [h—7 1)
TNV E EElbmg [h—T ) &h)L 70Oy Z§Elemgz:, 7O
AF—=N—ikickvEhznldE (FEIL=ZDE>EL Tléme) f&
FREAE A 5B T I i & B R 5 U T 8% h R 2L AR 2 @ L.
SoNHEYFHRE)N T A—% (AUC, Cmax) 12 DWW TI0%EHHEX [
FRICTHREHRENT 21T > 7245, 1log (0. 80) ~log (1. 25) DHIPHAN T
0. WO 4 FH E TR S N7z,

(ng/mL)
16 4

w5 Cmax’® AUC)-oo'® CL/F
"~ (ng/mL) (ng * hr/mL) (mL/min)
[ e pe o (3 6.0 52.8 3152, 5+2342. 2
[N 8.2 68.0 2345, 2+1449. 1

n=8. mean=+SD., F)&f -5
16.6.3 S

e v L R (65~845%) S5 Y BV =P E 2 g8mg a1 H 1]
PAEEBTHAMERRORSGL-E2A, BEIHRARUERSTHEHOR
) I PP R B R RS E T N4 ARER R O3, 205, e
NZ 6. 45 18, 65, AUCo-2413 41241107, Ong + hr/mL&
U242.8ng « hr/mLTH 0. FxmfnfE g, i & CAUC-24137
HEICAERICKEREZRLU M, 5 24RMEZ O mEHEEILTH
HETIZFIE—EDOMERLEFIRBISEL /2,12

—o— 7Y ZVE VEELIbmg [h—17 ]
—— : f))L 70w 7 §E16mg
n=20, mean+SD

[y Cmax Tmax ti/2 AUCo-24
BIHE | (g/mL) (hr) (ho) (ng - hr/mL)

1AH 15.8+2.1 4.441.0 | 6.4+1.70D 107. 0+16.9

7HH 25.7+3. 62 3.240.5 | 8.6x1.62 242, 8+48. 822

B 5% O (hr)

n=5 (#1)n=4). mean+SE. #2)p<0.05 (paired t-test)
16.7 FEYEEIER
16.7.1 4 b3 2FY =L LOHEEER
fREER RN BIESFIC 7 BV =P > dE8mgk U1 b5 aF Y —)b
50mgZEPEAHZG Lz A, MPEF7EN =P E S OCmax K
AUCIT I 5k L T2 Enl. 6%, 2. 8fF5iIcmmL 7z, 19
[2.3. 10. 1£=Hd]

P Cmaxi® Tmax t1/2 AUCo-/P
A (ng/mL) (hr) (hr) (ng * hr/mL)
TYIZDE g 12.3(0. 4) 2.9£0.6 8.7£1.9 61.0(0. 4)
TEIZVE S+
1 RS aF LB 19.7(0. 2) 3.6x1.3 10.0£1.6 170.9(0. 2)

n=8, mean+SD. ¥)&M I CiHEZIE DOEYERZE)



16.7.2 >aF > LDOHEEER
@R RN BIEL6HIIC 7 YL =P F 2 8E8mg Kk 'Y I+ 0. 25mg
EHRAEG L&A, iR Y T+ > OCmax i FAUC)-old B
M EIT i L TENENL 5, 1 AZTEmnL 72,19

ey Cmaxi®) Tmax AUCp-tt)
#5k (ng/mL) (hr) (ng * hr/mL)
TdF T RN 1.1(0. 4 1.7£0.6 9.6(0.7)
CadF¥r i+
TN B 1.6(0.4) 1.1+£0.7 13.6(0.7)

n=16, mean=+SD. {L) &MY CaikZEI s OREE(R %)
16. 7. 3 HMG-CoARTTEERBEEHI & DHEEER
e N BEESHIIC T N P ¥ 2 4E8mg R NS Y NAY F >
10mgZ %G L& 25, Bk Gickiil TimfEdh 2=
ECREREFEAERLEN M, MRS NS F 2 RE
13 Cmax Kk CAUCHTZNZEN1. 9fs, 2. 0fZIcH4An L 7=, 19

Bk Cmax™® Tmax ti/2 AUCo-/P
. (ng/mL) (hr) (hr) (ng + hr/mL)
TUNAY F U HM 1.5(0.5) 1.4%0.9 2.3+0.6 4.6(0.6)
SIUNATF 2+
HL T 0w R 2.8(0.4) 1.9+1.1 2.7+0.9 9.2(0.4

n=8, mean=®SD. )& CotAHuts D FEHER )

B, TENZIE8#E8Smgs Y MVNZAYF 2 10mgXid 7T /N A
& F 2 10mgD G TIE, MR 7Y E VEBEICIEEALE
237 <, MR 7 MIVNZ Y F > 3 Cmax & FAUC)-oo /i3 7
NN M5, 0.8f5, Mg TSN F 2 EEIEFE U <0. 9%,
LOfETH o710 [10. 25H7]

16.7.4 S L—=7"7)—Y P21 —REDEEER
Rl N BESHE (23~40i%) 7 YN =PE 2 #E8mgz /1L — 7
IN—Ta—AEEBHITHBRAOKRE LEEZA, KTRALZ
BHBEITIEE L TCmax & FAUCIEZNZF42. 5%, 3. 358l
7z. 10 [10. 22 18]

fEFER A BT VIV =P E 2 E8mg e /KU T L —T 7)) —Y ¥ 2 — A THE#E

%5 U 7= 356 o i vh R RIS

N Cmax™ Tmax AUC 24
LS (ng/mL) (hr) (ng * hr/mL)
X 6.3 2.1 45.1
5. 6~7.0) (1.8~2.4) (39, 0~52. 0)
o o 15. 74D 3. 9% 147. 9*0
Te=TIN=YZ2=21 (15 8 19.2) 3.0~4.7) (120. 6~181. 4)

n=8, mean (9S%FHHXMH). #1)p<<0.01 (T, 1) BT

17. BRERRRIE
17.1 BHHERVRLHECET SR
17.1.1 BNE DA ER
BRRE - A A BB IR 0 LB E SR 208112 7 B L = P ¥ > §E8~16mg
Z CHEEBREEIEICE D IHEL2E BSR4 5 L =R OB ER
CRBEFIECY /FRMmEIED) 1372, 6% CHIEARREZBR< 5A83.4%) T
HoTz.
TENZDE VRS TORERAFRBEEIL. BERERA10. 6%
(22/208(51) . EGPRIE MG FLH %6, 7% (14/208(5) TH -7z, F7El
fEFZ. ALT E53. 4% (7/20841). AST EF2.9% (6/208f%). A
Y - BHERR2. 9% (6/208f1) THo7=.1®
#1) TR IEIME  (-20mmHgPA b)) R OYESRMIME (-10mmHgPL k) %=
THA, EHME (-13mmHgBA k) 2= TH4a. &5 03 FEERD T
&> TH150/90mmHg AT FRIE L 72 855
2) TR - WHHIE (-10mmHgBA 1) K OMERWINE (-5SmmHgbl 1) %
WETHE. HBHVIPHME ((7TmmHgEA L) 2 THE
17.1. 2 EINERREER
CTHEERLERASRE S DBIE - FEEAR RGN & MEERE 2R &
LERBICBWT, TPV > §E8~16mgZ 5 3 N/=75641 D
FEEZRIZT. T4 TH o= (HERREZ S D) 19
17.1. 3 EINE DA
EEE I R A R & U IR AR R A T O HIE R 2 & D
JEFRIE86. 7% (26/306]) TdH 0. HEAREEZR<HE1392. 9% (26/
286) THo7z.
BIVE A SEBUEA 2, BB IR A%6. 7% (2/3001)) . i R A 25 1 B 5 7
16.7% (5/301) THolz. BHOSNENWEE. H. KRR, £5
PR SO DEEENES. 3% (1/306) THho .20
17.1. 4 EIPNEE T1AEER
B RERE 2 P S M EE R Ao B & U 2 R AR B R T O
THEZ G DRBTRIZ69. 0% (20/296) TH V., HERGEZR LS
1374. 1% (20/27H1) TH -7z,
BIVE RSB, M IRAY10. 3% (3/2941) . ERIRMAT M 5%
M3.4% (1/2961) TH-o/-. BHOLNEEMIT. TR, LEIRE
JERREG D353, 4% (1/291) TH o7z, 2V

17.1.5 ENE IHEAR (REKRS)
BOE - HARREA B A L EAE /R E 2 0 RIC, THLEIS2H Y €L =
DY REERBMBRG LR, RE LI BEMRAG S Nz, HE
AHEZ B OBRIERIL87. 4% (83/95f1) . HIEAREE & bR < H3E1391. 2%
(83/91f1) TdH o7z,
BIMEAFBBEEE, BMREAERA9. 5% (9/9561) . FRIRMAE 5% 23
6.3% (6/9561) THo/. ERANWEMRHRILATO0—)L EF3. 2%
(3/95%) T >7.?
17.1.6 ERE IHEER (REIKRS)
BIE - tPARE A BB RS R Ao BRI, 1TH RS2 Y L=
DY G ETIV T AEFHIDS OREEXE O G U R &
EUTBERNG SNz, HIEREZ S OREERIZT6. 7% (132/
1728)) . PIEARREZBR < FE1385. 26 (132/15561) TH o7z,
BRI FEB L, BMEAEIRAS. 5% (8/228%1) . HEPRIRAMERH
7314. 5% (33/228%1) Tdh o7k, F/RRIWEMIZLDH EA-3.5% (8/228

B, R EF3.5% (8/228%1). ALT LEF2.6% (6/228%]) THo
7o 2

18. FEhFIE
18.1 1R

TN L, LBCaTF v RIVEHIERICE D&, mEZILE
IEBZELICEVBREERAERBT S, J¥ LRI 70V —-L%HH
WESHEEEERIIBVWT, SH-2 ML > P E > DR RIS TN
T H50% M EEE (ICsfl) RUMHEER (Kif) 3ThEhn
3.1nM. 2. 1InMT®> /= (in vitro).??

/2. TEINZVE D RFEEE R ZZTIC< N (f X),2
18.2 BEEER

EIEETI)VEY (EIfEERFEES v ~. DOCARESEIMES v
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