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HESEL T L,

8.2 KL I H e BE AR Y e < G-k b RRAR 2 B A
RAFRDO 5N D DT, RFF G-k I o B A % 5
5 &3 HELCI RS HBICRIES 5% CEEICRS S
Z):ko

BENEE+*FT2REICHETIEE

1 BHHE - BIEESEDH 285

1.1 BECDENEVEE
ELHICMEPE T T2 BENDH 5,

9.1.2 DARLENH D EBE

I OAEELS £ 5 EEOAEEBED 2R & Lzigst
BEPREAER I BT, 7T 1 REE & Tl L CARKIR 58 Chlik
JEDSEBIERE DS o 72 &k OHIEDH BV,

9.
9.
9.



1) AHNOAKE S N RE TR AL [ IMERE | T OY [4k
WE] TH Do

2 BRpEEERE
2.1 EELEREREEDH2EE
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14. BALEDEE

14.1 EXRAREOXE
SEBIZEDICHEHT A L, DEERLEEHTREST S
BAIZIE, R, BRI THRET S &,

14.2 EFZMNEFOXE

14.2.1 PTP @ D#FHFL PTP ¥ — bS5 Y U TR
LEHIBET A L, PTP U — FORRICK D, AV SEA
EEASE R AT A L, T35l 2 B2 LTI 50
WELAEWELZET LI DD D,

14.2.2 R#H)% PTP ¥ — 2S00 L THRAES 235613 iR
G BRI TRIET A L IRET L2 L,

14.2.3 AHNITED FIZOB TR 2R 385 & T 572
W, K LTHRATRETH 5o T2, KTHRATAZ LB T
g Z)O

15. ZO/MOEE

15.1 BRERERICE D 158
PRBAERIZIA & 2 T WS, RANZ X B EFE IO ES
RENR (RN E &) PARbR2E MGl H 5,

16. FEMEHEE
16.1 MARE
16.1.1 HERE

RS 20 B2 7 20 Y E Yk LT 10mg % HEHRS L7:
E#O)[m‘iﬁq]()%ﬁ@ Tmax\ CmaX\ AUCO*IastB(Us T1/2 Li\ %ﬂ
ZI 8.0 BEfE (hoefli). 5.84ng/mL (CFI91H). 278ng -
hr/mL CF#ME) K% 0°35.1 M CFEfE) Thh . FEA
LB L 7245, R CTH - 720,
16.1.2 RE#®RS

fle e N 6 B CF4ERT33.5 ) 1278 LT
2.5mg & 1 H 114 HHREHSG L728aoMiEs 7 Au
DY VL, 5 6~8 HIRICERIREBIEL., Dkod

FHILRD N h o720 TG H (14 HH) @ Coax KT
AUCo~24nr 1ZZ N2 3.5ng/mL K U 61.8ng - hr/mL T
0. WEFEG-H (1.4ng/mL K% 08 19.3ng - hr/mL) ®O# 3
fECho7z. BehHiEf, MG EE TR L. #5HIES
HHEIZ1Z0.24ng/mL & 7% - 727,

16.1.3 &Y FHEF MR

(1) 7LOYE> OD#E2.5mg [7 XIV]
7oYYL ODEE2.5mg [7A)V] RO7 2102 0D
$e2.5mg &, ZUAL—N—LIZL)ENENLEE (T4
TP ¥l LT 2.5me) HEHER S T ICH MR G L
TIAEF 7 20 D ¥ R ZHE L, 155 S8 EEE o
A—4% (AUC. Cmax) 22T 90%EMHEX B 12 THiEH R
M &2AT - 729, log (0.8) ~log (1.25) OHPHNTH D
T O AW 22 R S ATERR S 728

HWMENRE/ ST A —5 kD ) #5)

HENT A—% BHEINTA—F
AUCo-72 Crnax Tmax ti2
(ng-hr/mL)| (ng/mL) (hr) (hr)
7TLrOYE Y
OD $£2.5mg| 45.5+9.9 | 1.37+0.34 | 6.8+1.0 | 37.1%*4.9
[7 2]
TLaaY s
OD % 2.5mg 45.2+9.7 | 1.40+0.30 | 6.8%£0.8 | 39.1%+5.6
(1 $#% 5, Mean+S.D ., n=11)
(ng/mL)
2.0 r
i —e— 7V A0 YE > OD§E2. gl 7 X)L |
I ---0--- 7 A 1Y > 0D§E2. bng
15 - Mean=S.D., n=11
7
N
o 1.0 r
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> 0.5 F
=3
0.0 $ti 1 ) )
03691215 24 48 72 (51D

5
IMeE Y IREHER kD D $55)
EMBRE ST A — 5 k7% LIS

HENT A =% BEINTG A =5
AUCO"72 Cmax Tmax t1/2
(ng-hr/mL)| (ng/mL) (hr) (hr)
FTLrOYE Y
OD $E2.5mg| 43.7+11.0 | 1.27£0.46 | 7.1£0.7 |43.0+12.7
[7 2]
VAN =RV
OD $# 2.5mg 45.2+9.0 | 1.33£0.41 | 7.4x1.7 |44.2£10.7
(1 $24%5-, Mean=S.D., n=11)
(ng/mL)
2.0 r
I —e— 7 AL YK 0D ngl 77 A )L |
I ---0--- 7 A0 > 0D§E2. Smg
15 - Mean=+S.D., n=11
7
N
o 1.0 r
=
> 0.5 F
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i1 j
0.0 [ ST L L
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(2) 7LOYE> OD$E5mg [7 A1)
T7ALEYEYODEESME [T AN RO7 4832 0D $
Smg %, 7 OAF —N—EZk ) FNREN 1§ (TLraPE
v & LT Smg) BEEER AT TS AT Rl % - L C g
TAuYEVEETEEL, SN RMEE T 2 —F
(AUC. Cmax) 22T 90%/8 HEIX M 2 TR % 47
S 72HER, log (0.8) ~log (1.25) O#IHNTDH Y. WHID

16.3 2%
16.3.1 MIFEAFEEE

b NMAEE & DR AGERIE 97.1% (in vitrow P &)
16.4 X3

T RBREEEY e Fu¥y YU BROBILLZY Y Y
VEBR RN E DOFRLIL T 3 /R TH o 721,

S AR S
KB T A—5 (kb ) #5)

16.5 HEiftt
16.5.1 FRep#Eit

— F—— EER N6 BT 20T ¥ rE LT 2.5mg Xi bmg % H

e A=Y BENTAY LT L 7= 556, JR e 12 KA & L C il S 15 #14

AUCoz || Coen Tnas b NS < FROBGRIZ BT IR AR

__|(ng-he/ml)| (ng/ml) | (he) (hr) FE5% 24 B F CLoiE 5RO 3%. 144 BER £ I 8%

TanTEY Thote F722.5mg % 1 H 114 0 MMEHHS L%

OD5E5mg | 89.8+24.1 | 2.59+0.57 | 6.5+1.8 | 35.9%7.5 G ORPHEERIAIE 5B 6 0 H TIEIZERIREIEL, 6

s HHBEO 1 H %7 ) 0 KZLEo R Pl # 6.3~
TE T 10034235 | 2.620.60 | 7.12.4 | 33.9+5.0 7.4%TH oD, -

OD #t 5mg BEHER A 2 B MC-FE# 7 200 Y ¥ v 15mg % B8

(1§25, Mean+S.D ., n=11) H L7286 %5 12 H B £ TS HUETRED 59.3% I3 R H1,

(ne /L) 23,49\ FE P T BRI X AU, 55 72 BEH F oo R R A

. D WD FEANR T o 720 O O FEO LA &

—e— 7 A0 OD§ESmg 7 Al
---0--- 7 A0 > ODEE 5 ng
3l Mean=+S.D., n=11

nw HEAT—%).
BB, INHMAHWCRT 2o Lo CHEIETIZEE
OHHN TN\,
16.6 HENEREEHITHEBE
16.6.1 FFikpERE=ZAE
W2 % (Child 5736 A, B) 5fllc72uayEr e L
Ll T 2.5mg x A5 L7286 o b i BEHERS I OV 3 &)
; TENT A= 5 I ZKBIROB) TH D, EERAIIEL.
G- T2 BB OIMPRENEZIZ LA L, T, AUC TR

BEVRUINDNEEE
Do

0 o ! ! ' EHERLDEERIEO SN o7219, (9.3 2]
03691215 24 48 72 (R (ng/mL)
515 ®
A SRR EHRE Okd D) &5) * FPRERERE (n-5)
., s o= s o EEBEA (n=6)
KWERE ST X =5 Ok LES) e 4p<0.05
HEIST A —F BHEINTG A — g} s Mean+S.E.
AUCo-72 Crnax Tmax ti2 75 051
(ng-hr/mL)| (ng/mL) (hr) (hr) >
TAUYE Y e
OD $t5mg | 88.8+18.5 | 2.46+0.57 | 7.8+2.9 37.0£7.8 014 \‘\\
[7 4] —— . T T 2
6 12 24 48 72 96 120 (RsfE)
TAaT v
OD & 5mg 89.2+t14.1 | 2.48+0.30 | 8.0+2.8 36.4£6.2 5 SRR
(1 $24%5-, Mean=S.D., n=10) Tmax Cumax AUCo~w Tz
(hr) (ng/mL) |(ng-hr/mL) (hr)
(ng/mL)
4 FF R = 7.2%£1.2 1.9+0.2 [104.0+15.5| 43.0£8.0
i e YL\D’/“E‘/Ofgﬁ’i’SmgFY AV B
---0--- 7 A0 Y 2 0DEE 5 g Y L 7
| Veas b PiESS HHEB A | 7.3+0.4 | 1.64+0.07 | 68.1+5.4 | 33.3%2.2
7 HHEEMGE "n.s.
N Mean=*S.E.
2 |
> 16.6.2 /N2
=4 SBIEELEE 720 LT1H1.3~20mg % #f5:
fé LH PG Lo B ESE BB OSSR, 20 7T v A (B
= j i) &, 6~124% (34%1) T24.9L/hr, 13~17 & (28 )
Y SR ‘ T27.9L/hr EHEE S RAICBU 2L A TH - 7219
03691215 24 18 72 (W) WEAF—%),

P 5%
MY R R Ok LIS
MR O AUC, Cmax 550/855 X — & 13, bk
OFEPR REOTRIA L - BRI ORMBREIC L > TRER S
WREMED D 5 o
16.2 TR
16.2.1 EEORE
fEER AT 2B Y LTChmg % 7 0 AF — /38—
L0 ZIER O ERICHERR RS L7286 oS gEhRE s
TA=FIIEEEFROLNT, 720V ORI &I
TEHFOEEBIVZVWLDEEZLNDY,

W) NBEBEICBOWTARFOKZE S N 1 HillE A=
25mg ‘(‘\%Z‘)O
16.6.3 SipE

BAEBIMTRERE 6 61 (B 2, &4, FIER79.7/) 127
A0V E e LComg FHEL, KO8 HMKERS L7
BORWENHEINT XA —F13RKOBY TH S, HEks L7z
WA, EAEMEER A (B 6. FIER22.3) 2L,
Cmaxs AUC IZHFEICEMEZ R L2HY, Tre ICHEAITEED
SN horlz. KEKRSHEIIZEEZFOMET 720V
VIEBIIEEE LD R CHER LS, T8y — VI
FIHEBLTB Y BEE TEOERDHERT B EITFED
bedrorzt, [9.8 ]



BAE S ML B TR
B G0 | BRI G- | B 50 | RS-
Cmax (ng/mL)|4.24+0.08” | 14.9+2.29 | 2.63=0.35 | 7.51%0.32
Tmax (hr) 7.2+0.49 | 8.0%1.8 | 6.7+0.42 | 8.0=0.7
Tz (hr) 37.5+6.0 |47.4*11.3| 27.74.6 | 34.7+2.7
AUC 116.9+8 .4 — 63.2%5.5 —
(ng + hr/mL)
Mean=S.E.. AUC : 0~48 ;[ fiti
@ p<0.05, P p<0.01 (vs )
16.8 Z D1t

72T Y Y OD$E 10mg [T ANM] &, 728Y ¥ 0D
$E5mg [ 7 AV ] BAEHERIFK L |7z & & EHEEEAE S &
HIE S, W RS b T Sz,

17. ERERRIE

17.1 HsERURELMICEAT 258k

(&I ESE)

17.1.1 ERNERRHER
EIMEE 5 A A %03 (TR L) 1285, 5% (503/588
Bl) THH, —EERILERBEICL--TL T8V EYOf
FHEDRD b, F /o, BEEZ D SIUEEISH LT
80.0% (28/35 fBll) . FEHE & IMEAE W2/ LT 88.9% (8/9
Bl OEREE R 2192,

17.1.2 ENE I HEHER
T7LEYY Y ELTomg % 1 H 1 [H8HEEHSHIZ. I
HAIME A 140mmHg VL E % 7R3 835 305 6l %2 312500 ¢,
7raYE Y E LT 10mg Xid5mg % 1 H 11\ 8 E[M#%S
L7z L EONUEMIMTEDN— 2 F A ¥ 5 0ZELE DY
1%, 10mg #£T 13.7mmHg O T, 5mg # T 7.0mmHg
OIERTTH Y. MEEENARE A E R EZNA LN,
[ R S % & T RIEH O Z88151%. Smg BT 3.9%
(6/154 1) 12, 10mg BETIX 9.9% (15/151 #1) 2B 5N
720 EH=E (10mg) $%5-FE I FIEAYE WAEEE CTREo & 1L,
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K HI2, fkfeatEr e L CER L 2B SREBETT 20 v
e L TC10mg % 1 H 1 m@&E LT 52 MM S Lz, IX
WEIMEO N =25 4 V260w FIHiHEI
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18.1 fERAHRF
HBIE DO EENAKGEYE S VY 7 W F v FOVICEERAIC S
L\%%W«wcﬁ*wﬁk%ﬁ¢éﬁé tcib ek 111
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TR SR W LSO LN TE Y Bl S T O ED T
HL AW EABD LN T VDY,
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5552 12X D MRS ME A5 K O B EDAR 0
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STz, Fo, DA OMKEL, B OBIEERIR IS, SRERAE
MEARE . M ZE M EOREOFE S S 212l &
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D REE AR STz
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JEAET L. Ol E = b i L 723080,
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