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BRI : pHT.8 50 4 97.5% 94.9% 89.1% 85.1%
DR (96.7~98.2%) (93.1~96.4%) (87.3~90.1%) (82.1~88.0%)
FRIT Ly | 2
FATR TR N 33.1% 27.2% 13.6% 9.5%
V| 5 45:50%80 T (30.5~37.4%) (24.8~29.7%) (11.5~15.0%) (6.5~11.6%)
60 4y : 75%LL 97.7% 93.5% 88.9% 88.6%
6 fE DO H=RD 007 (96.4~99.9%) (90.3~95.7%) (86.7~90.1%) (86.6~90.2%)
THIfE G/ ME | 3
~ BRI S 30.3% 28.5% 12.2% 6.2%
(28.8~31.2%) (26.3~29.6%) (10.2~14.2%) (5.3~7.4%)
504 92.4% 92.6% 87.6% 80.6%
(90.9~93.3%) (89.6~94.5%) (86.7~87.9%) (80.1~81.2%)
1 100.0% 100.8% 100.3% 100.8%
R 93.0~107.0% 2 99.1% 100.8% 99.9% 101.1%
3 99.5% 101.1% 99.4% 101.2%
[~Ta]
AERE Hirg Lot BA ZATIT 1 & H#% 3 &A% 6 &5 H 1%
HEOTHMAE | AaoTHAE | AGOTHAE | AROT LM%
bk AEOTHmE | 1 | RAVEETH | MAVHEIETH | MAVHEHETH | MAVESETH
FRAVFEEET 7= oY oY oY
HE) oY) 2 A I [ = [ = A I
3 A I [ = [ = A I




FERADOF—Z | HFEAOH—Z | FEAOH—Z | HFEAOFH—X
_— FREOE -2 | 1 | AyFCTRAEL | AYNCREER | AYhTRAEE | AT RAEE
( w) H b C REEIE ot R R e ot
TLC
AL 2 = Al bk Al bk Al
3 [A_E [ b [ b [A] I
1
N 29.3% 32.6% 29.0% 21.8%
573
(26.1~31.0%) (29.5~35.5%) (27.3~29.7%) (20.1~22.6%)
SR pHT.8 6o 97.5% 92.1% 92.4% 88.1%
DY KT (96.7~98.2%) (89.9~93.5%) (91.7~93.3%) (86.9~89.6%)
TR LT 2
W AR T \ 37.1% 28.2% 29.4% 27.9%
5%
| 545 :50%LLF (35.2~39.7%) (26.3~30.4%) (28.9~30.0%) (25.6~30.5%)
60 45 :75%LL I . 95.2% 91.8% 93.1% 90.7%
N 60 4
6 E OB HHED (94.5~95.8%) (90.4~93.5%) (91.5~94.1%) (90.1~91.5%)
SEYIE (e /IME 3
~ I KAE) R 28.7% 29.1% 28.8% 25.8%
5%
(26.3~32.3%) (27.6~30.0%) (25.9~30.5%) (24.0~26.8%)
N 91.9% 92.4% 92.6% 92.2%
60
(90.9~92.6%) (91.0~93.3%) (91.3~93.7%) (90.0~93.4%)
1 100.0% 101.4% 99.8% 101.0%
TR 93.0~107.0% 2 98.7% 100.5% 99.3% 101.1%
3 98.1% 101.6% 99.6% 102.3%

REEBSLVABEOREN
ML

hFlEDEEEL (MEIEFHEL)
AL

g

<AFIERAN L O PR L GAER > VY
[ P 2 3 5 D S B L AR B PR OD S M 25 12D\ (AR 10 4E 7 A 15 H ESRIEES 634
FVNZHE, EHERFN LD 4 JRICE DR FBIORI SRR E T o7 R, VU7 T3IRbE
1.25mg T/ R OT VR FIREE 2.5mglEH 773 ) (TR AERIF| LRI O VR 2 B 2R

L7,
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TR 1 HASER G — Bk HaBRVE S 2 15 ONRLiE)
BRI 900mlL IR 37+0.5°C
BRIk pH1.2: B AR JF 7 Atk O % 1 1%
pH6.8: H A 5 7 54K « ik DV o B tR FE BT (1—2)
pH7.8: 38 7= Mcllvaine DFEE K
K HASER TR
FETE A 7L
EIf = 50 [A]#%:pH1.2, pH6.8, pH7.8., /k
$€ 1.25mg
N TURTTINEE 2 e LA
PR S . " L
1.25mgl &7 | (8. 1.25mg) HE
Jiik gy | BBRIE | BREURERD | P ER(%) | EEEE (%)
90 4y 2.8 3.2 FPEAN
pH1.2
360 4y 5.9 6.1 FLPHN
30 4y 40.8 38.0 FPHN
pHo.8 360 4y 84.1 77.6 FEHMN
N = 77 . . GHE
RV | 50 [A]#R —
10 4y 56.1 46.0 FPEN
pH7.8 .
90 4y 93.6 87.7 FPHN
« 60 4y 17.0 11.9 HH N
Vi
360 4y 29.7 22.5 HH N
—— JYRVYSIREE 1.25mgl AT /8]
—O - jmAEsE
pH1.2;5 HEh#R pH6.8A AR
120
5%3100 r
x 80
~ 60
% 40
- 20
0}4—%
0 15 30 90 180 360 (%) 0 10 30 60 180 360 (%)
pH7.8iA HEE#R JKiA H Bh R

30 60

90 (%) 0

11

60 180  360(4)




$E 2.5mg

N TV IFINEE FEE Y LK)
PR S e .
2.5mgl BT 3 (H2%4, 2.5mg) HIE
ik mlERE | BBRIE | BRI | PRI ER(%) | SERE (%)
60 4y 3.9 2.0 FFEN
pHL1.2 —
360 4y 5.4 3.9 FPFHN
45 4y 45.5 40.2 FPFHN
pH6.8 —
o . 360 43 75.3 78.7 HPHN
SRV | 50 [BIHER —
10 %y 42.4 38.5 PN
pH7.8 —
90 7> 84.4 87.7 PN
90 4y 15.3 12.3 FPHN
ZN o
360 4y 20.1 24.0 FLPHN
—m— JYRUHSIREE 25mgl AT /V]
—O - jEmAEsE
pH1.2;5 HEh#R pH6.8% tH R
120
#100
H
= 80
~ 60
% 40
- 20
0
0 15 30 60 180 360(%) 0 10 45 120 180 360 (%)
pH7.8/A AR KB Bh AR
120
B0
H
Z’F— 80
~ 60 r
% 40
- 20 — —
0 - - = - L L |
0 5 10 30 90 120(4) 0 10 30 90 180 360 (4)

TV FINEE 1.26mg i T/ | M OT VR 7T3IREE 2.5mgl iR T8 113, BAFER
T EIESEBIRE S 3 TRICE D DI VR 7 IR FEOE BRI AL WD ED RS

N5, >
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12




10.

1.

12.

13.

14.

HEh DA DRERHARE
D) maZ ALEMORORIE
2) SO ATHEMROE BE I E 1 (LA L)
3) WEI/a~ T 4—

HEPDOBEMKST DEE!
SRON AT BE I E 14

71 i
LR

BATDEEEMEDH BN ©
HaWE 4-12- (5-7ma-2-ARF T XU XTIR) 2T )V RUOB U RVRCTIRPEBESILT

W5,

ERASVERBR MRS BRI HEH
AL

FDih
izl

13



V AREIZETHIER

1. hEEXIIHE
AL A IR AFTNE A5 (7272 L, BERE EBRIED B T HORENELNR WS
RS, )

2. AERURA=E
W, 1 BBV ZTIREL T 1.25mg~2.5mg %% 5L, MBS Ui By B L CHERr
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(1) BRER T — %/ $y/r— (2009 45 4 A LSRR E)
AL

(2) BRERZNE
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1. REZHICEEHSELEYMRIILEYE
MVT SR a7 as IR TRIFYIR 27U 7ae IR JUITVR | JUACYR

2. EBEA
(1) YEFAERLL - 1EFF
TR TTINIE, A AV P MREDF-AF T DT 7 VN A Bl Z Rl L TR
DIy DD, A AV WERIE, B HIRED ATP RN KT v 1L 2B 10 LTl /o i
LT ZETEY Ca? ' Fr Rz L, Ca¥ ZMIANICIASEAZEIZLS, ©

(2 FIEE 1 SHBAR
LR
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VI EYEphe

1.

i Hh R EE D HEFS

[ZRE9 HIEH

- BIEE

(AR LEAEDGMPIRE

R

(2) Fx i M AR BE B A
[VI-1. Q)R ARFRER CRERR S AU i iR FE | DI S R

(3) ERIREAER CHERE SN =M PR
<AEWFERREE> DY
(Z%E) @ oY TE

VR FIREE 1.25meg T3 T Z VR 7 FIREE 2.5mg i H T/ ) SAE HERLAI %27 oA
F—R—IRIZED, TNENT VR ITIRELT 2.5mg ZHERERE — 27 )L RICZ2 JE R BRI O
B 5 LT P R LIRIR EE A E L BHN 7 3B RE ST A—4 (AUC, Cmax) IZ2W\ T
90 %15 FEHIX FRTEIS THERHRIT 24T > 7o 2R 10g(0.8)~ (1.25) OFEFAN TH Y MiFH DALY K]

A LD R S Tz,

I 3R D HE S 3l A DGR S BRI T _EE RO BN VR 2o T (EFD 55 A5 A 30

H ., 3R 718 B) 1<
e EREY) B —Z VR4 12
2 K 2 WD a2 — R —iE
w5715
ZE g RE HAL A% 11 5% -
- B 1.25mg: B 2 §2 (Y~ 7 TIRELT 2.5me)
- B8 2.5mg: ) 1 §E (FU~LIFIRELT 2.5mg)
IRSEIART | 2 R
£ 1fn B 5E T, B 5% 1.5, 3.4, 5. 6.9 &ON 12 Rffi#5 D 8 M s
CALIREA WK a~~7o7 40—
B 1.25mg

WE RN TA—H

B/ NTA—H BB INT A—H
AUCo~12 Cmax Tmax T
(ng+hr/mL) (ng/mL) (hr) (hr)

TYR T TIREE
1.25mg & HT /3]

1503.08£122.16

246.66%23.54

3.92%+0.51 2.83£0.41

FRUERGA

($£41, 1.25mg)

1564.96 +148.54

248.92%15.36

4.00=£0.60 2.95%0.31
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(ng/ml.)

300 -
il B FYNRYZ T3 RS
38 250 I FE1. 25mg
t MW7)
7 —o— PRHERIA] (SeAl. 1 25mg)
Y 200 Mean=S.D.,n=12
~
Ve
27
_? 150
‘}:.
#2100
i:3
50 f

0 fi é 1I2(hr)
A RTINS 3 KEEL. 25mg[ B AT/ (2 §F) 5% O MIERIBE DHE

$E€ 2.5mg
SRR PR NT A—H

B/ NTA—H BB INT A—H
AUCo~12 Cmax Tmax T
(ng+hr/mL) (ng/mL) (hr) (hr)

7YY TIR b

o 1606.90+209.89 | 236.61+28.96 | 4.33+0.65 | 2.76+0.43
2.5mgl &l 73]

w4t 1 3|
*m;%‘ﬁj 1654.63+254.26 | 243.61+=33.03 | 4.00£0.43 | 3.06=0.43
(BEA, 2.5mg)

(ng/mL)

300 -

—— YR 7 53 FEE2.5mg

4250 | el
f:‘ [REHTY]
7 —o— il (i, 2.5mg)
Y 200 | Mean +S.D., n=12
N
Vi
Z
5150
N
100
K

50

0 4 8 1‘2 (hr)
A RUTIXT52 KiE2.5mg[FEB7/3] (1 88) 5B O MEFREOHERE

MAEFRIREE I ONS AUC, Cmax ZF0D/3T7 A—H 1% SRERENM) OB | (RIK OE AL - ¢ R 25
DR L > TR AN DD,
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