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@t Ix » hr #e | 0.007 | 0.007 [Frpn =1 100.1 141

(DBEDT 4 IVLT—T 1 VT8 TH D,

(2) F|RYE . @< OEEMEDEIZ 0.10% LT TH 5,
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7. B
[AEHZEE DS M S ISEDI]
VRF T L#E 250mg [JG] 7
[BRRERBOEMZNREEREEST 1 R 71 D ED—FREICONWT Fli2 SENELRLZ
O EREE O ZREIZEGERAT A o4 (ERi24F2H29H EBEEHR 0229% 10
B IS,
- EHERIE . LRF T4 L 500mg
« QLAZEREIKEE  C JK¥E

AR | HAEES —REBEEHEABE OV RN

pH1.2 | BAREFS EHEERS 1K
50rpm pH3.0 | #»7z Mcllvaine DEER
[OlER %/ BRI pH6.8 | BARFT EHEERS 2’
7K BHAZEE REEK
100rpm pH3.0 | #D7z Mcllvaine DFEEWR
FBRRE  900mL  EEBREO% : 12 Xvtv

ST | k7O T 5T 1 —

AR

- HIERHE
(L S ppa e we|
(rpm) BRI HIE R

PH12 | gt (%)
PH3.0 | BURELAISS 15 LM 859%LL WGt S B0, Y& 15 91Tkl
50 = | BB O T I A (O I I+ 1 0% DREEIC B B

pH6.8

K &% DEHE (%)

& EREA DOITEHE T 1 5% DEHAZEZ 25D 12 f@d 1 ELT
100 pH3.0 | T £25%D&EHEEA 56 DAL
KAA RZA 242 73R, 100 DR TEMET NS FHEBRRIEICH W T, /S RV, 50, 75 [OER
DEHFE T, 30 FLINITEERA], FHBREA &6 I1TF 85% L LB T 255, /N FIVIA,
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(50rpm. pH1.2)

(50rpm. pH3.0)

3 85%LAEBEH L. A1 R4 > DHIERE
c:’_i@ébf:o

100 t o . o 100
~ 80 80 ¢+
N o
S 60 | S 60
1;5 40 o LRF T L§E250mg [JG J%r 40 —o— LRF T L§E250mg [JG)
¥ o0 —o WA (LRFTLY LG g 90 e B (LAF T LG
500mg [JGJ ) . 500mg [JGI )
0 ‘ s | ‘ ‘ |
0 15 30 45 0 15 30 45
B (59) B (99)
BRI CH D 15 DB\ T, RBRBAAE | BEHETH2 15 91BN T, HEBREE A

B 85WLUALBH L., A1 FoA4 DYHEREE
c:’_i@ébf\?o

(50rpm. pH6.8)

(50rpm. 7K)

3 85%LAEBEH L. A1 R4 > DHERE
cZi@ébfZO

100 | . . . 100 | . . .
g 80 | % 80 I
% 60 | ~ 60 |
S a0 | ) o VFTFEY LiE250mg TJG) *;‘5 20 | o UAFTEH L5250mg [JG)
B0 L) —e—mmmE Fous s B e B (LT TR L
o 500mg [JGJ ) J 500mg [JGI )
: : ‘ 0 ‘ ‘ ‘
0 15 30 45 0 15 30 45
B (99) B (99)
HIERFRTH D 15 72BN T, FHEREFINFE | HERR THD 15 72N T, BB HF

¥ 85%LAEBH L. A1 RI1 v DHIERE
cZi@ébfZO

BEHEFDOREMEDHE (FEEHE)

3} e PGV (%)
B | wopary | o
(rpm) | TORE | B memE (LURF o4 | BBMA LRFoE | HIE

(min) | ¥ 2.4 500mg [JGJ) | ¥ L8 250mg [JGJ)
pH1.2 | 15 96.8 97.8 e
. | PH30| 15 97.4 98.0 e
pH6.8 | 15 97.5 96.9 e
7K 15 96.9 96.6 e
EHEBORSMEOUE (BA DEHR)
—_— ME | EROEHR (%) TSR & ()3
= . ) | HERE | e
pm (min) B/ ME~ERKME +15%#8 | £25%#8
pH1.2 | 15 97.0~98.5 0 M@ 0 & e
o | PH30 | 15 97.1~98.8 0@ 0 & e
pH6.8 | 15 95.5~97.9 0 fE 0 & e
K 15 95.8~97.4 0 f& 0 fE e
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[BREEZERBOEM LSRR N1 VEDO—FRIEICONT CFR24F2H 298
BEAR 02295 105) ] TR,

Heph: | BARES —REBREEHFRE OSPVE)
pH1.2 | BAZES BEHBE 1K
=0 pH5.0 | &7z Mcllvaine DEER
rpm
_ AR B | PH6.8 | HARES SRS 2 1
At
7K HAZERS K
100rpm pH5.0 | #D7z Mcllvaine DEER
AEEE  900mL  EEREE : 12 Xv )V
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- HTE R
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50 pH5.0 | EEESFIDSFIEHED 60%K T 85%HE & 72 iM% 2 BricH
WT. SRERBIHI DAY HH SR AV EE U D SV HH SR + 1 5% D&
PHE.8 | % 2m, Wi £2 BISODED 42 D L TH B,
K SEARUAIH 15 2 LIPS 85% U EEHT 20, Xid 15 i iT
100 DH5.0 | BEUBMAIO T s/ EREMAI O TISE IR + 1 5% DRERI 5 5.

XAARTA 4T DNR)VE, 100 [OlEs THEAE NS sBRRitIc W T, 7S RV, 50, 75 OlEx
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ABREA] & 61T 85% LA EEH T 256, /¥ FIVIA,

100 BEDHEHFEBRZEBL TH L] EEHSINTVWD Z&ns, 100rpm DOEHHHEZS

&L 7=
- FBRTESR
(50rpm. pH1.2) (50rpm. pH5.0)
100 R o 100 e
80 80
=} ]
S 60 | < 60
% 10 % 40 .
Ko —o— URFF+t¥ L§E500mg [JG) 8 90 —o— URFF 1% L§E500mg [JGI
20 + e fEMERUE] (5. 500me) i e fEMERUE| (5. 500me)
0 - L ) O [ I L )
0 15 30 45 0 15 30 45

K (99)

B (99

HEERTH D 15 TN T, RERTUFI N
¥ 85% LA FBEH L. A1 RI+1 > DYIEREHE
IZHEE LTz,

HIERRTH D, 10 7& 15 FITHENT, &
BREUA DI HER I IAZERIF DO S HED
T15%D&EEN TH -7z, 2 BEEDOEN
50.7 THO., T4 74 OHEEEITES
U7z




(50rpm. pH6.8) (50rpm. 7K)

100 | . o 100 | . o
%80— %SOf
%607 %60—
40 | H 40 |
2 00 —o— LAF 5 L§E500mg [JG i —o— LRF T4 L§E500mg [JG)

) e fEuESE (§EH). 500me) 20 ¢ e LA (3EA]. 500ms)

0 ‘ ‘ ! 0 & ‘ ‘

0 15 30 45 0 15 30 45

SR (49) B (59)

HERRTHD, 100& 1573IBNWT, & | HIERRTHD 15 JITHNT, sABREAIDF
BRELA DNV HER I AT HERA DO SFIGE LD | 39 85%LAEEH L. A K51 »D¥ERLE
+15%DEEAN TH -7, { 2BEBDED | ITEEL 72,

55.7 THO. HA FI7A VOHERLEITHES

L7z
BB OELIEOHE (FEHE)
- W SEEBEHE (%)
1Y = N NGI==3
(rpm) | PR | RS SERUH (L~FS4y L | HE
p (min) | BRI AL, 500me) | PV T (KT
pHI1.2 15 86.4 96.8 BE
10 595 91.0
pHS5.0 15 81.5 08.2 BEE
50 2 B88D{E : 50.7
10 62.8 90.5
pH68 | 15 84.3 975 e
£ EEOE © 55.7
X 15 89.0 96.9 e
. &

FHERA & SHBREA OIEHERZ R L2 & 25, WINDFEBFEFTEN TS [RFEERRD
DAEMZRIREEHBRT A K1 2] OHEREEITHES L T\,
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V. BEICEIHIEH

1. EEXITEHR

O TALABEDEDIFRIE (CRMEERILREEZED)
ODILTADAE TR BIIRBBD 5NBRNTAMLABEDBERRFEFITN T DI TANA

L OHRARE

2. BiERUAE

BA : BE. RARELARFZ72y e L T1 H1000mg 21 H 200 TROKET 5,

INR

DEE. 4 RELED/NR

B, ERIZED 1 B 3000mg Z8 2\WEF CEEENT 55, BB 2 B EORE
%#13C 1 BFERE LT 1000mg LT3 2 &,
ELAFS Ly L UT 1 H 20mg/kg & 1 B 2 EIs 3 TR
B5T 5, b, ERICED 1 B 60mg/kg £BA L\ EE CHEERT 575, HEE 2
SERLL FORIEEH T 1 BFEE LT 20mg/kg LTS 2 &, 72720, {hE 50kg
PEODNRTIE. A EE AR - FIBEANSZ &,

(% - FEICEEY 2ERE0ER)
(D) AF ERERRFEEICH L CERT 28810, fOATAMARLHAT S L, |
() BRBEEEEET DMABRBICARERET 2. TRIORI/LTF=2IUT I
- AMEERSEZLLGAHIORSBRORSHBETART 22 L, $e, MEETE20 TN

MABETIE, ZVTF=2 20T IV ABERIEU 1 BRERICNA T, MKSEHEEHL |

TRICARIDENRS 2
BRICEDSHDTHD I Emb, BEZL

L2 >

T2

o BB, ZITELTWAHE - ARV Ial—vay |

CITEBICEE LS. A - HEAHEETS
Z&o Fie. BRERELZET 2NRBEITOVWTOERBEOERIZIGU T, ARDRSE |
ROEERREHAET R EEEIRST D2 L,

SUTF= } } \ T |
o075 x| =80 | 2507 | 200 <0 | JEIED | o |
(mL/min) - HE |
1 gRsE 1000~ 1000~ 500~ 500~ 500~
o 3000mg | 2000mg | 1500mg | 1000mg | 1000mg
1 (=] 1 [g] 1 (=] 1 (=] 1@
BEHRESE | 500mg | 500mg | 250mg | 250mg 500mg | 250mg
1820 | 1820 [ 1820 | 1820 | 1H1ME
1@ 1 [E] 1 [E] 1 [E] 1@
EE#%58 | 1500mg | 1000mg | 750mg | 500mg | 1000mg | 500mg
1820 | 1H2E [1H2E | 1820 | 1H1H

9 REONREEED S 2BE L. NECH/ LT 7 EEMEFLTRD. JL7F=y

70T 5 A S T BREEREE ORE 28/ NI IR H 5 2 L b, KDEA |
BroBed L L blc, BEOEREZEELRNSHEE - ABZHAHT 5L, |



3. BRFRRIE
(N BRT—IINwr—
ZEER L
(2) BEFR%HR
ZEERZ L
(3) BRPRZEIEEARER
LB L
(4) F=RIVEER
ZEERZ L
(5) H&EAVERBR
1) BEALIETTRERIGER
R L
2) LbEREBR
ZEERIR L
3) R MR
ZEERZ L
4) BE - RRERIEER
ZEERR L
(6) jaERI{ER
1) (ERAMERE - S EERARERE (FHIAR) - HElRTRERAER (MIRRIERER)
ZEER L
2) BREMHE U TEETEDABT X IEIERE U TEBROBIE
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VI. EFEIEBICE I DIRE

1. FEZNICEEH DILEWMRIILEWEE

HANRUF 2 IVNIEE Y 70 YL ZaFE/8A, V=¥, PEIY—b VT
O+ bV L Jz=b12, TJEMNIFY

2. E1B{ER
(1) {EFRERMI - Rt
>+ 7 2ANEEBRE 2A (SV2A) LRENITHE U CHREEMEOERE 2 1I1H 9 5, 9
(2) BRI DHBRE
BN ==y
(3) (ERRAIREER - FHimbsE
B) =AY



VI. EYEREICE T HIEE

1. MEEDHER - BIEE

(1) A% LM
SR U
2) BEMEREEERR
BERAET
2, 58 1357 Tmax (hr)
NF = ; . 1_.%3 b
%maéfééﬁ u€¥2£&i§a E%EE 1.05+0.67

(3) BRFREER TR NI MR
e ER] 10

(Mean=+S.D.,n=26)

[BRRERROEMZNEEETEBRAT 1 BT 1 ED—HBMEIZONWT CE 24 2H 29H

HEREEH 022956 105) ] 1T/,

LRF X5 L#E 500mg [JG) LEERAZ, J7oALF—N—KiZLbZznzn 1l (LN
F58 LELT500mg) BERASTICEAREEOES L TMstR2 LA 2 HE L.
BONEMBRE T A —5 (AUC. Cmax) 1229\ T 90%EMXEIEIC CHREHRIT &7 -7
&R, log (0.80) ~log (1.25) OEEANTH D . WHIDEMEHIESMARES NI,

(ug/mL)
157

—o— LRF Tt ¥ LHE500mg [JG)

i
;;E —o— {EHERIF] (3], 500mg)
V _
4 Mean=S.D., n=26
,?.
5
+
%
A
3
iy
%02 4 12 24 %0

5% OEME (hr)




<EWENEE/ ST R — 4 >

HIE/NNT A= SENTA—F
AUC 3 Cmax Tmax T
(ug-hr/mL) (ug/mL) (hr) (hr)
LRF T LiE
500mg [JG 134.00£16.63 | 13.73+2.68 1.05+0.67 7.58+0.54
R
A1, 500mg) 135.93+£16.20 | 13.43+2.92 1.22+0.74 7.52%+0.60

(Mean=+S.D.,n=26)

MIFP@ETOIC AUC, Crmax %035 X —5 |3, BREDER, ORI - BRSO
SRR IFIC & > TR D AIRENEDS 2.

<[AFEHDHIEFER>
AUC, g6 Cmax
2 ®BEIDONHED = log (0.9854) log (1.0250)
90%EHEX ] 1og (0.9716)~10g(0.9993) | log(0.9628) ~1log(1.0913)

(4) s

ZUBERRL
(5) RS - HAEEDRE

FZUBER L

(6) B&EH (REa1L—23Y) BRICKDHRUICENFABREEEER

ZHEER L

2. BYBRER/NS A -5
(1) BB 73E
FHERR L
(2) RIEREELS
FZHEER R L
BYNAAPRASEUT«
#100% G 1Y
(4) BREEEH
RN T

A1

K58 BEHE

kel (hr?)

LRF T8 LG
500mg [JGI

1 %
(LRFFTEITLE
LT 500mg)

A FLEA ]
w5

0.092+0.006

BYTUPSVA
B) =2V
(6) PThBE
0.5~0.7 (L/kg) 'V

(Mean+S.D.,n=26)




(7) MIREBFEER
10%R 1V

3. TRUX
RORGR, JENDTERNEND, 12

4. 53t
(1) M —AxREPEE 4
ZEERRL
(2) Mm% — Ao ERRAFT@iE it
VI Z&M (ERLOTES [TBTHEE -10. ik, ER. RARENOKRS] ODESHR
(3) EitNDBITiE
VI Z2t (EALEOERESE) [TBEdDIEE - 10. ik, ER. RAFEOKS] DESHR
(4) BERNDBBITIE
B) =AY
(5) ZDAEDIBBANDIEITHE
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