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B o401 T TFINRY LSRR 125mel B 343 40 F —— FS5IRF Y — UIEERIE70.125mel BIHT)

—0— JSIR%Y— LIEMIEGR05mel BEf) —o0— FFIREY— LIRS 50 5mel B
20 r 20 L
0 . . . . . , 0
0 5 10 520 2% 30 0 5 10 15 20 25 20
P min) 5B (min)




pH6.8 50rpm 7K 50rpm

120 1 120 ¢

100 | [ * * ] 100 | $ . a
S el 0
W60 I W 60 f
w0l —e— T3y — R0 125mel B ®wl —— 753 y— B0 1 25mel BT

—0— F53IRE Y — LIEEHE5R0.5mel BT —0— J53R%y— LIEEIES0 5mel B )

20 B 20 L

0 . . . . . . 0 . . . . . .

0 5 10 15 20 25 30 0 5 10 15 20 25 30

B8 (min) B8 (min)

pH5.0 100rpm

120

100 f ———o Py
S8l
W60 |
E’E —— JS53IREY— LIEEIES0.125mel BT
A0y —o— TR Y — LR S B

20 f

0 . . . . . .

0 5 10 15 20 25 30

B (min)

K WHZEBNCB T 5 AN GRERERG & QR HERIAN 0 Y2 P8 H =R O FLik)

git%ﬁx#r_ *Ei%%ﬁ“ 7055’{#‘/—)1/15@?15
PR (geFl. 0.5mg) | $£0125mgl BE) |$I%
ElERsh | SR | 1FREREERT THAHEY THBHER
pHL. 2 15 4y 100. 8 100.9 EE
Soron 2150 15 4y 97. 6 99. 0 ey
P THe.8 | 15 4y 100.5 99. 9 e
7K 15 4y 102.0 102. 1 T A
100rpm | pH5. 0 15 4y 98. 2 97.8 e
(n=12)
£ WHZEENC BT B REME GREREUA| D~ DR HIR)
. TS5IRFTY— LGRS
= 22
WREH  mens| g 0125mel B . -
o HERAE HE
mEy wwE | | Beo
i W% | RHER%
H1.2| 1543 | 100.9 |98.4~104. 1 TARAy
° - BRI R A RN > [
S0rom pH5.0| 15643 | 99.0 |93.2~103. 4| sy phypse 1o+ 15% oo sl & A0
pHE. 8| 154% | 99.9 [96.3~104.5|[BZ 25 H D 12M@% 1 ALL S
A | 1545 | 102.1 [99.6~104. 1] T\ T25%DFPHZH R 5 A
2 H ORI, -
100rpm [pH5. 0| 154y | 97.8 [92.5~102.2 Sk
(n=12)




TSI REY—)LIEFEIESE 0. 5mg THHFT1 OEHZEEN T 2 HLE
BRERLOEMFHRIEMREBR T A BT A > Rk 9 45 12 A 22 BT E3KE
55487 5 (—¥BICE : Rk 13 4E 5 H 31 AFTEIEIELE 786 5. Wk 18 4F 11
A 24 BTSRRI 1124004 7)

AR AL - B ARIER I MRBRIED X Rk
RSt
BRI E - 900mL  JRFE : 37+0.5C
Bk cpHL. 2 HARIERFEHEERE 1K
pH4. 0 77~ McIlvaine OFEEK
pH6. 8  HARFE)R 7 iR 2 ik
7K H A 3L 5 7 R ok
[ml#is%c @ 50rpm (pHL. 2. pH4.0, pH6.8, 7/K). 100rpm (pH4.0)
ABREE & 12 Xy 'L
BRIFRE] - pHL. 2 TlE 2 B, Z DM ORBRIK TIL6 B E 45, 72720, 1=
YERLH) O LIV RN 85% A i % 7o FF i CRRBR A T35 2 &
T 5,
ATk R e~ NI T T 44—
HIEREUE . A RTA L OHEERED S B IO BEITHE > THEBMEEHE L
776

FRYERGR AN 15 53 AT 85% UL B9~ % 56
FBRELA AN 16 43 LANIC 4 85% LA E¥R 2 20, 3T 15 43123861 % #liR i
A DN H SR DR HERLH D - TR H =R £ 15% OHFIPHIC H D

fR  DTNOHAITB O THIRHZEE L L TV D LHE STz,

pH1.2 50rpm pH4.0 50rpm

120 120 1

100 4 ® ® — 00 | p — —
:\g 80 r ;\; 80 |
B 60 1 B 60 -
33: 4t —o— TSRy — LIERIE R0 5mel B# ) ;:g w0l —o— TIEINFY—MEBIEER0 5mel A

—o— FEAE3H (5. 0.5me) O~ BERA(&H. 05mg)
20 20 +
0 . . . . . ) 0
0 5 10 15 20 25 30 0 5 10 15 20 25 30
EF 8 (min) B8 (min)

pH6.8 50rpm 7K 50rpm

120 120

100 F a P Py ° 100 + PN PY —0
;g 80 ;\; 80 |
i“{' 60 .|*|_ 60 [
H —o—J53R%Y— L IER RS0 5mel BH ES =
a L < —— 53Ry — LIERAE§R0.5mel B#T)
=t 40 —o— FEAEBH (5], 05me) € 40 1 _

—O— {ZREHF (527, 0.5mg)
20 r 20 r
0 . . . . . , 0
0 5 10 15 20 25 30 0 5 10 15 20 25 30
B (min) E5E (min)




pH4.0 100rpm
120 1
100 f — —
s
ié\?/l- 60
H —— J53IRFY— LIERE R0 5mel B$T)
o4 r e
—O— MK (5%, 0.5mg)
20
0
0 5 10 15 20 25 30
5 Fd (min)
2 IWHIEEEN I T DA GRERBLAI K O HERLA O S H =2 0D Prik)
Eit%ﬁ&1¢ *%$§g§“ j%s&#'y_)l/iﬁﬁgiﬁ
RERRA (2%, 0.5mg) G 05mel BgF)  |#IFE
ElExgy |SERK| EREREERE FHRHER A EY
pHI. 2 15 4y 100. 1 100. 8 PERAS
- pH4. 0 15 %y 97.1 98.3 Sk
e 8 | 15 4y 99. 4 100. 5 ey
7K 15 4y 102.0 102.0 T
100rpm | pH4. 0 15 4y 97.2 95. 7 PERAS
(n=12)
8. £ MFrIEERE R L7
9. BEIFDEMES D | LA ATV E L
SRR E
10. MR DENIRSD | Wik a~ s 7T 70— (NEAEE)
E=;
1. Hff AFNFIIMFRRITEE Ly
12 BAT DREEMDSH | %4 &k L
DM
1. FENMDELES - | Z4 L2
S SRt =27 SAe ST b
ESERY R
14. ZDih EARRANA
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V.AEICEET HIEE

1. REXIETHER

IR—F R

2. RERUVAE

WE, RACIET 7 8% Y — UiERE K & LCT1 H&E 0.25mg 22510
W, 2EIZT HEZ 0.5mg & L, UEREZEEL2A6, 1EMBEICTH
e LTO0.6mg T OMW®E L, MiFrm (BEYHE1 H& 1.5~4.5mg) #EHDH, 1 H
BN T T I Y — U ERE KR & L C 1. Smg AR O AT 2 AN El LT
14 %I, 1.6mg LLEDOEAIT 3ENCHEI L THERR ARG TS, 2B,
FElip, JERICE VBEEHRA TEL8, 1 HET 45mg 282202 L,
<H% - BEICEHEY SERALDOERD :
CLARRIORE G, DE BB L, LREOREER, EEEER, ML
COEOBIEE T IATV, EEICHERFSE (Y1 H &1 5~4.5mg) F T
L BT A& (MEEKRY ), TEERERNEE IR OTEWER ] OESMK) ., -
L2, R RERE E R I D & A :
COARENTEICIRTICRE A L PR SR D, BEREEESRSE (717
F=27 U T 7 AN 50nL/min Kil) (CAA G THE, B2 UT -
T U ZADIE FIZ &0 AFIOW RIS ERE T 5720, D X 5 ks
% B2 HG E A T LB SRR IR L e S D EEICHIE 95 2
Lo B, BHEERERFICHT O RA 1 HELKORK 1T EIEIT FED
LB ET D, Eio, BIEE B DL WVITIEF IS EE L BEHEERERE T
D53 7ol IR I /2 DT, Z D & 9 A Ic %t L CIRIRRE 2 BER L
M HEEICERG TS (MEEES ) KO ERE~O# 5 DES

),

JVvrF=v

IVT TR Be bk A1 B SE| KKl HE

(mL/min)
1 A& L LT 1. 5mg K :
JVTF= 1 H 2[EEE 4. bmg
>
27502 =T HRE L L omg DAL | O 12ome X2l s )
1 H 3[als

JLVTF= 2. 25mg
5o>7 Jrsy % =20 1 B 2[a§5 0. 125mg X 2 [A] (1. 125mg X 2 [f])

JVvrF=v 1. 5mg
2o>”,},§\/x 1 H 1 EEE 0. 125mg X 1 [A] (1. Smgx 1 i)
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EEFEDNDANE
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VI EFEECRT HRE

1. EBEPCEEHD | FEERAR XV ASF Y= VERRE, 1Y =0 — ViR
ILEYMRITIEEME | X A R LAY Taxes ) TFFUoRAEBEE, ~La ) KA LR
i)

2. EEER
() YERERML - B | 77 X 3% Y — VIERBH KA I IE R A SRR KRR > D2 ZRIR(EEHSEC
F bb, MNOHBIGEDE Th D R VOSZEIRICERTS 2 Lk, S
—FX UV UROIERTH D, D2, HAOZ DIV, BENELS 2D, K5
DEEFER EORERELET D,
Q) EMEEMITIE | ZUEE e L
ERRLIE
) Ve FARIRRERT - £ | S4B R 2 L
e R
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VI. EMENEIZRJ HIEHE

1. M REDHR - Al

&

(NamLAEM G MmH
=

(2) & iR EEE
FeF el

(3) B PRELER T HESR

nicmpiE

R L
VIL SEBIEIC BT B0 1. (3) BRI CHER S D= i | % B

(T3 2R*Y—)LIEEEIESE 0. 125mg THFI]

TS5 IRFY—LIEFIESE 0. 125mg TEHT (X, [E &SR 580 FEREA O
EWFRIRIEMERR AT A R 742 SR 1242 H 14 AfFERESE 64 5 (—
HMCIE - SRR 134 5 A 31 BRI 786 B, Ak 18 4F 11 H 24 A3
BRI 1124004 5) | (ZHS &, 77 3%V — )UHRREEE 0. 5mg [ H )
FIEEWRIAIL Lo b & IWHENE L, EWFEMICRS L AR &N,

[F353RFY—)LIEEEESE 0. 5mg THET)

BIREIR S O EY P RIZEVERBR AT A BT 4 > PRk 9 4 12 A 22 HAFEHGE
5487 5 (—EBCLE : Rk 13 4E 5 H 31 BATESKEIE 786 5. TRk 18 4F 11
A 24 BTSRRI F 1124004 7)

T35 IRFY—)LIEFIESE 0.5mg TEHHT] SAEMERKILZ . 7 o 24— —JEIC
FOVENFNLEE (7T I K Y —)UIEBE /K E LT 0. bmg) EEERAS
FATHE R IR B AR O e 5 U CHi A R AR IR EE 20 L, 15 6 - 3Ehfe
NT A—2% (AUC, Cmax) (ZDVNT 90% A5 HE XK VLS THEGHIFNT 24T > 725 5.
log (0.80) ~log (1.25) DOHIFHNTH v . EiRLA| DLW F AR EE A HERR
iz,

HE T A —F BENRT A—H
AUC; 44 Cmax Tmax T, o
(pgrhr/mL) | (pg/mL) (hr) (hr)
TIINFYVERE || o060 1451 | 10204178 | 2.842.6 | 6.5=1.0
#£ 0. 5mg TH#TY
o LA
+ + + +
ek 0 ) 1205741382 10114169 | 2.74+2.3 | 6.641.0

(Mean=£S.D., n=16)

1200 r

—— JS53IRFY— LIEREIE 520 5mel B$T]
—O— HEAERIA (BEF, 0.5mg)
Mean=£S.D., n=16

1000

800

600

400

A% PR E (pg/mL)

200

0 2 4 6 8 10 12 14 16
HEfH] (hr)

IAE R EENG ONZ AUC, Cmax ZED /3T A — & 3. #E5RE ORIN . (RiHE OELEH
B - BRSO RBRAIEIC & > TR D ATREMR 5,

18 20 22 24
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ERULLE
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LR L
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FICIYBHEEREZEC LEAINRESNTLEIDT, BEICKFIDRE
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(RAIZEZZED)
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4 RZERUVAZICEE | (V. RFICET2HA 228352 L,
TEHERLEDIEL
ZTNDEH
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by ffld 5 WX E/BER 1 FLUERBLIZRICHUOTHRERELFIIRES

nhTW3, BEICIITAFOEXRMERE MERFIZOVTECHBAL, B
ENEDEER, HHMOERE. SEESRKRZESERIIREZIEH LS
FETHIE (ML ROTEWER ) OESM),

) BRI 5T, D FE W, B BA, S HOXEORN KT I
SUERPRELND ZENH DD T, AR OFGITVENSBME L, M
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B SEEEOREANRBE LLT W ERROLNATWS, b DFENE
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TEFH DOIESHR)
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ARFANIAE F AR A S5 O RINE S BB EE 23 e & 70 A 2 F2hi L Tuigny,

(BHEANEA)

(1) ZZHMBER : ATED 7 WRBEIIER NS 50N ZERHHDT, ZD XL
I IRGAITIE, BE, RIS E IR OMEY RE 21T 2 L,
QLE., =8, HAXR. B, 883 % (FICf) | =l A%, %
B, 5L H DN ZENHDHDOT, 2D LI REAITIE., BEXITE
Hazmikd s e L b, BHEIS U CHUR MR 26 -9 2 72 L oy 7

WEZEATH T &

@) HRFFRAILE O FEA 9 WMEIREE (SIADH) : K U v A MUE, K25 E 1M
JiE, FRAET MU U AP RO, SRR, K, ERREESE S HiF]
PRSIV AT G 7 WMEARERE (STADH) 288 B oD Z ERdH 5 DT, BN
RO LN AIZITE G2 U, KRB OS| REEY) 72 L@ 21T 9 2
s

4) BEFEIERE - AR OS2 ARRESIPIEIC LY, BHEEHAD b b
ZENRD D, BB THITATY, BEN ERREE, BEES . SEOME
B, REEEES), uE NS, SR, T oEE), RIT. MmiECK (CPK) @ _E&F
ERDH O ONTGEICITEMEEREREDOIEIR CTH A R EMEN H 5720, &
%, WL, RmH, KOMREOBYRILEZITO 2 &,

(5) HERUFRRRARIE - AhAR. B, CK(CPK) B, Mk ORF I AT ne
LR AR T ORBRAEN S SN Z ENH DD T, BENEE
ORI REE I L, WYREEITO 2 &, Eo. BT EE
JEIZL XD AMBARAEORIEICEET HZ L,

(6) AT HEEERSSE : AST(GOT), ALT(GPT), LDH, y -GTP, R U Lt v EHEDNT
HEEREEN D LD I ERNHDHDT, BELEHDITITV., BENRD D
NIESAIIT G2 L L, BWOARLEEZITY 2 &,

LUFD X9 REWER & 6o 72581213, RIS U TEY R AE 21T 5 2
&o

B E T 9

1B BUE W BECRE IR

B I8 2T, B, HFE, MIREBE, £ 5 EEE
B - B %R | CK(CPK) L5H-. &, MW
h
1o

R | IR, OFV, VAFRTUT, B, YA M=T ., R
i EN B, RN—F Y = XA O, BREETUE, HHOE, EEhR
%, 347 =X A FEHRHIZ W, BEERE, K
BEaER | oW, s RiiE, SifE, EEREmn

RES R, ROB L& B, AW, TR, HOKT
FBHAER | BRRIR, AR, R, B ki, Ko &8k, 2
SREE, AU TR, FREE. JEE, BA (RER) .
=, EPOPERRTUHE, PEAEGER, B, JRAORETE, JRavERE
B, i

HIEZS L, THEARER, (RS, BT, nEM. B, HIEE.
B, EREER. DNk, SR, 4 Vo A, (KERD

o HE AFHRE R 5 (AST(GOT) k-, ALT(GPT) k5. LDH R&H-%) |
vy —GTP_E5-
A a7 FUART., ERLVES EA

! {5
EIRes K+, EhiE
WhREER | PEUREE, REAGTE. R
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(4) HERBEIMERARR
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EEE-%

(0) EHEKRE . A HHE.
EEERUVFMO
FRFERMDE
AR

6 EMT LILF—IC
g HEFERUE
ERik

B E £ B
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DR L
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HICRET D L, LRFOBMIERD S & oSG, E Tk
Hadik425 L bz, BRI U CTHBHREEZE T2 72 Lot/
WEZATH 2 &y

@) RANZFIZIRPICRKRELEO EEFHEME I DA, mlndE CITEHRENMET
LTWAZENENOT, A& (1 H 110 0.125mg) 7 H&REZBBT 57
CHREDREBEABIE LN SEEBEICEEGET D L,

10. 4385, EESR. RELE
EADBE

() 8 ht SOFHTHE L CTW D AREME D & D lm N2 iE, &5 L2 &, BEEF O
Wi N3 D R A 72 < . BARVEITHESL LTy, 2B, B (T
v N WA AEFBERBR T, ROZENRRDOHHNLTNED, ]

1) ZIERE R O %L SHAEFRER (Seg. 1) (2. 5mg/kg) T, MIE7T 0 T 7 F U RE
DIETIZESIHEROE T AR D LTV D,

2) #RE TRk A 538k (Seg. 1) (1. 5mg/kg) T, M7 2o 7 F U EBEOKT
WZE S AEFRREOBO PR D LN TV D,

3) JE RE A e O 3L $¢ 5-3k (Seg. I) (0. bmg/kg LA ) TG 7 w7 7 F
REOKFIZESS HARKEOK TARD LA TV,

Q) AT O NTIZEE T2 2 L2, RSLEeETR5T 55T
ZHiExEs2 L, [bBMIBWCT 77 F o pWwaEMkld 52 &3
HEINTEY, oW EmHIT 2 EERH 5, B, BWER (7 v
N THHF~BITTHZ LN LN TN D, ]

NREADTRES R ARE I, AR, FUR. SR U3/ INRIT K 2 22 PRI TRENL L T 7en
(EHIREBR DS 220N
12. BRI ERRICRIF | A iifiFzmR L
7
13. BERE (D ER

AR O BB G L0 | ED MR, O B
M EFEOERDFIB N THRIND,
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