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BN HE LA O SR R = 15%OFEIFAIZH D,
[AFBRCI%, pHI. 2 3% 4]
@ FEAERIAID 30 47 LANIC ) 85% L, EIEH L7 WG4
LTFOWFNo R #EET 5,
a. HE SN RBRREMIC I THEERIAI O SR SRS 85%LL | & 7e % & & | fmuedl
DI IR DN 40% K O 85%T T D 24 72 2 B A2 38U VT, Ak BRI 0D P P H SR A A
YERIK O SR R 1% OFFHICH D>, X £2 BB OEN 42 L ETH D,
[AFBRCI%, /K. pH4.0 (50 KUY 100rpm) KON pH6. 8 23i%4]
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0 . . . . . )
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x BAHEHOEUMEOHIERR

HEREH HIFERAEE EHAHE %) [GAES:]
e | e | | HEEm | EE | ®mEm | OE | #E
Eiﬁﬁ Ei%ﬁl& lﬁ'llillﬁ (éj\) @ﬁ“ gﬁu (%)
15 43.1 1.7 1.4
7K +15% 1
45 89.5 84. 1 5.4
15 43 LANIT
pH1.2 | ¥ 85%LL 15 91.0 85.0 1
50rpm ¥R
" o 15 38. 1 55.7 A -
PHE —on 60 85.7 | 100.5 14. 8 =
6 o 10 33.6 41.9 8.3 N
pHb- -0 45 88.0 97.9 9.9 =
5 35.5 33.3 2.2
100 H4. 0 + 159 ST
e b b 30 3.8 | 1003 | 165 | THE

@ N FV— B FEN100mg [ZHH]| D

[ 1% IS DA FRREERBR T A RT A 220 T CERR 94 12 A 22 HEREE
487 5) > TRIRZAT o728 2 A, TRTORBREIFICENTHA R 7 A IR SN A
WAL, AF EAZRERF OV N ORISR S N2, IWHREBR I X 2o HER, £
Wt RS TH D Z L ERT 5D TILZR N,

1. ZFHE

REREUK] . T aF Y — A h L 100mg [ X5 # |

FEHERIA] . 7L, 100mg

2. ABRAE

AR —MakiRis s (O REk)

3. HABREH

- BRI E © 900mL

- ABRIRIE : 37+0.5C

BRI 0 K
pH1. 2=FAEaBR D 1 K
pH4. 0=pH4. 0 DED 7= McIlvaine DFEEHE
pH6. 8 = FALERER D 2 K

- [mldE% : 50rpm &R 100rpm (pH4. 0 DFx)

-ABREE - H 12Xy EL

4. FAEREFRE

FrE M,

RER A EIEir AERR AEREER (5
7K 20, 30, 45, 60, 90 TN 120
pH1. 2 10, 15, 20, 25 }% X 30

o e s 50rpm <

N RLE pH4. 0 20, 30, 45, 60, 90, 120 %X 150
pH6. 8 20, 30, 45, 60. 90, 120 %X 150

100rpm pH4. 0 5. 10, 15, 20, 30, 45, 60 (X 75

5. oMk
Wik a~ 727 4 —



6. FHIEERAE
HA RTA4 v OHELUETL Y

By 2 R, YA
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@O  FEAERLF 3 15~3047 12 FH85%LL LI H 4 5 54

AR BT 0D 2 HH =R 703 60% S UR8B% M+ T & 72 23 24 72 205 RUC BN T

FRERIC Z D BRIMEDHIE T, BRI

R A oD - 85

HH R S FEHE R 0D SRV HI 6 = 1% OFEPHIZ B D 0>, XILF2BI3k D fE 420, ECTh 5,
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@ FEAERLFIAS 30 43 PAPNIC ) 85%LL IR L7224
HLE SN - BRI B W TREEERLR OSSR 85%LL & 70 5 & & | fEUERLK| DS
PIHSHIER DY 40% K% T8 85%TUT DI 72 2 WA T akBRILA o 1A HH =R 8 B U )
DL AR IBROFIHI & D 1>, T £2 B O 42 L Th 5,
(A5 T, KL pHA. 0 (50 % TF 100rpm) J UF pH6. 8 737% 4]
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SERE HE R FRBEE | S
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@iﬁ’ﬁi Eit:%ﬁ/&_ I‘ﬁ‘ll:l:ll$ (ﬁj\) @ﬁﬂ @ﬁ“ (/0)
20 38.5 | 31.7 | 6.8
K +15% Sl
90 89.2 | 82.8 | 6.4
10 55.8 | 46.2 | 9.6 ‘
pH1. 2 +15% S}
50rpm 20 83.6 | 79.1 | 4.5
o o 30 12.6 | 48.1 | 5.5 N
PH —oh 150 87.3 | 98.4 | 11.1 -
20 37.3 | 38.8 | L5
6. 8 + 159 : : : i
P b 90 84.5 | 90.5 | 6.0 -
10 37.6 | 36.1 | L5
100 H4. 0 + 159 i
e b b 60 84.2 | 96.5 | 12.3 -
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8. £MFHRERE

BRI L
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HEME, PPGESEFEE, MEEEEE, REEREIE, EERRERL

&

i i E A R (3 1 D IRIEME R BEE O T 1

BV ZIEITR T 2 R R OMRER

RERUVAE
A
hODHE -
WE. RACIE 7 va Y — s LT50~100mg & 1 H 1R A& 59 %,
)T VAR :
W, RACIE T va Y — s LC50~200mg & 1 H1ERE A& 55,
2B, BEIENTEHAMEERERYYE DAL, 1HEL L T400mgE THEHETX 5,
EMEBMREEEEICS T EREMEERED T
FRAZIE, 7vad Y — ke LC400mg % 1 H 1B D #5935,
AV CHRISERYT SERXRRUIMEREL -
WE. RACIE T va Y —r s LC150me & 1ERE A& 545,

INR
A OHIE -
wE, AR rvat Yy =l L Cng/kgm 1 BRI O 555,
)T raAVHRE :
wE, NRICE T va Y — e L C3~6mg/kgx 1 H1ERE O #5325,
¥, EIE TR EEEGYEOSHAICIE, 1HEE LC12mg/keE THETE 5,
EMBMREEEEICS T EEEERED T
IR, 7vath Y — b LC2mg/kgZ 1 HLEIRR D& 595,
e, BEOREIZLN U CHEERET D,
72720, 1HEE L T400mg & 8 2 7202

HER

EHIARETOFHRERIZIZ, 7rvaF Yy — e U OMNRER UHBEZT2EEEICHRET 5,
AEBISAUBOHERIZIX, 7vary — e UCONRER U A EZ 48 mHIc & 5T 5,
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L. AR ERBADEN TR SN DB AR DR G ARG T 2 Z ENREE LYY,
2. A EREDN1000/mr’ A B R T BTHRIR G2 Z EMEE Ly,
BV ZIEICHRIN T D R K OMEIER
AR ORHE T GH%A~TH B 2 BLIATV, ZERPBO DNRWGEITIE, O ZEA
DEG-2AT 5 70 EWYIRALE AT O Z L,

3. ERERALAE

(1) BBERT—2/1\vHr—>o
EMER L

(2) ERERME
MR L

(3) EREREIEHER
BRI L

4) EZRMFER
PA)- L e

(5) HREIAVEAER

1) EEALLITRERIGRER
mMER L

2) LEEGERER
mMER L

3) TR
B -y A

4) #=FE - FFRERIGER
PA)- L e

(6) AEMER

1) FABRERE - BEFEARERE EHRE) - 2ERFTREEKRAER (MREZEERKRAR)
P L A

2) RBEHELTEEFENHNEXITER L -HEBROME
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VI. EMWFKE(CR§T HIEHE

1. EHEPHCEEHILEDRITILADE®
AR apFy—, KYyaryS—iu

2. HEKER
(1) {ERREME - fEFRIF
7SS MBI EHS T B T T AT B DA T LIRS
W B0, IEMFIET ) AT r—ACl 0 A F AR OMETH D,
(2) FHEEM I DRBAM
AR L
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VI. EMEEIcRET 5EE

1.

mehREOHR - AREE

(1

(2)

3)

ARLAEM M FRE
REER R L

e Mg R ERRE 7
He e i R R 2R (hr)
Tar— )l S 50mg (X 54 | 1.1%0.6(n=18)
T aF— B I 100mg [ X T4 | 1.7%1.1(n=18)

R CHRA SN -OPRE
< AW R TR R >
@)Y — ) Nb0mg [ 514 |

AFK L FERERIF) (7L, 50mg) &7 n AL — "—ikic LD, fEFERA B84 ICE
neENL h7en (ZraFy—)e LTh0mg) ZZEMERHIHERE ARG L, &G &
H4#0.5, 1, 1.5, 2 . 3,4 8, 12, 24, 48K U T2k HIBEFEIRA> & ERIM L 72,
HPLCIZ K W E L7z 7 v a ) — L O IMERIREOHER K OV T A —HZ FK - KDL BY
TH V. FEHEHTIZ TIE X Z KO T2 R, HIE /N T A —Z O EAE O FIE D 71
log0. 8~1logl. 26DFAPAIZ & W | WA DLW H [ S DSHERS S T,

(ng /mL)
2000 ¢ )
—e— Z)LaF =) hFEIo0ng T 14 )
----0---- fEHERLA () 2L, 50mg)
s 50mg (n=18)
1500 mean + S. D.
Ifil.
s
1 1000
B
54

500

Y04 s 12 24 48 72 (hr)
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B JiafrJ—LhTtwiLsimg T2h4% ) SRERKOTFHMBTRREKT



x EMERENSA—4

HIENS A=A SENSA—4
231 AUC, -, Cmax Tmax Tis0
(ng-hr/mL) (ng/mL) (hr) (hr)
T)vaf ) — v h S 41959. 02 1321.94
+ +
50mg % 71 %] +5332. 20 +240. 35 1.1=0.6 32.62.9
o v B 39980. 35 1162. 13
+ +
(B 7, 50mg) +4589. 09 +177. 21 1.9%0.9 33.2%2.9

(HI7EYE - HPLC)  (mean=+S.D.)
ST ONC AUC, Cax 08 X — 4 15, HEBRE DR, FRIEDHRIRTE -
RFH S ORI L - TR D ATEEMERH 5,

@ /) — )Ll FEN100mg [# 514 |

AFH & AERERIF (B 7R, 100mg) &7 1 A F—"—{EIC X0 | BEEERABIEISL IZEN
FAh TN (Zraty—) bl LT100mg) % ZEfERpC R O&E L, &5, &5%
0.5, 1, 1.5, 2,3 .4 .8, 12, 24, 48} OT2FFMICHIBEFRAR 2> & BRIM L 72, HPLCIZ &
DHRIE LIz 72y — L OMBEFREDOHRE K O RT A—2EK - ROLBYTHY ., #
FHRATIZ TIONE M X[ & R D T fE R, HIE /T A —F OXHEE O FHIE D 721X 1og0. 8~
logl. 25 DHFEPFHIZH V) . Wi D AW FE RIS HER STz,

(ng/mL)
3000 | )
—e— 7))L+ — )L I 100mg [ 74 )
200 [ ----0---- FEHESR (1 7)), 100mg)
500 |

100mg (2=18)
mean = S. D,

2000 [

2If1 dIS ?I2- (hr)
BFfi
Z)aFrV—ILAhTEIL100mg T2 Hh45 | LIZBERFOFYMmEHEEHRE



x EMERENSA—4

FIE/INT A —42 SEINTA—4
231 AUC, -, Cmax Tmax Tis0
(ng-hr/mL) (ng/mL) (hr) (hr)
L S— v h ) .
T)ar— i 7ty 86762. 39 2406. 64 L7411 36,5458
100mg % 71 4 | +10884. 60 +343. 87
G|
§R4§$<%J 83258. 30 2053. 58 Lot T 26 1442
(B 7/, 100mg) +9145. 31 +282. 68

4

®)

(6)

(R E ¥ : HPLC)

(mean=+S.D.)

S IAE T FE N TNC AUC, Cmax 250085 A — &%, #iBa ORIR . ARG OEREE%L -
FEFE S DIRBR AT K > TR D AREMEDR S D,

rha i
P - L
BE - fREEORE

EEE R L

BEMAGRELL—2 3 V) BFICE YHBAL-EYVERNSREEHER

mMER L

2. RVEERI/NS A—4

(M

(2)

)

(4)

(®)

(6)

(M

FRAT 730
EEE R L

IRARSE S 4
TR L

NAFTTRASEY T«
DR L

MRS

TH I EH (kel (hr'h) ]

T)va ) — )L e b0mg [H 1 # |

0.0214+0. 0019 (n=18)

T)at— vk 7 100mg X H 4

0.0194=+0. 0029 (n=18)

HYT IR
KR L

I 11~12% ®
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HEEN DIZZRRITRIN SN D Y,
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(1) %k — B P @E T
HAMERR L
(2) Mm%k —RRAEREFEiETE
BRI L
() Fith~nFITHE
MAEFEE LR U< WL PICHmEN 59,
4) BEHR~DFITH
b BB OO Y EE 1R R RER oD M A R FE D 50~90% TH D ¥,
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VR, MR A E T R P ISR B BT D Y,
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(1) (RBHERAL R UM BHR IR
BRI L
(2) R#ICBEET HEE (CYP4S0 %) DHFiE
CYP2C9 K TN CYP3A4 #PHET 2 19
Q) PEEBAMNBEOEERUVFDEE
HAMERR L
4) REYOFHEDEERULLE
BRI L
(5) EHARBYOEERI/NT A —4
BRI L
6. kit
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1. EERBLEDHERB
AT SRR R L

2. #RRERLETOEA (RAIFEZEED)

(2T (ROBHEICEEELGEWNI L) ]

1. ROFXFNZHEEHROEE: F)T7YIL, T)LTFIY DPEFAILTZIY, F=2
V. EEVE, TRFTILEWL, F9FFRENL-FTRFTTLEL - RYSTEL, 7
WZCEY, ANASFILEY ARFYIL-FHEILZDEY, ASAEFR, JOoFot
Jr (VL 7. #E%ER] OESER)

2. AXHFIHLTBBECRETREDHLEE
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SH)
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[V.AEICEYTSEE] 2352 L,
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ko

1. HEEHA
AFNL, CYP2C9, 2C19 KN 34 Z[ET 5,
(1) GtRESEZTOER
HRZES (AL &)

A4 BRAREAR - FEE 71k BEFF - falRIK 1
)TV T A NU T YT AOMREHERIC | AANT 2O OIEH Ol
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FES R U, M8 o
BIERZE - TkZnndH
Ry
= =D OIEH o i, e EE A
i = ERFBHZLICXY, QTIE
EEYR 5.
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A B EEE Do MAPREN EFET 252 LN
»H5,
TEL=DE A NTaFry—nL el | AT 60K OE
VN A= LD TEL=U B DAUC | DHITEESE TH HCYP3AME
FIVASFE L A RFY NEFTAHZENRFEIN [LET 20T, PEAHICEY
I TEL=UE Y TW5, Z B OFEHF O i R E A
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