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(2) SoREEFARPIIZ SR
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BIRANEEX L EEOFFI ORI KV IIVAFIOIROD

MmEEHREOHER 21X 312,

EYFENT A—F 2R 1ITRT,

FFIARNIHTEEFIEBIVT + > D Cmax KT AUC)-1as¢ D

O HITENEFN 1% R TH o720,

(ng/mL)
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—o— FFak>
—Oo— J)vAFaR>
15 ] n=T7
mean £8. D.
i
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o
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)

B3 SUEEIRN ST Cng) DA+ 0 R KT
JIVEF O RO MR IREHES
£ 1 BEHERNE GO F ORI KT/ I AF O R0

WENEEINT A —%

mE | Cmax AUCo-gnr AUCo-int Ti2
TR (ng/mL) (ng - hr/mL) | (ng - hr/mL) (hr)
37.11 54. 38 3. 26
AR18.5£4. 11
[FEFTARLIES +10.65 £95.19 | £0.774
2mg TiEL
JIIVvAFTa 1. 69 8. 928 33.02 12.1
R +0. 528 +2.772 +18.47 +5.81

FL: 2NV AFTRD AUC-int, Tiz DA n=4
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feREmEmE (65~79 %), fEFEIEmmmE (Q1~455%) & 146l
FF 2 a R OEEEERIEE 20mg 222 R ER D% 5 Lz &
&, EYFREICEL C3&EmE SRS & OMICEIZRD S
Nizh-7k?, GHEANCEZT—%)

HEEE (BF: gOKks)

WFBEERE 12 Bl F > 0 R O EBERKEE 20ng % 22 15 1 il
BO%E L= &E, AUCHETIT Cnax 122 NFNIEERA DK 2
BROR LI fBEARICEL, BI¥NFAMEEZ2HmIE2
HEErH SN, GREACLET—)

BREEE (52 ROKE)

BEEEL2H (VLT7FZr )T T A 60nL/min RiE)
IO R REEE R IEE 20ng 2 22 ERF B ERE D5 Lz &
&, AUC M TNT Cmax 13 FNEHURERERA O 1. 6 f5 &0 1. 4 £5
THholz, BIEEH OHEEEMITERER A L THIER %
KUY, GHEANCEETF—%)

2Kl
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il -FFaRVEEBREKfIYE Sy MO L&
=, HONCEHIIHML, 1FEAEDOHBETHRER 1 K%
CEREREZERL, TOBRECHITKF L. EABMLTH S
B BT 251, MOMBICHRTRESMN T o7z, b,
BE TDHHBITXTOMEBICPNTEE TSI &d o
=9,

BIPAORT (B EOKS)

FFOARVEBIBEET NI T 2 2 OARFIEBRALRITR
O#%GLEEE, RANOBITHRDLN, TOLEDERE
0.25~12 BRI B B4 F 2 O R U IGREE IR E O ALt/ 1 5
FIREO L RIL 4 THo0, GHEANICEDT—%)
R

EMZBITDFFT 0 R OEMRBIRIRIL, N-FiEA T IV
XD/ NAFLOARADKHTHD, O-FiAFILRIGIZ
KBEFFTENT A ADRBROT IV 0 TG R %%
FBHZENMBENTNDSD,

FFarR>oRBIOVTE MNFI 70OV —A %AW THRE
U7, IV AF2 0 R AORBITDNWTIX CYP3AL A%, F
FIERIVT 4 ANORBITDNWTIL CYP2D6 N EICEHS L TWD
ZENHEGEREINED,

et (3% BOK%E)

TR AICA F 20 R R 0. 28mg/kg Z2REOH 5Lz & &,
BE#Z2EMETORFICHEGRED5.5£2.5% (mean=
S.D.) MARBAKRELT, £z, 23£5.5%0AFT RO
ek E LTt I Nk, £, RPQZ/IINFFaR2&
FEFRENT P HGHRBHEREINAEY, GLEANICEET—
)
EYIREER

AU aF =)L (100~200mg/H, &OFE) &AFaRHE
fe (24~48mg/H, Fifik F#5) = 4 HREIOHFH L7ERm (1
B) OEERERICBITSAF>a R OMmEEFRER, HE
L2IER OO 3. 5T Th o=, (ERIZBT BEEKR
B kA

F7z, AU IaFV—)L [400mg/H QC HE®DA 600mg/H)) D%
OfGHicAFa R OERE (10ng) ZHEREOBS LY
B, AFTIARO Cmax A5 1. 72 £%, AUCHSS. 61 ERL-&
OWENH S 10, GHEACLDT—F)

U RFEIN (600mg/H) OFOEEGHRITAF IR IEHKE
(10mg) ZHEREORESLAZHE, FF2 3 R0 Cnax 28
L7415, AUCZS 2. 95 f5 LR L2 L0BHENHS 1D, FHEAI
£B5F—%)

Y2071 > (1000mg/H : &RIVHE) OO GHIC



FFOREEE (10mg) ZHEREORS L ALSGE, BHEH
B (19~253%) OAF 3RO Cmax A% 1. 45 fi5, AUC A% 2. 02
BERL, /-, E@ER (0~T7%) OFF1 3R> D (nax
2168 %, AUC /8 2.31 {5 LR L2 L 0#ENH 2 12, GLEA
Z&kB57—%)

@ U7y >ET> (600mg/H) OfORGHICAF O R IERE
a2 BHEFHRNES 0. Ing/kg) L7Z8A TAUC AT 1/2.212,
HEREOHES (15mg) UZSHATAC S /T LIZEDLEZED
WENHZ P, GHEANCLZT—F)

[ER R #E]

FRABRFIZ B 5 —REE KRB T O PEEN S HEOBER KT 2
R B O E & LU F ISR ),
1. ERIYbO—ILERE

FEFA FREGEHAIC K D LITIRBED IRV M ORITIRED H

DD, AEFBGICLBEEI PO—IVERRIIEZ2DES

DTH-o .

£2 EMa bo—)VERR

IR G- AN
1% 5-BRGGRT DK m IR EEREIE R | EREIEY |k E
RANpSELIE (%) RENPSELIE (%)
FEF A R R A 10/12 83.3 1/2 -
AEAL RREHAD 50 17/58 81.0 13/17 76.5
BH20
&at 57/70 81.4 14/19 3.7

FERRFE (%) =K% > b O—) LR EIE/ G S 1%L X 100
2. BREEEREE
AHBE G- B bERT R O 5 TR QBN Mol X T
El THo B OFMMEAEITHT2H AT, R3DED
DTHo,
=3 FEmERER

HIRPIEL 5 BTG
I P .
i 18 AA A 8
e 5-BMEAT | 31/70 <34/75) 44,3 <45.3) 10/19 <14/23> 52.6 <60. 9>
R TR | 61/68 <57/65) 89.7 <87.7> 15/19 <17/20> 78.9 <85.0>

?ﬁéd%}i (%) = GEFmmEN T2l + T&EE) OFI%k) /3% SE% X
OO bR Gl E 3 0 7o A
3. EREREMRE (LRAFa21—RK-—X) BiEOEBRAEREE
AFNDOL AF 2 — F—XAiEOERBEN 7L Xi& Mg
1 THo MR OFMMRERITHT 2E 813, £40Lb
DTHo,
£4 VAF 12— F—XHig DERIRELER

FRN T 5 BTG
B SEMRY wWER s -v YER
BAIDIE LS~ (%) BAIBSELES~ (%)
L 2% 12— R—Zi 69/383 18.0 21/105 20. 0
L AF 21— R=X1% 288/382 75.4 73/105 69.5

WER (%) = (GRMWMEN T2l + TRE] OB /iS5 X
100

[FEFEE]
1. EBEER

fEEEm
FIRIERIC DWW TRV b Rl 2 SIS & U THRET L 7z,
< Z®D Hot plate v, Tail pressure i, EffES 1 ¥ > Vi
KUZwy F@Tail flick ik (WTFNBROE) &AWV THRE
U7, %20 R OEBEIZE)ILE FAEEME L D EDso fE T
3~6 5, #WSILT 3~5 SV EDFIER 2R L 72 19,

x5 BUHIER

s EDso (95% {ZHERSY) me/kg
MBRE O Sk mmE | T e
Hot plate % A 3.2(0.9—5.3) 15.6(8.6—21.9)

®)

FFT77RNE 5)

EDso (95% (SHERRFY) me/ke
kB i
AR R a v ommh | T e R
Tail pressure y% T 3.5(2.7—4.5) 8.9(4.8—12.7)
Bl o1 > > Tk R 2.3(1.6—4.0) 7.0(4. 6—15. 6)
Tail flick % Jv k 3.8(1.8—5.5) 21.6(19.2—24.2)
2. {ER%RF

BLEREFBIC LA ESF T RZEEZN L THEBERZRY
bOEEXALND,
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