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BEANHT)
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11.1.7 BEEMER R CHEEAH)

e, WG, PR, BOTBXRER R, IFRERIE L S AT
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OG- L2 A, #HRNIZINEh, hicidesy 7o
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L7co S bl Ic8ET A MIEeF Y 707 2 VTR
304 trans-OHAKTHI505TH V. T V37 D R 1Rk
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Uy U7z b)Yy L5E0meE HRRE G- 1% O S W)
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o Cmax tmax t1/2 AUC W)UEJE ”% ?Eﬂi!i

PR (ugml)| () | (o) [(ug- homn)| 2R ER

(hr1) | (hrD)

A1=4.04

¥y 16 5.04 0.45 | 1.22 6.70 11.21 +0.93
a7 x Y +0.27 | £0.03| £0.07 +0.26 +1.82 | 12=0.59
+0.04

11=0.99

trans— 16 0.85 0.79 | 1.31 2.02 3.56 +0.07
OHfk +0.02 | £0.02| £0.05 +0.05 +0.21 | 12=0.54
+0.02
FIIE£S.E.
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N AUCo—6 Cmax tmax t1/2
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+ + + +
Na§:60mg OHA | 14| 11.01+3.09 [6.71£1.98|0.5+0.2 | 1.4%0.3
FEDEDY
Fv =k 14 11.17+3.14 |6.98+1.93|/0.6+0.3 | 1.4%0.2
60mg
Y +S.D.
(pg/mL)
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I
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M OFREURIEL - R ORBRGMC L > TRL 2 WML D 5.
16.3 9%
16.3.1 MiFFEAFEAE
0¥y 7u7 v, trans-OHRDFEEFRIIZNZENIT%. 93%
VC‘\&) ) 725)0
16.5 HEtt
IR ABE6FIc T XYy T a7 2 v b)Y Y A5E60mg % H[H
REORG L2 & RBANOFEINEHE R AT JRPICHRES L
TRk ¥y 7a 7 x v Lidtrans-OHKD 7 )V 7 1 v
HIRTH o722,

e
4 (% of dose)
(n=6)
trans—OH k&
JR
Y A, SO VOO Uy S
i P *
# ) !
=R =g
0 1 L L N X ) ) )
0 1 2 3 4 5 6 7 3

#

5.
VA= ciirevil

% W (hr)
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30 f (% of dose)
u¥y7suzzy
Zi 20 ;
.......... B
¥ -
it i trans—OH &
£ 10 i
z3
0
0 1 2 3 4 5 6 : :
% 5 W M)

aEy7u7 ) MY L FE0mgHL AR 151 0 bR ik

$ 58Ik 1 % T ORI (% of dose)
P ) TG iy
u¥ysugxy 2.07+0.29 21.0+0.4
trans-OHfE 2.21+0.47 16.0+0.6

n=6, ‘FHfi+S.E.
1) ARF O IKFR K13 180mg TdH %o
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) v FREE 2N RE L EERABRICBVWT, 4
YRXY Y ymg/HEMBEEE LCudryTu sy MY
7 2180mg/ H #2685 L7z#E%, adxy a7+ 1)
7 BT DI EWEGE B O Wk DL 11323 .2% (22/9561) . R
Pl F1355.8% (53/9561) Tdh - 720 BIEMHIZ, vy a7 x
YF b AEETI5.5%(17/1108) ICED S, EhdoidH
3.6% (4/11061) . 5695 - F952.7% (3/11061) Td - 729,
(ERNERIERAE DIE 2 - $858)
(2) EAZ MR
RS EEE 2SR E L2 EERARICBNT, Yoo
7 xF77mg/He ML L Cedy a7y F )T A
180mg/H # 4B G L7zkR, vy 7oy F b a
T ORI EE DL LL E1361.8% (68/11061), HREEL
PLE1E87.3%(96/11061) THh - 72 EIEHIZ, ¥y 77 x
YF MUY ABETIT.9%(22/123F) 1B D S, E b Dl
B - JEEAHLRG . 5% (8/12361) . B 4.1% (5/12361) T - 727,
(ERIEDHEL - #EiE)
(3) ENEE MR
MR E AR E L ZHERRBRIIBWT, /7787 <
Y900mg/HZEZxBIFELLTCrFYy 707 rF M) 7 A
180mg/H #2855 L7=fR, vy 7oy F b A
T ORI EE DU, 11362.7% (52/8361) . Rt ak DL
L oBEIXTT 1% (64/8361) TdH - 72 BIEMHIZ, XY T
T  bU T ARETL6.5%(16/976F) IR B, £
B BERAEES . 2% (5/9761) . BHifi3.1%(3/9761) TH - 728,
(BB AEX - ERBERIEOHER - 857
(4) ENZEDHERR
BB B % - SUR MR RE R E 2 0 R L L ZE R
BWT, A 77872 900mg/HZERNREHEL LTy T
7Y )7 A180mg/ H &2 MG L -4, u¥y 7o
7 v F ) A TONE BP9 E 0 Rl AR B OB
FLL F1357.4% (35/6161) . R iH L F1x85.2% (52/6161) .
F 7= SHUH AE 5 T R O B M U BE o g DL F1E61.9%
(39/63f1) . %Rt LL 11388.9% (56/63%1) TH - 72, BIVEH
. BFY T 72 F MY T AEETI2.6%(18/14361) 12588
S, FDOIXER. T - &< A3.5%(5B/14360) . H - E
EBANELIE2 . 8% (4/14361) Td - 729,
(Flitk - SMERDOERE - HRE)
(5) EMZE MR
Tt B L OIMEHOER BB L2 BEEZNRE LAZEHE
MBI B WT, A7 2F A4/1000mg/ H Z 33 L Lo ¥
V7a7xyF ) A180mg/ H%#3H MG L7ziEH, Tl
BOERERHLZBZIIBY203y 707+ b)Y A
TORELMREEE DO FELE13279.1% (53/6761) . Rtk Ll
11394.0% (63/6761) . M OER % B L 2 BE B AR
H) T ORI OB E L FIX71.4% (30/74261) . R t®
VI E1397.6% (41/426)) T - 720 BIMERIE, v¥vy7a7 v
F M) ABET4.2%(5/11980) 12380 S, F95, Hx, MM,
DF VR PIRR DK 1BITH - 7210,
(Phatk DEESRE - HK)
(6) EMEE MR
Wi ta, EROBHL-BFZ NG L L EEHRRABRICE
WTC, A7 2+ AWE500meg/ HEMEHEL LTedry Yo7z
F b 260mgd L<13120mg/H &S LR, axy 7
O7xyF MY a60mg/ HEETOEMEOERILLFI1E88.2%
(75/85H1) . AR E1398.8%(84/85%1), vF v 7ua7 x
YF M) A120mg/ HEECTOARREDO AR 11391 .4% (85/93
Bl), AR LE1395.7% (89/9361) Th - 72,
BIfEIE, gy 7072y F 8D 7 A8ET3.9%(7/17961) 12
BoOLIL, 4D DIFIREL.7%(3/17961) TH - 721,
(AMESER (AMSEIREZHEIAHLRERESE) DE
# - 5
(7) ENZEDHERR
A FAERABREENRE L EERRABICBVWT, 4 7S
27 xr600mg/HERMMIEL Loy TurozrF MY A
180mg/H Z5H G- LzfE%E, uxvy7ur7zryF b v A
TORREM T E DL 11376.5% (62/81%1) . BEJE 3L
£1390.1% (73/8161) TH - 720 FIEHIZ. v¥vy 77z F
MY ABETLUONAIBIRRD S22,

(8) EINE IHEFER

A ERERBEEENRE L EERRARICBWT, /77
07z r600mg/HEMEHEL Loy a7 rF M) YA
180mg/H #3H WS- L2k, uFxy7u7 > )7 A
T O REA M FE DO Ll E1361.6% (69/11261) . %Rtk
PL1385.7% (96/11261) Tdh - 720 BIEHIZ, vy Fa7 <
YF MUY AEET6.2%(8/13061) 1FED S, F b DIL O
HE2.3% (3/13061) . MEE IR, HAL. 5% (2/13061) TH - 729,
(9) ENE IHEFER

A ERERBEENRE L EERRARICBVWT, ady
a7 x> M) 7 2A60mg/H. & L <IEAK120mg/ H % Hiln|
G LR, afxy a7 MY v A60mg/ HEETOMR
BRI DU F1375.8% (25/3361) . #EEEGE ML _E13100%
(33/33%), v¥v7ua7 = M) A120mg/ H B TOfFEE
MREOYUELL F1375.9% (22/2961) . B Ll F1389.7%
(26/2961) TH - 720 BNEHIZFED SN dh o 7219,

17.1.2 —fRERREBR

— MR FAERS30BI D FE IR A DM Z TR D & B ) TH A 115720

HRNEE (%) | AR LR AL
]
M) v~ F 65/233(27.9) 132/233(56.7)
ZEE I B 95/154(61.7) 129/154(83.8)
TG A 96/127(75.6) 112/127(88.2)
T B B 2% 7/14(50.0) 9/14(64.3)
SR T e 5 15/24(62.5) 20/24(83.3)
Ttk - MG 4/4(100.0) 4/4(100.0)
ikitk 124/177(70.1) 170/177(96.0)
Ak RAGE % 64/97(66.0) 93/97(95.9)

18. FEhEEIF

18.1 1EFA¥RF

Xy 7a7 )y AKAEREORG s & B
RIBHFAEH 055 WRE bk D T FHALE L VWIS, 20
BRI TR Y T 5 Y v A RIHEIER O iEPEA
Wtrans-OHAR (SRSELAL) ICE S N THEH S %, Y27 at ¥
Fr—YEREREE LETORY 7T 0T v EARIHIER IS
X0, TN - PURIE - MEYER A L. JRICERER
MR TIH HB2),

18.2 $BiE{ER

18.21 u¥xy7u7=zyF M) AKMWE T v MTRIOEYS
L7z & &. Randall-Selittoi®: (FE & MNE %) 12 B8\ TEDsofii 1
0.13mg/kgTh O, yh7uz7zr, F7afts, £ VX
73 AR, 10~20f5 O\ SR & 7R L 723030

18.22 u¥v7u7xryF MUY AKNME T v MIROKS
L7zt &, BIEMERR B W TIDsofiE130. 76mg/kg T 0 |
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