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16.1 MAFRE

16.1.1 HEZE
IV 1Ry 100mg KO 200mg & H A A& (2 H a0
L7z & RZIUMED Cmax 1ZFNZF N 873ng/mL
K 1903ng/mL. AUCo4 12 ZF 143 979ng - h/mL K
Y 2,246ng - h/mL T, Wi/3T A — 7 13581232 HE L
72V, F72. HARNEZ TO Cmax KO AUC 34/FEAESE
ToOfE (100mg % 5-# T Cmax : 705ng/mL. AUCo4 :
835ng - h/mL. 25 BlOFIGfE) & B L& EHA D 5
ﬂf:Z)o
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xR (ng/mL) &1 (h) %D | (ng - h/mL) %D (h)
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1.09+ 0.75=
200mg 1903 +1,222 105 2,246 =880 0 4479
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Iy AR NEZAE (n vitro COMT i MERREMEH 132
fLfR & M) ~ORMLE 2T 5. HARNERBAIZBIT
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CYP2D6. CYP2El. CYP3A FUF CYP2C19) FFHZE L 7%
Vo b LK IE, DT RICHETARETH DY, [10. S
16.5 Hitt

HA N A BT 5 25~800mg @ HIAFE [1#5- 12 B \»
Ty REAER D Z RO FHEFIEZ 21 0.1~0.2%
K0 1% TH o7z RENMMMBE T Z KOV 0 »
B AR O R P HEM R IZF N EN4.6~7.2% K% 8 1.5~
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1.73m?), BEiEEEEER (VL T7FZ021) 75 20.20
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FA—H BB L TAE R, T2 8 R OIYEIREIZ T B
EHRE DK B SN Ao 7210,
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TV 3 — )VIERFZS % A 9 A AR E I R R S
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17.1.1 ERE I 18588 (Wearing-off HREH T B/N—F >V
UIREBEICH T DEEREIRHESR)
HARNBZIZZ OAF = N—KIZX ) LA RS- )L Fos
HEVIFLERRINN - R T Y RIERIEETZ VY IR
100mg. 200mg X1t 7' J v R % B[P &G LR, 79
b AREEIC RIS ¥ B R 100mg K OF 200mg Fx5- D w
FTHZBWTH, MR LR R0 AUC IEHEAR L. i
EEE L7z, M#Ed LR F/80 Cmax I22WTIE 7T B R
#5 Lo 5 7ARY (100mg LU 200mg) %5 THEIIFERD
Lo 7218,

BEMFRZBEE L, =0 % 7K~ 100mg 55T 78.3%
(18723 ) FO¥T > % 51 R > 200mg % 5-#T 79.2% (19/24
Bl) T o720 LREIWEHIZ, 100mg B CTIFEE T KO A
F AT =% 30.4% (7/23 B1) . FAEEEA 21.7% (5/23
1) fEHR 13.0% (3/23 f51]) . 200mg #ECIMEAL T 33.3% (8/24
Bl VAFRY = ROREEDE 20.8% (5/24 61) . L4
B 16.7% (4/24 B1) . fHIR 12.5% (3/24 1) T -7,
17.1.2 EIRFE I HEER (CESHRIERHR)

Wearing-off HG % ¢ 5 /5— % > v Vi EE 341 B % kf 5
LT EEREESBRICBVTC. Y 7 A E 2 1 100mg
K1 [ 200mg ldWghd 7T RE L, JERHEES
FHEOLRETWLEO ON B (B X3 -85 2L
LI LR RS RBIRGR) 2 A RICER SE21Y,

[N Z F B LR ER I BT 5 ON B o251k

77+ R| 100mg | 200mg
95 51 98 % | 88 i
ON FE[H] (WE[H]) | F3ofl + HEdE(R# |8.2+2.0(8.1%£2.1/8.3+2.2
s S = RS |8.7+2.6(9.4+2.7(9.7%2.8
IR REAM R Tl + FE#ER5E 10.5+0.2(1.4%0.3]1.4+0.2
Z LI
R FEAmE—
g
oAl D BER Hei 0.8498 | 0.8575
[5%IEHEXE] | > H A #H- _1[0.1989; |[0.1886
TS A e AR SN 1.5007] | 1.5263]
(G ERGHT) p=0.0107|p=0.0122
0.0077
200mg #f — . _|[-0.6563:
100mg # 0.6716]
p=0.9819

BIWEHIZSBISEEE X, = > % /1K >~ 100mg %55 T 52.2%
(59/113 1) RO x> % 41 K~ 200mg ¥ 5-# T 72.8%
(83/114 1) TH o720 EHEIWEMIZ, 100mg B THMIR
15.9% (18/113 #), ¥ A F ¥ —HiTE 14.2% (16/113 #1) .
fERBEHE 10.6% (12/113 61) . 200mg BETY A F 4 ¥ — B4
21.1% (24/114 ). IR 14.9% (17/114 B1), (ERL 5
12.3% (14/114 %)) T o7,
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B (Bh& 3w - B2 LU AHEE - LR R/ SHshIs Bl
i) 2 ARICIER, Einse7:9,

ok 33 R
7T kR 200mg
86 11 85 11
ON W[ (WER) Blgsy 9.2+2.5 9.3+2.2
TEIEED 9.4+2.6 10.7+2.2
77 eREEL O (HEEM£SE) 1.34+0.28
(9595 X [H1] [0.75:1.93]
MesEis R (GeoEortr) 2 p=0.0002

FH O ON B IZ VI b PIgE = BLEFERE T, 77 L REE 0%
HesE i + e
D %58, 16, 24 BB O,
TE2) BIEM o ON B & 328 & U724k ) B L 0 d 5 L5 85w €
TN X BN 24T 5 720
BIVERISSBIHEE 1Z, = > % K > 200mg % 58T 54.1%
(46/85 B) TH o7z, THEMEMIZ. TH 16.5% (14/85
Bl) . B R RE24% 10.6% (9/85B1) TH -7,
17.1.4 @5 55 MAEEER
Wearing-off IR # ¢ 5/8—F 0V VIREEHEEZ R E LT
FEh SN ZEERILERBIC BT, v ¥ 1 R 200mg
37T RELELERAGEICEDS (RE TV LERIICE
% ON B 0EI &% B EICILE, Bins47:10,

AL 44 3R
7T kR 200mg
102 51 103 %1
ON WA (%) Big 60.8+14.0 60.0+15.2
TEIED 62.8+16.8 66.8+14.5
77 eREEL O (HEEME£SE) 4.45+1.67
(95915 X [H1] [0.93:7.97]
e (Lo Eotr) 2 p=0.0163

FEH O ON R V3D Pl + 2T, 77 BRI L 0%

HEsEAE = e R

F 1) $%58. 16, 24 HEDFIY,

1 2) B O ON B 2 25 & L2 0 K L 0 b 2 L5508 €

TN K BIRIT 21T 5720
BITERSSHIEE X, = % 1R 200mg % 5-# T 82.5%
(85/103 f3) TdH o720 FREWEHIZ. VAF AT —47.6%
(49/103 #1) . FRAEAFLH 29.1% (30/103 1), /8—F > v =
A L O 19.4% (20/103 B1) L @ LS F v 16.5% (17/103
B, o 10.7% (11/103 61) TH - 72,
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18.1 fER#F
IV A RVIEZEN COMT HEHRITHY, LERK/S - )L
ERASIUZLR RN Ry FERBIEEEHE RS, =
YEHENL, VR RD S 3-0-AF )V K23 (3-OMD) @
BRI E HES 2 2 & TL R RSO A F) =R & 1
KEE, ZD7DIMF LR P SORNIEAT 2 5hZ=4b3 517,

18.2 COMT FHZ=/ER

18.2.1 COMT it Icxt§ 2 = > & /1 K > OEEH 55 < .
R8I B oKERLIESE ., 70> oKIRILEESE . RSB R ER
b, MAO-A K U MAO-B 1259 2 BHEMEH 15518
(in vitro) -

18.2.2 + I8 PR o FAH COMT itk icy 35> ¥
BB OMEMEIEE < FREMR COMT i3t 3 5 flE
TEFIZETN (ex vivo, T v F)o

18.2.3 = ¥ 1 BV IZIME L K /3D AUC Z B &, 3-
OMD » AUC # @A &8 52 (jn vivo, T2 )

18.2.4 =V Z R VIIHEME RS VEZHEINSE LD (ex
vivo, 72 Mo

18.3 WN—F VY URETFIICHE T B LR N/NERD#EEIR

18.3.1 T ¥ AR VIZL LV L LE~ Y A EEYEE 2%t
T 5 LR RO %5 520,

18.3.2 = & AR I /83 ARERHE S v b ol E
BEATEN 6T 5 LR R/ SOVEH % 8§ 5222
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