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BICE3N—F> vV RIZH T BERDBRZEE (wearing-off
HR)DH=E

5. HBEX I RICEHES 58
5.1 AFNFFER O H W2 E) (wearing-of B S ) 25380 5L 5 /85— F
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THHLTWAL RS AV RARLEL R RS- R+
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RHNOZE 7 wm ATEG- IR X b, B, EakEE (R
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TAHI L, [22. 8.2 5]
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PBEIE U CAR AR T 5.

HERLDER

141 BHZAREDZEE
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FEZUET A2 END b,
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16. 4 EYRE
16.1 MeiRE

ARHI100mg K U'200mg % H AR NEFIZH B OHRG Liz e &,
FEALAR DO Cmaxld 2 N2 1 F39873ng/mL K% U81,903ng/mL.
AUCo 4l Z N ZENFH979ng-h/mL K% U°2,246ng-h/mLC.
INT A= Z I GEIIFIFRAIL Y, 420 BHAANEBRET
DCmax K WAUCIHAME AN B E Tofii (100mgtk 5T
Cmax : 705ng/mL. AUCo4 : 835ng-h/mL. 256D Fi51k) &
LB L W E AR 5 7Y,

16.6.2 fTkEERRERE

TV 3 — VPRI % 45§ A AV E IR 8 1R 35S
L7286 fEFE AR TAUCK O Cmax A 265 =70 -
72100 RHF O EPEEE AT HEECH L L E L SN D T
DI PSR TRPEANRBIE S 2 WA H Y, [7.5.
9.3.1 2]
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SRR 2 /R & L 72RO G 12 B W CEling & Ik
RS CHMEIHE ST A — ¥ ICEIIRD SN Ao 2,

HA NS BB T L7 & & ORZALEIZ B S 2 S HRE/ <
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e Cmax Tmax

AUCo4 ti2

17. BRER A 1B
171 BHHERVCREMICET 555k
%% 17.1.1 ENE [ =5 (Wearing-off iR & E§3/5—F >V iR/

(ng/mL)™ | (W)™ | (ng-h/mL)™" (h)
100mg | 873+676 | 1.28+096 | 979+389 |0.85+052"
200mg | 1,903+1,222 | 1.09+1.05 2246+880 | 0.75+ 0447

1) 2260, :2) 1661, {13) 1761

3,000 T

2,000 +

1,000 +

M#Ed R (ng/nl)

0 t + t 1
0 1 2 3 4

R (h)

AARNEF R EEE G- L7z & & O e R LA EEHER
P9l + (R A, 2261)

H A R A 1225~800mg & HLAIFE 4% 5- L 72 & &, Cmax
T PAUCITFE G- 82 IZ B L. AR TH - 7127,
F 72, 200mg M UM400mg & 45 4 1248 5 L 7z & &
HIRE 72 BREEIIZZRO SN Do 72Y,
16.2 IRIR
HREABERER A BW TRIOE GO 7 X1 58
T4 —13#32~38% T - 725 HAR N A 22 iF 1 1
EFEBI0GICREROKS LG 4a, M550 CCmax i O
AUCIZ#EIZ R BEROPEIZO N1 -7,
16.3 270
AFNTFIWIMET7 VT I v ERE L. ES v 7 a3
H198% T > 720 In vitroRERT. KK ¥ X7 fEAI1ET )V
Ty, FYFNVER, T VT I, VT ERAICK
LB EZ T otz T2 AFNZINS DIER D& 8
TAEBIHEB RS2 ah o727 AFNIMERNIZIFE A LR
FLZRV,
16.4 138
RENEZAE (i vitro COMT{GVE L EVENIZRZEA IR & [FIFERE)
NORMALEZIT B HARNMEERAIZB1T 525~800mgD
HAE %512 BV T ZIER D Cmax & FAUCIE R ZA LR (E1F)
D3~8%Td o720 Fiow REMKKOZKIE 7 V7 1 v gt
ExZF5Y,
v MNEI 7Oy — 2% Wiz vitroRERD S RN TF b a—
LA P450 CYP2C9% M 2 & & ASRIE & 7z (IC501:#94uM) o
ZFDMDP4507 1 VA A (CYP1A2., CYP2A6. CYP2D6.
CYP2El. CYP3A K O'CYP2C19) I3 FHE L 22 vy, & L <,
DIEPICHET LRETH LY, [10. BH]
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HAR N A B 5 25~800mg? AR I 512 B W T,
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IR I 2N EN46~T72% % N 15~21% T > 720 AKHKI LY
IR AN D S R R ORI~ S L E 2 5N bY,
166 FENEREZEFTIEE
16.6.1 B gEESRE
FREINIZ BT BRI G B W CEHREIE R (L 7 F =
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EW(IVLTF=Zr )T T 2 2060~0.89mL/#/1.73m?) .
T EREH (7L T7F =02 7T 2 2020~044mL/
F/173m%) . EATEERE QAR B CHY BT A -5 % 1
WL 7oAt e AFOSEWBIRE 2 0Hd B B RE O K 7
RO LN LoV BIERES CRIFGHBOER
LEIG L CEEBT 5,

BEICH T 2EAREESR)

HARANEZICZ B AL —=N—RIZE ) LRS- e R
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200mgX i3 77 R &2 G L 72#E R, 77 R
HAZHAEHFI100mg M 0°200mgd G- OV iz BnWT b,
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F0200mg) ¥ 5- TEIZRD SN h o 72,
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CPigfE + Rk fRE, 22610)

(LEFIS - HIVE FAALUILE RIS - Ry b5 Nk

BEH)

BIEHIZEBIAERE 12, AR 100mgHe5-1ET78.3% (18/23%1) &
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Fix, 100meg#ECTIMEMR T RO Y AF 4T 7 H4%30.4%
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#k17.1.2 B I AAHER (CEERIEBRHAR)

Wearing-off SiR & 3 % /78— F >V Vi H3416] & K 5
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BIE RSB (X, AHI100mgtk G- 7 T52.2% (59/113%1) &
OARHI200med% 5- 1 CT72.8% (83/114H61) TH > 720 F 2 EINE
FAE. 100mghE T IR15.9% (18/113%1) . ¥ A+ 7 H
M14.2%(16/11361) . FHEAEIE10.6% (12/11361) . 200mgfF
TYAF AT THIE211%(24/11461) . #HIK14.9%(17/114
), AEFLHEE12.3% (14/11461) Td - 72,
17.1.3 /#5155 M HEHER

Wearing-off i 2 53 /85— F 0V VIREE 2R L LT
FEhE S - “EEREBRBICB VT, AHI200mgld 75
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(B g v - B85 & E AR 0 LR K2 SRR S
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HEA V335 %
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86141 853
ON: [ (5 ) fei s 92+25 93+22
sy 94+26 107+22
75 b KL D7 (HEEM = SE) 134028
[95% 15 HEIX [H ] [0.75 ; 1.93]
MsE R (AL sbr) p=0.0002

FHOONFFHIZ VI LS FIME £ ik FE=ET, 77 RFLOE

VXHEE A + AR RR

WD P58, 16, 242D,

) BIEHOONK M 2 428 & & Lz R L od 5 EhaHmir €

TN X BIFNT 24T 5 720
BRI SEBUBE 13 . ARH1200mge 5-3 ©54.1% (46/85651) T
Hotre FREMERIZ. TIH165% (14/8561) . Hls K IR
TRAT S H34510.6% (9/8561) TH - 72,
%% 17.1.4 751 58 M AHEER
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LREEB L, FERAGEICESCGRE TV EERIZED S
ONE B OHE & FAEICER, #inswz,

HEA A4
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10271 10311
ONFEEREIHI & (%) g2 608=140 | 60.0=152
R 628+168 | 668+145
7T AL 07 (EEM +SE) 445+167
[95% 2 HE X ] ] [093 ; 7971
ME R I (AL tr) 2 p=0.0163

FHOONFFHNIZ VI IS FIM  EikFEZE T, 7KL OE

VRHEE A + AR AR

1) 58, 16, 245 D1,

2 B OONKE] 2 388 & L7224 R L o b 5 it &

TV X BIENT 21T o 720

BIVE S BUERE 12, AHI200mgik 53 T82.5% (85/103%1) T
Holre EREWEMIZ., ¥ AF 4T T476%(49/10361) . R
MRAFLH 29.1% (30/10361) . 78— F > = X 2 OHEE19.4%
(20/103%1) . FE) 1D £116.5% (17/10361) . H.010.7%
(11/10361) Td > 725

18. FERhEIE

18.1 fEFI%FE
IV A RIEMCOMTHEHRTHY), LAY e
FOSAEL R RIS - Ry oY PR LI S5, AH
1. LR R 53-0- % F )b K75 (3-OMD) O 31 % I

EFLHIETLRNNOEYENFHELERSE, 207
DI LR RSO NAT % BT 5.
18.2 COMTFEZE/ER

18.2.1 COMTiEME I 220 7 B R OHEFEHIEH L. /8
I VAKEALEESR. Oy KB LEER. NS ER LB
#F. MAO-AK OMAO-BIZH T 2 HEEHIZFHVD
(in vitro)

18.2.2 | 4RI R IS O R COMTIEMEIZR T § 5 = v 7 R v
OHEVEHIEGR <. BEARCOMTIHEMEIZ N4 5 FHEMEH X
550 (ex vivo, T Mo

18.2.3 = ¥ IR VIZIME L KR K230 AUCE I &4, 3-OMD
DOAUCHE WA &2 (in vivos, TV Mo

18.2.4 T2 ¥ 71 R AIMEAR K83 v EZWINE® 57 (ex vivo.
79 Mo

183 IN—F LY UIRETFIVICEH T B LA R/MEADEEHE

1831 U ¥ AR VIZL VY VLB~ Y 20 ERIEEICHT A
LR RSO & Hims 519,

18.3.2 T ¥ AR VITH M F/83 VR EE T v~ ORI Rz T
Bt 5 L AR RSO % #5R$ 5192,

18.3.3 > ¥ 717K ~1Z1-Methyl-4-phenyl-12.3 6-tetrahydropyridine
(MPTP) ML~ — €+ v b OEBEEE K OEBIFEHEREE 12
x5 LA FXOVEM % 88504 52,

19. 5T 2 IB{EERER
— g% H - > % % R~ (Entacapone)

1t&#4 © (2E)-2-Cyano-3- (34-dihydroxy-5-nitrophenyl) -V, N-
diethylprop—2-enamide
313 0 CuHisN3Os
=+ 305.29
R HEEREGO/EEOR KT, 25/ —LIIRR
B, T8 7 = (995) 12T <L Kiciie
AEBET RV RIS RZTETRO S5,
AR
O
02N N -7 CHs
HO CN kCH:;
OH

SR (logP) © 201~236(1-* % % / — )V /0.1mol/LIEFR)
-0.22~-026(1-4 7 % 7 — v /pHT74") v EEts

R i)
22. A%
1008108 (PTP) x10]
23 EE R

D AR - BRREEHEER (CEE MY 0 A4 — =R X 2 &
PEFHER) (20074F1 H26 H KRR, CTD2.7.64.2)

2) AR B N ORI OME (CEER. 77 AR
HE, 7o 24— 3 —3BR) (200741 26 HZKFE, CTD2.7.64.2)

3) APV AR BT B IR T AU (HLIHE 14 5-)

(20074E1 H26 H A& EE, CTD2.763.1)

4) AR BRI BT B ERR A T AR (R D% 5
(20074E1 26 H 732, CTD2763.1)

5) ¥EAEEL N TN T ) T 4 — 3B (2007451 H 26 H A&,
CTD2761.1)

6) FEAE A - SEMBIRE I BT A O F 2 (2007451 H 26 H K2,
CTD27631)

7) ARG AL R A (2007451 A 26 H &2, CTD2.6.4.4
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