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T HHERERTE

HAHR R 7 —falBRi% - e 2~ RLik
ABRSE  [8] 85 2 : 50rpm

R OBR R K

AR i 900mL
A GE - FA O EE R E R (RERE © 285nm)
R AFNIUA T ORBICEA Lz O7,

e HUEREH] VAR
Y =4 X F 0D §E 25mgTRE [7E ] .
7 =% 3 _F 0D §i 50ngTRE I ZE] 305 78ELL




V. ®HICEHYIHER

(2)

BHEHICE T AELUME
(%3 SRS D LEW LRV SRR T A R T A V5D EIZ DWW T GRASESES 0319 65 1 54
Fn24E3 H 19 B, B 1) (SfEV, BRI LB ER 217 - 7=,

Y =4 3 K 0D % 25mgTRE TZE] ©

BRI V' =% I K 0D % 25mgTRE [7E ]
FEE A LA kLU —7 0D % 25mg
& H AR — B IE - ISR S FViE
R E 900mL
R 37+0.5C
(A A% 50rpm (pH1. 2, pH4.0, pH6.8, 7K) . 100rpm (pH6.8)
% pH1. 2: B ASIESR 5 OV HRERE 17
i pH4. 0:0. 05mol /L VU /K& —F b U 7 LB E 0.026mol /L 7 = ik
15 AREATE WIEZFHWTpH A2 4.0 L L7=b D
pH6. 8: H ARSKF H DY HIFERE 2 %
K
S iE AN 2L
FEYERUA O VR HH RS 85% &k 2 7= Il T T &9 5,
FEAERLR 23 15~30 3128 85%LL LR35 456 C, EEUERIA| DY)
R S RN 60% &% OF 85%fr & 72 i 4 72 2 RE s T, RERIHI D
. PIvA HH R S HE R 0 SR 2R £ 15% D &G I 3> 5 7. i £2 Bk
ERN 42 L ETH S,
100 100
w80 w80
H &
=60 [ = 60 |
<~ 40 t < 40
—e— ) —HIROD&E25meTREN ZE | —e— '/ —HIFOD£E25mgTREI ZE |
2 —o R 20 —o
0 : : : : 0 : : : :
0 15 30 45 60 0 15 30 45 60
A HEER (5) IR EERT (43)
100 | 100
& 80y & 80
H H
=60 | =60
i/l 40 - 1/0/ 4() L
—e— Y —43IRFOD#E25mgTREN ZE | —e— /= H#=KFOD§#25mgTREN ZE |
2 ¢ —o N 20 r —o e
0 t t ! ! 0 t t t !
0 15 30 45 60 0 15 30 45 60
R (%) B ERT (4)




V. ®HICEHYIHER

@)

120 - pH6.8. 100rpm
100 |
& 80
]
60 |
%
~ 40t
—e— /= #3FOD§E25mgTREN ZE |
20 —o— i
0 . . . ;
0 15 30 45 60
B (5)

WHZEENT BT DHDME GREREG K OREYERA o0 251 3R O FLi)

oy A LA V=% 3 KOD#E
Sh A A2
RERAAT (BEAI, 25mg) 25mgTRE [7ZF | | E
RERFE | FiRE | BRBRIE | RG] SEER R (%) SEER R (%)
10 4% 52. 1 43.9 N
pHl. 2 30 4y 90. 6 76.7 L
10 4y 52.8 46.3 N
pli4. 0 20 4y 79.4 66.5 L
50rpm 15 %y 67.3 61.3
N N ga) . . N
N R 116. 8 R
SRk P 30 5% 89.2 83.3 e
10 45 53.2 53.4 .
%L\
K 20 %y 80. 3 74.5 e
10 45 63.8 53.2 .
100 H6. 8 TRy
rhmo P 20 %3 87. 4 73.8 T
(n=12)

<HER>

AR A & ARERRI O AT A L L7 & 2 A TN TORMFIZ I W TR B O E AL I3

B Lz, BlEXy | RGN & EERGR ORISR S v,
BHEHICEITORFN

(G AN 2 8% 0 B RA O AR RIS R T A R4 ) (B 243 H 19 B SRASEE

0319 %5 1 75) 1ZHeVy, RAIEER 21T -7,

Y =4 = K 0D %% 50mgTRE TZE] 7

R R V' =+ 3 K 0D # 50mgTRE [ZE]
PRV v =4 2 K 0D & 25mgTRE [ZE)
L5 75 B K HE B 7k %
SEE A AR 7 — kBt - I HEBR X Rk
BRI 900mL
IR 37+£0.5C
EIL = 50rpm (pHI.2. pH3.0. pH6.8. 7K) . 100rpm (pHI.2)
%ﬁ PHI. 2: H ACHR J7 OVA B 1 i
0 pH3.0:0. 05mol/L U »fE/KE 7 b U 7 APEHK E 0.025mol/L 7 = > ik
% FEATE WREZHWNTpHA 3.0 L LB
pH6. 8: A ASE 7 )7 DS HFERE 2 K
7K
S AN 2L
FEYERUH D SIS H RN 85% & B 2 - IS TR T &5,




V. ®HICEHYIHER

¥V )
@pH1. 2 (50 + 100rpm)

* pH3. 0 * pH6. 8

FEAERIA Y 30 43 AWIZ Y 85% LA RIEH L2 WA T, BlEShT
FUBRIRE L2 do W TR VERIH O SRS 73 86% LA & 70 D & & | 1 HE
BUH D SR H R DN 40% Ko OF 85%4F 1T D3 24 7 2 B 512 BT
B D - R DR MERLA O SEREE SR £ 109 D FEFRIZ & D >, X
X F2 BAELDfEIE 50 LLETH D,

AR

NAIE=—=4 v .7J(
I T Y 1 3 LN~ o R H oA s il e
FEHERLA DS 15~30 4712 85%LL HiAH 3 2556 T, fRERF O
PRI DY 60% K O 85%fF3T & 72 D X4 7 2 RERIZIR W T, alBRiLA
DU SR DEIERA O SRR 2 = 10% DO #HHIC 8 5 D>, T £2
BAS Ol 50 BLETH 5,
(% D HIHR)
FEAERIA DL IR I RS 85% LA B EET 5 & & ARBREH 0 LR R
T IB%DOFIPHZ A X DB O 12 fEF 1 ELLT T, £25%D#iHZ i % 5
H DN,
100 100
w80 8T
H H
E 60 = 60 |
~ 40 t ~ 40 f
—&— ) —H3IFOD&E50mgTREN ZE ] —&— ) —HIFOD&E50mgTREN ZE |
20 T —o—iEEnE 20 r —o—jEEug
0 L L L ! 0 L L L !
0 15 30 45 60 15 30 45 60
BHEEE () AR (5)
100 | 100
% 80 & 80
H H
E 60 =60
~ 40 ~ 40 r
—e&— ) —HIFOD#E50mgTREN ZE | —o— ) —4HIFOD&E50mgTREN ZE |
20 r —o—jEEnE 20 r —o— R
0 ! ! ! ! 0 ! ! ! !
0 15 30 45 60 15 30 45 60
BRI () R ()
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V. ®HICEHYIHER

120 - pH1.2, 100rpm
100 |
% 80 ¢
H
= 60
%
< 40 f
—e— Y = HIROD£E50mgTREI ZE ]
20 r —o— iEE |
0 1 1 1 J
0 15 30 45 60
AR ()

WHZEENC BT D[RS GRER G J O ERR o 251 R 0O L)

o A LA V=93 KOD &
S ea £2
RERAAT (BEAI, 25mg) 50mgTRE [7E | | E
RERFE | FiRE | BRBRIE | RG] SEER R (%) SEER R (%)
10 %y 43.9 47.9 N
pHI. 2 45 4y 88.9 87.7 T
10 4y 44,7 50.0 N
pH3. 0 45 4y 89.5 90. 1 L
50rpm 10 %y 19.7 54. 1
. y pal . . N
L ' o
ML pHE. 8 30 4y 83.3 83.4 T
15 %y 65. 2 68.6 .
%L\
K 30 %y 87.0 87.8 =h
10 %y 47,1 51.0 .
100 H1. 2 Ry
rhmo P 30 %3 80.0 78.5 T
(n=12)
WHEB ORI OH| ERE R (Hx~ OEH=R)
RER S SRR O £ 15%OFHAEZ 5 H D I E
pH1. 2 0 1 N
pH3. 0 0 pikey
50rpm o
pH6. 8 0 ik
7K 0 {& A
100rpm pH1. 2 0 blikey
<HER>

AR A & ARERRI O AT A L L7 & 2 A TN TORMFIZ I W TR B O & AL 25
Bz, BLEXy | REBERG & EERGHI AR RSE & AR S,

10. &4 - A%

(M

(2)

3)

EENADELRS - %, HENERLGERS - ARICEHT HER

34 LA

a%

(V=4 = K 0D & 25mgTRE TZE])
30 £ [10 & (PTP) X 3]
(Y= = F 0D £ 50mgTRE TZE])
30 2 [10 82 (PTP) X 3]

FHREE
EARY/YA

11



V. ®HICEHYIHER

(4) RHBEOME

11.

12.

(RS pasis ME
PTP RYTavr' L7 40 h, TILI =L
PTP 1% - O R i 72
to—g#E |72k - RIZF LU TIIR—FT7 4L A

ARER SN LEME
LR

ot
TR L

12




V. JafICEAY HIER

. BAEICEHYT 5IEE

PR ESYIES

<0D %% 25mg)

OR=F YV

(LR R AEHRANALOP S—F Y R A A L TH I Rm BB o n o kG s
O L & —/MERIGBAEIZ P 5 /8—F Y = X

(LA RANGERFZHER L T =% Y = XLADREET H5E)

<0D %% 50mg)

3.

() BERUVAEDRES

(2)

4 RERUVHECEET HIE

IN—F Y IR

(LA FAEGHERANMMOT =% 0 Y D2 LT H3IRBGE N2 T2 5E)

DREX IR RICEET S

BEEN TV

RZERUVAE

<0D %% 25mg)

AANT, VA BSEHRGAF &Y D,

N—F Y UK

WE . RAICY =H I FELT, 1 H 1M 26mg #RAOBEET 5, B, N—F Y VRIS HIE

RO HNLEH) (vearing—off Bl OEIZIE,

L E—/MARIBAEICHE S /S—F VY = XL

BE, A =8I RELT, 1 H1[E26mg RO #%5T 5,

<0D £% 50mg)
N—F2YJ IR

AANT, VA BEHRGAE T D,

1 H 1[0] 50mg =X 08555,

WHE, A =3I FE LT, 1A 1A 26mg 2 A% E5T5, B, N—F Y IRICBITAE

WO BWNEE) (wearing—off ) DOWHEITIL.
FRERUVREDRERE - IR

AR L

1 H 1[0]50mg =X O#5-3 5,

1 RERUVHAESICEEYT 5FE

R=F 2V )

ARAFD 1 H 50mg #H5AZIBWT, 1 H 26mg & G-KF% L[] % on KEOIEEEAE D UEZ RITMER S 1L
T, [17.1.1, 17.1.2 ]

Q)

(2)

3)

PR R RRIEABR
UER R L

RERGRRHER
DR L

13



V. JafICEAY HIER

(4) HREEAIEAER

1) BINEREEAER
Y =Y 2 FEOENBRRBREGEITUTO LB Thotz,

(IN—F Y UFF)
@ EREYE I/ FMERER
LR RSBIANC X DI CTHO R R NE SN TRV = 0 ViR B 347 Bl & %512,
TR BB L U CHERIEGER 2 i LR, 26mg G RETIE T T B AR B SREIC
NFHEIAHIEH & L7= UPDRS (Unified Parkinson’ s Disease Rating Scale) Part M&FHA =
7 GEERENRE) NdE L. AOMERRD b P,
UPDRS Part M&FFA =27 KOV bE (FEFHEFRF—X—2 7 1 )

T ~x | R LR .
BGHE | EOEC | S| e [ mETmmEe | mwmEs | Ve
7T REE 81 22.9 21.0 -2.0 0.8 —
25mg R 76 26.5 19. 8 -6. 3 0.8 p<0. 001
50mg A 82 22.5 16. 8 -5.8 0.8 p=0. 003

P51 - 12 E

a) N—RAT A MEE LR L LB T L X0 R,

b) Dunnett tiE (vs 77 &AREE)

V' =9 2 RORIWEFSEEAEE L 25mg BET 40. 5% (32/79 1), 50mg FET 49. 4% (42/85 i) TH
0. EREWER CGEBUEEED 5%LL L) 1% 26mg BE IR (5. 1%) . 50mg FECREAR (12. 9%) |
BAGGE (7.1%) . M7 L7 FUoR AR EF =N (7.1%) . [RVET (5.9%) ThHoi-,

@ ENEMAERER CEBMERER O 72 & 55
LR RSN X DI T RS 5N TR S—F 0 Vi B3 (UPDRS Part A
FEA 2710 LA E) 196 Bl &2 xR, 7T B AR A RHIR & Uiz —E G EGRER 2 30 L 7 s 3L,
26mg B HHETIX T 7 B REG R T EFHEE & L72 UPDRS Part M&FFA =27 (GEBIRE
A NeE L, AMERRD b 10,
UPDRS Part M&FHA 27 ROV L& (FEFHERF—X—2 7 1 )

T [ ~x | R R .
BERE | RO S| ey [ mEvmEe | mmmaEs | DUt
T REE 63 21.5 18.7 -2.9 0.9
25mg R 61 21.4 15.6 -5.9 0.9 p=0. 029
50mg B 60 23.0 17.6 -5.5 0.9 p=0.073

5 HAM] 12 B
a) N—RAT A MEE LR L LI T L X0 R,
b) Dunnett & (vs 77 B REE)
V' = 2 ROEIWER B X 25mg BT 30. 2% (19/63 ), 50mg #£T 34. 9% (22/63 ffl) TH
0. FEREWER GEBUBEEEN 3% 1) 1% 26mg BECU A F T —, MR, L7, BEEHE (%

3.2%) . 50mg AECHIAR, Hl (% 4.8%) . FIRIE., AFRT—,

o7,

Q@ ENFEMAEHER (off Bl & 5 5H)

VAN RSB LD TR G 6T,

MEIPE, L% (% 3.2%) T

wearing—off BB A FIE L 7-/3—x

vV IR (off WERIAS 1 A 2 BERILL LJEH) 380 BlaXIRIC, 7T RERRE L “HE
FRECHEBR 2 S0 L 72 552 50mg # 5B CIE T T R 5 BEC L~ BT A & L7e of £
FIAVERE L. ARSI B 12,

14




V. JafICEAY HIER

of f I (KFf]l/H) MOZE(LE (RAEFHIR-—_—2F 1 )

] | x| R Zick .
BOs RO | s [ EreEe | mEmEs | PE
7 Z v REE 129 6. 303 6. 300 -0.011 0.173
25mg B 125 6. 435 5.991 —-0. 436 0.176 p=0. 086
50mg A 121 6. 377 5. 657 -0.719 0.179 p=0. 005

e 51 ¢ 12 W
a) N—AT A MEEHEREL LSO ET L X0 B,
b) PARRETFIA (vs 77 EARE)

(LE—/IMABRIZBRNEICHE S /R —F VY =X L)

@ ENE MR
LR R8I A 12 S8R LL BER: L TR O 8= 0 Y = XL &£ 9 L E—/MERIZRENE B
F 35 Pl Et BRI, TR ERRE U ZHEE MR A i L 7o RE R, Y =1 I K 25mg
BHRIL T 7 2 R GRS R EERHMBIE H & L7z UPDRS Part MI&FHA =27 GEEIREIHE)
NekE L, AOMENEO LN WY (KRR TIE, Y=V FORGEEE LT 26mg #51E,
50mg B GHEP D 2 BEARE LT

UPDRS Part MAFFA =27 KO {bE (12 HFF—X—RA 71 )

‘ N AL 2k
Bt B | - m — e Y
TA v | RHER | GREEE Y EERAE
77 R 118 30.5 29.2 -1.4 0.6 —
25mg Hf 117 31.9 28. 1 4.1 0.6 p=0. 005

BeGHAR - 1258
a) N AT A AR IR L L, B EEE TRR & 2 DS E AR, R R % A T MURM
(Mixed Model for Repeated Measures) ¥ETCHEH,
b) Hochberg ¥&iC X ¥ £ it 4 4,
V' =2 RORIWER R BAEE X 25mg BT 15. 4% (18/117 #) TH v, E/REWER GEBSEE N
1L 1) (3BIR (3. 4%) . AEBED (1.7%), FER (1.7%) THoTo,
) AFO L E—/ MEARIZREEICRE S 8 —F 0 Y = X WITHT B &R EIL 1 B 25mg TH 5,

2) Bt
MR L

(5) BE - HEANRR
AR L

(6) ARHIER

1) ERRERE (—RERRERE. BEEAREHE. ERRELERE) . RWERR®T—4A
—2BE. WEREEBRABRONE
MR L

2) RBEMLELTERFPEOANBRRIEER L -AE - HEBROME
L

N ot
AR L

15



VI. EHREICEHY HEE

VI. ExhEFER(ICEH 9 5IEH

2.

(M

(2)

@)

ERPH(CEAESH S EEMRITLEMEE
v LXY UERRE. T~ XY R
HE : HEOH HILEMONEE - IRFIX, BFOETIRLERTH L,

A

YERERGL - 1ERBERF

VERBEFIXE 252 RICMB SN TIZW R WA, 6-8 Rk R 83 2 (6-0HDA) 12 L v F I ERET RS
RO R8I AR A TRINAICHEE LT —% 0 Y UIRET LT » b (71l 6-0HDA L& Z ~ k) %
W B INENTIRIZ L D EBRICE W T, LR RN (R0 FEBIESA) FH TR 2k
BRASHIasNE TR RS v Lokt LEE R FRER 2077,

F7o, Ty PEOYVBEIRI har R T « o F 7 b Y — AREARP O MAO &2 BLE L, 2 D
= VR 1 HEER ) MAO O B U | S8R M 2ok d 19,

5T, THRICa T v R/ KL UNa Fv 3/ (EHlZk MEBTHBZ X 7)) IZx LT, 2T
NOF ¥ FIZE T D EBFROBEEH 2R3 17,

BEMEENT T B HERAE

1) LR RANEADEEDR
LBV ENSR—F Y UIRET LT v MIBITA LR KX (Rov T NIEBRE & H) AfiE
BTG L TR R A R 1Y,

2) LRE/MERAOERME
Frll 6-OHDA 2L T » MZBIT B LR RN (Rt T2 NEBEER) FiRiSER) O RHEERLIC
%L CHER R E R 19,

3) EEaM wearing-off REDHEYR
Jr{fl 6-OHDA ALiE& 7 » b ~DEHEEEE A F L KX (Rov 7 9 NEBIESH) KEHRSGICIVE
i L7 3B wearing—of f BRI x L Tl B R A1 20,

{ERISCIRIS - FHIRERD
DR L

16



VI. EMEREICEY SEE

VI

1.

. Y ENREIC BT AIEH
meEEDHRS
() AELEDTOPEE
MR L
(2) BREREEBETHERESIN-MPEE
1) EEKE
KCIRA ORGSR (EFERRA 23 ], V=% K& LT 26mg & 1 Al 5) 2V
; Tmax Cmax t 1/2 AUCO*&)G
Al (h) (1g/nl) ¥ (h) v (jig-h/mL) ¥
V=PI R
. 8.0 (1.0-12.0) 0.100=+0. 015 96.6+32.5 7.16+0.93
0D E 25mg
Y=Y E 4.0 (1.0-24.0) 0.099+0. 015 99.1+24. 2 7.00+0. 87
$€ 25mg

a) YA (F/ME-FKRAE) . b) I AR 2=
K7 U CTHIRADORESR (AN 23, Y'=%3I F& LT 25mg & 1 [E#&E)

%IJ ﬂ:; Tmax Cmax t 1/2 AUCO*QG
i (h) @ (pg/m) (h) ¥ (pg-h/m)

VEES
6.0 (1.0-12.0) 0.101£0.027 119.1+£39.2 6.83*+1.54

0D $E 25mg

Y=Y IF 4.0 (1.0-12.0) 0.100=£0. 023 102.4+36.4 6.77%=1.50

B 25mg
a) R (F/ME-FHKE) . b) FEIME AR 2=
2) REHS

(IN=F 2V V)

1 B 1H 25mg X% 50mg % 4 WO HEE L EOEFIRETO M7 Z7REIX, Z2hZ2h 1. 14

+0. 48 1 g/mL (108 5D FH il AEHEMRZE) . 2.57+0. 86 1 g/mL (105 Il OFI)E T HUERA) Th

ST, (V=Y REDT —4)

(LE—/IMABIBBANEIZES N —F VY =X L)

1 A 18] 25mg 1% 50mg & 4 AR ARG Lo L EOEFIRETO M7 7REIX, ZhEh 1.43

+0. 34 g/mL (39 DT L IEVEMRZE) . 3. 43+ 1. 34 g/l (37 Bl FIYME L EHENRZE) T o

¥, (V=% FEEDOT— )

1) AB O/ R—=% 0 YFICRT D AR &L 1 A 26~50mg, L B —/MERGRHYEICfE D S —F 0 Y = XA
W9 HAGERHAEIL 1 B 25mg TH D,

3) EYEMIRENE
fEFERRAIZ Y = X R 0D 8 26mg &~ =4 I RE 26mg &, 7 o AA— "—JE 2LV ZhEi 1 8
(Y=#IRELT2mg)., KbV (234#]) KUOKARL (234 T1REKEOHKES L CmEhy =
P NRBEZEL, SONTIHEWERE NT A —4 (AUC, Cu) (ZDWNT 90%E HH X LIS THERT
fENT %2 AT > Tk F. log (0.80) ~log (1.25) OHIPANTH v . MiF DLW FHIFRIFEMENHER I
f: 21)O

17



VI. EMEREICEY SEE

4) E=MENREN
(V=4 = K OD %t 25mgTRE TZE])
V=% R OD B 26mgTRE [ZE] & FL U —7 0D §E 25mg &, 7/ R AF—_"—iElc kL ZnFih 1
B¢ (V=3I K& LT 25mg) BERERAR FICHERE, Kb D KOUKZ LHERR OGS L Tl
REARREZRE L, FONT-EYENEE XT A —4 (AUC, Cuy) (Z-D0NT 90%[F M X 51T THHE
FHEMT A2 1T > 7245 5. log (0.80) ~log (1.25) OHEFANTH V. 23>, FHMEDZEN log (0.90)
~log (1.11) THDZ &b, WHIOAEYFLIR LN R ST Y,

SN RE R T A — K
HIERT A—H BEINT A —H
AUC (0-149) Chax Thax tie
(ug =« hr/mL) (ug/mL) (hr) (hr)

V=% 3 KOD$E

{fi 25 E;E yZEJ - 15.0+1.8 0.178+0.018 3.4%1.3 99.9+28.8
mg

)
| b —>
5 |ob g 25mg 14.8+1.8 0.176=0.018 3.5+1.0 104.8+30.9

Y =% B oD §E
;{; 95meTRE [7E ] - 13.0£2.0 0.138+0.021 5.9%+3.5 111.2+18.0

mg
L
g | LU=
5 |ob i 25mg 12.5+1.9 0.138=%0. 021 6.0+3.7 125.8+28. 4
(k&Y #E . Mean=®S.D., n=22)
(k72 L#EE : Mean=£S.D., n=23)
{ug/mL)
0.25
—8— /=1 3 FODEE25mgTREIZE]
kL 1) — 7 0ODEE25mME

0.2 Mean£35.0D., n=22
=
th
J 015
5
S o
.
iR
) 4

0.05

0= L L 4 . !
4] 24 48 T2 96 120 144
A (hr)

Ko 0 RO MES Y =% I NMREHS

{pg/mL)

018 ¢
—e— /=42 FOD#E25SmETRE[ZE |
016 kL) = Z70D§E25mg

04 E Meanx5.0., n=23

o1z

ME=mE N FEB

004 &

002

0 2:1 4la ?‘2 gla 1;;0 Irlm
B4 ()
K L GRr oM sEh Yy =4 I FREHER
ISR AR TS AUC, Cpax D787 A —Z 18, PBRHE OB, (KK OTRIRAIEL - BFfHS ORUER SR
TR K> TR DATRENEN B D,

18



VI. EMEREICEY SEE

2.

3.

(V=4 = K 0D £ 50mgTRE lZE])

Y = X R 0D §E 50mgTRE [ZE] 1%, & &2 570 2 8% 0 B RA O AW F i RSB T A 87 4
Yo(Ef2H3 A 19 H FEASKSER 0319 F 1 5) ) IS E, V=% I 0D & 25mgTRE [7E) %
FEAERIR L L7 b & IWHEEINE LS, AWENICRE LR SN P,

Q) hEE
R L
(4) BE - ftREOZE
) BREOFE
PERER N 12 Bl F U T 22 R e VAR (S 26mg B[R G- L7z & & DM BN REAN T A — X Z i L

T, A AT RA T EY T (KT 2 REOEBIITE A RO LRANST D, (V=H3
RiEn7—4)

2) HRAEODEE
TVIL 7. fHEAEH 1 DEESR
EYLEERA/NS A —4
(1) fR¥rAE
MMER e L
(2) RULEEE TE B
MMER e L
Q) HREETEH
MMER e L
@) 2)F7532R
MMER e L
<HE>
1.91%0. 65L/hr?”
B) PHEE
MMER e L
<HE>
239. 6+31. 7L/man®”

6) i
LR L
BER (KE2L—YaY) @

(1) BBHT A%
BB L

(2) 185 A — S EHER
BB L

IRUR
LR L

kil

(1) 1% — MBI @E
Y EE R L

19



VI. EMEREICEY SEE

(2)

)

(4)

®)

(6)

6.
(M

(2)

)

(4)

1.
(M

(2)

I ;% — ke B2 RE P9 @@ 1%

VI 6. (5) #Fim) DIESHA

Lt ~OBTHE

VL. 6. (6) #=FLiw) DIASFR
BERA~DOBITHE

BN L

Z DB~ DFBITHE

YR L

MmFEFEEER

48.6% (in vitro, bt MILIE. [RAFAiEEE) *
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VI. EMEREICEY SEE

10 BEDEREHIHBE

(1) BikgezEas
(300mg 1 mIPREOKYE) GHEAT—%)

i ;;z:; T Can ts CLr? Ae?
) (h) (ug/mL) (h) (mL/min) (%)

(mL/min)
>60 3.3 3. 64 58 3.42 16. 8
20~60 4.3 3.73 58 2.50 11.9
<20 2.9 4.08 63 2.23 13.3

a) B2 U7 TR
b) JRAPEMER (5% 8 HEE CIZRFICHEt Sz =% I FOREICHT 5 HOH)

B2 VT T AR OPRHPHEM SR CIEE B R EE L OMIZZEZRRD b,
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NIEEENLERRERE, DETRAIESEZET2RZ2MHELZEORERH Y, BER (=
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ROBWERN L LDOND Z LD D DT, BIELTHIATV, REDPRO bNHA IR %

P42 72 EHEO) R LB ZAT O 2 &

(1) EXGEIER & MHER

1.1 EXLEIER
1111 BHAEERE (%R

ARANBE G- T G- IR ICEMEEREA S Db b Z E b 5, BE BEilkfEE, Wik,
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B, NERIERICIL, IAT R EVREEIBREDIRTRALND Z 03 5,
11.1.2 hEMHRKIFEFEMME (Toxic Epidermal Necrolysis:TEN) . K [§ % IE R JE 1% B

(Stevens-Johnson fE1EEE) . FIRAE (RIRMERER) (W30S HEEARH)

FEN ALBE, AW - DA, Z DR, W, IRFEM., DNRFOEE NGO bNIGEITIE,
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FEEN, R, PRGN, MRt X BREE. MEKEZEAE O MEMMARH PN D ZENDH D
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EffEEEAH
B

HERTAZFABRVARES. EMBLNRHFEAR. RETFABEAR

W 7e4 BEIRTARAEA B KR At EEDGRAEA B | IRGEBIMRAEA B

Y =% K OD#E

202442 A 15 H | 30600AMX00071000 | 2024 4-6 H 14 H | 202446 A 14 H
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1169015F2065 1169015F2065 129700301 622970001
25mgTRE T7ZE |
S =R 0D G
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XI. 3k

1.

51 Rk

1)
2)
3)
4)
5)
6)
7)
8)
9)
10)
11)

12)
13)
14)

15)

16)

17)
18)
19)
20)
21)
22)
23)
24)
25)
26)
27)
28)
29)
30)
31)

32)
33)
34)
35)
36)

FENERE: IEEER (0D £E 25mg)
HENE R ISR (0D §E 50mg)
FENE R SAEREBIC T 5 EMERER (0D 5 25mg)
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EN% S TR/ S IFEREBRO (ML Y —788: 20094 1 H 21 HAR, HEERHESE 2.7.6)
EINEYIE TR/ S IR (LY —788: 2009 4E 1 H 21 A&, HEEEHTEE 2.7.3.2)
Murata M, et al.: Neurol Clin Neurosci. 2016; 4: 10-15

ENFE AR GEEMEIER 2 712X 550 (b LU —788: 2009 45 1 H 21 HAR, HiEEE
HESEL 2. 7. 6)

Murata M, et al.: Mov Disord. 2015; 30: 1343-1350 (PMID: 26094993)

EINFEIAERER (off ReIZ K HFFM) (ML U —78E: 201348 A 20 AR, FAMEE)

U B —/MARBIZRSNE FBE R SR AR SR GEITAHRER) (ML U — 7 8E/0D E: 2018 4E 7 H 2 H KRR,
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UPDRS Partll&atA 27 KOV LR (LU —78/0D §E: 2018 47 H 2 HARE, &M=
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RN RS 2 LU IIER OV MAO FHEEER (R LU — 7 8E: 2009 4 1 A 21 HZKRR., HEE
EHEEL 2. 6. 2. 2)

F ¥ RAPEEMR (ML U —75E/0D 5E: 2018 4E 7 H 2 H&GR., HEEEMEEE 2.6.2.2)

LA RAER O (ML U — 788 2009 4F 1 H 21 AR, HZEEEMYEE 2.6.2.2)

LR R EROIEENE (ML U —78E: 2009 4E 1 A 21 H&ZR, HHEEEMEE 2.6.2.2)
FEERY ) wearing—of f BIR OKERN R (L U — 7 §E: 20094E 1 H 21 H/AGE, HiEEEMEEE 2. 6. 2. 2)
HAEESIEA>: BIO Clinica. 2014; 29: 1308-1311
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EHAMAIE W SGT 3R BTRE~ORET A N7 v 7. CiEo; 2017 343-344
Matsumoto K, et al.: Arzneim—Forsch/Drug Res. 1983; 33: 961-968 (PMID: 6138046)

Tto T, et al.: Arzneim—Forsch/Drug Res. 1982; 32: 1581-1586 (PMID: 6891599)

Nakasa H, et al.: Mol Pharmacol. 1993; 44: 216-221 (PMID: 8341274)
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FENERE: Bttt o2 EERER (0D §E 50mg)

FENERE: R N OV F 22— 7 @it ER (0D $E 25mg)

NGB R N OV = — 7 @EiE R ER (0D £E 50mg)

Z DI DBEXH
DR L

31



Xi. Z&H

XO. 5&ZE&H

1. EHNETOHRTIKR
AL
<HE>
V= FRANT, Fiot—F vV URERE L OIAAETIRE SN TE LT, SiTADARIE LTiE
KIE, HEEETHREINTND,

2. BHYIEIT BERRXIEER
R L

32



Xm. &
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1. % - REZIEICEE L CHEHEET S 2 H-> TDOBEER
RKIEORFHRICET HEE  KEIZITEARZZIT TORWIEICETAERAEG TN 5, B TESEE

AN

MLTWRWHNAELEENTEY, HSETHRBMSN TV IRBRGETHE LN REZFEL LT
RLTWD, EREFEPBARERNZHBRTT 5 LTOZBFRTHY . MLFEO AR EZRT SO TIER

FerfARAL « TR p 1= S 5 D BRGENE SR TR IR 2 U A BT A 2B 2 QA IZHONWT (2D 3)

(RTEAE 9 6 B A5 A K - AT B LA - DR

(1) ¥

J =4 3 K 0D #& 25mgTRE TZE] *¥

TRAFSAE £ 40+2°C, W -

J= e e B

XA Ay

AR F )

ABRTE H B A IRE 2 J ] 1 & H 3 f& H
si 8 H DR ERENRY TS ERENRY TS SRR 5N
Eg (%) (95.0~105.0) 98.2 97.8 97.3 97.7
TRAFSRME © 2522°C/T5E5%RH, O « BHA R TF = — /1 — AP

ARBRTE H B A IRE 2 J i 1 & H 3 f& H
sh8l ERERR) N ERENRY S ERENRY S ERENRY N
E& (%) (95.0~105.0) 98. 2 99.7 98.9 99. 1
PRAFSAE © 20001x, KEBA I

ABRIE B BH A6 60 5 1x * hr 120 77 1x * hr
sh8l ERENY5FS ERENRYSFS ERENRYAFN
Eg (%) (95.0~105.0) 97.2 98. 4 99. 7
=4 = K 0D £ 50mgTRE TZE] *¥
RIS £ 40+2°C, G - KBA I

ABRIE H B A 2 i i 1 & A 3 & H
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aERIE H B A 2 M 1 & H 3 & H
s MR AOBMER | BEEBEADOKRER | BEERAOBRR | A ADHEK
Eg (%) (95.0~105.0) 97.6 99.3 98.9 98.0
PRAESAE £ 20001x, KB Ao

AR IE B B AR F 60 5 1x * hr 120 5 1x « hr
4= WE ARG OBR WEAGAOBRR WE RGO
i (%) (95.0~105.0) 97.1 98. 2 99. 2
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B ONTIREIR A SFr. F 2 — 7 DIEAME D | K 2~3nL/sec DHETHEAT D,
BB L LT, Fa—7mR%OBRERD pH Z2HIE L7z,

2) RERAER
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