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1. BE
AIRD B WERENEERCEREF A5NBEFHY. £
REMBIEEICLY BEIEEHZEC L AFIPHRESIN TV
DT, BEICFHORENER R MEEZ SOV TEHAL.
FERAFICIE. BEIEDESEG. BBOBRE. SMEEERER
EREIMFECRBEILEAEVEIEFET I L. [8.1.11.1. 18]

2. B (ROBEICBERELEWVWI L)
2.1 HEEOUIHEIR L T B WTREIE O & 2t [9.52: /]
2.2 RHNOBIR LBBHE DR E D & % B

3. #HBE - MR
3.1 #m%
Wi, 7T I Fy — VEERESE 7T I RF Y — VIR
- 0.125mg [VTRS] 0.5mg [VTRSJ
1§ e
A % 5 7T INRF Y VIRBEOKRIY) | 7T I RF Y — VIRERE KA
0.125mg 0.500mg
D-Yy= b=, WETNT 7 —AbF Ty, JUARE R,
R A v Fofyrav b= A, BPEKs A B, #Ks T oS

U PN S aIINT - /4 SVAVIN

3.2 RADOMERK

basiA
Wi7e 44 Rl — i
] T AR
9 O =
7T IF Y — VIR M6 It~ f e
154$€0.125mg [ VTRS | i B X e ES
6.0mm 2.5mm 85mg
7T INRF Y — ViR ‘mv @ o ﬁ@ff”iﬁﬁﬁ
. = N M8 FIREAD
4iFE0.5mg [VIRS) | g g s R S
8.0mm 5.0mm 2.7mm 100mg -

4. RHEERIZHFE
ON=%2V R
OREEPSETEDEHREL A ML ALy J ZEER (FTREBLER
BERETREY)

5. RBERIHHRICEET 5=
VANV ALy 7 AERERE (CPREIIEARRERR) oZnid, EEL
ANV ALy 7 AGERERESE 7 )V — 7 OB Wi HHE J T AEFE A 7 —
WACHEDSEEICERL . BELTH-ITHEICOAEGT LI L,

6. A% - AE

(IN—=F I ¥R
WE. AT T I R_F Y — UIREREKRY & L C1H®0.25mg
2HE L, 2BHICIHEZ0.5mgd L. UBREREZHEL 285,
LEB#ICIHE L LC0.5mgd o L, Hirs (BH#IHE]. 5~
4.5mg) %EDL, IHEDNT T I_FY — VHEBEAKNYE LT
1. 5mg RGO A E 227538 LTl &2, 1.6mgll o4&
F3ENC 3 L CRAEGRRORS T 5, b, Fim, ERICE D&
HEGEATE 5%, 108134 5mga B WnI &,

(FEEPOSSEDEFREML A ML ALy J XERE (THEIETEE
RETREE))

SEEL BACIET T I RF Y — VIRRREACHI & L C0.25mg% 1H
12~ AT ISR ¥ 53 5 . #5131 H0.125mg & ) BldA L.
FEPRIZIE UCLHO. 75mg % # 2 7 WP CME R 5 25, BRI
AR LI EOBEEY 1T TIT) 2 ko

7. BERUVAZICEET %EE

(=% > Uw)

7.1 BRIOFGL, LEP OB L . SIEEOFMER, HLEHEIR,
MEZOBIE 2 5T EE IR (EHE1H&1.5~4.5mg)
FCWETAHI L, [8.2. 9.1.1, 9.1.3. 11.1.2&HE]

7.2 EREBER E R AT B Gk

WD & PG BRI 5 M8 T LB ICER L 2050

HEISHHT 22 &0 B, FHRERERE IO 2RI H B RO

RKIAEIE TEOEBY E35, [9.2.1.9.2.2.9.8.2.16.6.1%0E]
IVTF= )T T VA

. 5 WEILH G5 HR1H
(mL/min)
THEE LT 5mgkii ©
1H21l%5- 4.5mg

VT F= )T T AZ50

0.125mg x 2[A]

IHEELTL5mghlE : (1.5mg % 3[H)

VA3
50>/ LTS TTYAZN 1 H 203 - 0.125mg x 2[l 2.25mg
: (1.125mg % 2/
. . - , 1.5mg
0>/ VTF=o )T/ A 1H1AHS 0.125mg x 1[a]

(1.5mgx 1[a])

(FEELPOSSEDEFREML A ML ALy JF XERE (THREIETEE
RETREE))

7.3 BFEHEELANLVAL Yy ZFAFEEHICB U SIHRAKES =
(0.75mg) &, N—F VY UHEZF LY QR D, ZJ LT F=
7 7 T v AH20mL/minbh I o B ERE E B Tl im0 L E I
WS, B HBHVEZ LT F =) T T 2 AH20mL/mink
il O 785 B 7 AR RE R SE S 12 BT B ARF O R VE fr UV A e
VL TWwaWwed, I 0BEFITHT 2 KF 05 12oW T,
HE ORGSRt r ZE L CEEICHEIT5 2 &, [9.2.1,
9.2.2, 9.8.2, 16.6.1=M]

8. EELEXRIER

(RhEeE)

8.1 ZEIEMIIEIRSEIC & ) HEY M AR 2 L 2BIhHiE ShTvd,
ZEFEMHENR & ke & L 72 FEFI i, IR B EE DRSO X 9 2
oz T 7o 72618 I3 FT AR E 1 LRSS L 721290
THBLZBIOWE SN T WD BFITIIARH O Z2FERMEIR N UMH
REFZOWT I CHII L, BB OER:, MM OBRIE, mirlEES
fab ) MFRIHER S E RV E ) EET 5 2 Lo [1..11.1.12H]

8.2 FHHGMIIZIE, ©FT v, LHELBHA, 55D IFEORIMEE
MFNFED IERDB R OSND T EW DD E72. TNEDIERDFE
BLL 7206020, SEIRORBREEIZIS U T, a5 2 k3 5 7%
EOBYIERIT) Lo [7.1. 9.1.2, 9.1.3%H]

8.3 LR F/S3UE F/83 U 2R MMEBIFEOBKGIZ X ) | iR (18
NEHE D IREE O RMIAF R 2B S b 6T, #F
BEBINZ v > 7))V 2 # 0 R 5IRRE) o A PERRITAE . SRaa R
FEEOHHFIHEEDSHRE SN TWDLDOT, 20X ) BIERASE




L7288, a3 xS % Pk 5 % SRy 2 0L E A 175 2
Eo T, BERURIREIZZO L) 2 EHBHHEEEORERIZOWN
THT LI L,

8.4 N—F 0V VIHBFEIIBWT, KEOfE, PIEALERGE L.
WS 52 & BEURRETHIRICE . EREEELFSET D
TENDD, Fion N8I U ERIEBIEE O SR a3k
E0 . ERIEEBEGRE (B, AL, OO IR T K
ORI ET D) PHObNLIENDH DL, B, HiMEL
ANVAL Y 7 AEGERHBRZEICBW I, S—=F UV VREH LD
b HEAMER W20, B L 72 < T Xv, [11.1.48H]

(PEELOSEEDERML ANV AL Yy J AERE (TRESIETEE
AETREE))

8.5 RAlZ GO/ N8I VB REEISE O 512 & ) Augmentation
(R OFERFEB2MEHLL LR F 2, FEROBE, Mo ~DAE
RIER) DRROENDLZ ENRDH L7200, TD X RIERDFRD L7z
Ak, WEX G 2P IkT AR Eomy) aikEAE LA 2 L,

9. FENDHELEITIREICHATIEE
9.1 AHHE - MEEZEDH 28E
9.1.1 8. EREORWERRIEZhS DBREREDH % BH
FERABEIIFHB LT b WD b, [7.1. 11.1.28H]
9.1.2 EELADREIIThSOBREREDH 2 HBE
S HRMESORIER S HILL R 3 R b BZNNDH 5. [8.251]
9.1.3 EMEEDNEE
FERDTEALS B2 WD D, [7.1. 8.28H]
9.2 BiplEERE
9.2.1 BREREEDHZEH
FIERDHEE LR S b BZNDH 5, [7.2. 7.35]
9.2.2 BHEEEDHIEE (VLT7F=ZUUT7 5 ZH50mL/
min3ki)
By T 5 AT X ) ARKI O LEED TR T b0, S
157 AN USRI L AT S B IS4 5 2 ko AFNZEC
AR EEO Z FHE SN S, T2 BIEED L VIFIEEICHE
R EREREERE COTAREARRIEZVOT, 20k)RE
Hoxt L CIRIRER B L s S EEICH G35 2 L, [7.2.7.38H]
9.5 iFi@
TR IR L CO MR 0 H 2 i 5 Lk wz & B
(v M) GBS EFERBR T U TOZ LB 5N TV 5,
- ZHRHE M O — ARG RERER (Seg. 1) (2.5mg/kg/ H¥5-H#) <.
M%7 a5 7 F v EEORTI2ED IFREOIT
- PRE UGB (Seg. IT) (1.5mg/kg/ AF5-#) €. ILiF
TU Ty F OIS AEER RSO
- R O L 5B (Seg. ) (0.5mg/kgbh b/ H % 5-4)
T, B 70T 7 F 2V EEORT I ED A RAEOET
[2.1z2H]
9.6 BIB
B EOFEER ORILRBEO G Z ERE L, EIALOME L
Ex2HETL28, B MIBWTTUT 7 F 3 E+ 52 &
AHESNTBY . FLT W EIEIT 2RSS H 5. 2B, B
FhE (T v ) CTHIHARBAITT A Z LD LN T W5,
9.7 hRE
NS A R L L2 EINERR AR L T,
9.8 S
9.8.1 BHEOIRMEABLR L 2L EEICH G352 Lo XIREORMIE
WAid S bN a2, BEIES 25L& b12, LEIC
o U CHURARSE A R 2 5 E MY R EEIT) Sk, S —F
Y UEE R R S LRSI BV Ce5m UL E o IR
HIZ L SIESFOBMERO IR WET RO ST 5,
9.8.2 A& (1H1I910.125mg) 7 5% 5% BMGT 5 % SEEOIRES
BIE L 2SS EE IS T 5 2, AR EIRBICRELED
FEHHE SN DA, B E CIEERESETLTWL Z 20 % 0,
[7.2, 7.3, 16.6.1%M%]

10. #HEEA

10.2 EREE BFRICERTS L)

[16.7.1%:H#]

ESEA S AR - $518 5 B - kT
HFF EERENLCE | VARV T, IREOR | 7F 4+ v lERe ML TE
Pt & 412 254 TERI DT 2 2 L %% | HElE SN 234 & oI
VAFVU TRV | e TOEIBLAIIE | LY. BiddvidnTi
g A Z RS DL D HEF O G IR 5w

WYL B VT T AN
BTFT22 Db,

it i TEH 2S8R 2 BZNH D | B IS 2 Tld e vas,

T a—) %o ES IR0 I IR R (IR
RO REEEDEZ 5N,

RN o7 RANDOIERAWIGT % B2 | RKANE K783 AEBIFETDH

T FTVREH, | Wb b, VI 3 INBURTTE 3108 (3

TFu T ) R AN 2 B2 H D %,

PR = i AN
~N) R

PioX—% vV A VAR YT AL L | IR 5 2 &
VAR Hia ) YAl | FEORIERAMRT 2 2L | 292,
TRV B N\ Bh b
SR A

1. BMER
ROBWER DS HbND I LB LOT, BlgEx 41T, B
WFRO LN II G 2 P IET 2 % EHU R LEEZTTH L,

1.1 EXLEIER

11.1.1 REVEERE (0. 1~5%Kii)

ARED 2 WZER IR S b b Z b b, [1.. 8.15MK]

11.1.2 L& (15.4%) KRR (0.1~5%Kii) HAE (0. 1~5%HKi)

g (0.1~5%Aim) . $EEL HEAH)
KR (FICKIH) . 2, TAZ, M, #ilrxdobhs 2 ep
HHDOT, ZOLH HEIE ME 3G E2HIET 5 & & b1,
PHENIE U TP E IS 5 % oMY LB IT) 2 &
[7.1. 9.1.1Z:H]

11.1.3 HARFIVE > REETIBERE (SIADH) (HEAH)
X bV A E, IZEEIE. R Y ARz o8,
TR, B, AR E LA P ) PURIR ROV AE A A (R
(SIADH) 75% bbbk Z &3 5 DT, BFEHIRD LNIHEIC
e G ik Ly KB OHIREEY) 2 WEZ 479 & &

11.1.4 BHAERE (HEAH)

IN—=F 2V VIFBFITB VT, REOZH % = ATz k.,
EMEGEESH S ONLEZ LD H b, BEE oI T\, B2, &
AR MBS . S OMEE., ANRERGES). WET R, EIR.
MEDZES, F&7F. MiECKD ERLED S 5 bz a1 IS EME
BEREDOIEIRTH BT REHED D 5 7200, T G-, W L. s AL
KGHAGE DB R B 21T 2 Lo [8.451]

11.1.5 BUGHRBE (FERH)

e, B, CK ER. M R OTRF I+ 70 v ER* 5
& T ARRUGERIED D S bND Z WD Do MRHEAIEIC X 5
EMBAREOREIEET A L,

11.1.6 FF%aeE (BEAD)

AST. ALT. LDH. y-GTP. #£E VLY ¥ L HL4E0 FrEfgRE
BHEbNEIEDH D,
1.2 ZObDOEIER

5%LL L 0.1~5%Ai 0. 1% BHEAN
T TEUE IR
BEJ# EZIRNE LS NI EIN 595, %) HEAE
FEBE

i - EHR | CKES (7.5%)
A SRR | Y AF AT T VAT, BERST | Kt
AR (17.5%) . Mg S FHREL, TEB)E
(16.8%). »FEW | £, IA70—R A,
(12.5%) . S FEAHIZ v, B
(5.5%) JERE HFEIGER, 28—
E A= WNYE
AAAIRR | DN (8.3%) | RAZMERME, i
JE. RN
EEAR W, Wobso %,
B, %W

A

L BT




5% 0. 1~5%Aii§ 0. 19%Ai; HHEEANH
FHRER | ERRIR(12.2%) . | A%, HsEi. & SR i
AR (6.5%) S, B, R [EENC N
GIEEE, AETREE Vi vleNE
R REL PR Gk, FEIT K
IS, FRATERK
Juik, PERRHGE
E SNl AN
g, @ (fk
WH). S,
[ ELE Y
L A (29.9%) 1 | . B, B R, RE A
ALRE (11.9%). | EREERE. P94,
AL (9.0%) B | BliE, £ LA
AP (6.9%)
gt (5.9%)
- He IrbERESY (AST L 7 -GTP R4
A, ALT L%, LDH
A5
A3 Fas s F U EF,
WERVEY R
13 IUBEfE b5
TEBR 2 i, Bh1%
IR HRRAEIR, PRE& By BRI
L3
— i 4 FAY VI, Mg,
i PR, TG, B
T Frey ey
ERCNE i)
I 25 % ] Jiti 5%
LoD
i) BEDEO SN, RSB UEERT ORGSR A & W) LE %
T2k,
13. BEKRS
13.1 fER

Bl MR, B OSEE, EEES. R, Bl RMES OMIR
ERBS AW RS D b

13.2 &
REAAER DY 5 N7z 81 PRI OB G- 2 EE T 50 2B,
MLENTIZ X B BREGHIFFETE v,

14, BRAEOEE
141 EHXNEFOIE
PTPAEEDHFIPTPY — F ALY ML TIRHT 2 X ) HrET 52
Eo PTPY — FOBKIZ LD BEOHATRO AR L . B
3EALE B LRSS ORELREMHEL T L2 E0H 5,

15. ZOMOEE
15.1 ERER{ERICE D 8

b MIBWTARIZ &P —F > U H & RS & o BN X
BNl DMEDRD Do
15.2 FEERAREAER (ICHE D 155K

7 v P OWAEERER (24 ARRERS) (2B WT, 2mg/kg/H
PLE oS CHREZEE OB HE ShTn b,

16. EHEHRE

16.1 Mg

16.1.1 BEKRE

fERERLNIC 77 I _RE Y — VIEFRIESE0. 1. 0.2, 0.3mg# 22 |2 B REE T
HH Lol &0, MEEPREEOSEYEEE ST X — 5 % KEITRT o Coax
B OAUCIEH A 2 R L7z,

7T INRF Y = VIRREHKAIY HUBH SR O SEWBIEE 8T X — & il (ZEfE R S

PRI O 3 G- BAG A3 0 CREFIRIEIE Lz, T2, WS- %O
BAE/ ST X — & O FI SN D Lo RIEHRS 2 X 2 ERmMEE R0 - 727,
MERFRC L 0E S 2 I v e FE
N=F UV VRBHEIC, 7T IRF Y — VRIS 0~4 . 5mg % SR
H#oeERE GER=S MiGHAE HUE) 128w T, MmiEPRED b
7 MBI G-I L CHEMACHMT 5 2 EAVRE S e, [F—HERE IS
BUIZEHERED b7 7HICKERZLIEROLNT, 7T IRF Y-V
Wi SE % S O EEIRREIC BT 2 ERIIBEO SN h o728,
16.1.3 S FHFIAE
BHER AN BT B 7T 3 _E Y — VB 88 O 4 W= A ZE1290~93% ¢
Ho7tY HHEADT—5),
16.1.4 £ FHFEEMRER
(77 IRFV—ViEEIEER0.125mg [VTRS])
77 IRF Y — VHEERESE0.125mg [VTRS] & ¥ - &7 10— )V§E0.125mg
. 7UAF—N—FIZL ) ENENLEE (7T I ¥V — VIR KR
&1L C0.125mg) MR AT LA SRR L AR 1 S LTI S 3 e
V= VBB E L, SN EE ST 2 — 5 (AUC, Cma) 12PWT
0% IS HEX I 12212 CTRERHINT 2 1T o 7245 R log (0.80) ~log (1.25) O#ifA
NTH Y . THIO LD S AR S 729,
MR TT I _F Y — L OEWEFE/ ST X — 5

HENT A= BEINGA—F
AUC: Chmax Tmax Tz
(pg * hr/mL) (pg/mL) (hr) (hr)

7T I RF Y — VIR

P L1 6 . —_
0.125mg [VTRS) 3311.34%664.41 | 315.05%51.60 | 1.72+0.55 | 7.67+1.02

Y- v 7u—)L§E0.125mg | 3308.18+583.50 | 317.40+39.13 | 1.66+0.63 | 7.95+1.39

HWBHEIS T A — % 0.lmg 0.2mg 0.3mg
Cumax (pg/mL) 294.6+46.3 583.2£69.9 766.3+88.8
tmax (h) 1.5+0.5 1.4%+0.5 2.3%x1.2
tiz (h) 7.71+1.90 6.36+1.46 6.94+1.09
AUCo= (pg *h/mL) 3139.2+548.5 5642.5+681.6 9135.8+1422.2

(FHfi+S.D. .n=8)
16.1.2 RiEHE
M ARZALIRIREEERS
R 7T I F Y — VIERRIESE0. Imgz 51 H BIZ1A 1, 20 HIZ1H2
Bl 3~6H HIX1H3M, 7H B S AR 3% Lz & & i RA(

(CP3gfl = B2, n=19)

MAEH 75 I _F Y — L OMEEHERS
350 —e— 75 3 ¥ — LIERESE0125mel VTRS
---0-- ¥ - 70— )V$E0.125mg
T £ IR, n=19

Do w
a1 (=3
=} S

HIEFE (pg/mL)
)
S
(=)

150

#

i

= 100

50

0 2 4 6 g 10 12 14 16 18 20 22 24
FE ] (hr)

M EE NG DN AUC CradE 00785 A — &%, #ERE O BIR, AR OFRIL
1% - RIS D BBRS S & o TR B WTRELED D 5 o
16.2 BRYR

TR AIZ 7T 3 RE Y — VIEREEE§E0 . 25mg % Z2R8 IRE 13 AU ps 2 HE IR 4%
H L7z b &OMmEERREROIEYEIFE T 2 — 5 & K L7z, ZORE,
WWENRE/ ST A — F ICHBERETROONT. 79 IRF Y — VRO
WX A EREOBE IV VW LEz 5NT WEADOTFT—%), &
B, BN TINS5 S (28R S) O A
S50 (EEES) OEMBEIENT A —& 2 KLz, 2O, toa
XA T3 IR & 2B G (1.58FR) IS LIER T B EINATE0 5
N7225, Coaee AUCK Ttiald W FN B ML TB Y. 77 I X%V — Vi
WEEEDOWIUIRT 2 BFROEBIL VL DLz sh/2d,
16.3 9%

b M EE A RIZT~26%TH - 72 (n vitro) o
16.5 HEttt

RN ICHC-7 5 3 _F Y — VIRERE K RIY0. Smg % RS- L7z & &
WA R OSSR REB G DSR2 LR & U CHIFIES %o F 72, 35512961 1
FTIT8T.6% AR, 1.6%AHHIZHEI S N7z 7T I _F Y — VIRERE
FETIR AR EPEIR RS & % 2 S /Y MHEA D74 ),
16.6 HEDHREH T 2EE
16.6.1 BiEEEERE

HERERA, BE 0=/ L7 F=r27 175 A<80mL/min). T (30
S/ VLT7FZry )T 52 A<50mL/min) ROEE G=2L7F=rrY
7 7 v A<30mL/min) O EHEREREE G I O ENT BEF2600 & o R T
T IF Y — VIRREESE0 . 26mem i 5 L. SEWBEE R L2, T ORR.
Crmaxs tmas L OVA/FIZE B R FE IO SN Do 7275 KREISRTEB Y te
3SR R OV B OB RERE R 2 B W T A ORISR L2,
LB, BIENTT T I _F Y — VIEBREKNWE S/ 0H9%TH - 7210
FEADT—%). [7.2, 7.3, 9.8.25K]



77 I %Y = VEEERAI0 . 25mg HLEH G O SEMBYRE ST A — FfE (&
VN i e )

sLVTF=Y
. . AUCo- tize CLuw/F CL:

Fasps V77 YA | B

b 7(45/;;) PR g bml) | )| (ul/min) | (oL/min)
HEHERA >80 6 | 7.33%1.49 | 11.3+2.72 | 411%85.9 | 277%59.0
% i R »
%f;f? 50~79 6 | 10.2£2.20 | 15.3£3.82 | 297£57.2 | 206+79.0""

A i L
;&E;i 30~49 5 | 16.4%5.45 | 36.3:18.8 | 192:£52.5 | 105£43.9"
B =E
=x B g
Tf;‘f; 5~29 3 | 22.6+3.48 | 38.4%12.7 | 131£22.2 | 32.8+15.6

(7#1) n=5. {£2) n=4, FHfE+S.D.)

16.7 EYHEEER

16.7.1 Y AXAFT > P2 UIERE
e e B N 1260 % 6f RT3 _F Y — VIR $E0. 25mg L N v X F U v
300mg#% PERRE LIS L. 79 I R_&E Y — VIR OEWBIEIC R IEd >
AFV OB ERE Lize ORI 7T I F v — VIEFE S HLUR -
W LRS- TR T 9 3% v — VIRRRIESE O R h R bR & o
BREZED L h o7z B2 ) T T2 A (CL) 1330~39%FZ 1AL T L.
telfEE LY, 2oZEns, 7T IRF Y — VIEEESED B GRS
FF R AN L ORME S S NE 2 LR sz (BREIAD T — %),
Fo N—F UV URBEIIT T IRF Y — VIRERNESEL.0~4.5mg % KAEE
M5 Ly ERIRE GERFERGBGHAE B D) 2B 2 SR (52
Bl o, ERNICRE2L—2a vy 7 7—<ax 274 7 ABIICLY 7
<y Y UM E O (2861) 12 & BB R LR, 7T I RF
V= VIRFRESED 7 ) T T v AN T T A 2 LA S 2P, [10.25:07]

16.8 ZDfth

16.8.1 EMFHFEFMHRER

(75 I~F Y —IViIERIESR0.5mg [VTRS])
7T 3%y — VIEREKESE0.5mg [VTRS] 13 [ &= ATE 2 2 K8 I 554
DEWFFESEEREET A 8T 4 >~ CPRI8H11H 24 H 3 A A 56551124004
o N OV R244E2 H 29 H 38 A3 3802295510% ) | 1IC&D &, 79 I RF U —
VIR §E0.126mg [VTRS] % fEiefF & Lz e &, B EH»EL <.
WIS R Sz,

17. ERPRRLIE

17.1 A RORLMICEET 255k

(IN—F >V hm)

17.1.1 B MHEEER
IS—=F 2 VIRHREIE R ML L-ENEERLEEGRIC BT, 7T
IRF Yy — VIEERESE (0.125mgx 2[/H L Viilg), TuEr ) SF AT
VYR (1.25mgx 1/ H & 0 ilikd) Xt 7' 7 v R & 128 MR O#HS L 72k,
7T IRF Y — VIEERESEX 7T AR & i L UPDRS (Unified Parkinson's
Disease Rating Scale) PartIl (H&AEGENINE) K OPartll GEBhEESIHA)
DBREF AT HAEEICSLE L, T 7T IRF Y- VIEREEO AT
DUFEETOEZ ) TF 2 AV VEBEIZHE LSS W EATRE D,

N B E MG (UPDRSO & & RFA 3 7 02t GHEREI Rl -

e 5-niifie) )

e Al PPX vs BROM
s | upors | s | e | e | T PO | e
e 25 = (90%CD)

PPX 102 -2.50 (~3.98)
- - 0.74
reyy | Partll | PLAC | 107 1.00 <o | ot

Fam BROM | 104 (=3.25)

VA NP1 PPX 102 | -10.00 (~11.75)
(248.505) Partll | PLAC 107 -5.00 <0.001 176
o : ' (~0.56~4.09)
BROM | 104 (-9.98)

a) HGHPPX : 77 3%V — VIERIEAFY, PLAC: 774K, BROM: 7UE€27 1 7
F v A OVERKE
b) Z L CFHMH) ZoRL 7
¢) Wilcoxon “IEARBIEDDEZ /R L 720
d) A% S AIZUPDRS PartT1.0, UPDRS Partl2.0
72, UPDRS Part I XidPartll ® & FFA 27 2330% 0L Lg% 7% L7z
FEFIOEN G % KFEIRT o
TIIRFY—NWER | TUES ) TF AT
HiAKHI VIR
UPDRS PartIl | 56.9% (58/102f1) 49.0% (51/104f1) 29.9% (32/1074)
UPDRS Partll | 63.7% (65/10261) 60.6% (63/104451) 36.4% (39/10741)
7T IF Y — VIR E CORIEHSEBLE61369.6% (71/10261) T, E&
BIVERNIIHALANE223.5% (24/10261) ., ME5R18.6% (19/10261), E#AIR16.7%

77 e R

(17/102) ¥ A% 3 715.7% (16/1021), fE#:12.7% (13/10281). XI5
12.7% (13/102f1) fEH11.8% (12/10261) .60 $110.8% (11/10261) Tdh -7z,
17.1.2 @58 MARAER
IR=F Y VIRBESBE MR E LS ZEEMRLEAERIC BT, 7T
1% Y — VHERREESE (0.125mg x 3/ H & ) il) k77 LR % iR32
FREREOHES L 22FE, 79 3y — VIRERIESHE 7T 1R L L L UPDRS
PartTT X OPart D &EFIA 37 & HITE L0,
5L FE R BRI (UPDRSOZATFTA 0 7 02U (HEFFIImA il — 5
HiffiE) )

2L Y
a5 o | o o PPX vs PLAC
: n R | R | (R :
EED) UPDRS | #5-5 | fEfil%k (ﬁ"ﬂiﬁwﬂfﬁl & B
—$580)
oy PP | 163 -1.9 o
s e art .
Sy | PEES PLAC | 170 0.4
THEE IO PPX 162 5.0
(248.323) | ponp : <0.001
PLAC | 168 0.8

a) #EBEPPX @ 77 3 ¥V — VIEREEKFIY. PLAC : 77 &K

b) 248.326RABRDZALE XYLl Z DML FIEME TR 720

) 248.326:A5% 13 Wilcoxon “EEAMIE, € DMIIANOVADDiZ R L7zs
7T INRF Y - VIERRIESE CORIERHZEHE 41281 .1% (133/164f51) T, &
7 EIE LR S32.9% (54/16461) . iFEPED F\127.4% (45/16461) . IR
fE19.5% (32/164%1) . MHHL17.7% (29/16461). fEJAE14.0% (23/164%1) .
fHFA12.8% (21/164%1). BEFE12.2% (20/164%1) TH -7z,

17.1.3 BH B MHEEER
IN—=F ) VIREBE28TE A R & Ll R ERILEGRRIC BT, 7T
IARF Y — UIEEEESE (0.126mgx 3[l/H & Y i) iE 7T R E R E32
BRI G- L2EE, 79 I R_E Y — VIEERESEE 7T R & L L UPDRS
PartII K OPartlIDZAFIA AT 2 HEICH L2,

W FEEERIR R (UPDRSO & AEFA 2 7 0% be Gl il — %5

HifE) )

2L
P55 " N - . | PPX vs PLAC
= PDRS | #4586 | sz R VS L
st UPDRS | #e58 | it | bR |
—$5%5-1)
S 144 -2.7 0 o0
S0 art .
gy | PEEA PLAC | 143 -13
WEH SO PPX 144 6.2
(248.320) | pyp : <0.001
PLAC | 142 -2.6

a) HHGHPPX @ 7T I ¥V — VIEEEEKHIY. PLAC : 79 &R

b) 248.326TABRDZALE XA, Z OMUTPIIETRL 720

) 248.326:A5%13 Wilcoxon “FEAMIE, € DMIIANOVADDliZ R L 72s
7T I 8F Y — VIR SECOBIWERZEBIEIA1364.0% (94/14761) <, EZ
BRI LIEA21.8% (32/1471) HHHR11.6% (17/14761) 4ET39E10.9% (16/147
B) FEITED F1010.2% (15/14760) (k2 37 PEAKIIT6. 8% (10/14761) TH - 720

17.1.4 BB THEEER
IN—=F 2 VB2 R R L L EERILEGRERIC BT, T
T I ARF Y — VRS (0.125mgx 3/ X W), 7uEs ) TF U2
DOVIENE (1.25mgx 1al/H X ) #ikd) Xix 77 v R & REIH A11H B#EO
G L7z, 77 I RF Y — VRS 7T R L i LUPDRS Part 1T
L OPartMlO&AFA 37 & A iU L 7251920,

W EEERABREE (UPDRSOZAFIA 27 02 b GlEFRHIRAE - %5

HIfiE))

ZLR
FE5% 5 - e PPX vs PLAC
o PDRS | 42509 | B8k | (RERMRNE :
(R UPDRS | #5:- | SEfE (’fﬁfmﬂ:&j § R
—$5-50)
by |FPX 79 ~2.50 001
Ss,0 art .
Sy | PEES PLAC | 83 -0.50
HEH U PPX 79 6.00
(248.326) | pyp : <0.001
PLAC | 83 ~2.00

a) #GHEPPX @ 79 I RF Y — VIEERIKAIY. PLAC : 75 tX

b) 248.326:ABRDZALRIIH AL, Z DM TR L 720

c) 24832685k 1E Wilcoxon “HEAMIE. ZDMIZANOVADDIE %R L7z,
77 INRF Y — VIERRIE S C ORIE A FEBIE61385.0% (68/80%1) T, E
72 BIE R (O S PRI 35. 0% (28/80f%1) . ¥ A % 4T 733.8% (27/801)
E527.5% (22/8081) .  F1122.5% (18/80%1). AMR15.0% (12/80%1). &
fil13.8% (11/80%1) T&H -7z

(FEELOESEDHRMEL A ML AL Yy J AIEREE (THRRERIEREEERE) )

17.1.5 EIRE I 5%
FESEMEL A ML AL v 7 ZAEGEREEZAB & b R L L 72BN T EE R
BlZBWT, 77 I8F Y — VIERRIESE (0.125mg x 1[al/H X ) #idy) iz~
T ReGHEMR RS L2k, 79 I %y — )VIERE 1L 7T 2R & i



LA MRIR AR Y 77 7 TR IUBGESfEE. (PLMI) OF BRI ZRL

Too E720 EBEL A P L ALy F AFEGRRNIGE 7V — TEIEEZ 7 — )L (IRLS:

International Restless Legs Syndrome Study Group Rating Scale) A&FA 2

TDONR=ATA VLD ELETH 7T REWK L CHERBD R LY,
PLMIDOZ b

e s e = 15l < 54 I I PPX vs PLAC
Eiasn i HiE B % N—=AF4~ 5638 Al R
PPX 20 29.6 4.6 -25.0 00019
PLAC 18 46.0 39.5 -6.5 '
IRLSEEFA 2 7 0% L&
pome | s | ~—Roqo | mgen | meme | DTS PLAC
BBk
PPX 20 23.4 7.3 -16.1 00005
PLAC 21 25.1 18.7 -6.4 )

a) #%GHPPX @ 7T I RF Y — VIREHEAKAY. PLAC: 79 &R

b) PLMI, IRLSERIA I T RUN=2 T 4 ¥ 5 OZALRIGFIMTRL 72,

c¢) ANCOVADpfE#R L7z,
7T I RF Y — VIRRESE T ORIERFEBIEA1345.0% (9/2061) <. EIfE
FIEE15.0% (3/2060) . HAELKL5.0% (3/2061) . BEiE10.0% (2/20%1)
ER10.0% (2/20%1) . _EAEHRIE5.0% (1/2061) JEH5.0% (1/2061) | #:17E5. 0%
(1/2081) . #555.0% (1/2061) Td -7z

17.1.6 ERZE I HEE
FEREMEL A N LV ALy 7 AEBRTEEE 154 & i G & L7z BN Z EE R
MBI BWT, 77 IX_F Y — VIR §0.25mg. 0.5mg/t 1°0.75mg/ H
OFEEHEZ6EM S L, 71&H& 77 I %V — VI $0.25mg~
0.75mg% flexible dose T1H1mI46:8 % 5- L7z, 7T I ¥V — VIR
$0.25mg. 0.5mgM 0°0.75mg/H D W HEHIZBW T HIRLSEFIA 2
TDOR=AF A 2 bOZAmIZI0LL R Lz, 100 E i X EAERE 5%
(0-10 : B, 11-20 : F&gfE, 21-30 © /&, 31 40 JEHICEEE) ICBWTE
TEEEAT B SGE T 5 2 L 2R L. BRI EROD L2UEEE R 72, 70,
FEMINC BT, %5628 F TIRLSA rﬂLX a7 OLEE LIS R R L7,

ZEERE
feacR o HE B N=AT4 ¥ #5638 2t
PPX (i) 154 22.3 10.1 -12.2
0.25mg 48 21.4 9.8 ~11.7
0.5mg 53 22.6 9.9 -12.7
0.75mg 53 22.8 10.7 -12.1
FEE I
N=ATA ¥ #5128 #5248 155218
HEBIEL 140 138 131 119
IRLSEF R 37 22.3 8.2 7.3 4.9
2t — -14.1 ~15.0 -17.4

a) $GBPPX : 75 I _F Y — VIEEKAI
IRLSARIA QT R UR=2 5 4 ¥ H 5O LRI FIME TR L2
7B, K0.75mg/ H 20 5 il 3128 Gk L 72856 T O B E B HE (X FR
D SN T,
753 Fy — ViR SEC ORIEFZEBIEI 4 1360.4% (93/15461) T, F
ZRIVEI 3031 .8% (49/15481) (EiIR17.5% (27/15461) J5H57.1% (11/154
B1). BAPIES.8% (9/15441)  fHH5.2% (8/154%1) ., NEIH5.2% (8/154%1)
THho72o

18. ZEmhzkE

18.1 {fER#F

18.1.1 KNI U D2ZRFICK T 28 (n vitro)
7T INRF Y — UKL R/ 83 v D2% AT 7 3 — (D2, Da Do) 1K)
L\ BRI % R L 722,
D1} UDs52 2RI R 2 BRI IR & 2 0o 722

18.1.2 K/N3 U D22 R FRIEIER
MPTP (1-methyl-4-phenyl-1,2,3,6-tetrahydropyridine) I~ I /8 — F
VI URETNVEIIIB VT, BER Y T AR K83 L D2 AR
FNC &0 BEEM & SO IO M TE 2 55 L7z (T A7) P, F72,
NERY) R= VSN 5 LTy RO ERR AR L (v ) @,

18.2 IN—F 2V UIRBERSEER

18.2.1 MPTPERAERSEZIER
MPTP#SE/S— % v VIREIERE 70 €2 ) 7F ¥ A V)VERE & 0 A &=
TYE L (THTIN) 7,

18.2.2 #&E) - E#RICX T 2 %EEM
LV ¥ IS - FREEROGEER 2R Lze SO OEERIR L
RENEDOPEHIZ X VRS A 2 Epo s/ (v R) 27,

18.3 LA ML AL v J RIERBHBEROKEER
6-OHDA (6-hydroxydopamine) (2 & ) N D K783 U flifg 2 2 ST v
MZBWTIE, 25 S ) FTE g & IR ASBEN L 7228, 779 I _F Y —
OVEREREEH 512 X ) 2 S oBhNH & hz®,

19. BRRSCET B2

—MEHIARE © 7T I RF Y — VIR AI
(Pramipexole Hydrochloride Hydrate)

b4+ (S)-2-Amino—4,5,6, 7-tetrahydro-6-propylaminobenzothiazole
dihydrochloride monohydrate

433 0 CloHwNsS - 2HCI - H20

Grfat 1 302.26

K A~ aoFBREoRETH L.
KIHETFRT L A7 = 2R RBETe 3, =8 /=)L (95) 12T
(L T /7= (99.5) KOy ruaursy 3 ALE TRV,

A

HH
AN S
HsC
| )—NHz2HCI-H:0
N

20. BBV EDEE
RFNIHNAS U CRLE R 72D, Tz T TRIFS 2 2 &

2. A%

(77 IRFY—JLiERIESR0.125mg [VTRS])
10082 [10$¢ (PTP) x10]

(7T INRFY—ILiEFES0.5mg [VTRS])
1008 [10$¢ (PTP) x10]

23. FEXH

1) ATLAIEA @ BIREESE. 2003519 (2) @ 149-161

2)  AILfHE2 © ERPREESE. 20035 19 (2) : 163-177

3) HINE—13  HERAS—F 2V VIEHE OB BIREFN (¥ - v 70—
JVEE 200312, 2KGE, HIEFERIEEEA 3. (2))

4) Haeselbarth Vet al.:JFEMERHER A OSEYBHRERAT (R (- 70—
JVEE 1 2003.12. 24F2, HETEEIEEEA 3. (1)

5) Haeselbarth Vet al. : #MEEE R A O3 BEMRTT G (8- 7

O —)V§E : 2003.12. 28, HIEEERMEZEA 3. (1))

6) AR AR (7T 3% Y — VHEREHESE0.126mg [ VTRS )

7) Sisson LT, et al. : SEWBEIEEI 03 2 AFOLE (L - 70— Vg :
2003.12. 27K58, HFEREZEA 3. (1)

8 HFOWE (Y- /7\:1*)1/& 2003.12. 278, HIGEEREZEA 3. (1)

9) Yokoyama K,et al. @ SEWHEE. 1999 ; 14 (4) : 300-308

10) Wright CE et al. ﬂlJ\'ﬂfffk Bl E B E O BB (¥ - 7o —
JUEE © 2003.12.27K5E. HFEERIEZEA 3. (2))
11) Wright CE,et al. : EMBREICH T2 A F I v o (¥ - v 70—

it 2003.12. 278 m‘ﬁ’éir%?}[%f\ 3. (3)

12) Yamamura Net al. : HAA/S—F > v Vi BE RHEFBIREMRT (¥ - ¥
70— )VEE 200312 242, HEEEEEEA 3. (2)

13) *PvEk IR (79 3% v — )VIERRESE0.5me [VTRS))

14) Mizuno Y et al. : Movement Disorders. 2003 ; 18 (10) : 1149-1156

15) EINS AR (€2 71 —)L§E:2003.12. 27K HETREE b .3, (3))

16) Shannon KM : Neurology. 1997 : 49 (3) : 724-728

17) R ARRER (248.323) (¥ - ¥ 70— )L§E © 2003.12. 2772, HIGHE

BHRZE 3. (1)

Wright CE.et al. : SAEINAIA S — 5 > v VB E S AR (€ - v 7
—VEE 1 2003.12. 27K, HEFEEEE M 3. (4) .2)

Guttman M : Neurology. 1997 : 49 (4) : 1060-1065

WAL AR SR (248.326) (K - ¥ 70— )UgE : 2003.12. 278, HIFEE

EHEZE b 3. (3))

21) Sha K,et al.: HARANFFSEMEL A ML AL v 7 AJEfEEEE S TAHRER (-
7 u—)bEE 1 2010.1.20432, CTD2.7.6.1)

> 228

18

Nod

19
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= =

22) Sha K,et al.: HARNEESEMEL A M L AL v &7 AJEGEREB S WA RER (-
¥ 7u =)V 2010.1.20%38, CTD2.7.6.2)

23) Mierau J,et al. : Eur J Pharmacol. 1995 ; 290 : 29-36
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26) Bauer R,et al. : fEHIRF (2RI 9 2 SRR (B - 70— )Lge
2003.12. 278, HGTERHEZRAT G R 1)

27) RNIEE (I @ L3852 2003 549 (6) : 973-983

28) Ondo WG, et al. : Movement Disorders. 2000 ; 15 (1) : 154-158

24, XEEERERVBEVEDESL
T4 7 Y ARERAEHE ATFTAANA T A= a VR
T105-0001 EHEBHEEIXE 2 M5T H11%27%5
7)) =& A4Y L 0120-419-043

26. BLUERTEES

*26.1 BEARFETT
T4 TR NIVATT7EREIS(H
REMBXE/MSTE11E2S

26.2 BR5EIT
7147 M) ABREKRA =T
RR#EXFE/PISTEI1&E2S
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