20224E11HEkET (55100

RIS AEBIME/N—F 2 v D iRiRESR
LA ML ALy T RAIEGEGER

B Em PR
Fr0HE - 34 7T I REF Y — VIR EEE AR Y 2

BEE AL ZE R SR S

-3 70-)"$20.125mg
E-370-)V & 0.5mg

A A R i 0 R 75
871169 87119

$€0.125mg $€0.5mg
7GR FF 5 |21500AMY00154000( 21500AMY00155000
W 52 B 46 20044F-1H
~N\ Boehringer
||||| Ingelheim

BI-Sifrol-Tablets 0.125mg-0.5mg

) R - EMEOMTEIIL DTS

1. BE
ARDEVWRENERRVCBERENS HZSNB P HY. £
ERENBERFICLY BBHEREHZEC L AFPRESNT
WBNDT, BEICKFORENERR CERFICOVTELL
BEAL. FERASICIE, BBEOERE. BBOEBRME. &
FFREERREHIFECRESELVLIFETHI &

[8.1. 11.1.12H]
2 *=*>2

CBR(ROEBEICEIBELEVI L)
2.1 IR SUTIHR L T AT EEMED & 5 ok [9. 55 1R ]

2.2 AR OB LS BEE OB D & b B

3. fHEE - MR

3.1 #mk

B 58 % - 7u—)U§E0.125mg| ¥ - ¥ 70—V $0.5mg
15 1erh

B 5|77 I RF Y = VIRERIE| 7T I _F v — VIR
KA 0.125mg KA 0.5mg

o A ]‘W*‘EU:!“/'?‘/7°‘/\\$§H@§K’7’4@£\ HEE R

K25, A7 7 ) VBRI A Y I A, D-Y = b—)

3.2 BAIDMR

B 56 %€ - 70—)U§E0.125mg| ¥ - ¥ 70— )V§0.5mg

il AIEEX2ES EEX2ESHED)

no® = Ep @P ==

& ££|6mm 10.6mm

b % |6mm 7.6mm

& &12.3~2.5mm 2.7~2.9mm

iy %10.085g 0.21g

Bl g — F|d p6 A pg

4. REERIIHE
ON=%2V K
OhZEELSEEDHRMEL A NL AL Y J RERE (TS
IEBEREMRES)

5. SEEXIMRICEET 3R
LA NVALy 7 ZERERE (T RS GRIE ) OB, [
B AN L ALy 7 AJEREEISE 7V — 7 O35 W 3EHE K O EAE
JEA — VI KD EEICHEM L. 2 T AIC O A
59452,

6. A% - AE

IASSE DAY -
WHE, RAIZIET T IRFY - VEREKNYE LTIHE
0.25mg7> 51 Lo, 2HHIZIH=%0.5mgd L. Lg%
2L a5, DAREICIHE S LC0.5mgd D L, My
(HEHE1H81.5~4.5mg) 2 £ 5, IHENRTI IRFV— )L
il Y KA & L C1.5meaii o854 1321012 708 L Tl &
%12, 1.5mgll LA 3N E L TEABRRIOES T 5,

B, il ERICE Y BEEREATE 525, 1H=34.5mg
AWk,

(PEEIPOSEEDEHRMEL X ML AL Y T ZFERE (FRELET
BEREMREE))
WE. RAICIE T T I RE Y — VIHERRE KA & L C0.25mg
% 1H 1A 52~ 30 A IS 4% 53 %o #5121 H0.125mg
LVBIE L. SERIZIS U CTLHO. 75mg % 8 2 7 W i P C i B 1
WS A5, WA oML HITTITH) 2 &,

7. BERUHAZICEET 535

IS—% 2 im)

7.1 KFOHEG1E, VEISEIG L. SJESOFBAER, ML
JER, MESOBEE % 512 T, EEICHERR (EEIHE].5
~4.5mg) FTHEET AL, [8.2,9.1.1, 9.1.3, 11.1.28]

7.2 EHEBEREEEE T ARG
WD &9 ¥ 5w HRISHS MEE e L ERERICE=RL %
MOBEIWHT 22 b, BB, BHEEEES NS 5K
KIHERORAKIAEIITEOEBY &35, [9.2.1, 9.2.2,
9.8.2. 16.6.1%:MH]

VA =
2T TV A 5 |PREIHES 2| wAKIH=E
(mL/min)
1H= & LT
1.5mgii :
s LrF=rr | 1H20H% 5 4.5mg
)79 2250 [1REE Lc| 0 120mex 2 (g 53
1.5mgll L :
1H 3[a4% 5-
50>V 7IF=r . 2.25mg
» )75y 2zg0| LH2HET | 0.120mex 20 for o om)
20>27L7F= ” 1.5mg
TSR 1HI1E%S: |0.125mg x 1[a] (1.5mg x 1)
(MEELPSETEDERMEL A ML AL Yy J AERE (FRELER
BERE(REE))

7.3 BBV A ML ALy 7 ZEBEEEICB T 5 IHR KIS =
(0.75mg)1d, N=F >V yHEH LY bRz, 7L T F
=70 T 7 ¥ AH20mL/minbh b o> B R A T
DVENE LD, ENTHHZVE 7 LT F =27 )T 7 VAN
20mL/minAil O = L 7 BRI E B2 BT 2 RH O AR
BORERIHET. L T nizd, Ths OBEFEIIHT 5 EH]
OFEGIIOWTE, R EOHRFILE L BRI T Z R L CHEEIC
M52 &, [9.2.1, 9.2.2, 9.8.2, 16.6.1%H]

8. EELEAXWEE

(FhEEHE)

8.1 ZEZEMIMEIRSEIC & v HEhHL i A 2 L -6l s S hTw
bo ZEESHIMEIRZ R 2 L 7ZERI O HIZIE, IR BEOIRGAD
&9 B HiIRE D T b o 72 BB B VI HE G B R LAE DL R
LRI THRAL AL HME SN T D, BEIZIZERKO
eSS IR ) OV IR SR 12D W T X S L, BB oERE, #



WOEME, EIEESERZ D EEICHR IR VL )R
52k, [1.. 11.1.1=H]

8.2 HHICHGMPICIE, T, B HA AHDEHEDOR
PRI ICIED CIERDP RSN D 2D b, T2 TNHD
FERDIEBL L 725611, RIS LT, s iddk 5
kT A% EoMY) A MEY 1T 2L, [7.1.9.1.2.9.1.3&8 ]

8.3 LA ML /X3 V2 HEMIEEIEOFE G2 X 1) | SRy
(N B A3 0 B S DL S ISR S B 2 B 2 v b
53, FRRIICF v v 7OV A ) GRSIREE) . R PR THE,
AN R, BAESOHEIHEEESHRE SN TWLOT, &
D XD IERAFEBL L 22 A 2, E RS AR kT A
EHEYRMEEIT) b T, BELVORESIIZOL ) %
BRI E DRI OWTHET 2 2 L,

8.4 N—F TV UHBKIZBOWT, A ORE, Ik
Al WS 5 2 ko BEAMEX IR IIIZE Y EERE
HE2FRTHIEDND D, /2. NS U BAAERIZE O S0
ZeiiEm AT IR XY . SERIEEDUE B (S . R, 9 O,
JEIT. BT, EIREORERZ R E T )b obN s &
W be B, FEMELA ML ALY 7 AEHEEELIZBNT
. S=F UV UIRAE LD S HENMRV O, WL 2T
b v, [11.1.420)]

(hEEIPSEEDERML A ML AL v J ZAEGERE (TRELER
BEREIREE))

8.5 AF 2 GO/ PN VEHERMEHEOHLTGIZLY
Augmentation (14 [ O JERFEH A2MF I DL R £ 2, ek o1
B LDV ANOIERIEK) SBOSNDL 2 b b0, 2
D &9 RIERDTFRD b A2, e IS AP IET S
DMWY REAELLZ L,

9. BENER2HI2BEICETIER
A BBHE - MEEZEOH 28E
9.1.1 A)H. ERZEOBHERIIIZh S DBREEDSH 2 BE
FERATEE L IIFEBL L < 25 2 HdH 5,(7.1.8.4.11.1.28 1K)
9.1.2 BEELRDKRBIXIZIZThSDERERDH 3 8BE
I ERIMESEORERPER LT 2 2BE00D 5,
(8.2&]]
9.1.3 RIMEEDBE
FERATEALT 52 DD B, [7.1. 8.25H]
9.2 BisgEEERE
9.2.1 BH#EEEEDH 28E
FIERREB LRI b BENDH 5, (7.2, 7.32H]
9.2.2 BREEZEDHI2BEZE(VLT7FIUTIRN
50mL/mink i)
)T Ty AOKTIZE D AFOHE LR ERET 572
O, B G R BRI E L A S EEICHI T 5 2
Eo RFNIFICRPICREMEO T FHREES NS, 720 BT
BED DI IEF BT 2 B AR R B T O+ 7 1l B
WO T, TOL) BT L CRIREABIR L 255 1E
HEICHG T2 L, [7.2. 7.38H]
9.5 1T
TR AR L TV B W REVED & B P I3RS L awvw 2 &,
B (5 v M) O EEEEFEERE T, LToZ L3380
LT\ b,
- R EE R O AR T A S BR (Seg. 1) (2.5mg/kg/ H #£45-8E)
T, ME 70T 7 F VIEEOKT IS HRROEKT
- BRE TIPS 5 (Seg. 1) (1.5mg/kg/ HH%5-%) T, i
TU Ty F RO IS AR O
- JEREA K O #L P 55085 (Seg . ) (0.5mg/kg bk 1/ A #%5-5)
T, MiE7T 057 F ViR TS A REEORT
[2.15]]
9.6 BILIB
B EOHFUER CRILREEOE I EE L, 12ROk L
B ERET A L. B MIBWT T T T 7 F 2o i
LI EHHEEINTEBY . S oA IS 2 s H b,
BEIEE (T Y N TIITHABITT 2 2 L0 LT D,
9.7 /B
INBEE R R & L2 ENEERSERIZ I L TV,

©

9.8 S

9.8.1 HEOWRELBE L A bHEIHKTG T2 L, IRED
FERD S 5 b E 1, WE3RG 2 kT 5 & &
b, REIIS U CHIRRSE € H T 5 % E 0B 2 0LE %
1792 ke N=F vV ViiEZF TR E LRRFEHIZB T

651 UL Lo B E CIEmMnE I L, X

PR VEIAIDFED 5TV 5o
9.8.2 A& (1H1IM0.125mg) 7> H 4% 5- & G5 % 7 LB E D IRTE
EBEL RO EEICRG T 5 2 Lo FANTEIRPICRZEAL
RO F FHRE S N B D, EilmE TIEEFREIMETLTCwaZ L
M\, [7.2, 7.3, 16.6.1%H]

10. HEEH

10.2 HHAEE (BIRAICER T2 L)

HEOREROFEH

FAIF

FRRAEIR - $EE T

Wy - fabaT

H Tk VR E A
L CEHRIES L5 3
F#
VAFT U, TR
AR Y. 2
[16.7.1zH]

VAXFAT T, KH
EORIER AR
HIEWHDI, 2D
B R N BN
& gET 5T L,

HF & YRR E A
L CHERE S o3
FropEHIZED,
I %\ idvg i
7 D FEH O B FR AN
SWAHA L, B
)75 APETY
LI,

I
Tha—)u

TE AR S 5 B¢
Wb %o

BFIEH S A TiE %k
WA, ARHE DFFR]
(2 &) EH SR T]
BB EZ O,

AR E 7%
T ) FTI R

KRENOVEH AT IS
BENDDH B,

ARFNE R 783 R
FKThh, fFHIZX

VHEIL TRV EY
CIEMRIE, o ¥
DA

WA ENDH D,

K, 7Fu 7 0 WA O A3
/v REER AN S 2BZNDH 5,
ra773IF, K
v Ry

Pos—=F 2y U |\ DAFATT LI FEIE A RS
VAR RS, HLa ) [ $ALEORIWEN A | 5 2 & hH %,

1. BIfEA

WROBWERDSHSbNDLZ ENHHDOT, BELET5IATV,

S

DRD BN 3% G 2 PUES A 7% EEYI R ILEE1T) Tk

1.1 EXHEHEA

11.1.1 REMEER (0. 1~5% A1)
BIILD 2 WIEBHIEIR S b b 2 Db 5. [1.. 8.15H]
11.1.2 418 (15.4%). =HE(0.1~5%HKjii ). ¥ AE0.1~5%F

I

(0. 1~5%Ai) « SHEL (HIEEA])

SIE (R . ZHE, FAE. B, $Erd 5 bbb 2 &
WHDHDOT, ZDLH) A, WEXIIES 2P T5 &
BT, BEIZS U CTHURBMRSE 2 3 5 7 E o) 2 L iE
) 2 &, [7.1. 9.1.1M]
11.1.3 FFRAIVE > RNEE D BAEIREE (SIADH) CBEEAH)
K5 b AdE, AIREEMUE. JRA T b ) 7 28EIHE 0B,
ERIR. B, BRI LS AL PURR ROV E VAN A5 WE
fE#E(SIADH) 2% 5 b5 Z ENdHDHDT, BENEO SN
WA 3G 2 ik L KRB ORIRE#HE) 22 L@ 2179 2 & o
11.1.4 BHREREE AR
IN=F U VIRBEIIB VT, RAOSM A E TPk X
0. EMWIERETERD S bNDL I EDDH D, BIEE I,

FEBL,

v ORI, AHEED), W

Wk, SR, MEOLEE), 3T, MFECKD EHEHNH 5 bz
WA IS IEGIE QIR TH BT REILD S 5 7250, TG4,

TR L AR R R S 0 B) 72 AL %

11.1.5 EIERRARRAE CEE )
A, B CKESH., mPRCRF I+ oy b5 %
W b 3 DR RUIE DS D S b D Z & 05 Do KR Rl
SEIZ L D EMBAREDIIEIIEETH I &

11.1.6 FF8EEREE (JHREAH)

y-GTP. YV V¥ v FR% o IFkeR

ENHLONLI DD D,

AST. ALT. LDH,

4 x>

179 2 ko [8.42HH]



1.2 ZOMORER

5%DE | 0.1~5% | 0.1%K1 | BEAH]
B SRR
7 EZIRNE V37N BB, 9
s ko SERE
m %m%ff;;f”*ar W
L YA, B
;éi;;ﬁﬁ@%ﬁﬁ
%) lammEs. 34
o |1 [
AR - KA <i6 8%) sa—3 A, %%W
e N L N
o oy [ IS, 5
V12 0% ) R, %y
S (5.5%) | P /S
= A LB
TR IEIRMIE.
E@W@ig@?&EME\@ﬁ
: B
=ik RO b I
R 5o %, B Eﬁ‘ﬁﬁ
T 5
SEAIENLTE
BB (e
. R %
9D, E T
ALY
g AL
R AR IR R R J%E’JI&Z\TE
%mm&%<1zz%xlAh$%E@ B
TR (6.5%) |13 T B AE IR n oma
. i 35 19 B
R,
(ARTI),
. i
VEREE
£ 0
(29.9%).
WAL R BB
e |(11.99%). | % LI o
HILE 109 00) . |11 M %5, 815 RERD
B R B KRR, £ LA
(6.9%). 16
1(5.9%)
B B R %
" (AST L #H. y -GTP L
R ALT FE H. L2
LDH | 5.5
Ja g g5
P53 (6T B
WE Y ES
o TR 15
R . B
WIRET gzgf‘ﬁ R
k1 T 7
. W,
i SR BLI
& EF e
5. dHL 118
s wgmg Mo LY
-><0)
i L N L L L
?“7;&2: WY E AT 2 &
13. BRES
13.1 fER
S, WG, SBEEOEE. MENE%S. S5, B, NS0
ﬁﬁ%“ﬁ?%T S 5
13.2 WiEd
HAERAT L & W B 212 1 O O3 5% Z 8 5.

LB, MENTIC & D BERMRETE 2w,

14. BREOEE

14.1 FEFZAEOXE

14.1.1 PTPAEEDHFIZIPTPY — PS5 L CIRAS 5 &
IHEST S &, PTPY — FORKIZE D, W OSifAEEo AE
HEEAH AL, FIZI32Ile B2 L CHERA RS0 FEE 2 60
FEAPFRT LI LD 5.

14.1.2 RHNIIEICH L CARRER 720, IRATERZ
MO T L IBET Lk,

15. ZOHOIEE
15.1 ERERfEAICE D 1EHR
L MZBWTERAZ EOH/S—F > UH LA L o B
PEEFEO SN o 72 & DHEDDH 5 o
15.2 JEERRRRERICE D < 155
T b OWAFMERER (24 A RS 128V T, 2mg/kg/
H UL oG58 THBEAE ORI A HE SN Tnb,

16. EHENEE
16.1 MepRE
16.1.1 BEERE
TEHERR AL AA0. 1. 0.2. 0.3mg#x ZEERE I HIERE IG5 L7z & &0,
MR RZCEOIEYBEE N T 2 — & & IRFEIC 7o InHERZEAL
RIEREHERS % RN TIR Y o Crmad 2 NAUCIZ R AR MEZ R L7220
7T I RE Y — VIR
W 5RO IEYBTE S T A — & (i (Z=2JERHES-)

PTPY — |

HWEHE /ST A — ¥ 0.lmg 0.2mg 0.3mg
Cmax (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£1.2
ti2(h) 7.71+1.90 6.36*+1.46 6.94%+1.09
AUCo-e(pg - h/mL) | 3139.2+548.5 | 5642.5+681.6 |9135.8+1422.2

CFIfE+S.D. ,n=8)
7T I F Y — VIR KA HIR R o0 M i RS

(pg/mL)
1000 —
i —eo— 0.1mg
i —=— 0.2mg
800 ] L oame
1m
95 600
ZE J
= |
[ 400 1
200
0-'s I I \ T T ¥
0 4 8 12 16 20 24

B (h)

(i, FHME+S.D. ,n=8)

16.1.2 RIE#H®S
Qe R LR RS )
fEFE R A ARFN0. Img% 561 H Hix1H 1A, 2H HiZ1H2[A, 3~6H H
IX1H3M, 7H BRI & ® AR TH5%T L & & o, Mk RZ b
TEFEHERS 2 TR 3 IMAE R R LRI B (X1 H 3% 5- B4R 23 H T
ERIREIE L7z, £/, HNRGHROEYEE ST 2 — 5 5Tl
ENDULORERG L D EREE o727,
7T I NRF Y = VIREREAKFIO0 . Img S5-I 0 I 5E i e

(pg/mL)
600 -

500 4

| }

300 4

g Std=}

200 IR

100 - }

0- $——o— T T T T T T T T T T ——e

0 12 24 36 48 60 72 84 96 108 120 132 144 156 168 180
B (h)

(3% 5. P9 +S.D. ,n=8)




GHEFERL (23 2 IS i)

=% 2 URRBEIC, AHIL.0~4.5me# USR5 0 1R iE
GHEFF 4 G- AR 24 H EW&) IZBWT, KRR T & B Y IS
DT 7GR L CEBICEINT 5 2 ARSI, [/
—WERE BT B E Mk mb?ﬂﬁ IREGEIZRDLNT, K
ﬁlJ)i%Eix%u?ﬁ@nm BB B ERIE *%bncmww

7 INRF /~wlmﬁxlm7kﬂ1% PAGF G- O MERE R0 5 AT iR i
(ng/mL)
18 4
16 s
14 4
a
12
o] s e 8
" oe s a 8
: |
21 a é g
a & g
0 , , = 2 & , , ,
1.0 15 20 25 3.0 35 4.0 45
g me/RB)
GEFIRFEIZB T A b5 7 (142808 . 787 —FF by =ax’)

16.1.3 EWENFIAE
TERE RN B 1T 2 ARF O A ) 22 (9 R I 261390~93% T db - 724 (41
ADF—=%),
16.2 RIR
fREERE I A2 ARHN0 . 25mg % 22 I X B S I LIS L 72 & & ol
FEREAUE DI BRE ST A — & 2 Wl L 720 T OFEH, P HyhE
INT A= FICHEREIBO SN RA QWU 2 EHEOHEE
riwboltEZzon0GHEAOT—5), B, EHNTEMS L
TR A0S 2 HLA 3 5 (ZR IR 50) K O a5 0 8510 B (&
BT OEMBEEENT X — 5 ZE L7120 ZOME toadd ARG
T3 1R & ZEfE RS- (1. 58 ) 12 bt LEER 3 A @Al 3500 & L7225,
Cmaxs AUCK Utz VNGB L TH Y . RH ORI 2
DB IV VWb D EEZ HNRZVY,
1&3ﬂﬁ
v b M & PR A RIZ17~26%Td - 727 (in vitro)
16.5 HEitt
T ICHMC-7'F 3 _F Y — VIRERKEKAIYO0 . 3mg & R G- L7z &
& MR R ORI RS D REAR L L CHEET 2, F72. #
51296 [ F TILI87.6% DRI, 1.6%AH i IZHEM S sz AHNZ
FRAHEEA PRI & & 2 S HEADT— %),
16.6 HENERE2H T IEE
16.6.1 BiBEEETRE
RN, BEGI=SZ7LT7F=0 27T A<80mL/min). H&EEE
BO=7 L7 F=r2) 7 F v A<50mL/min) & UEE G2 L7 F=
> 7 )7 T v A<30mL/min) OB FERERE & B H G OB E ET260
% R BAIZARHN0. 26me w5 L. SR A AT L7zo ZO8E. Coas
tmax L OVA/FICH B R 2ZEFEO SN o 7205, RFIRT EB Ve
IR O EE OB REREREE 2BV T, EFERAOKSMGIIERE
Lto&ﬁ\Eﬁéhtf?‘A%/—wrmmmﬂ%i&%gmﬁ
9% T - 728 WHEADT— %),
7T I RF Y — VIEFREKRAIO0 . 25mg
HEP G OSEMBIE N T A — & 18 (R . B iR E R

InTIoA|m| Avc | we | cLwR | cL
#|(ng-h/mL)| (h) |(mL/min)|(mL/min)

(mL/min)
o 733+ [113%| 4= | 277+
BB | >80 161 1T | 27 | 859 | 59.0

PHRR

BEALIERRD R o 72, B2 ) T T 2 A(CL) 1330~39%F = 12T
L. tel3ERE L7209, Sz s, KESFEOERE S FF ik
FEN L TRME ST SNL Z EAVREEI Nz (HHEADT—5),

F7o, N—=F 2V UIRBEIIKRA.0~4.5mgx KA L. 25
ARTE GHERF A2 5-BAA R4 H B D) (2 B81) 2 e B (5261) 7 5. #
TR 2L =Y a vy 77—=<aFAT4 7 ABIICEYV T~ %

TR L OB (288112 & BB A BE LR, AFlo s )T
TV APMET T 5 2 L DR SN, [10.22808)
17. BRERRXIR

17.1 EHHERVCRLMICET 2 HE8

US—% 2 U9R)

17.1.1 EANE THEHER
N—% 2 URBREISH E MR L L-EN S EERLLERBRICB W
T, AF#I(0.126mgx2[l/H X Y #i¥g). 7uE€2 ) 7F v 2 2 VERE
(1.25mgx 1[H/H & ) #i#) Wik 77 & R & 1 28RS L7z, AR
#l1x 7 9 4 K & Iz LUPDRS (Unified Parkinson's Disease Rating
Scale) Part II (H # 24 i%81F) & OPart I GEBIRE ) O #4523 7
EFHEBICUE L, $/20 AFOAaT7oLEEITOES ) SFUR
VOVERKEIC IR L S v S EAURE NP,

[N — 5 B M G BRnk A
(UPDRSD & &5t A 3 7 02tk (MEFF ISl — P 5-wifi) )

e ZALED PPX vs|PPX vs BROM
EEasDIE e | 5| GHERRI Bl
(st |UPDRS e 5T g B 1:;@; Al
—$50) |™ (90%CI)
~2.50
PPX [102
Part T (=399 | 001 0.74
RSN PLAC [107| —1.00 ) (=0.16~1.63)
SRR BROM |104| (—3.25)
A AT 3| -10.00
@8.5065) | PPX 1102} (11 75) o001 1.76
artll Pprac T107] —5.00 O (~0.65~4.00)
BROM |104| (—9.98)

¥ G HPPX 1 77 I F Y — VIEEERIE KR Y. PLAC: 7 7 & &K,
BROM : 7HUEZ ) 7F X2 )VERE

b) Z bR G gLl & (FIgMH) 2R L7z

¢) Wilcoxon ZfEAMIEDplii % 7~ L 720

d) [F&EBRFL A 1ZUPDRS Part111.0. UPDRS PartIl2.0
F 72, UPDRS PartIl XIdPartll D4 &FA 3 7 7530% LA E Ol %
L7 EBI O A 2 R FITRT

TIINRFY— )| TOES) SF — -
BV L) R OLEEYE 77t R

UPDRS PartIl |56.9%(58/1021) |49.0% (51/104f1) | 29.9% (32/107f1)

UPDRS Partlll | 63.7% (65/102f1) | 60.6% (63/104%1) | 36.4% (39/107f1)

ARFN T ORI FEBLEIE1269.6% (71/10261) T, L4 EWEHIZMEARR
23.5%(24/10261) . MEA(18.6% (19/10201) . EHAIEL6.7% (17/10261) |
TAF AT 715.7%(16/10260) . AHFE12.7% (13/10261) . %I H12.7%
(13/10261) . 1#IK11.8% (12/10261) . & F210.8% (11/10261) TdH - 72,
17.1.2 @S E TR
N—% 2 UHREREIZBGI E AR L L s S EE R R B W
T, AF#1(0.125mgx 3[l/H & 1) #i5) Xid 7 7 & K & i 328 ¢ 1
5 LW, AHNE 7T 2R L i L UPDRS Part 11} OPart I D 44
FIAa7 2 HEIcgE LY,
WY B BB R
(UPDRSO &7 A 2 7 OZALE (HEFHIRAAE — $%5-7ifit) )

?n"%—-;(j‘%? ‘ % 'ﬂ:Eb‘ PPX VS

égﬁ%) UPDRS | #4585 _fsji (HEFFIIEHSS | PLAC

il B g5 | e
o PPX |163 -1.9

2 ‘;;;#%‘ Partll Forac 10| 04 <0.001
ey PPX |162 -5.0

(248.323)
Partll = a0 05 <0.001

BEWHIE o) o0 || 10.2= |15.3%) 207= 206 =
e 2.29 3.82 | 57.2 | 79.0"
A 30~49 |5 16.4+ [36.3+| 192+ 105+
REREE 5.45 18.8 | 525 | 43.9%
e L e 599 3| 22.6% 38.4%) 131+ 32.8%
BEE A 3.48 12.7 22.2 15.6

(JE1)n=5. ¥E2)n=4. VP =S.D.)

72, BAANZGOGRN—F 0 VIRBBEICAF R T T I xE Y
— VIRRRIE A O 2 5 L TR oo msehigEr— 5 # H
W7 RHE RS B EE AT DGR, 2 LT F =2 ) 7T 2 AH80mL/
min7* 5 30mL/mint AL T § 2 L8127 ) 7 5 2 AEHI53ET L72Y,
(7.2, 7.3, 9.8.2&]

16.7 EYMHE(EA

16.7.1 Y AFT 2. 7Y ATUIERIE
TREHE R N 1261 % % RAARFN0. 25mg K OV A F ¥ > 300mg % PF IR 1%
G U AR OSERBIEEIC T T 2 ATV v OB BET Lz, ZOfEH,
ARFN BB 512 1 LR % 5 TRARF O R i R AR PEI = (2 F &

a) B G HEPPX © 7T I & Y — UIEEREAKFIY. PLAC : 79 &R

b) 248 . 326:ABR D ZE ARG UL, Z DML TFME TR L 72,

) 2483263855 1X Wilcoxon ~fEAME . Z DMIZANOVADPEZ /R L 720
ARFHICOEIMER FEBLE A 1381.1%(133/164491) T, = 72 BRI LR A
32.9%(54/164%1 ). F B o F \227.4%(45/16461 ) . A HR %iE19.5%
(32/164%51) . EHR17.7%(29/164%61) . 1 JJfiE14.0% (23/164%1) . f# Fi
12.8%(21/16441) . BEFGE12.2% (20/164%51) Td > 720

17.1.3 B E T HERER
IN—F 2 VIRBETE E R & L RIS B W
T, AF#1(0.125mgx 3[l/H & 1) #i5) Xid 7 7 & K & f L3208 ¢ 11
G- L7z, RANE 7T 1R L L LUPDRS Part 1T 2 U'Partl O %4
FPAa7 e FEIcdEE LY,

_4_



A=Y S R
(UPDRSO &7 A a7 OZALE: (RERFIRA A — 57 fit) )

i | EfCEY | PPX vs
é%gfi; UPDRS #2587 | fil | GREFEIIRAE: | PLAC
i B B | R
e PPX (144 -2.7
NeF vy Z;?#Fﬂg‘ Partl e a3] 13 0.002
ke PPX |144 -6.2
(248.324)
PartIll PLAC 1142 06 <0.001

) G HPPX 1 7T I XF Y — VIEEREAKAIY . PLAC: 75+ K

b) 248 . 326:ABE DO ZA I 1L Il Z O FEIEHE TR L 72,

) 248 . 326785k 13 Wilcoxon AR E, ZDMIZANOVADDEA /R L7z
ARF T OFEIEF S8 BLE A 1364.0% (94/14761) <, F % @E AR &
21.8%(32/14761 ), MHHK11.6%(17/14761) . %77 4E10.9% (16/14751 )
FEIMED F1310.2% (15/14761) G ARG . 8% (10/14761) TdH - 72

17.1.4 B ELERER
IN—=F 2 VIRBE2460 F MR & L EERILERBIC B W
T, AFI(0.126mgx 3Wl/H & Y #ilg), 70aE€2 ) 7F v XV IVERIE
(1.25mgx 1IAl/H & b #i4) i3z 75 £ R %2 % E9H H11HM&E %5
L 70, RANE 7T 2R & LUPDRS PartIl % OPartll ® &4 5F A
a7 R A EICEE LY,

WA R SRR S BRI A
(UPDRSO & &t A 2 7 o2 b GHERHIIRAS i — $E5-1i14) )

et Ty | Zf® | PPX vs
et UPDRS #2587 | B | (MR PLAC
B 5w | e
o PPX |79 -2.50
RSP, l/g;}%" Partll o e Tes | —050 | 000
W PPX | 79|  —6.00
(248.326)
PartIll PLAC |83 200 <0.001

) GHPPX ¢ 77 I F Y — VIERIE KT, PLAC . 7&K

b) 248 . 326 B DO ZE AL (L LB, Z DAL FEIHME TR L 72,

) 248. 3267 5% 1 £ Wilcoxon “IEAME . Z OMUEANOVADDE %R L 72,
ARHN T ORINEFFEBLE£1485.0% (68/8061) T, T 72 BR3P
TMES5.0% (28/801) « ¥ A ¥ 4 2 733.8% (27/80f1) . 4527 .5% (22/80
). & F\222.5%(18/80%1) . AHR15.0% (12/80%1) . $#%L13.8%(11/80
B)THo72,

(FEEIPOBEDFRMEL X ML XL v T ZEMREE (FIERIERREEZEE) )

17.1.5 ERE I 185
FEEEMEL A P VAL y 7 ZSEBEREE A 2 5 L LZEN - EE
MILEGABRIC BV T AHI(0.125mg x 1/ H & ) i) ik 7 F R
O EIFE ¥ G- L7z, RAENE 7 7 2R E g LA REIRR Y 75
7 LT E B e 5 (PLMD O F B el b &R Lz, F72.
BELA MLV AL Yy 7 AEGEREIIGE 7 )V — T HEAEE A 7 — )V (IRLS
International Restless Legs Syndrome Study Group Rating Scale) &
FRAITOR=ZAFA4 Y HLOZLmTH T I RERBLTHES
WA ERIRLY,

PLMIDZEAb i
e 5B BEGIEL| N — A T A V| $% 5638 | 2 LD |PPX vs PLACHE#EY
PPX | 20 29.6 46 | —25.0
PLAC | 18 46.0 395 | -6.5 0.0019

IRLSE&# A a7 02L&
PG ERIE N — 2 5 1 ¥ #5638 | (i |PPX vs PLACHE: B
PPX | 20 23.4 7.3 | -16.1
PLAC | 21 25.1 18.7 | -6.4
) PeG-BEPPX - 7T I F Y — VEREEE AR . PLAC @ 74K
b)PLMI.IRLSAFI AT 7 RUN—= A5 1 b OB LRI FIGHE TR L 72,
¢) ANCOVADpPIEZE R L7z,
RHNTORNERFEBLEA41328.6% (6/2161) T FIEH LI . 5% (2/21
Bl RS PERIAMIGEA. 8% (L/21451) . [l F v4.8%(1/2161) .k
R4 . 8% (1/2161) | (H b4 . 8% (1/2141) , HEtnd . 8% (1/2161) Td - 720
17.1.6 ERNEIHEHER
BV A ML ALy 7 AFEGEHBE A0 &2 0t R & L2EN - EEMR
IigaRER I BT AHI0.25mg. 0.5mg % 0°0.75mg/ H O 52 & %6
WG L. 5] &6 & A#0.25mg ~0.75mg % flexible dose T1H 111146
WG L 7-H, AR#I0.25mg. 0.5mgl 00.75mg/H O3 o H&
BEIZBWTHIRLSEEI A I 7 ONR— 25 A ¥ 55 DL LS00 L%
U720 10BL O A EEAEEE 4 (0-10 © 871, 11-20 © P&, 21-
30 mEE, 31-40 ¢ JEWICEE) I B W T EEES IR GET L2 L%
HEHRL. BEMICEROD LUEE R L. T2 FERBIZBWT,
55218 % TIRLSE R A 2 7 05E L7zl %ok L7217,

0.0005

=y ]
P58 WEGIE | N—254 2 | K56 b
PPX (&5 154 22.3 10.1

e
=254 2| H5128 | Be5oal | 5520
ERVER 0 138 ) . 181 | . 19
,,,,,, 223 | .82 | 73 | 49
— —-14.1 -14.9 -17.2

) 5-EEPPX ¢ 75 3 X% — VHEREE KA
IRLSEFTA I T RUNR=A 5 A 05 DELEITTFIHE TR L.
7B, WK0.75mg/ H 7 & @ik 3512 5 1k U 722354 C & BV E R
IERED LN o7z,
RFC o E AR 38 BLE A 1360.4% (93/15461) ¢, 3 7 BIE A IE L
31.8%(49/154%1) . MENR17.5% (27/154%1) . BEIGT7.1% (11/154%1). BHAR
LIS . 8% (9/15441) AELS . 2% (8/15441) MR IES . 2% (8/154151) T - 720
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18.1 {EAF

18.1.1 R/NI > D2ZRHICHT 28A0M (n vitro)
AHENE K83 VD257 7 3 U — (D2y Dsy Da) 1250 L v BRI
R L7,
DI U'DsZ AR 0§ 2 BRMEIR S e p o 721

18.1.2 K/N3 D22 R {FRIEERA
MPTP (1-methyl-4-phenyl-1,2,3,6-tetrahydropyridine) #% 76\ I 73— &
UV UIRET VI BT, BGR Y T AR K83 L D2 AR
PERNC & O BEER & SO IO TE 2 F 5 L7 (7 7 )2, F
Joo AT K= V5D 5 L 7Y —IEIROEEHEM 2R L 72 (5 v B2,

18.2 N—F >V U iRBIERSEER

18.2.1 MPTPERERKEER
MPTPi#ESE/S—F ¥V VIRFHERZ 70 €2 ) 7F v AV )VEEE L )
RS THE L2 (7572,

18.2.2 EH) - BRI T 2% E/ER
LV Yy B IER) - BMEROUEEH 2R Lz, 2D 0U#EE
FIZLVAR BN O IC L YT 2 2 L sBo b5z (v A)P,

18.3 LR ML AL v J ZEERBBEROXE/ER
6-OHDA (6-hydroxydopamine) |Z & ) IO K783 > #iifd % 20 S &
727y MIZBW T, B EAT) ATE R & AL RE R ASE N L 72 A%,
REFRGAZ L0 2 S oI IH & he®,

19. AP ICEY 2 EB{EFMAME

LN
75 3 RF Y — VIR KA (Pramipexole Hydrochloride Hydrate
(JAN). Pramipexole (INN)) (JAN)

a4
(S)-2-Amino-4,5,6,7-tetrahydro-6-propylaminobenzothiazole
dihydrochloride monohydrate

FR
CuwoH7NsS - 2HCI - H20

oy
302.26

(EXIN
H ORI B EO R R KICHD THEITFRL T, A7 7 =i
RRETRT L T8 = (95 IR RHETIZ W,

=i Sy
H H
A~ N, S
H;C
N C[ />—NH2-2HC1~H20
N
#9290C  (53fi#)
SrICAREL
logD=—-0.2(-42 % 7 —)V/0.067mol/L") ~ Efi#% . pH7.4.20C)
22. Ak

(E - ¥ 70-I1$20.125mg)
100$E[108E (PTP) x 10]
5008 [10%E (PTP) x50]

(E - ¥ 70—J$80.5mg)
100§ 108 (PTP) x 10]
5008t [10%E (PTP) x50]
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