sk 2024476 H 2T (5300

3% 20244F2 H LT B EEBRSHEES
BT R SRGE JJC=~ i (—X~/v)° S ] 871169
B RINS ARSI \—F 2V VimiakH] i

LR RLVAL Y I AR AR

TS EINFY—VIGEIESE

ans TSENFY=IVIERIE0.125mg Y T4
TSENFY-IViEEE=0.5mg 971

PRAMIPEXOLE HYDROCHLORIDE Tablets [SAWAI]

i
En

$£0.125mg $£0.5mg
& R B 5| 22500AMX00061000 | 22500 AMX00062000
)R - EREOLSEIC L Y HT L L BR 55 B 1A 2013461 20134£6 H

] mse (FEEDSEEORFREMEL X SU AL v I RTERE (FREILET

E e “ ST BEIEIREL))
ROV RENRIER THAIEF D' SNST DB D. B ORI TS 3 %y — VIR HI & L T0.25mg

= R c hall Ot a3 e i
i;:?gﬂgﬂﬁgéﬁ;g%iig;gﬁ;gﬁgg D; % LH 1A B2~ 305 B A AR T 5.3 B0 485121 H0.125mg
t&<ﬁ%b‘¥m£m¢m§ = O %&oﬁ LY BEIEE L. SERICIE U CLHO. 75me % 8 2 7 W < 3 e b
. BRI S R B B & SR W BA5, BEEZLEAMI EOMEZ HITTIT) 2 &,

32 &L08.10 11.1.188] 7. BERUHAZICEET 2R
N—F VY IR
2. BR(RDEBEHICIFIESULEWVTE) 7.1 RHOFG1E, LEPOEE L. XIESEOFMIEIR, LR
2.1 MIm AR L C W A TREME O & 5 e [9 .52 ] JER. MESOBE L 52T, BEICHERE (EEIHE1.5
2.2 KH OB LBEEDMARED S 5 B ~4.5mg) ¥ THIET 52 E.[8.2. 9.1.1. 9.1.3, 11.1.258]
7.2 ERRREEE B E 1T A Gk
3. #HRL - MK KD X9 PGk % B85-80 5 LB Rl ER L
3.1 $8R% WHEEISHEET 528, b, BREREEE ST A2HRK
o g | 77 ISEV VRS | 77 3N - VA IHEROCREKIARIEFTEOEBY E+5,09.2.1, 9.2.2,
0.125mgl 7 1 | 0.5mg[ 7 1 | 9.8.2, 16.6.1z]
BRI 7T 3 RF ) — VIR KA PRy
(1] | 0.125mg | 05mg INTFT R 5 | WEIERSR | RALHE
A 7\07‘7 V) Y Mg. b '7\'\‘5_13 = A A S M= i S = (mL/min)
Eilt)la—A, D-vr=bF—)b 1H=& LT
3.2 WFIDMIX 1.5mgiii
Ho4 7T IRy — VRS | 7T Iy — VIR S 7 I/?’-%: v 1H 2[5 0. 125mg 21l 4.5mg
0.125mgl 47 1 | 0.5mg[H 7 1 | 717 A=50 |1H®EELT (1.5mg % 3[al)
1.5mgbl I :
o — — 3k
A ¥ ERE L WR e S | 1R | 0.12mgxm | | 2ENE
T (mm) 6.0 10.6%7.6 07 VTF =2 gimges. | 0.125me x 1 L.5mg
5% (mm) 23 78 2075V A (1.5mgx 1[a])
Mplo—F SW PM1 SW PM2 BEREIREY))
. 7.3 FEMEL A ML ALy 7 REBRIICBT 21HRAESG5
4. SHRESLIBZHR (0.75mg) It /X—% >V UIRBEZ L) bRV 20, 2 LT F
ON—=F2) /1% _ =277 7 ¥ AH20mL/minkh kO FHERERE B E T
OSED SEEDHRIELR bUAL v I XIERE (TS BB T . BT BB S LTIy ) S %
LETREAERRE) 20mL/minskilh O 5 5 7 A EREE 5 1 51T 2 AH O A
5. MEEIHMRICAIET 2= ROZEMIHEL L ThRwvizd, s OBFITHS 2 4H
LA ML ALy 7 AJEGERE (T RFIEATIEGER) OB WL, DOFEHIZOWTIE, RO L fERt s ZE L CHEEIC
BRL A ML AL v 7 AIEBRERIZE 7V — 7 OB W K O E AR HIWi+ 52 2,09.2.1, 9.2.2, 9.8.2, 16.6.12H]
J&E A ’7’j)bﬁlﬁ’5§‘lg‘ﬁ¢:£ﬁ{ﬁ L. HHEZ 72T E 10 RIE 8. EENEANIEE
FFHL. (GHBELLE)
6. BERUAS 8.1 ZESEMBEIRAS (- & ) B E R A T L BIASHE S T
U= 5 Do ERMMERE S L/IEROHIZIE, IR BRSO
WE. AT T T IRFY — VIEREKIY E L CIHE $9 BRI ZRRD e o 72818 B\ T G- B TR 4R DL R
0.25mg7 51k L, 2BHEIC1HE%0.5mgs L. L@ LIl TRE LML HE S Tn b, BEIEAHO
B L2t LEAMBICIHE L LT0.5mgd i L. #iH RFEMMEIR K OCHEIRFIZ OV T L CHAL, BBHE O, #%
w(EHEIH&E].5~4.5mg) * EH DL, IHENT T IRF Y — WOEEVE, SIMEESERE ) MEEICiEE S X ) TR
VAEERYE AR & L C L. Smgskili o8y & 12212 58 LTl FT22 k(1. 11.1. 18]
£HIC, 1omgll EOBAR3E IS E L CHARRENES T 8.2 BSOS, »Ev, Uh{bA, SbOXEORY
Bo BB Fl FERIC LD EERIEATE 545 1HEIR PEIRILFE 12355 CRIRATR SN B 2 L3 by $72. SHD DR
4.5mgx iz E, IRDFEEH L 7284121, JERORE IO UCL a5 x

ks % 7% EOmMY B ET) 2 Eo[7.1, 9.1.2, 9.1.3ZM]



8.3 LR P83 RS U IRMEEISE R G L D) L SRS
(8 AR AT O BSOS AT R R 2 B I2d »hb
53 FRRIICE ¥ ¥ 7V & #E ) RIIREE) . R TERR L,
s E . BREFOBEFIHEEIHRE SN TwEDT, 2
D &) BRERDFH L7210, 3G 2 k35 7%
Y REERITY) Sk, Fho, BEARORESEICIZOL ) %
B E O FEIRICOWTHT 5 2 &,

8.4 X=XV UYREEIIBWT, KFOWE, LB LY
Al WET A Lo B WEIIIHIEIC K0 EEAE R
RHERTHIED DD, Tl I VBRSO 28R
W AT IR X o SRR 1 (IS . R, 9 O,
WS, FET. EREOERT M ET2) P obhb L
Wb B, FRELAN VAL Y ZF AREFERBHIZBWT
FE X=F 2V HREFE LD S HEIMUN 2D, kL7 < T
b Lo [11.1.42 0]

(FEEHSTEEDHFREELV A NVAL Y J REIREE (FEESLER

BESEIREE))

BE AF GO PRI v aREAEHEOHRGIZLD
Augmentation (77 ] D FEIRFEBL 20 M DL E R £ 4. fERO B
B ABONEANOIERILR) RO SND Z DD D720, &
D &9 RIERDTFRD N A1, WE S 2 i35
G EDWYLIEEEZH LD 2 Lo

9. HEDERZHITDHEEICAHATIER

.1 GHIE - BEEEOSDESE

9.1.1 18, EEEOHEMIERNIEENSDEHEEDS D EH
JERDBIE IR LRI 2 0B H[7.1, 11.1.25
8]

9.1.2 EEIVREXRIZZNSDEMEEDH D EE
EZHERNESEORIEAPBHE LS T 22BE0W0H %,
[8.2:H#]

9.1.3 BIMEEDEE
JERAEALT 5 2 B 5. [7.1. 8.251]

9.2 BikHEEEESE

9.2.1 BEEEEDHIEH
FERDRRBEL R T A BENDNH 5H.[7.2. 7.35H]

9.2.2 BREEEDHH 2EZF(IUVFZ7FZIUIUFPSVAN

50mL/minzkiis)
Ho) 77 AOKTICL ) REOHE R ERS 2 72
O, G R LBRAR IR L a0 SR IS 5
Eo RFNTFIIRPICRZ(IMED F FHME N D, T2, BT
B D D CIXIEF IR L B R T o 43 7 TR ER
VDT, TOX) EEICH L TREZ L 2275 1H
FEIHG T2 E.07.2, 7.35H]

9.5 HiF
TR IR L T W AU D & 5 I 133k 5 L 2w 2 &
B (5 v N E ARG EFERE T, LTOIZ 25500
LIl CTwb,

- HRRE N O — M A S RE R (Seg. 1) (2.5mg/kg/ H #5-5F)
T, MF7T0 T 7 F VEEOKTICEDS HHREOKT

- PR B 538k (Seg. 1) (1.5mg/kg/ H #%5-%) <. I
BT 77T VBEORTIZHD EFRIBEORMA

- JERERA M O LI 53085 (Seg. 11) (0.5mg/kg )b/ HA%5-5)
T, MG 707 7 F EEOR TS A AR
[2.1zH]

9.6 %%

(=]

FHIEZBETT 28, B MZBWTT T T 2 F v a IS

B ENMESNTBY, Tz if T 2R H 5, 2

B, BWER(T Y P THITHANITT 5 2 EDFED LN TV 5,
9.7 INR

ANREEE RS & L 72 EIN IR BER L FEH L T e v,

9.8 SHEE

9.8.1 BHDREZRE L 2 SHEICKRG T2 L. EEFD
FERD D S b7z a12id, e 3G 2hikds L &
IS, REIIS U TG EE 2 I 2 2 &0t 2 AL %
1792k N=F 2V VREEZHRE LHRRBRIZB T
65t L Lo @ik TR A I Ly KRR O RSHREIR O 5Bl
D WEIAFRD 5N TV B,

9.8.2 A (1H1IH0.125mg) 2> H %5 & BitAS % 72 & EH O IRFE
BB L OEEICKS T 52 L, RENTTITRANTRZELL
o T THRES N L 0%, SilmE TIXEREIMET L Twas 2 &
ML\ [7.2, 7.3, 16.6. 12 ]

10. #8E{EA
10.2 HAZERWHAICERT S L)

FAI 5 EEARAER - 151 7 W - fabaA T

NFF VEEREN LT AFATT . MR\ AT viaER e N L TE
TEHRES 28] \SEoRIER 83 | HEIES Lz 35 & ofF I
VAFT U TRUNAIEDNDHDL, ZOEN, AEHEVIEWTR
5V IR 59 BEAITIE, K| D OFR OB R 5w
[16.7.1%0] HlaegadsZ e, BPL. B2 0TI AN
BTFIs2EnH5b,

I TERDERT 2 B2 B IR 5 TR 205,
=0 Wb %, ARENE DG &0 FE Y
ROMREMENE R BN b,

R 3 U HEEPUA
T ) FTIVrREDBENND D,
¥, 79a7x /)
SHEHK, X braS
F3IN, FoRYFr

Pos—F v UH VAF AT T, KMHEIERA ST A
LA RS Jra) YR, sEELEORIER |23 2,

K, 7y Y DT A DD
FEYE., FoF¥T Fo5 |5,

1. 8HERA
ROBWERD S S bbb 2 EWd DT, BEE T2,
FLRDFRDO NI E I G & k3 B 7 &) 7 WLiE & AT
3k,

1.1 EXFEWER

11.1.7 ZRFEHIBERR (0. 1~5%Him)

BIIEOD 22 WERSSRYIRIR AN S b b 2 &3 A.[1.. 8.1BH]

11.1.2 $18(15.4%) . E18(0.1~5%#i). BAE0.1~5%%F

)« BN (0. 1~5%Ai) . $8EL CHEAH)
RIR (BIZKH) . #H, FAZ, W, islosdbobhs b
BHBHOT, TOL) AT, BEXIESE2HIET 5L
LB, TG U CHURMmIE 2 M 5 % 2 & o) 7 WLiE
217 2 EL[7.1, 9.1.13H]

11.1.3 FIFIRRIVE VY TNEE 7 WEIREF (SIADH) (HEAH)
e~ Y A ME, EEE M. SR N ) A 8RR o
. ERIR. R, ERRBE LA A JURIR ARV E VAN G5
FEBERE(SIADH) 238 5 b b Z ENHHDT, BFEHBHRH LN
A3 G ek L, KRB OGRS #Y) 2 LEE 175 2 &,

11.1.4 EMEREE HEAH)
=XV VIRBEIZBWT, RHO S EE TRk &
0. EUSEEEEDSDH S DNDZ ENRH D, BEETHIITV, 5
B, EREE, MBS, SEOMME., NREEER, W E
W, BEIR. ML OZE), 38T, MECKD EAEDDH 5 b8
B EMEBEIEOEIRTH 2 feltEDH 5720, F%T-14.
WAL RESHL RO OB 2 LTS 2179 2 L. [8.45 1]

11.1.5 1ERUBAREARAE (JE A H)

R, BJ&, CKEH, MR RP I+ 7oy 5%
b B RERUTARRED D SN D 2 LD Do HRLTBliR
FEIC X AR EEEOREICEST A,

11.1.6 FFHERERSES (HHEAHH)

AST. ALT. LDH. p-GTP. # ¥V V¥ v FHAEONFHbER
ENHODONDLZ END 5L,

REN DI ATEIG | AANE B3 AMEBFETH
D PERIC X A o1
RIS 2 B2 NWhd 5,




ek

11.2 Z0fthDEIER

14. BALOER

14.1 FRIZZHIFOER

14.1.1 PTPAZEO#KIZPTPY — M 2500 L TIRAT 5 &
IIRET LI L, PTPY — FORREIC LY . BEVEAEE A
A~ A L, T390 % B 2 L CHERRIR 45 0 E 5 2 4 0F
FEEIRT LI ENDH D,

14.1.2 RANIICICHK U CARER 720, BRAER ICPTPY — b
ORI L IRETL L,

15. ZDMthDFR

15.1 ERRERICE DL 1B
L MIBOWTARHZELIS—F 2 UH &AM & DR E
IO SN Lo/ OWMEDND 5,

15.2 FEERPREAERICE D < 158
T v PO AEERER 24 HBEERS) 128\ T, 2mg/
kg/ H UL L oF 52 CRIFEZEMEOMEN I S Cn b,

16. E4EhRE

16.1 MR

16.1.1 B@EigS
fERER NS T T I % Y — VIRERIEKFI0.1. 0.2, 0.3mg#k ZZjE K
WCHARE OG- Lz e &0, M RELEOSEYEE NT X — 5 %
WENRT o Coa X FAUCIT R BN Z R L 72V,

75 3 Y — VIR I S O BIE (5 A — & (2R S

B ST X — 5 0.lmg 0.2mg 0.3mg
Crmax (pg/mL) 294.6+46.3 583.2+69.9 766.3+88.8
tmax (h) 1.5+0.5 1.4+0.5 2.3x1.2
ti2(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

(Ghgeth@E)
5%k 0.1~5%Ai | 0.1%Ai | HEAH
S SREE IR
B8 S, FIRE. 18 . €O
R B BE JiE
i - R |ICK ES-(7.5%) | T B
L - KA AF AT T|VA N7, B L
HER (17.5%) . & |JCie, HRRE, &
R(16.8%). @& %, I 4 7
O F wI—=xX A, EHRN
(12.5%). FH|IZ < W, HE K
9ifi (5.5%) O E R,
IN—F V=X
DI
EHMRR O N i SRR KIE, &
(8.3%) UE . MERHEE N
R gk, Rob 5o FHL BITIK
&, B, =W T
FEMRER A A RAZ, M E. e H) B B
(12.2%). W& 5 w45k & o B (4 K
R (6.5%) . REERE. A e RZ. 9
130 BRE IR, R CNE L3N
b N % . K
£ DN N R
ROTHE, TR
WoR, B,
I A B LR
2, W (RE
B, s
s PR
HiLE  |E OB, BEE. B TRE R
(29.9%) . |%&. LE&m. 1
H oAb A RN SERUE.
(11.9%). fEFL| A L7 A
9.0%). H R
e 1%(6.9%)
M- (5.99%)
JFF I JIF 7% BE 22 % (AST y-GTP_L 5
+ H.ALT L
5. LDH I 574)
53 A A SV i
T, KEFRVE S
A
13 il e
TELRER i, g%
WIRER PEpR AR, REH PR P
[Z1ES
— k& KA T E K
s i, BRI, I
& B TS
Yy E¥y§5, i
B, 118
AT - PR 3 fiti % .
Leo<h
At R HFEEE

) AR SN B A, G HHOUE R ORGSR IR &
vl AIERAT) 2 k.
*(PEEDSEEDHREML R MU AL v I AERE (FRERLET

HEAENREE)

)

(F35fl £S.D. n=8)

16.1.2 R1EHZS
(e R AR HER )
TERER 8B 7T I %y — VI FRE K0, Img% 451 H HIZ1H 1
|, 20 Hix1H2[E, 3~6H Hix1H3ME, 7H BiE1m &% AR %5
L7ze &, M RZELRIERE 21 H M5B MG 123 H TR I E
L7zo F72, RIS HOEDHE ST 2 -5 LTS NLLUED
FAEPEGAZ & B BV 7 0o 727,
GHEFFR LR 2 IS v i 1)
IN=F 2V URREEIC, 7T 3%y — VIR KA. 0~4.5mg %
BAERR I 512 0 58 5 IR (MR G- A 24 0 H DI 12 BT it
BEPREO N T 7GRS L CEMRIZHEINT 5 2 L ATRIE S
Nize F—WEREIZBITHEERED T 7MIZKE LELIZRD S
T, 7T IRF Y — VIEBREARAY KRG B OEFIREBICBIT S
LRI LN o72Y,

16.1.3 EMZ200FIRZE
EEER NI BT 57T 3% — VIRERIEAKFI 0 4 W27 1R 220
90~93%TH - 72" Y (FHEADT— %),

16.1.4 EYZHIEIF R

(TS ERFY—|VIEEEIEHE0.125meg[T D1 1)
7T IRFY - VIERRIESE0.125mg[ T A JE ¥ - 7O — VEE
0.125mg% RN AT T2 Z N 2N1EE (75 3 _F U — VI EEHE KA
Wy & L C0.125mg) ZEfEIE HLAIAR I 5- (7 1 A 4 — 8 —3) L. i
FTSIREY = VIBEENE L. BONEYBE S 2 -2
(AUC, Cmax) \Z 2 THERHIRIT & AT o 72 5, Wi o> A 50 [ 54
WHERR S 29,

F AN G G OSEY FE N T A — 5

5% A

A - KA
LTI

LA ML ALy 7 AEMFEREDaugmentation (2.3%)

13. BEKRS

13.1 fEIR

Aol Wk, WO, EBHES, KR, B RIEEFED
FER % ZEBLS 2 W R D % o

13.2 WE

FEERD R S NG 1213, PR ORG 2 Z BT %,
B MEEENTIC X B BREIZEIRFT & v,

Cmax Tmax T2 AUCo-24nr
(pg/mL) (hr) (hr) (pg-hr/mL)
75 I RF Y — VIERRIEE
0.125mal ¥ 7 1 | 251 £55 2.1%£0.9 6.8x1.1 2597 +601
¥ - 70— )V§80.125mg 233+50 2.7+1.3 6.4+0.9 2512+616
(Mean=S.D.)
300 - —e— 7T I XF Y — L0, 126mgT T 1 )
g% —eo-- B+ 70— ILER0. 125mg
i Mean+S. D. (n=20)
i
I 200F Yoo
= ML i :
¥ L |
i i L
W 100 FL L ‘
b H
3 :
(pg/mL) | o
Tl 1 1 1 1
0111234 6 8 12 24
05 15 PO (hr)



MR 5 NIZAUC, Cmax®0/85 4 — %13, WEREORIN, &
WOBRILAIEL - BER S O RBREAFIC X o TR TR S 5,
16.2 MRUX

BEHEB A 7T 3 _F Y — VIEERKFIY0 . 25mg % 228 33 Atk 12
B8 G L7e & & oM RZEAUKOSEYBFE /ST 2 — & % K
L7zo ZOR%, SYBHE/ST XA — Y ICFEREEIROLNT, 7T
I RF Y — VIEERE AR ORI T 5 BHOBEIL WL 0L
EZONZDMEADT— %), . EINTIEM S RS A
T % HLn G- (RS RS G- 0 1 H B (k% 5) o3 s
BT A= R L 720 ZORER. toad T E PRI G T3 1K & 2208
B  (1. 50 ) 12 T LIE R 3 2 @M 255260 5 17225, Ciax AUCK DY
talZWFNOEULTB Y. 7T 3 R_EF Y — VBRI KR O
T LEFEOFE IV OLEEZ 5D Y,

16.3 91
b M & A A 2117 ~26% T db o 728 (in vitro)
16.5 HEftt

HEHERAAZNC- 7T 3 X E Y — VIREREE R0 . 3mg 2 13k G- L 72 &
&L MHER R ORI KE AR E R L LCHEST 50 720
596 £ TI287.6% AN RIS, 1.6% 2 Fh ICHEE S 7z 7T 3
A — VIR IR AT (IR Fr AT R & 2 B 7z (GHE
ANDF—%),
16.6 HEDERZEITDEE
16.6.1 EBiEEE=EE
EFERA, BEGISZ LT F=r 2 )7 T2 A<80mL/min) . HEEREE
B0=7 L 7F =275 A<50mL/min) R N EEG= LT F=
> )7 T v A<30mL/min) OB A RE R & B AL O AT B 2651
ERRIZT T I RF Y — VIREEEKFIO0 . 25me % 65 L. S BRE %
WEt L7 ZO8FE, Coan toa X OVA/FICHE R ZTRD SN0
7oA, RFISRT LB Y i3 PEE R O EEOFKERERE ICBY
T, BHEAOKSMGIIERE L7z, 28, BTSN TFIREFY—L
YRR KA 33 52 DH9% TH - 722 HEADF— %)
7T I RF Y — VIR FRIEKFIY0. 25mg HLAIF 5RO Y BRE N T X — & (H
(ERERCN . B hpERE &8 )
JLVTI=r

T - * AUCo-= tiz CLw/F CL+
LSRR 7(&5 e )7‘ B (gh/ml)| @ | (mL/min)| (mL/min)

TR >80 6 |7.33+1.49|11.3+2.72]411+85.9| 277+59.0

HEFBIE | s0~79 | 6 |10.2+2.20|15.3+3.82| 20757 2| 206279 0%
il 2+2.29(15.3%3. £57.2|206%79.

It # L UPDRS (Unified Parkinson's Disease Rating Scale)PartIl ( H
WAIGEIE) L OPart I GEBYRE I AS) O KGRI A I 7 2 HEICUEE L
Too T720 7T INFY - IEESEAKB O X a7 OEIE T E S
) 7T AV VEREIZ I LS S N S EATR SN B
[P 3 E AR BGRBR G (UPDRS D 4 & 5H A 3 7 O 2L GHE R e fili —
BeG-wifit))

S{ei? | PPX vs | PPX vs BROM
L5 R wmen || (e R IRHIE
B TH S | UPDRS| #r5Ee | SRR (R | PLAC ol
(BB e | e | b
- (90%CT)
PPX | 102 <:§‘gg> o
PartIl - <0.001 :
Nk Y PLAC | 107 ~1.00 (~0.16~1.63)
i BROM | 104 | (-3.25)
/UK RSB ~10.00
(218509 | PPX 11021 (—11.79) o001 1.76
atlh P ac| 107 ~5.00 : (=0.56~4.09)
BROM | 104 (-9.98)

a) L GHEPPX ¢ 77 3% Y — VIRERIEKAIY . PLAC © 77 &K, BROM : 7%
7)) TF AV

b) ZEAbE gl & (CFIgME) 2R L7z

¢) Wilcoxon IEAMEDpH A /R L 72,

d) [FI%EBRSE A 12UPDRS PartII11.0. UPDRS PartIl2.0

%72, UPDRS Part I idPartll & FFA 2 7 H330% L L 054 8
L 72 REFI OFI G % IR

THES)TF
A OViERYE

TITIRFY -

SRR 77w

UPDRS Part Il 56.9% (58/1021) 49.0% (51/10481) | 29.9% (32/107f)

UPDRS PartIl 63.7% (65/1021) 60.6% (63/1041) | 36.4%(39/107f)

7T I RF Y — VIR KA T o BIE I S HE] 4 1369.6% (71/102
BI) T, F 7 BT IZ LA F23.5% (24/10261) . W6 4(18.6%(19/102
B, FEEANIRLE. 7% (17/10261) . ¥ A % ¥ 715.7%(16/10261) . 1#
FA12.7% (13/10261) . %JE12.7%(13/10261) . fEHR11.8% (12/102%1) .
B F10.8%(11/10261) T - 72,
17.1.2 ;B SEMERER

IN—F U VIRHEEIIBB R L L st R EGER I B v
T 77 3 RF Y — VIR (0.125mg x 31/ H X b #i5) i
75 R E R EIEMBRERYG L, 75 3 — VI ERIE KA
Wx 7T bR E LE LUPDRS PartIl & OPartMl O &G FHA a7 2 A5
L:Eﬁ;‘gtf:l(ﬁ)\ 17)o

o N N N o HE S T B R SR (UPDRS O % A it A 2 7 O 28 Lk GERR IR A1t — ¢ 5+

Gy | 3049 5 |16.4+5.45|36.3+18.8|192%52.5| 105=43.9 HifE)

wE TR g ZALHE

Iréé%zb 5~29 3 |22.6+3.48(38.4+12.7|131+22.2| 32.8+15.6 (ggga UPDRS| #2589 | eI | (HERMI e PP}%E‘I'I;AC
(EDn=5. #2)n=4. FHE=S. D, — $4-)

T HAANZEGRM S —F 0y VBRI 7 I % v — VIR Ny s | WA RS | Partl Qﬁ; ﬁ ?f <0.001

RAKAN o SR e B SR fce & 5 5 L T o o m¥e g 7 — 4 g JEBE x| 162 S

RV EFEDBEBROER. 2L T T2 20T T VAN (248.328) | Partll |2 0 <0.001

80mL/min#* 5 30mL/minlZ K T3 % £ 27 1) 75 » 213 H53%E T
L7219,[7.2, 7.3, 9.8.2%H]
16.7 EYMEE1ER
16.7.1 YAFIY, PRIV I VIEHIE
FERERL N1260 % 0F 502 7T 3 _F Y — VIRERIE K0 . 25mg Jz U8 #
F ¥ v 300mg & B AREOHSG- L. 79 I _F Y — VIRERIE KN o 3
MBI RITT ATV v OB B RET Lz, ZTORE. 77 I1F
V= VR RS A 5 S U BRSS9 I RE Y — LI
FE VKA O B R HEM R (2 35 7 LI R 7 b o 7298,
27T 2 A(CL)1E30~39%FHIM T L, addiER LAY, 2o
ERD. T INRF Y — VIEEEEAAY b B O F RS F A vk
JEN LTRSS ENE 2 EARBENGHEADT— %),
T N=F UV UHERICTT I RF Y — VB KAWL .0~
4.5mgx FAFREIR G- L. i IR GERFE i 5-Bah 24 H H D) 128
VB R (5260) A 6. ERICARE 2L —Yvary 7y —<aF
AT A7 ABHNC L) T~y T R X OB (2861) 12 X %
BRE L2RER, 7T IV = VIRRIE KD 2 ) T 5 ¥ AN
T 52 EHRER SN [10. 220 ]
16.8 Zmith
(TS ERFY—)VIEEEIESR0.5mg[T D1 1)
7T INRF Y — VIR SE0 . Smel U A NEHEHBEEIcEO R, T3
~RF Y — VIR SE0. 125mgl T A J & EW [ SE & A S,

17. BRIRRNEE
17.1 BMRUZLMEICEET 5558
UN—F2 YV iR
17.1.1 BN MAER
IN=F 2 VIREEILSEE R E L2 EN - EERLERABICB W
Ty 77 IRF Y — VIEEEE KR (0.126mg X 210/ H £ 0 #i3#). 7
&7 ) 7F v ATV (1.25mgx 1Al/H X 0 #ild) id 75 £ K%
12 %G L7z, 79 3Ry — VIRRRIEAKIIE 79 R &

) GHPPX 1 79 I _F V — VIR KA., PLAC 1 79+ K
b) 248 . 326K ERDZAL R X A i, 2 O EIME TR L7,
) 248 . 326785513 Wilcoxon “HEAME . € DMIZANOVADDIEE R L7z,
75 I RF Y — U EREK A T ORIVEM 3B S A 1381 . 1% (133/16441)
T, E R EIEHI2E532.9% (54/164%1) . F B £ 127.4%(45/164
). ASIRAELD.5% (32/164%1) . 1EHR17.7%(29/164%1) . 477 fE14.0%
(23/164%1) . HFL12.8%(21/164%1) . FEHE12.2%(20/164451) TdH > 72,
17.1.3 ;BB MAREER
N=F 2V URBEWIH R E L EE R BRI B W
T, 777 IR_F Y — VIEEERE KA (0.125mg x 301/ H X 0 #i#) Lix
75 R E R EICAMBREIRYG L, 75 3y — VI RRIE KA
Wx 7T AR L LE LUPDRS Partll & OPartMl O KGFHA a7 2 H 5
e L 72,
%ﬁgi%ﬁﬁrﬁiﬁ%mﬁﬁ (UPDRSO & & 5F A a7 O ZALE GHEFHIP R AAE - $£5-
HIE

. ElLR
B TH G UPDRS | #2586 | 5134 | ekt iy |PPX vs PLAC

(R et
o PPX | 144 -2.7

RS S;}%‘ Partll =5 e T 143 1.3 0.002
REE PPX 144 -6.2

(248.324) :
PartIll PLAC 2 6 <0.001

PG HEPPX ¢ 75 3 XEy — VIEBERAY . PLAC : 79 &R

b) 248 . 326D ZEA LR (X Jefiti, Z DIl TR L7,

) 248 . 326785513 Wilcoxon “HEAME . € DMIZANOVADDIEE R L7z,
7T I RF Y — VIR I C O RIE I SEBLE A 1364.0% (94/14711)
T, EREWERILEA21.8%(32/14761) . EIR11.6% (17/14761) . )y
$E10.9% (16/14761) . FEiED £110.2% (15/14761) . #2 37 PEAK I
6.8%(10/14761) TdH - 72,



17.1.4 ;B SE MARGHER
IN=X 2 VIR EE 2460 R & Ly EERILEGARIZ B LT,
7T I RF Y — VIR EAE AR (0.125mg x 3El/H £ V) #ilE), 7€y
VST AV OVRYE(1.25mg X 1E]/H & ) @iHg) i 75 R &2 HEH
HITH R RG- L72:, 79 3 _E Y — VIR KN IE 75 bR &
H# LUPDRS PartlI . UPartll O &EFH A2 7 2 A It L7219 0,
iﬁ}%)i)%ﬁ.ﬁﬁ?éﬁ.ﬁﬁﬁi%ﬁ (UPDRSO & &5 A a 7 o2 Al & G R e fi — 42 5-
[FIN[ER

- LR
g;’%ﬁ) UPDRS | #5867 | st | G| P DLAC
RRE S —ggan | ®
o PPX | 79 —2.50
NeX Yy Vg;)%" Partl "Brac [ 3 ~0.50 <0.001
WEE | . PPX | 79 ~6.00
(248.326)
Partll "orac | 8 —2.00 <000

)5 HPPX 1 75 I REF Y — UIEEREKAIN. PLAC : 75 &R

b) 248 . 326 ER DA L i i, Z DML I TR L 72,

) 248. 3263513 Wilcoxon “AEAMRIE . € DMIZANOVADPfiti % R~ L7z,
7T I RF Y — VIRERR KA T O RIVE S E 4 1485.0% (68/80%1)
T, FERIERIGE I EKINESS. 0% (28/8061) . ¥ A ¥ 4 733.8%
(27/8061 ). W& &.27.5%(22/80%1 ). & F 22.5%(18/80%1 ). 7R
15.0%(12/80%1) . $£iiL13.8% (11/80%1) TH - 7z

(FEEHNSTEDFRML A NV ALY J ATEIRE (TP EERLETEEEIREE))

17.1.5 ERE D1EH5R
FERPELV A MLV AL v 7 AEFEFEZAG 2R e LEN_EEK
BRI B W T, 79 3 REy — VBRI KA (0.125mg x 1A/ H
L VW) E T T v R ECEMB IS L2k, 77 I X%y — LI
FRYGEARFIE 7 T 2R & i LA IEIR AR ) 77 7 b C SR 4 U R 8
s PLMD OB B 2L E R L7ze /o, EBRLANLVAL Y 7
AJEGEREWFSE 77V — T EJEE X 7 — )V (IRLS : International Restless
Legs Syndrome Study Group Rating Scale) &7t A I 7 D X—ZAF A
UHLOZEALETHL IR E ML CHER B E R L2,

PLMIDZ AL
PG | ERIB | N AT A Y | 256 | 2k | PPX vs PLACHE R
PPX 20 29.6 4.6 -25.0
PLAC 18 46.0 39.5 -6.5 0-0019
IRLSERFA T 7 DZALE:
PGB | RO | N—ATA v | $56i | Z{LiE” | PPX vs PLACHERE
PPX 20 23.4 7.3 -16.1
PLAC 21 25.1 18.7 -6.4 0-0005

) GHEPPX ¢ 7T 3 X%y — VIERE AR, PLAC 1 79 &K

b)PLMI. IRLSERIA 7 HUONR=AF A ¥ 95 OEAL =T FEMH TR L2,

¢) ANCOVADplii% R L 720
7T I RF Y — VIEERIE KA T o BIVE S B EA1345.0% (9/2061)
T, FRBEIERIZEL15.0%(3/2060) . BAHLELS.0% (3/2061) . BHEIE
10.0% (2/2081) . 1EIR10.0% (2/20%1) TdH - 720

17.1.6 ENSE MAEER
BRIV A ML ALy 7 AJEGEREBEAMA 2 S L L EN B SR
HEERBIZBWT, 77 I ]F Y — VIERIEANY0.25mg. 0.5mgk
00.75mg/H OEERE 6T L. 51&3HE 77 I <%V — Ui
i Y6 K A1 910, 25mg~0.75mg % flexible dose C1 H 1463 [ 4% 5- L 7=
B, 77 I AF Y — VIRRRE R0, 25mg. 0.5mgK U0.75mg/ H &
WTFNOAEFIZBWTHIRLSAFIA I T OR=AF A ¥ 55Dl
X 10LL B3 L 7ze 10BL B DA IS T REFE 4048 (0-10 - #8EE, 11-20 :
AR, 21-30 ¢ EmEE. 3140 ¢ FEHICEE) ICB W CHEAEE DS LR E
THIEREWRL., BRIICESROD LUER R L, £, EEHRY
WZBWT, %5528 F CTIRLSERI A I 7 O%E LA 2R L2 2,

—IE
5 SEBIE N=2F4 ¥ 25638
CPPROEED | ] 154 23 | 10.1
. 0.25mg | 8 24 |98
. O0b5mg | N 26 | 99
0.75mg 53 22.8 10.7
JeE
P12 $x5-248 #5524
,,,,,,,, 188 | Lo 19
,,,,,,,, 82 | 73 ] 49
-14.1 -14.9 -17.2

A GBEPPX ¢ 7T 3 Xk — VIRBRIE KA
IRLSERIA T 7 RN =25 4 270 & OEALR L FIE TR L 72,
73, K0, 75mg/ H e & i3 108 5 h 1k L 7354 C b BIERR IR0 Sk
Mol
TT I RF Y — VIR IRIE KA T DRI 5B E 41360 4% (93/15411)
T FEAEIWEHIZE31.8% (49/154%1) . EIR17.5% (27/154(8)) . 5EE
7.1%(11/15461) . B A HLI%5.8%(9/15451) . FEFL5.2% (8/154%1) . W&
H5.2% (8/154%1) TdH - 72

18. ZERHEIR

18.1 {EFR

18.1.1 RINZ=VD2ZHIRICKT 28 (n vitro)
7T I F Y — VIERRE KA B8 VD2 RME T 7 3 — (Do
D3y Do) (2R} LERGEIAME 2 7R L7222,
D1 UDsZ 2R 2 BHIE IR S % b5 729,

18.1.2 RINZ VDS E{ARIBIER
MPTP (1-methyl-4-phenyl-1, 2,3, 6-tetrahydropyridine) i %~ 3 /¥ —
XUV UIRETIVEIIIZB T, AR F T AR RS Y D2%%
RN & 0 BEE & OO AR TE 2 #5 L 72 (7 h 7
B, Frz, NORY) F=VFERA I LTy —EIROUEEMN 2R L
72(5 v b)),

18.2 IN\—F 2V VIiRIRIEIREER

18.2.1 MPTPERIERKE(ER
MPTPi#ES/S—F Vv VIRHEIRE 70 E 27 ) 7F U AV VERIEL D
BEHETYE L2 (T H 75 F)%,

18.2.2 g - E#EICH T DNEER
LV Vs D) - FREIROUGEEI 2R Lz, S ok
FAE VRN EOPHIC L DEET 2 2 LR LN (w7 2)P,

18.3 LA MU A L w I AIEIRBHFAEIR DE1ER
6-OHDA (6-hydroxydopamine) 1= & V) M ¥ /8 3 >l 2 281 < 4
727 v MIBWTIE, 2B B2 ATENRIEL & AR ASEE N L 7225, T
T I ANF Y — VIR A 512 X ) S oINS e,

19. B ICRAT HIBEEMNR

—f&% 0 7T I F Y — VIR KA (Pramipexole Hydrochloride
Hydrate)

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

SF : CoHiNS - 2HCI - H20

DFE 302.26

B = 290C (GrfR)

‘e -

H H
N,
Hie” N S
| />—NH2~2HC1-H20
N

M R A~ EeoBELIHBEEORERTH 5. KITED THE
FRT L AT = VIZRRBE TR T (. ¥ 7 =)L (95) 2%
BT, TR I PR TS UI2IEEAEET BV,

20. HURUV EDER
TV ¥ n—WERERIE, BRI CELLTRIFT A2 &

22. @

(TS ERFYV—|VIEEEESE0.125megl YD1 1)
PTPL# 5 A Y 1+ 1008 (1082 x 10)

(TS =ERFV—)VIEEIESE0.5meld D1 1)
PTPEZHFAIA D T 1005E (105 x 10)
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HEEHREE2.7.2.2.4)
11) HEWHEICH T L2 27TV o8 (E - ¥ 70— )V 2003412
F2HARGE., HETEEEEA 3. (3))
12) HARNS=F 0y v B i E MBI R (E - > 70— )L
2003412 H 2H KRR, HIRERRZEAN 3. (2)
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AARNESMEL A DL AL v 7 ZJEFEREE S THHRBR(C - v 7
O —)UgE  20104FE1 20 H KRR, HIREERMEZE2.7.6.1)
HARNFFEEL A M LA L v 7 AEEREEETHREO(E - &
70— )UgE : 20104F 1 H 20 KRR, HHEEERMIRSE2.7.6.2)
HARNEIIEL A N L AL v 7 AFEGEEEBE S MR (L - ¥
70—V 20104E1 H 20 H KRR, gArais )

Mierau, J. et al. © Eur. J. Pharmacol.,, 1995 ; 290 : 29-36

Mierau, J. : Clin. Neuropharmacol., 1995 ; 18 : S195-S206
Domino, E. F. et al. : Eur. J. Pharmacol., 1997 ; 325 : 137-144
FEAPIEFABR (C - o 7 0 —)UEE - 20034E12H 2 H KRR, HIEEERHT
%k.3.(2).1)

RNIEBAD @ B4 & 325, 2003 5 49(6) © 973-983

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

24. WEREERERUEVGDOEE
TUMREER A S R vy —
T532-0003 ABHiEI X EF5 T H2-30
TEL : 0120-381-999 FAX : 06-7708-8966

26. BLSERGTRES
26.1 BGHSARZETT

IRARERISHT

AR ERSTH2-30

DA3 A240509



