sk 20264E 9 HEkET (55450
% 20244F 6 A2ET (%5300

Bk SR IRAT
FREIE - 34

RIS EENM/S— X >V U fRia iRl
LA ML ALy T RERERES
BISE, AL 2E R 3K )
75 INX Y —VIEERIE K FI T
O
J7
O
J7

BAREEFER M EES
871169, 87119
0.125mg 0.5mg
AERES |22500AMX00207000 | 22500AMX 00208000
BRFeRAtA 201346 H 20134E6 H

INFY —JLIEEEIESR0.125mg [HETL]
INXY—)LiEESE$R0.5mg [HETL]

Pramipexole Hydrochloride Tablets

) EE-BESORLTEICL )M L

=
AIIRDEVWERREWEBIERCEEENSAS5h2EFHY. £
ERENEBREICLVEBESEHZEC L AFIPHREINT
WBNDT. BEICKEIOREMERERVCERZEICOVDTELL
HEAL. AERADICIE. BEIEDELG. BROEE. S
FEZERREFEIFECRBEIEEVELIEFET S &L,
[8.1. 11.1.1 BE&]

>

2. BR (ROBEICRE/EELEVWIY)
240 HEmIUIIEIR L T AT REED & 5 0t (95 2]

2.2 AHNOWIZR LBBHEOBALEE D & % B

3. #ER - MR
3.1 #Hmk
7T INRF Y =) 7T INRF Y =)
Wi5E4 YR $E0.125mg 1R $E0.5mg
[HET] [HEET]
E E
e | 7T INRF Y VHERRIEK| T T I RF Y — VHRERIE K
AT\ gy A
0.125mg 0.5mg
FIF D-~v~ry=b—=, "EQITTIT L, KEFY, AT
- IR SCESIEN s TVl
3.2 WEDOMHR
TTINRFY =) TTIRFY -
HR7e44 HEFEHE$20.125mg IR $E05mg
[HET] [HET]
#ITE Fge HIA Y DR
i 1
S 2\
A @D &
YU | i @ %
AT = ==
B (mm) 6.0 7.7%107
JZ& (mm) 23 29
Hi (mg) 85 210
Afka—F 71638 7639
wWEI—-F 1638 @639

4. WEEXIIHR
ON—%>2V UK
OhEEISEEDHFEML X L AL v J RERE (FREILE
TRESERES)

5. SHBEX IR ICEIET %X E
LA NVAL Yy 7 AFEGER (PEEHIEARTEERE) OB WL,
L A ML ALy 7 ZSEGEREWFIE 7V — 7 OB i 30 OV EREFE
A — WD SEEICER L. EEZHTHAICOAEST
5Tk,

6. AERVHE
(IN=F 2V UiR)
W, BRACE T IRF Y - VEBEAKNIWE L TIHE

025mg7H1E Lo, 2BHICIHEZ05mgs L. DEidm % s
L7Zass, LAMEICIHEE L C05med DR L, Mifra (1l
HE1H#15~45mg) ZED L, 1HENT T I _F v — VIEEHE
KAWL L ClomgRim %A 13 20125 % L CT#A &E#%IC,
15mgll EOBAE3mII5E L CHEBRRIIRS 35, B, £
Wiy FEIRIC & D EEHESTE 5%, 1HEIF45mgEBA R\
ko

(MEEHSEEDIFREMLANL AL Yy T AEGE (FTRELR

BEREMREE))
SHE L BRAIIE T T 3 _F ) — VIERRIE KR & L C0.25mg % 1
H L4 2~ 3 AT SR 4% 53 5 %5 131H0.125mg & V) f
f L. SERICIS U CLHO.75mg % 8 2 7 W HLPH i B I8 3 2 25,
WEIEDAMD EOMBEE H17TIT1H) 2 &,

7. BERUHAEICEET 2FE

US—F 2V iR

71 RFN OB X, VEDPSBIG L. XIEEORHER., HILEHE
WK MEHOBIRZ 42T, HEICHEE (EiElHE15~
45mg) FTHWET A2 &, [82, 911, 913, 1112 BMK]

7.2 EHEREREE R E N A G
RO & e 5@ % B2\ 23 G5 & T LB L 2
SETEICWIW TS b, b, BHEREREERE T 2RALH
BROHRAIAEIITEDEBY T4, [9.21, 9.22, 982,
1661 =]

JVTTF=Y
7T VA Pk FIETH$5-5 Rl H =
(mL/min)
IHEELT
1.5mg A
JLTFZv 1H 2[5 45mg
20752250 | 1RmeLc | C1Pmex2 g5
15mgll I :
1 H 3la% 5
0> L7 F= N 225mg
s )75y Az | VHAMEG | 012mex 2 on o o)
NV>7L7F=> N 15mg
el THIEES | 0125mgx 1 | () o P08
(FEEHOSEEDIFREML ANV AL Yy T AEGE (FTRELTR
BEREMREE))

73 BREMEL AL ALy Z AEEBICB ) A IHRKES &
(0.75mg) &, /S=F VY UFHEE LY LR izn, 7L T7F=
Y7 )T 5 v AH20mL/minkh b o B BERE E B Tl EE 0 2
BX 7 wAs, B HL0NEZ LT F 2 )T 5 Y AD20mL/
minAin O FE 7 AR RE R A 2 BT B ARF O /K N4
PEIZFE. L Tz, SO OBRE KT 2 KF 05122
W, HE LG RME L fEREEYER L CEEICHT A2
Lo [921. 922, 982, 1661 ]

8. ERLEFNIR

(2haELiE)

8.1 ZEHMIEIRSEIZ & ) HEyRE 2R L 2Bl HE Shtn
%o SFEMIRIR AR S LAEFIOHIZ 13, (EIRRPBIEDIRGD &
) IR & Bd B o 72 Bl d % I G B HR LE DL RE L7
PRI TRBLL 2B b #i5 ST b BEIIIARF D55
MR % CMEIRAEIZ oW T & (B L. BBy O Ex, ko #
PE. WSR2 ) (BRI R S RV L D EET L 2
Lo (L, 1111 2]

8.2 MG MMIZIE, I, UHLHAR K5O XEORIE
R EED GERDPROEND S L DB o T2y THLDHER

A-12



L 2H A1, EROBE IS U T, a5 % ik
$AHREDWY RERFTH 2 . [71, 912, 913 2]

8.3 LR M/ P83 VB RIEBISEOH G2 LY . HAyETE
(8 LG O BRI D S ISR 2SR 2B 2D b b
RIS v v OV R R R REE) L SRR EEROTE, TRl
HEE ., BRESOHHHHEESRE SN TVWLIOT, 20X
TAERDSEBL L 7255113, E UG- 2 k3 5 7 Sy %
MEZFTH T Ty BEROREEFICZ O X 2Bl
EDRERIZOWTHAT L &,

8.4 N—F UV URBREIIBWT, AHOME, TN ELLE
W BT A 2 ke AR LY EERER
BT DN DD, Ty N8I U SEMIERIEE O A7 R
WEHIEIZ X0 EERIEETUEREE (K. A%, 9 D, EIEK
BT, KREOEIRFHEMET D) PdObNILI VDb, &
By ERELV ANV ALY ZF RERBEEICBOTIE, =%
; VIRBE LD L HENMEWO, #iR L2 T Lwv, [11.14
ZH]

(IN—=F I R)

8.5 AKIOAHME L. HEHEETH B [ 75 I ~Fy — VIEEIEK
MPislice | LF—Td b0, k- HESR2 L2 LI0EET
HZle o0 REDS [75 3%V — VIR KA
Sl N EZ LA, B2V EZWTETH LD, T
FICEBBEOREABIRT LI, UWHEZICBLTUL [793
Ay — VIEERE ARl o T17EIREE] OEHY &%
WCHEZERT L L,

(hEELHOSESEDFREMEL A ML AL Yy JRAERE (TRELR

BEREMREE) )

86 KA ZEW7 FNNI VvEEAKEHEOKZG 2L
Augmentation (M OERFEIH2GM U LR £ 5, JEROBE
LD MUFEANOIERILK) DFROENL T ENH LD, TD
&9 BEEIRDTED S N7 AI2IE, WE %S 2 by a4k L
OFY L EEHELH L,

9. HENEE2ET5B8EFICHTIER
9.1 GHHE - IEEEDH 2 BE
911 4B, EREOREERIIEZh S DEIEEDH 5 BE
JERDPHE I L2352 80d 5, (71, 1112 3]
912 EELRVKREXIZThSDBREEDH 8%
NV ERMES ORWEHAEH LRI 25 BENW0H 5, [82
2]
9.1.3 KMEEDEE
SERDPEALT 2 2 E DD D, [71. 82 BHHE]
9.2 BiEEERE
921 BHEEEZEOHZEE
FIERADP B LR T hbBZ N2 H b, [72. 7.3 =]
922 BHEEEOHZEBE (VLT7F=>9) T T2 AH50mL/
mink i)
20T Ty ADTIZ XY RA O LR IER T 2720,
Be G % % AT LRI RS L o EEICHN S22 b, K
FlE IR ICREIMRD T FHEt S5, F72. BENEED S
VT IEF I e B R RE R E R T R R L 2 v o
Ty TOXH EEIH L ULIRELZ B L 20 S EE IRk E-3
Bk, [72. 73 2]
9.5 11w
TEIF SR L T AR D B A I IZHES- L w2 & B
W o(F v ) RO ERSESEERBRT, DTOZ L2505
nTws,
s ZhERE N O — A G RE R (Seg. 1) (2.5mg/kg/ H ¥ 5-#)
T, ME 7Y T 7 F VREOKTIZED HHREOKT
c BRI G (Seg.T) (15mg/kg/H¥EGHE) <. 1Lk
TaT 7 F L EEORT D EERIBEO M
© JEER N 02 AL 53 (Seg ) (0.5mg/kgll b/ H¥%5-
) . IE T T 7 F VIBEOKTICED A RKEOK
L
[21 2]
9.6 &I
G OFRER OCBAFEOG RMEE ZE L. ZILOM U
HIEAHE T2 8 B MIBWT TR T 7 F Ui EiHd 5
CEDHESNTEY . AW IHT AR D .
B, BWER (79 8 THIRABITT L2200 TY
éo
9.7 /MR2
INREFER GG & L7z EIPERR RIS L TV v,
9.8 =EE
981 BHEOREAHR L 200 HEEIIHRGT5Z L IIREOR
MR D B b N7 HE T, BE 3G 2Pk s e
2 I U CHUSMREE 2§ % 7 & oY) 7 WLl % 179
Sl N=F VU HEEENGRE L BRBERC B\ T L.
LFomEm#E CIEEMmE I L. JIRSEORMIEIROEHEI TV
A AFED STV A,
982 A& (1H1MO0.125mg) »5H%5% B+ 5 7% L EHOIRE

727

AEE LA LEEICHST 5 2 k. AFNEEICR PRI RELE
DOF FHHES NS, HHE CEBEEIET LTV 2 0%
WV, [72, 73, 1661 =]
10. HHE1EHA
10.2 HEREE (BFRISEET S 2 &)

ESEE WEPRAEIR - $5E % B - fabRir
HFFVEERENL|TAFAT T, SJEE| I FF CBmERENL
TS 5 385 OEMWER AT 2 2 | CHEHEE S 2 3H L

VAFTU Y, TRUNEDRD D, TOE)R|OHIZEY, WD
5V VR WAIIE, RAEHE| S VIiZw T o 3EFH

[167.1 =] THIE, D BR A E 53w A A
L. B2VT7 7AW
BT ehdH5,

S A TER 2S8R 2 BEN|EF IS~ TiER W

2= % Wb 5o A ARKH L OB IC &

0 A 5 5l o0 W R 1k A
FEZAbNbo

[NPATNIVZE

T ) FTYYRE
#, 7Fa7 )
VA NrzuaT

AHDOVE R AW S %
BLIWADH 5.

KFNE R8I TS
THH., PFHIZE YW
EHI ORI 5
BENDED D,

MHEAAE 28RS %
ZENBHD,

VAXFTT, %
$ L4 O J 1 0
52 L bbb

Pos—F v Al

VAR RN, fra) v
K, 7Yy U
B, Fof Fox

I3
R

11. BMERA
ROFWERD B SbN D I LW DHDT, BEE 52TV,
EHELD B NTGAIII G 2 kT A 7 E ) 2 ALiE A AT )
to

11.1 EXEEIEA

11.1.1 REHEEE (0.1~5%40)

AIIRD 22 WEEISHIREIR S S b b 2 E3d 4. [1.. 81 ZHE]

11.1.2 48 (154%). B8 (0.1~5%*ii) . €AE (0.1~5%F

). B (0.1~5%A0) . $BEL (BHEEARH)
KI5 (FICIH) . B2/, AR, Wk, siElrxdsbhs b
VHAHDT, TOXI) LA, WE LIRS 2RI T5 &L
B2, LEIZS U CHUBMIRIE L M3 2 2 Eomb) 2 LiE = 17
5T &, (71, 911 BH]

11.1.3 FHFRKFIVE > RESDBIEEEE (SIADH) CHEEAHH)
K7 MU 7 AE. KEREFEMGE. RE - Y o o kiE o
T. ERERIR. R ERREE SR A PR O PURIR A OV E VR A i
JEERE (SIADH) 25 5 bNd 2 ERHDLDT, BHMRED S
N7WE 3G 2 Ik U, KB §I FREE 1) 7 L % 179
NP

11.1.4 BHERE (HEARH)

IN=F 2 VIRRFIIB VT, REIO L HE Ik X
0. EWEEESS S DNDL I END D, BIEE 51270, 38
B OEREEE. BBES. SEOMMIE., AR EED., TR
#OBUR, MEOZET, 3T, MECKDO LAED D 5 bz
GV EMEGEREOREIRTH DTN D 5 720, TG4, il
WL AREH, KRS HRSEO B 2 ILEET) 2 L, [84 BIR]

11.1.5 HEERIAEE CHEAH)

Wi, B, CKES.. MR RF I+ 7 av s B a8
WL ¥ BRERERIRRED S S &b D 2 & Db 5. HERHREIRREC
LM BEREDREIERTHI Lo

11.1.6 FFH%geEE (HERH)

AST. ALT. LDH. y-GTP. ¥ )V ¥ v A&k
WHSbINEI EDNH b,
11.2 ZO/OBEER

=

I
,
Z

(hBEE)
5%L) 0.1~5%Ai | 0.1%Ai BEREANIY
W HEOE W UE R
B EZiNE 4 XN e £
IR Bz B FEIE
- BHSR |C KB R TEE. R
(75%)

PRI DA X AT T VAT, B

R (17.5%) . MEIR |58 Jo i . & Wk
(16.8%) . © F |#, EB)HZL
W (125%) |3 427 10— 2x
e (55%) | AL EAHICL
Vo RE KRR
LR, 2$—
FUVZALD
T
HAMRER (O N BRI

(8.3%) S ILE

i




B%MAE | 01~B%ki | 0%l | HUEAY e D7 S Y VBRI
P . ROL 5 B0, m) _ %0%@&5%®%%@%”7%—9ﬁ(;@h&5)
SX L. %= T WBFIREINT A — 0.lmg 0.2mg 0.3mg
HH Cmax (pg/mL) 2946+46.3 583.2+69.9 766.3+88.8
R & O A B AR%. s S A B trnax (h) 1505 14%05 23+12
212.20?) NN ﬁé N 5 9 TEE{ ;’}%J ?%ﬁ‘i%(m@ tz (h) 771190 6.36+1.46 6.94+1.09
6.5% B, R, R 1% . NN . + + +
SR iz 55 g AUCo« (pg - h/mL) 3139.2+5485 56425—6816(%1%1{%5?8—1;4?12:‘28)
TR REL LI RN 1612 REZS P
" AR s =)
PR R . R 7T I _RF Y — VIR KHIP0.1mg% 51 H HiZ1H1
B W |, 20 HIX1H2ME, 3~6H HI1Z1H3ME. 7H HiZ1E &% KER
WL NS 35 L7z b &, i R LRI E X1 H 3% 5- G H%3H T
BaE (fE EFIREBIE L2, T2, HNZRGBOSEDYBE ST 2 —F 15
o) L e TSN L EOFAER G & B EREIE 2 h o 722,
BSSN R R GHEFFR V0§ 2 4 v s g )
i IN—=F V) VIRBREIL, 7T I E Y — VIERRIEKAI1.0~
M L (29.9%) . [ JER . B, R 45mgx ARG H O EwKE GEFERS-GH#aH 3 2L
WAk A BR|E &, LB ) 2BV, MAEHEEED L T 7 I8 S8 0 LRI
(11.9%) . fH88 | Jii, M€, 5% WINT 5 2 EAVRIBE NIz, F—HEE BT L EFIRED b
(9.0%) . HA|Blhe, 1L THEIZRERZLTFED ST 7T I RE Y — VIEFEIE KR
B (6.9%) .| 2 B 5% OEHRIEIC B 2 FRE0 S b o 729,
M (5.9%) 16.1.3 £MFHFIAE
PPl ¥ B ne B OR y-GTP L5 ERERNC BT B 7T 3 _RE Y — VEREEE A O 1) 5
(AST EH. H390~93% CTH - 720 JHEADF— %),
ALTL &, 16.1.4 £ HRESMRER
; LDHEA% 7T I F Y — VIEERIESE0125mg [HEET] ROE - v 70—
RFA Ta7 5K VEE0125me# . 7 B AF —N—EIZ L) el (77 3
}\§E$W% ) — VIERERIE KR & L C0.125mg) JEERE R 931 L A B ]
i I RS LTI 77 3<%y — ViR HE L, 85 Nh/%
TR ML il WByaE/$F A —% (AUC, Cmax) 22V>"CI0%IEHEX T
i RIME. B WEHRT A AT o 72858, log (0.80) ~log (1.25) O#PFAKTH
WREET Peppsll, PR A& FRE 0\ H O R R S SRR & )
S aLs
— i 4 RREEIE, g EWRE ST A—F
“ i PR, HET A — 4 BEINTA— 4
Gr0% . BRI AUCo—2 Cmax Tmax ti2
FrEY)EYF (pg - hr/mL) | (pg/mL) (hr) (hr)
%, fmBl, g TIFTIRFY—)
I 2 I ] e [T JERIESE0125me | 249073087 | 290416 | 120£044 | 740117
Leodh THET |
LA g%&éﬁ K'&%@”ﬁzwwﬁQSZ%ﬂw 1234034 | 745+142
) BEAED S NHA L. BB LR OB S ISR 4 b (13#7%5- Mean=SD. n=20)
WU ILE TS 2k
(PEEDPOEEDIFRML A NL AL v ¥ ZAERE (FTRELF (pg/mL)
BERE(EEE) ) 400
5% 1% 350
Tm~qwﬁvxruxvvfxﬁﬁﬁmwgmmmm<%%> g - 75 I~nF Y — LIEEIESF0.125mg [BEL ]
HiEE A £ 300 ~-E-3 70— L320.125mg
13. BERL Z 2501 138485, MeanS.D., n=20
13.1 fER z
ol WL, BEEOSH, SEFBS . K. W, (RMES 05 & 2009
K& BT RS D 2 o .
13.2 g )II/
FEAEIRD R S N2 A 12 1E, PUHRR OS2 EET 5, & #1001
B, MEENTIZ L ABRFIHFETE v, E 5
14. BWRAEDEE o
14.1 %Eﬁﬂscﬁfﬁ#Q)ziE% N 0 2 4 6 8 10 12 14 16 18 20 22 24
1411 PTPEEOHEAIIPTPY — 56O ML TRHT 5 £ BERE (hr)

{7855 Z £ PTPY — b ORARRIZ X 0 | WS TR b
AHPA L B3 T 3 2 L CHER I 955 0 55 7 5 00HE & OF
KTHIEDND b,
14.1.2 AFNIGISH L TARZER 72O, IRHBEFNIZPTPY — 2
SE) I X RES LI Lo

15. ZOMOEE

15.1 EEER{ERICED 1B
b MIBWTAK Z &P —F 0 V] & IR & o
WD SN 072 L OWEND 5,

15.2 FEERPREABRICE D 18R
T v NOWAEERER (247 AR S) 12B8W»T, 2mg/kg/
H L Lo 52 CHREZEEOMIN2HhEs ShTwn b,

16. EYF)E
16.1 MeiEE
16.1.1 BEEH%S

TR AIZ T T 3 Ry — VIEFEEKRP0.1. 02, 0.3mg% 22/
BRICH RO G Lz e &0, R RE(LEOSEY BIHE 5
A — 5 %m%blﬁij—o Cmax&UAUCLimEIE%%‘[/i%% Lf:l)o

L S PR

MAE PP EESE ONICAUC, CmaxZE /89 X — 713, #EE 0%
g\@ﬁ®%ﬂ@ﬁ-%ﬁ%@ﬁ%%ﬁuiofﬁaéﬂﬁﬁﬁ
Bo
16.2 TRIR
RN 7T I ¥ — VIR KHIY0.25mg % 22 R IR LIS £
BACH ARG L7z & & MR RELR DS EHRE/ N5 2 —
SR LT ZOMRE, BYBEE ST X — 5 I B RIS
LT 7T IARE Y = VIRRRE K ORI R 5 O
BRIV BVEDEEZ SN WEANOT—5), B, ENT
FEhE S ISR A 5 B (ZBIRRE% ) KOS RAE
H5oE1I0E (BE%S) OBYHENST A -5 2 LB L7z, &
DFER tmax TE RS- TI1MER & 22 %S (15MER) 12 L
ML B DSFED 572D, Cmaxs AUCK Ot12id W & 48
PLTHBY, 75 IxF Y — VIERBEKNY ORI AT 25 &%
DEWEIV VLD EEZ SN2,
16.3 9
v M IEE RS EFRIZLIT~26%TdH - 727 (in vitro ) o



16.5 HEtt
TEFERAICUC-7'F 3 R_E Y — VIEBRIE K 0.3mg & L 3% 5
L7zk &, MR R ORPIZIERESARELEE L CTHEAET
Bo Fo. G HI6H F TIZ87.6%ARTIZ, 1.6% D Ik
WSz, 77 3% Y — VIRRRIEACHIY R P HEE A TP
BEEZ LN GHEADT—%),

16.6 FHENERZH I HEE

16.6.1 BiEEEEETERE
RN, 8B G0=7 L T7F =217 F > A<80mL/min).
g (0= L7 F =2 )75y A<50mL/min) & O
G=ZL7F=r2) 7T A<30mL/min) OEHEREREE TS
A NEHTRE 2661 2 R RICT T 3 _E Y — VIR KW
0.25mg % %5 L. HEWHEEZ MG L72e ZORE. Coaxs tmax X
OVAd/FICEBERZIED SN0 o720, REITRTEB) e
X HPERE N ORI OB E BB IS B VT, R A ORISR
WCHER U720 BB, BTSN T T 3% Y — VIR IZ
5B OH9%TH 728 FHEADT—4),

7T I RF Y — VIR KAIY0.25mg
WP GO BIRE ST 2 — FH (EHER. BikhebEEaE)

IVTIF=v

v 25 7 || AUCoe | CLw/F | CLe

BIHR 7(215/;;);( s (ng - h/mL) | 1 ) (mL/min) | (mL/min)
HEHER A >80 | 6 | 733149 |113+272| 411+859 | 277590
% i B e Bl

i&fﬁ?ﬁfgb 50~79 | 6 | 102229 |153%382| 297572 | 206+ 790%
SRR ;
*%E;%m‘ 30~49 | 5 | 164545 |363+188| 192525 |105£439%
REN g

ﬁ%ﬂ;@ﬁgb 5~29 | 3| 226+348 |384+127| 131222 |328+156

(iE1) n=5, #¥2) n=4, TVHfE=SD.)

720 HREAZ GRS —F 0V VBB T T IR_F Y — )L
YRR YRR O H S K Ol ge & P 5- L TR S L7z A e
T = & W BERED BRI OMKR, 2L TF=0 707
F ¥ AH380mL/min#A* 530mL/minl & T35 &7 )75 >
ZIIET L. AUC & Coax?IEIE100%8E I L 7295 [7.2, 7.3, 982
2]
16.7 FEWHEEIERA
1671 Y XFT L, TR 4T iEEE

TR L2060 % 5h 1A F 3 Ry — VIR KA 0.25mg . OF
T AF YV r300mgx PRS- L. 7T I Ty — VIRREEK
W OEWHREICRIZT I RAF I v ORBLERE L, 2O
B 7T IRF Y — VIR A 52 LB PRS- Tl
7T I NF Y — VIRERIR KA O R R LIRS R
TALIZRD o725 B2 )75 A (CLr) 1230~39%F =
WKIRT L, tipldEE L7210, o2 b, FI93IXFV— )L
RERYE KN b B OGRS 7 F » kR % A L CRRAIAE i &
nnZEPRBEINT EADT—%),

Fr2, N=F UV URBEIZT T I REF Y — VIR K10
~45mgx RAEREOHS L, EHIRE GEREH5BG%4H H L
Fe) (2B AInserigEE 5261) 756, ERWICRE 2L - 3
VT —=RAFXIT A VAR L) Ty Y U & OBF
F(2861) 12X BB AR LR, 79 I _E Y — VIERRE
KD 7)) 75 AMET 352 LRI N, [102 &
1]
16.8 ZDOfth

7T INRF Y = VIEREEF05mg [HET] (X, 79 3 F vV —
JVIEEEIESE0.125mg [HEE T ] # sl e Lz e &, AHZH)
PSSR LT S, AR & Ak S /12,

17. BRPRFSEE

171 BIMROCLL2M(ICEET 5 :5k

(IN—=F% 2V UR)

17.1.1 ENSE DHERER
SR SRV ()& s L kb S (R B o | N kg = v
BWT, 77 3I_F V= VHEEEAKMNY (0.125mgx2E/H LD
Wikg) ., 7uEs ) IF A IOVEEE (1.25mgx 1/ H & 0 #ik)
M7 7 v REV2BBREOHS Lz, 79 3% Y — VIEREE
IKFIIE 7T 4 R & el LUPDRS (Unified Parkinson's Disease
Rating Scale) Partll (H#AGEIE) K OPartll GEBfE K
) OFBEIAATERBEICUGE L. T2, 793I_F Y — )L
BRI KO 2 a7 OYEIZ T OE S ) TF 2 AV VERIEIZIH
WLELRWI EATRENZB. W,

| P S S AR LB
(UPDRSO# it A 2 7 044t GHEFHI SRl — e 5-5ifi) )

B
. PPX vs | PPX vs BROM
BB | uppRs |t s BT | PLAC et ik
PR R R | (909D
— 1% 550)
~250
PPX [ 102 | (_30q) -
o Pt Perac o7 | —1o0 | %% J(-016~163)
”75 : %{}? ;}f;% BROM | 104 | (-325)
(248505) PPX | 102 ( B {??g)
PartII 2 0001 L76
PLAC | 107 | —500 : (-056~4.09)
BROM | 104 | (-9.98)

a) G5 HPPX 1 79 I F Y — VIEBRIE KA., PLAC @ 75 £,
BROM : 70 €2 ) 7F v A )V

b) ZAbmiddefiis (FIME) %R L7z,

¢) Wilcoxon “HEAME DplEi % 7Rk L 720

d) AR AIZUPDRS PartII 1.0, UPDRS PartII20

$ 72, UPDRS Partll XiZPartll O FHA 2 7 2530% L E DA
R LIEBIOE G 2 KFEITRT .

TIINRFY—I | TOELY ST

FmE AR XL 77w

UPDRS PartIl | 56.9% (58/102f1) | 49.0% (51/104f1) | 29.9% (32/107f1)

UPDRS PartIll | 63.7% (65/10261) | 60.6% (63/104%1) | 36.4% (39/107f1)

75 I RF Y — VERERIE KA T O BIVE S BIE41369.6% (71/
10260) <. ERFEERIZHEILARR235% (24/10261) , TE4186%
(19/10261) . ERAIEL67% (17/10261). ¥ A% % T T715.7%
(16/102%1) . fHRA12.7% (13/10261). %JHE12.7% (13/102%1). 16
IR11.8% (12/10261). & F11108% (11/10261) TH - 72
17.1.2 BHE MRS

IS—F 2 UIREBES3 B xf R &L oyt M R 2
BWT, 79 3IR_F Y — VB KN (0.125mgx 3[El/H & )
Witd) iE 77 bR EFREBHBZEORES LK, 79 IXF
V — VIEEREE KAWL 7T R & i LUPDRS Part IT & (°Part
MOKEEFIA I T2 HEEIIWUFHE L2 10,

A T B R R AR A
(UPDRSO % £t A 2 7 At (iR iR#E — e 5-mifE) )

L
PG R ' s | roeres o | PPX vs PLAC
oA UPDRS | #&5-#F2) | FEGIEL | (HERFI S )
(REE ) Ty | R
PPX | 163 -19
PN éﬁg%‘ Partlh m5raC (100 04 <0001
TEH PPX | 162 -50
(248.323)
Partll [~ 08 <0.001

a) LGHPPX 1 77 I %V — VIRERE AR, PLAC: 77K
b) 248326FERDZEALE T UL, Z DML TIGME TR L 720
¢) 2483267XER1Z Wilcoxon “HEAME, € DOMIZANOVADDPEZIRL 720

7T I RE Y — VIR KA Y T ORNEH S EA1281.1% (133
/164%1) T, ERBIVEHILES329% (54/16461) ., FEitko T
274% (45/16461). AIRAE19.5% (32/164%1) . {#EIR17.7% (29/
164%1) . MEJ15E14.0% (23/16461) . EF:12.8% (21/164%)) . S
12.2% (20/164%1) TdH - 720
17.1.3 BHE MAEEER

IN—=F V) VIRBE28TE A xR L Lzt S AR LGRS
BWT, 79 I_F Y — VIEEIEKAY (0.125mgx3[E/H &1
Wikg) 37T v RERES2MMBEOLS LK, 79 3IF
V) — VIEERIE KAWL 7T &R & i LUPDRS Part I & OPart
MO/BEF AT 2 FEICSE L7217,

Y SRR A
(UPDRSO £t 2.3 7 DAL (HEFSNRAL — 125311
ferte s UHRSiﬁﬁﬁ”ﬁ%ﬁ<%%%%ﬁmé££%C
/\“;ﬁ:;%/y 1;;}#%‘ Partll Pl?iiic ﬁg :f; 0.002
| [ [

a) HGHPPX @ 7T I REF Y — VIR KA, PLAC : 79 &K
b) 248326:EEDZALR IR YLE, Z DO MITFIME TR L 720
c) 2483265 5k1E Wilcoxon “HEAME, ZDMIEZANOVADDEAE R L 72,

7T I RF Y — VIRERIE AR C ORIE I ZEBIE 4 1364.0% (94/
14761) <, FBIWERIZESR21.8% (32/14761) . f#HIR11.6% (17
/14760) . MEJJ9E10.9% (16/14761)  FEIPED £12102% (15/147
Bl) . EIERINEE3% (10/1476]) THh o7z,

17.1.4 BHEMEER
IN=F 2 IREFE2460 2R & L 7S T E BRI BRI



BWT, 79 3IRF Y — VR KNMY (0.125mgx3ml/H XY
Wikg), 7uwEs ) TIF A IVEEE (1.25mgx 1/ H & V) #@ik)
Ix 77 REREINHIIAMZEORSG L2, 79 3IXF
V) — VIRERIE KAWL 75 & R & i LUPDRS Part I & O°Part

Mo % & AT 7 & A BB L7219 19,
R B BB
(UPDRSO 534 % 3 7 Ol (HERSIRHff — 7))
g;ﬁ%@ UPDRS | #5.8 |6k (ﬁ%ﬁ%ﬁ i
/\“;;;%/ v 1/?;;/{ Partl PiPZ(C ;z :323 <0001
= (248326) | partm PPLTC ;Z :2:88 <0001

a) HGHPPX @ 7T 3%V — VIEEEAHY . PLAC : 77 &K
b) 248 326:AERDZEALR L P ILE, & DMILTFIHE TR L 72,
c) 248326585k 1E Wilcoxon “HEAME, DMIEZANOVADDEAE R L7z,

77 I REF Y — VIEERE A T O BIVE T B E141285.0% (68/
80f1) . A EIMEAILEEEINES5.0% (28/80%1) . ¥ AF
3 7338% (27/80%1) . MEA27.5% (22/8061). & F\22.5%
(18/80%51) . AHk15.0% (12/80f%1). $#5#L.13.8% (11/80%1) T -
726

(hEEHSEEDEREMLANL AL Yy J AERE (FTREBLTR

BEREMREE))

W15@W%Hﬁﬂﬁ

FFEMEL AP L ALy 7 AfEBEREEZAB 2R E L2ERNE

E&R@ﬂ% BWT, 79 IXRFY — VIEBEKIY
(0.125mg x 1[al/H £ b iitd) ix 75 LR %6l MREO#S L7
i, 77 3%V — WK FI L 77 & R & i U A e
RV 7 Z 7 ECREMEET RS (PLMD) OF & %24 %R
L7ze 720 BBV AMLVAL Y 7 ZIEBERENITE 7V — TEIEE
A/ — )V (IRLS : International Restless Legs Syndrome Study
Group Rating Scale) ARTAITDON=ZF 1 ¥ 95D LET
Q7T REWR L THERBDEZ R0,

PLMI@ﬂth
PG [ERE | R—=A T4 V| #5608 | 2{bmD |PPX vs PLACHE#E
PPX 20 296 46 -250
PLAC 18 46,0 395 -65 00019
IRLSEFHA 3 7 04L&
PeGae [FEBIE | R—A T4 | $e5-6:8 | 2k |PPX vs PLACHE: B
PPX 20 234 73 -16.1
PLAC 21 25.1 187 —-64 00005

a) ¥EGHPPX 1 79 I Fy — VIERREKIY, PLAC: 79K

b) PLMI. IRLSERIA I 7 R UN=Z2F5 A ¥ 55 DOE L IEFHMHETRL
72

¢) ANCOVA®Dplti& R L 720

7T 3 Ry — VRIS KA T O RIE I E141345.0% (9/
2060) ©. ELRBIERIZE15.0% (3/206]) . EHAEL%L5.0% (3
/20%1) . BEIR10.0% (2/20%1). MEIR10.0% (2/2061) CTH -7z,
17.1.6 EMH MHEHER

BBV A MLV ALy 7 ASEBERERE 154G & G & Lz EN
EEMRILEABRICBWC, 77 3%y — VIEBREKMY
0.25mg. 0.5mgl 1*0.75mg/H O [EE & % 6 AR5 L. 51 %%
7T IRF Y — VIR K AI0.25mg~0.75mg % flexible dose
TIH1F46E B PG L2k, 79 3 X%y — Vil ER KA
0.25mg. 05mg U50.75mg/ H D WMo HE#FEIZ BV THIRLS
BRI T ONR=AF 4 95O bwEIZ100L B L7z, 1OU
Lol EIEE S (0-10 1 B, 11-20 ¢ REEE, 21-30 1 5
FE. 3140 : FEHL mI#) IZBWCEEEDS RSS2 L%

BURL, BRIICEROS UBE R Lo F70. FERIICE
. B2 5 CIRLS A A 1 7 D% L f- i ok L 20,
T E
B HE AR [ ~—A91>] H56H ZLR
PPX (&&D 154 22.3 10.1 -122
0.25mg 48 214 9.8 -117
0.5mg 53 226 99 -127
0.75mg 53 22.8 10.7 -121
SEE I
N—ATA Y| 2l | fhouE | H552M
FEBIEL 140 138 131 119
IRLSEEH AT 22.3 8.2 7.3 49
2l — -141 -149 -172

a) FGHEEPPX ¢ 77 3 %y — VIR KA
IRLSERIA I T K UONR=AT A ¥ 6 OZ b3 FHHE TR L 72,

% B, wK0.75mg/ H 2 S 314 G-/ b L 72356 T b SRR (£ 52
DHNLRD 572,

77 3% — VIRRRIE KA T ORIER FEBIE613604% (93/
154%10) T, FZEIVEHIZE.G31.8% (49/154%1) ., fHiR17.5% (27
/154%1) . BET71% (11/15461), BAHES8% (9/15461) . fHF
5.2% (8/154%1). WiI:52% (8/154%1) Td -7z

18. ERpEIE

18.1 1ER#F

18.1.1 K/NI > D2ZR/FICKHT 28 (in vitro)
7T INF Y = UIRFSEAKRY L BN D2 T 7 ) —
(Dzy D3y Da) 12K LERWEFIEZ IR L7222, 29,
D1 UDsZ BRI R 5 2 BFIEILR S b o 7223,

18.1.2 KI/NI > D22 A &R IER
MPTP (1-methyl-4-phenyl-1,2,3 6-tetrahydropyridine) 7
IR=F TV HETVEICB N T, ﬁ*W/+71%ﬁ
/D2 TR E RIS &0 BEEM & L SO~ o IEIEMT@J

FELM D) (THTFI)e T2, NaRY K= )Vif5h ¥

“/~£‘E4ﬁ@ﬂﬂl%f’ﬁﬂ N7 (T b,

18.2 IN—F >V iRt ERKEER

18.2.1 MPTPHERIERKEEAR
MPTP#HFE/ S —F v YERHIERZ 70 € 7)) 7 F v 2 3 VR
LD EHETUEHELLD (TH 7).

18.2.2 #EE) - EEICX T 2HEEH
LYV VBRI - EHEEIROUEIEH 2R L2, 2NH D
FERIE VAR R X E OB & ) 8RS 2 2 L 278D 541726
(=7 A),

183 LAFL ALY TR fﬁﬁﬁ AER DSEEA
6-OHDA (6-hydroxydopamine) & ) BID F783 i % %
a7y MIBWTIX, 325 LAY 7By %L & 37 A7 R A8
TML72AS, 7T I R_F Y — VIREREKAII 512 L ) Th b ok
I & -2,

19. AR 2SR 2E(EFIHR

— AR 7T I E Y — UIREREE KA
5%

S
TF‘»
>0

T Ry
N S /// )11

(Pramipexole Hydrochloride Hydrate)
1 (S)-2-Amino-4,5,6,7-tetrahydro-6-
propylaminobenzothiazole dihydrochloride
monohydrate
433 - CloH17N3S - 2HCI -
oF& 0 302.26
R B~ oK l ,*E.E'E.@@*"?kfa%%o
KD THEITFRT L, A = VIZReRBET R <,
% /=) (95) | @%(bu<< FhrIe ROy
iZiEE A <‘:“‘2"é‘50f73‘b\o
(= S
H H

N

H20

HsC

S
/>7NH2 + 2HCI + H20
N

AlOS#9290C (53R

22, B

(77 INxY—JLiEREER0.125mg [HETL])
1008 [10%% x 10 ; PTP]

(75 IR%Y —IViIERESR05mg [HEL])
1005 [10%x 10 : PTP]
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