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Pramipexole Hydrochloride Tablets

BIEE, SRRy
E) R -EMSEOMSTZICIVERTS L

1. B&
BRIV RENEEN CERESENH5NZ EhH . F
EREMBIREIC & W BEIESWELZ LIFIh@mESNn
TWBDT, BEICEFIDRFAEMERN HEREEFICOVLT X
<AL, ABIRADICIE. BBEDEE. HHOIRE. B
FAEEERRZES SEECRBIELBVLSIFETI &
[8.1. 11.1.18Eg]

2. 2 (ROBEICIFZRSLBENTE)
2.1 IR UIIR L C W AR O H 52t [9.5 2]
2.2 REIO G ICH UBEHEDBHERED & 2 BE

3.1 #8m
- BHBS .
s (st vRANA]

D-v>=bht—J, bUETZO
D22V NI < = Syl
Elrtira—2, AF7Y Y
B~ 72 A

D-vv=bF—=), hUETO
D2V NIl s = S |
Eiltila—2, AF7Y >~
[ AT

TITIRFY -
HERIE$E 0.125mg
1G]

75 IRFY — )UIEEE
KA 0.125mg

T7INRFV—L
15 B 1H §€ 0.5mg
MGl

3.2 ERFIDMIR

7T IRFY - VIEH
FAKHY  0.5mg

WEE (@Al VB kas - EE Lt
= i)
TIINRFY - -
ﬁ@ﬁﬁOJ%mggé@ﬁ (:) — 1616
NG B &
2.3mm 85mg
BEH BT
ST IRE Y LEHEND| AT
iH B8 18 88 0.5mg| A2 HED| X~ @ — ]G 17
[1GJ FER 7B OEE Es Hi
10mm 6mm 3.lmm 170mg

4. MEEX SR
ON—=F2V UK
OhEENSEEMHRMELVA VAL Yy T RERS (THRE
LEEESEIRES)

5. FHRENIIFIRICEHET iR
VANV RLy 7 AEMBERE (RS RNEEEER) OZHIE.
EEL A ML ALy 7 ERBEIES L — T DL MEE R N E
TEEAT — VICEDEHEEICER L., BREEFH-THEICOR
BE59 52 &,

6. Bi&-HE

(IN—=FVV R
BE. KA TS IRFY - VEREKIMELTIHE
0.25mg 72 5ECw, 2EEIC ] HE#% 0.5mg & L. DlE&E#E

EBZE LS, EMEICIHEE LT0.5mgdOEEL.
Mg (%1 HE1.5~4.5mg) 2EDHS, | HENF ST 3
A = VIERRIEKFIY & LT 1.5mg RO HE 1L 2 [\
gL CHY ABIC, 1.5mg DL E0BAEIE3EICHEIL TERRE
ROBET 2, 55, Fip, EBRICKXVBEEHENTE 595
1 HElZ4.5mg 2R\ &,
(PEENSEREDRREMEVANVAL Y I RAERE (TRELE
THEIEIRES) )
WE, BRAIIE TS IRFY — )UERRIE/KFIY & LT 0.25mg
% 1 H 1EHE 2 ~ SRR OS5 2 .4%513 1 H0.125mg
KORIE L. ERICIEUT 1 HO0.75mg ## % 7 W #FE CEE
HWET 275, EEIE EREM EOBEL BT TITS 2 &,

7. RERUAZCEET 5FR

(IN—=FVY VIR

7.1 KAIOBRSE, DB SR L. IREOBEER. HLEHE
SRR MEEOBE 2+ 0TV EEICHERE (FE 1 HE 1.5
~4.5mg) FTHEEIT S &, [8.2,9.1.1.9.1.3.11.1.2 ]

7.2 BRRERERE VY 5%
RO &S kG FE2 BRICKRSEEZFHE LEREICER LR
DOEEICHIET S &, 4B, BRERTREICNT 2HK
|HERUORKRIBREITROEBD &9 5, [9.2.1, 9.2.2,
9.8.2, 16.6.1 ]

ILTF=2 oY
TIUA 85 el 1 HigG& wA1HE
(mL/min)
IAEELT
1.5mg A
sLvrF=rr) | 1H2[EERE 4.5mg
75va250 [1gmeLc | @M 2E () s )3 m)
1.5mg DL E -
1 H3[E#&S
50>7Lvr7F=r - 2.25mg
s )75z 0| | H2ERE [0.125mg X 2B | (| o0 om)
0>7Lv7F=> " 1.5mg
sy7oyz | VHIERS0.128mg X 1B o0 )
(PEENSEEDFREEVAMVAL Y J REIREE (TREELE
THEFEIRES))

7.3 BRMELANLALY P AERBEICBIT A | HREAESEE
(0.75mg) &, S—=F UV URBHEIDHEOVZD, JLTF
Z2 7T T AN 20mL/min DL EOBHEEERESE TIIEE
DOREIZ WD, BRTHEVETI VT F 7T 5 AD
20mL/min R D & & 2 B EEREEE ICB T 2 REOF M
ROBLEIIHIL T W EWED, TS DBFHITNT BAH
OFEEGIZOVTIE, BELOBERE L ERESEE L CEEIC
Mg 5 &0 [9.2.1, 9.2.2, 9.8.2, 16.6.1 ]

8. EERBEANIR

(GhRELLE)

8.1 ZERMMEREICL D BHHEBHRZE LfIrRESNLTW
%o ZEFEMMERRZHE C L7DEMOHFICIE, HIRPEEORKD
O LEkERD L o 12 2 V3R SRR 1 FL ERER
L7eBRICHD THR LB HESNT VD, BEITIIARAD



ZEFEHYIREIR K OMERZEIC O W T K<L, BEHEOER, #
WOERNE. BFEESREREFEIEEIRBSERVLO>ER
5T EL [, 11.1.1 B8]

8.2 B ESMHIZIZ. ®F W, LB HHA, SA6DFFEDIIL
HEMTEICEDERPRONEZ ENH S, Floo TNEHDEE
RAFHFLBEICE, EROBEICSUT. BREXIIREZ
kg B R EOBYZMEBZITH> T & [7.1.9.1.2.9.1.3 ZE]

8.3 LA RNSII RN UZBEMREFHEOKESICLD., R
& (EANEEORBEEOHSMIIARNLBREZRB L 2D
DET. FRICE v > TILEEDIRTIRE) . TRIMERRTUE.
REEEE., BRSOHEHFHHEESFESNTVEDOT, 2
D& HERDPFEIR L BEICIE, BEIZRE L2 LT 5%
CHEUGAMEBEZITH &, £/ BERUORESICICOLD
FERHAEEORRICOVTEHHT A2 &,

8.4 N—F VYV UIRBEIIBLT, KEOBEE. FIEABELE
Al BET A2 & BEREE X IEFRIEIC KD EEEER
EFRTHIEN DD, Tz PN UZBRIMEBEO &M
BEXIEHIRIC XD, RABRERE (BEE. RE. 5.
R, T, BRESOEREEHMETS) Phobhsl &
Nhb, 2B, BREELVANLVAL Y FAEBRBEZEICBVLT
E N—=F UV URBEIDLHENMEN-O. B LA T
b &, [11.1.4 3]

(IN—FV VR

* %8.5 REIDOFEWHAZ, HBEETH 2 [ 77 IF Y —UIEHIE

KFEEGE] ER—TH B0, A ARVPELR S EICHE
BIA2&, £72. KEID S [FF3IRF Y — )UIEREIEKFY
BAGE] NIV BZ BB, BEHLSYOBITRETH S
P DICEEOREZBET S &, YJOBXICELTULT
T IRF Y - VIEREKIIMRIEE] © [17. BREGE] OIE
ESEICHBREZEIRT 22 &

(WEEHSEEDIFREMELVANVAL Y O RIEIREE (TEEELE
THEREIRES))

8.6 AEIZEDL NI VEAKEHEORESICKD
Augmentation (REIDORERFER Y 2 HEL LR 2. ERD
BE, thOUEAOERIEK) PRBDENDE LN H B0,
ZOEIBRERPRD 5NHEICIE, HEXIRGzHIET
L OB GHEERZH LS Lo

9. BEDEREEITZEEICHTZER
9.1 BIHE - REFREZDHDEE
9.1.1 {18, EREDHMEIRITZNSOEEFEDSH 3 EE
SERPHEEYIIHRBLLIL 252 E0h 5, [7.1.11.1.2 %]
9.1.2 EERIMRENFZNSDEHEENSH D EH
EVHEELDTEZFORIERASRIELRS I BE2BZEINTH 5.
(8.2 ]
9.1.3 EMEEDEE
TERDPENRTZ2EDH D, [7.1. 8.2 %H8]
9.2 BigsEEEEE
9.2.1 BEEEDHZEE
BIEADPRILS I RrBENDbb. [7.2. 7.35E]
9.2.2 BKHEEBEEDSHZEE (JUL7FZIVIVUTS VAN
50mL/min 75i%5)
B7UT I ADETICLDARIOEEEBHIERET 572
O, HERHZRALS USHEICERE L2 6 EBICHET 52
Lo KANIFEICRBPICREEDO EEHR SN %, £z, B
BED D VI ICEE L BRERERE TO+D R BRZER
R WDOT, COLIBBEICHLTCIIREZBEE LN SE
BIIRET A&, (7.2, 7.35H]
9.5 1FiF
HERIIER LTV AR DO H 2 LI I3 HRE L Ena &,
]} (v b)) ZRHOZAERESERBET. UTOZ LD
HENTWB,
- ZRRRER O — MR 4TRGBS (Seg. 1) (2.5mg/kg/ HR5EE)
T, M0 5 7 F  EEOERICED L HFIRROETR
- BERERRSHE (Seg. ) (1.5mg/kg/ HIZ5E) <.
ME7T 575 EEOETICES S AERRROBD
- FEMROEAME SR (Seg. M) (0.5mg/kg ML/ H
BE5R) T, MBE7OS 7 F VEBEOERTICE S B4 RE
ESOYEEN
(2.1 BH]

9.6 7R
WBELFOBRERUCBARBEOEREEZZE L., BAORMEX
Bk EEST a2 L, B MCBWTTOS 7 F o EINEd
BT EHESNTED., FITDWEINE T 2RSS H 5. &
BEWERE (T N THIHFRABITT L2 LB N TN 5,

9.7 INR
IR R R E U BN R SER LT WLz,

9.8 SEE

9.8.1 BEODREZBR LAYV SEBEIIRET S L. EZED
BHEERDS S S bNIZEEICE, BEXIIERS2hiEgdsE s
HIZ, REICE U THBEEREZFEHT 5% E0ME 4 0E %
FH2&. N=FUVUREBEEZNRE LBERABRICBWT
65 Ll FoEmE CIESREICH L, OESOBEERORER
Ry BWHEBASED SN TV S,

9.8.2 & (1H1[EO0.125mg) » o E5E2FHIET 52 EEED
REZBR L P LEEBIRET 52 & RFNIFICRFPIIEK
BlEOF FHRtsh2H, BRHECIBEREISETRTLTWS
ZENZW, [7.2. 7.3, 16.6.1 ]

10. #8E{FA
10.2 HAES HRAICEETDCL)

eSS

HRAREIR - SEETE

WFr - fEbEE T

NFF VEERENL
TE R S B HEH|
YRFIU, TRV
5 D VISR
[16.7.1 28]

VAFHRIT ARE
OBWER DR 5 2
EWBHBH, TDED%
LA AR EEE
T5IE,

hFF VEERENL
TEHEM s n 5 2 &
OHFHICE D, WA H
AR AR W g W lOE: 3]
DB RME 53 WA A
L. B7UT7 I AN
BERT2IENH 5.

SEERA ERPE®RT 2 BTN BFRIHES »TIERZ L

7T a—)L BH53o M. KAl EOHEHIC &
D {E R38R O AT REHE A
EAbN5,

[NPATNZ /w21l KA OIER MRS 5 [ AANE B8 AEH)
Tz ) FT7IVREBENSD S, THO, fHHICEDE
gl. 7Fa7=x) v BRI OERPHEIT 2
REH, A hvuaT BINHDH B,

F3IF, RURYRY

FS—F 2V VA VAFATT ARBEICERAPERT 2
LARRIS, Hiay v sEELEORERPER| &P d 5,

B, 7wV VEITHIEND B,

BRiE. FaF > RS

1. BWER
ROBWERDHEDNBENHHDOT, BEZTFIUTV., BE
PROONIFEIIR G 2T 2% SEY L MEZITS &,

11.1 EXGEHER

11.1.1 Z25EH9BEER (0.1 ~ 5% Ki)

HIJED L WIEFIERY H S5 DN H LN H 2. [1..8.1 BHE]

11.1.2 £J8 (15.4%). &8 (0.1 ~ 5% ki), BAE (0.1 ~

5% i) Bk (0.1 ~ 5% ki) . #BEL (BHEAEH)
AR (FICIH). B8, BAE. BE, #Eilrsobns
EWHBDT, TOXSLHEITIF, BEXIKRSZFIET S
EEBIT, BEIE U THRBMREZERT 2% 0@ %0
Bzito> 2 & [7.1. 9.1.1 3]

11.1.3 FIFIRRIVE Y TESSWAEIREE (SIADH) (BEEARH)
&5 b U LM, ERBEIE. RA bU Y L8REE O,
ERR. R, BEREE ST HRIRA LT 2 NE S D UAER
B (SIADH) "% 5bN2ZENFHBHDT. BEPRO LN
Baicidig sz dib U ko BEROHIRE# 2 LEZ1TH Lo

11.1.4 BIHEIRSE GEERH)

N=F YV IREFIIBWVT, RAIOZBULREEIIHEIC X
D, BWERBEPHODNDEIEN DD, BEZTFITITV. F
B BREE BHYES. SEOHEE. NHEEES), HNEE,
SR, MEDOZKS. 3T, MiE CK O LREFHSbN/HE
B MIERBEOERTH BTN H 5720, HRER, ¥
WU AR, ROWEEOBYZAEZITO & [8.450R]

11.1.5 1SARRARE (SEHEEAHR)
iR, AR, CK EF. A RURFIA 7oy E7R %
R E T HBEBRBESH 5 bN 2 I EN D 5. BEHME
FEIC L 2R EBREOHEICERT 2 2 &.

11.1.6 FFHRERSE (SRR
AST. ALT. LDH. y -GTP. V) L ¥ ERZE D iFHkaE
BEPHOLDONDZIENDH S,




1.2 Z0fthDEIER

(GhgE@E)
5% LIk 0.1 ~5% KW | 0.1% K | SAEARH
B BURE IEHEIR
R ZH. BEKRE. . FOFE
MR R B iE
- B CK EF(7.5%) | 5. BR
%
VAFAXAVT|VA T, B|KM
(17.5%) . {HEER|RITHE. FFRE,
(16.8%). ®|EHBEZ. I+
AR - R [F W (12.5%). |70 —X A, B
TR R (5.5%) |AHiIc v &
HIE, HMEM
By S—=FY
Z AL DHEE
PR o B - AR 3 S RVAR - 9 AN
AR (3.3%) . T
R i
EE. BRob 5 EHR. HNIE
B D&, B, & N
]
B A A RAR. MR SHE A1 e O 1
(12.2%). RER|K O &EHE = B (RS,
(6.5%) 2, B HE RZ, 5 D,
11T B E IR W FT.
; - HEE e KR, wW
T PR TR,
- AEE. BA.
R, A
HoBEAE (F
EHEM). #Bs.
SR
EHD (29.9%). |8 B, B E . RERD
H b A BIER LEIE.
Wi (11.9%) . (8| O A 2. 55 K
(9.0%). B NE. 1L
B (6.9%).
& (5.9%)
AFHEER S (AST vy -GTP L&
i fisk EH.ALT ER.
LDH L7%)
Fas s F UK
iaFaRlA T BEALVE
P
[ IMEE L7
TEER B (RIME, iE
NS - PEIRSE R JRE PREA
PR R Ay
R FE. Mg
B BRI E
FEHAEYEY T
5. EfE. 08
—_— WP R fow@
LERE R B

F) BEPROSNZHRICE. REBHXIEEROKRSRICEY 2
& BYLMEZIT Lo
(PEENSEEDHRELVANVAL Y T RERE (TRRAEL
TREMEIREY))

5% it
AR - RV A ML ALy 7 REBRREO augmentation (2.3%)
HHRER
13. BEKRS
13.1 fER

B B, BEOER. E#RZ, OF. B BOEEFD
FERZFILT 2 RN B 2.

13.2 W&
BRERP RO NZBEICE, FUBRMREOREZERT 2.
mB. MEETIC K 2REZAGF TS 20,

14. ERALDFER

14.1 ZEFRZAEHEOER

14.1.1 PTP BE DAL PTP ¥ — b2 5WMOH L TRAT 5 &
OEEI LI L, PTP U — FORRAIC KD, BLHAR A RE
KEARIA L, B2 B I L THRARSFOEE 2 a0
EZHFETHIEN D5,

14.1.2 AN L AL E %720, IRFAFERTIC PTP ¥ — b
POMDHT LOIEET ST &

15. ZOthDER

15.1 ERER{ERAICE D B
EMIBWTARRZETHS—F >V VRIS RBEEE & OB E
HIEFED NG > T-EDRED D 5.

15.2 FEERAREAER ICE D < 15HR
Ty rONARNERE (24 » ABIEERS) 12BW T, 2mg/
kg/ HU Lo GE CHBEEEOEBIMARES N TS,

16. TSR
16.1 IMoiERE
16.1.1 BEiZS
RIS 7T /8% VY — LIERRIE/KAIM 0.1, 0.2, 0.3mg % 22 Ic
HEREO®RS Lo & &0, MFEFRE(MAOEMENRE S5 2 — & 21k
IZTY o Comax RO AUC IZFBEGEZTR LR Y,

75 IRF Y — VIEEEEKAY)

MO SR OEYFRE/ ST X — 5 H (ZERRS)

FEMEREIST 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 23%1.2
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

(F#59fE+ S.D.,n = 8)

16.1.2 RiEHRS

(IMEEPRE AR )

BRI TS IR_F Y —)UERIEAIY 0. 1mg 25 1 HEIX 1 B 1 E.
2HEWE1IH2E. 3~6HEIX1H3ME, 7HEIZ ] BAERKEROR
HUize &, MSEPRE(LAEE X H 3RS HIG% 3 B CERRE
IE LT, £z, HEBRSHROENEHE T X -y oFHlsN 5 L
DRIEFBGIC X HERMEE 25727,

G IO 2 MR EE)

N=F VY URBHEIC. 7T IRFY - UEBRIEKY 1.0 ~ 4.5mg %
REFZOABSHOEFRE MRERSHEE4HERE) KB0T,
MEFFEED ~ 5 7EIZRSRICH L CERNICENT 5 2 & ARES
Nize A—HWBREICBIL2EFERED I 7HEICKEBELERD 6N
T ST INF Y - UEBIERIY KBRS B OEEIREICE T 2EH
3RO N, Y,
16.1.3 E4ZHFIFEER

BRSBTS 7T I RF Y — )UEBIE/KHY O £ Y209 F R 1 90
~93% THo7 VY HHEADT—4),
16.1.4 EYZHIESEAER

7T IF Y — VIEEEESE0.125mg [JG] & ¥ - &7 u—)L§E0.125mg
. JOAFT—N—FILEDENEN1EE (75 3IF Y — UERIEK
M E LT 0.125mg) (AR A B I A RERORS L CliEhRE
{LABELZHIE L, BoNIEYERE/$T X —% (AUC, Cmax) K20
T 90% fSHEX I THREHENT 21T - 1245, log (0.80) ~ log (1.25)
OFEENTH VD WHlIOEMENFE SR S Nz 9

(pg/mL)

300 ¢ —o— 7T IRF Y — LIEEEESE0.125mg ]Gl

250 | -e— b - ¥ 7u—)L§#0.125mg

I
£
EFI
Z 200} Mean+5.D., n=16
~ 150 |
*
‘]/ 100 t
50
B
Eogdl .. ‘
01234 6 8 12 24
¥ 5.4 O W (hr)
W ENREIST A — %
HIE/ S5 A — 5 BERT A5
AUCo-2 Chmax Tmax Tz
(pg - hr/mL) (pg/mL) (hr) (hr)
T5INRFYU—L
HEERHESE 0. 125mg | 2662.27 + 450.91| 246.6 £39.3 | 2.2%+1.0 | 6.9+1.1
[1G]
E - ¥ 70—k 03 60 + 386.63| 257.8£47.5 | 1.9£0.9 | 6.6+0.8
0.125mg

(Mean + S.D., n=16)

MEEFREEYL OIS AUC, Crnax BD/ST X — 713, #EEHOBIR, (Aik
OREEE - BESEORBEHFICE > TEL ISP H 5,

16.2 ORUR

BERRIAIC TS 3 R — VISR IE/KFIMY 0.25mg % ZEERE X B IS
HERRORE LT & SO MR REEOREY B/ ST X — 5 2 B L
720 TOMER., EMHIEIST XA —FICEBREZIROLNT, TF3IR
FV — UIEBEEKH O T 2 BHOLEB IV LV D EEZEZ S
ni? HEAOT—%). B, BN TEMS Nz@BRBERAICHT 25
m#%5 (ZERERS) RORERSOE 1 BE (BRIERES) OXEMEE



ISTA—=F BB UTce T OFER, tmax [TEREBIFE T 3.1 B & 2R
5 (1.58fH) ICHUERT BERAPRD 5Nizh, Cran AUC KT
2 lEWITNHELILTBY . 7T I RE Y — UERRIE/KFHY O It
THRFEOHE IV bDEEZ SN Y,

16.3
b MIEEBRBERIZ LT ~ 26% TH-72% (in vitro) .

16.5 HEittt
TR AIC UC- 75 I RF Y — UIEERIE/KAIY 0.3mg 2 OS5 Lz &
&, MEERRORAFICII RSP RENAAE UTHEET 5. Eio. 5%
96 BRI E TIC 87.6% MR, 1.6% BEFICHRt sz, 7T 3IFY —
ISR KA R EPRRR & 2 5/ Y (HEADT—%),

16.6 BEDEREEITIESE

16.6.1 BikEEEEE
TRV (50 <7 L7 F =227 75 > A< 80mL/min) . & (30
SUVFPFZUU) TS5 AL 50mL/min) RUEE GZ7L7F=r
7)) 7 F 2 A< 30mL/min) OBREEEREBRELCICERTEES 26 flx
WRIZT T IRV — UVIERREKAI 0.25mg 2% 5 L. Y EhRE % Bt
L7zo ZDFER. Cmaxs tmax LU VA/F ICEBLZEIIRO SN2 D o 72 H5
WRITRT EBY e IHFEERCBEOESHEREEREEICB LT, @F
BADK 3BICIHERE LTz, BB, Bifahi 7T I _F Y — )UIEEEIE/KH
MIRERDOK 9% TH-72 2 GHEADT—%), [7.2.7.3.9.8.2 B8]

TT I_F Y — VIERBEKFIY 0.25mg

a) #HEHPPX 1 79 IRF Y — UEBEKAY. PLAC: 7J+t4R, BROM: 70 %
T TF A VIVEE
b) Z{tEixhREE (F9fE) %RU7z.
¢) Wilcoxon Z#EAMED p EER L7,
d) FEI%FRS A UPDRS Part I 1.0, UPDRS Part 1 2.0
F 7. UPDRS Part I X\& Part MO &EFHA I 74 30% ML EOBEADEE
R UZREFI OB & %2 IRERITRT .
TIIRFY -
SERSIE KA
UPDRS Part I | 56.9% (58/102 ) | 49.0% (51/104 1) | 29.9% (32/107 i)
UPDRS Part Il | 63.7% (65/102 %) | 60.6% (63/104 ) | 36.4% (39/107 fl)

7T IRF Y — UERRE/KFIY T O BIEF SR EIE1E 69.6% (71/102 fl)
T\ ELEIERIZHEEARR 23.5% (247102 ), B 18.6% (19/102 41)
BHORR 16.7% (17/10241). Y ZF 427 15.7% (16/102 7). {EH
12.7% (13/102 )« $J% 12.7% (13/102 ) . {EEHR 11.8% (12/102 %)
HFE10.8% (117102 61) TH -7z,
17.1.2 /@55 MABEER

N—=F 2V REE 3B AIENRE LB —EEREERBRICB VT,
7T I8F Y — )UIREBEAKAY (0.125mg X 3[E / H& D i) Xix7
T RERE 2 EREORE Lick, 79 3%y — VIERIEKN X
7 IR LB L UPDRS Part I XU Part MOEAFI A 37 2HREIC
E&%Lf: 15) .16)0

JaxsITF

AT OVEEE 7o

HESROEMBIE ST A — 5 E (RN BREREEE) SN TR PR B AR
JLTF (UPDRS & G&I A7 0E(LE (MR E — RS HE))
" =) AUCo tiz CLiwt/F CL- P B
BENE | Lo 2 [P (g mL) | ) | (mL/min) | (mL/min) e G | TPX Vs
; . UPDRS | #5487 | EFIH PLAC
(mL/min) (REES) AL B ©
BEERA | >80 | 6 [7.33+1.49 [11.3+2.72|411 + 85.9] 277 + 59.0 — 3 53)
B s PPX 163 -1.9
- 50~79 | 6 |10.2%2.29|15.3 % 3.82|297  57.2|206 +79.0%" REt )
EEE Sy ‘;;#;é‘ Pat ' ™prac | 1m0 0.4 | <0
BET : s PPX 162 -5.0
L 30~49 | 5 |16.4%5.45(36.3 £ 18.8]192 £ 52.5|105 + 43.9%2 248.323
HeE ( ) | Part 11 PLAC 163 0.8 < 0.001
BT R EX A
'Eg;fg“ 5~29 | 3 |22.6+3.48|38.4%12.7|131 +22.2| 32.8 = 15.6 a) BEBPPX : 77 I_F Y — VERIEAAY, PLAC: 774K

(1) n=5, %2) n=4, FHfEL S.D.)

16.7 EYMEEIEMA

16.7.1 IXFIY, PIVIIVIGHIE

TERERLA 12 % WRICT 5 I R_E Y — UIERIEKAY 0.25mg KO X
F V2 300mg #HARORS L. 75 IRF Y — UEBIE KNI O
BRBICRIIT VAT O VOB Lz, TOMR, T3 F VU —
JVIEBR KA B 5 UOEAR S Tl 7T I % Y — UIEEEEK
DO RPRE(ERHHBICEBERELERD B>, B2 YT
YA (CL) 130 ~39% BEREICETRL. tn BERLALY, coZk
Do, T IRFY - UEBEKNN L EROGHED T4 VEERE N
LCRMEMENS 2R Eni: HHEADT—%).

o S—F Y VRBEICT T IRE Y — UIEBIERAY 1.0 ~ 4.5mg
REROZRES L. EERE (ERBREMR®R4BELE) 2815
MmEEFEE 2460 26 BENIRE2L—var 77— aAFET 4
TABHICK O T D U EBREE O (28 6) 12k 5EEE K
L7ziER, 79 IRFY - UERIEKIMO 7 V7 5 ABETT S
AR E N Y, [10.2 B8]

16.8 ZDfth

75 I_RFY - )UIEBBIESE0.5mg [JG] 3. [EEVFEL 2 FOEEH
BlOEMZEFESEERBET A RS> (B 184E 11 A 24 H HARE
FEE 1124004 5 FIK 2) | cEDE, 7T IRF Y — LIEREESE 0.125mg
[1G] %#EH8IAI & LIoEHRBORR., BHEBIIRSLHESN, &
WP ICES E Ak En 2,

17. ERPREGHE

17.1 BMERUREHEICET H5HER

(IN—=F2 Y ViR

17.1.1 EREE MEHER
N=F 2V UREE IS flentf e L BN _—EEREERHBRICB W T,
7T IRF Y — UERBIEKAY (0.125mg X 2[8/ HX D), 7o
EVUTSFURAVIVEEE (1.25mg X 1[a/ HED#EE) XEFovR%
12 BMEOHRS Lz, 79 3%y — VIEBE KL ST 2R &
# L UPDRS (Unified Parkinson's Disease Rating Scale) Part I (H
WEEHE) KO Part T GEBRENHE) OFAF AT 2ERICHE
Ulzo &2y 77 IRFY - UERIEKHM ORI 7 OWEL 70 EY
VTF U RAVVBRICHELS S An T Eamane P9,

EN —EE B BRiE
(UPDRS & &R A7 0ZE(LE (HERREE R 5H1E))

PPX vs
Z{LE
" PPX vs | BROM
RSB | upDRs [msw e | man | SEEE L pac | e
(REFES) BRI wo | omp=
ey | EEME pdla-c
(90%CI)
PPX 102 (: §gg) 0.74
vy | P RIAC | 107 o0 | <0001 (—loéé? ~
| BROM | 104 | (—3.25) )
/LR R SHH —10.00
(8505 | X2 Jcum| 000l | (— o
atll Pprac | 17 | —s.00 : 4.09)
BROM | 104 | (—9.98) )

b) 248.326 HEDEALBIIHRE, ZOMIEFHETRL .
) 248.326 B Wilcoxon ZIEABE. ZOftid ANOVA @ p fEZR L7z,

7T IF Y — UIEREKFIY) T O BIEFA SR EIE1E 81. 1% (133/164 1)
T EARIERIZIES 32.9% (54/16451) 28 0 F 2 27.4% (45/164 1) |
RERAE 19.5% (32/164 1) EER 17.7% (29/164 1) HEIHE 14.0% (23/164
Bl) . {ERK 12.8% (217164 f). 5EJE 12.2% (20/164 1) TH o720
17.1.3 ;BASE MR

IS—F 0V UREBE 287 flENRE LB —EERRERBICBVWT, 7
T 3IRF Y — )UIERRIE/KAIY (0.125mg X 3[E / H&D#EE) a7 5ER
R 32AMBORS Lzk, /I I8y — ) UIERBEKYE 7 AR
L H#: L UPDRS Part 0% Part MOEAF A7 2ERICRE L 7,

WS B PR A B
(UPDRS 0&&Et A a7 O E (HERARKE B 5HiE))
I (LY
PPX vs
BSHR UPDRS | #5t0 | mpim | VERAR L piac
(REaES) L
— % 58i)
. PPX 144 -2.7
sy | YEES Patl "oiac | | —13 | 00
HRE PPX 144 —6.2
(248.324) | Part I PLAC 0 o] <o.o01

a) 5B PPX 1 77 IRF Y — VIEBIE/KFY. PLAC: 75+tFK

b) 248.326 REEDOE(LRITHRE, ZOMITTHETRL I,

c) 248.326 iBi1E Wilcoxon ZiEAME. ZOfthid ANOVA @ p fEER L7,
75 3 RF Y — VRS T ORIERFBE A% 64.0% (94/147 f1)
T, EREERIZES 21.8% (32/147 f) . 1EERE 11.6% (17/147 f5).
JIEE 10.9% (16/147 ). FEED £ W1 10.2% (15/147 ) . #EI2 P
£ 6.8% (10/147 ) TH -7z,

17.1.4 ;BAEMEHER
N—=F UV REBE 246 flENRE LB —EEREEHBRICBVL T,
75 3IREY —)UIEBIEKAIY (0.125mg x 3@/ HED#iE). 7a€s
UZF 2 AY)VERE (1.25mg X 1|/ HED#iE) X375 RE2RE9
KA 1 BERORS Uk, 75 3%y — UIEBEKIYE 75 R E
H#: L UPDRS Part I %O Part MOE A A a7 2ERICHE LR 9,

W5} B R B ACE
(UPDRS OFEEI 237 OEbE (ERFHREE - B5HIE))
R
. PPX vs
BSHR UPDRS | 5o | meim | VAR plc
(REaES) A e ©
— 2580
o PPX 79 ~2.50
sy | VERC P TR s | om0 | <00
mE PPX 79 6.0
248.326
( ) | Part I PLAC & 20 < 0.001
a) HEBPPX : 75 IRF Y —)UERRIE/KIY. PLAC: 75+ +R

b) 248.326 MEROE(LEIZHRIE, OIS FHETRL.
) 248.326 #BIE Wilcoxon ZHEAME. ZOftid ANOVA O p =R L7z,

77 I8F Y — VBRI T O BIER R E 413 85.0% (68/80 fil)
T, FE B ERIGE HERIME 35.0% (28/80 ). Y AF T 7 33.8%
(27/80 ) ME%i 27.5% (22/80 ) 8 & \» 22.5% (18/80 fl). A HRE
15.0% (12/80 fi) . $&&L 13.8% (11/80 %) TH -7z



(PEEHNSEEDRREML X FUAL v I AAEREE (Fi:ESLETREEIRES) )
17.1.5 ERE D888
RREELV ANV AL Y ZRERBEE 4] fl2z R E LZEN_EEMHT
BHEBRICBWVWT, 77 I8F Y — VIEBIEAKY (0.125mg x 18]/ H
LDWHE) VST 7 R% 0 HEEORE LK, 77 I_F Y — )L
FRIEZKAE 7T £ R & ol ULIIRIEIR K ) 75 7 b ¢ REE IR E)
B (PLMD) OFBZREDER Uz, £/, BELA ML AL Y JRIE
1R ZE 7L — TEAEE A7 — )L (IRLS : International Restless Legs
Syndrome Study Group Rating Scale) &EtAIT7DNR—RFA v
SOENETH I REMBLTERLHPER LY,
PLMI & {L&

mom) | EAR |~—aoqv| el | mmy PR A
PPX 20 29.6 4.6 —25.0
PLAC 18 46.0 39.5 - 6.5 0.0019
IRLS BEtA a7 & {LE
momy | EAR |~—avqv| el | zemy PP AC
PPX 20 23.4 7.3 —16.1
PLAC 21 25.1 18.7 — 6.4 0.0005

a) BEBEPPX 1 75 IRF Y — LEREKHM. PLAC : 75 &

b) PLMIL, IRLS A& A 37 RUN—ZF 1 > 5 DE(LRIFFHE TR U,

¢) ANCOVA 0 p E#RL7z0
75 I RF Y — )UIEBRIE /KT T O BIE R FIRE A 1d 45.0% (9720 Bi)
T ESEIWERIZED 15.0% (3720 f) . BEAPEE 15.0% (3720 fi) . 58
% 10.0% (2720 f5) . {tEEE 10.0% (2/2041) TH -7z,

17.1.6 EARSEMEHEER
BRELVA MLV RV Y FAERBEERE 154 fl2 HRE LEN_—EE8H
HBHBICBWT, 75 3%V — UIEREKNY 0.25mg. 0.5mg &
0'0.75mg/ HOBEIERE% 6 BRERE L, 51&HE TSI IRFY— )L
FEHE7KAM 0.25mg ~ 0.75mg % flexible dose ¢ 1 H 1 [ 46 #& B #% 5
L7zl 79 3% Y — LIEREIE/KFIY 0.25mg. 0.5mg & U 0.75mg/
HOWThORABHICE LT IRLS AR AITOR-ZT A VP 50DE
(L83 10 PLERA Uize 10 Bl oA IFEREESE (0-10 : B, 11-
20 1 SRR, 21-30 0 mEE, 3140 FEEICEE) ICBWLWCEERED | B
WETHIEEBERL, BRNICEZEOS 2EELR LI, /2. JEER
HIcBVW T, 5 52#% T IRLS GFF A I 7 ORE LD ER L 2,

—EEEH
BEEY TEGIE N=254 #5658 L8
PPX (&Et) 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
Ela=te:]
R=AF7A 51238 %5 2438 %5 5238
FEBIEL 140 138 131 119
IRLS #5t2a7 22.3 8.2 7.3 4.9
2 — — 14.1 —14.9 —17.2

a) HEEEPPX 1 75 I RF Y — UIEBIE/KAY
IRLS B8t A7 RUOR=ZAF A V5O FHETR LI,
B, &K 0.75mg/ HA SEEE 3 ICHREH 1L LI 5E T BTG
3RO LENZD o7,

77 I F Y — VIRRRE/KAIY) ¢ O BIEFFBREIE 1L 60.4% (93/154 fil)
T, EREWERIZED 31.8% (49/154 1) 1EER 17.5% (27/154 51) . &
A 7.1% (11/154 f51) BAERIE 5.8% (9/154 ) {8 5.2% (8/154 fil) |
Mgt 5.2% (8/1546l) T -7z

18. FERhEIE

18.1 {EFHRF

18.1.1 RN D2 ZBAICK T ZHFE (n vitro)
7T I RFY = VIEBREKIE RS Y D2REET7 7 2 — (Do
Ds. Do) (2R LBRWEIRIEZR L 2,
D1 KO Ds ZEMRISHT 2BAMEIIRES e o722

18.1.2 RIN= Y D2 SHHFIBIER
MPTP (1-methyl-4-phenyl-1,2,3,6-tetrahydropyridine) ##~\ 3 /¥ —
FUVUVHETLVEMICB VT, MEAETFTRABBERII L D2RE
ARIBIERIC LV EER & B FOSRINDORIETE ZFH L (TH7Y

) W, if’ /\U/\°‘) R—FEHEANY LTy —EROBEEAZRL

t (Fvh)?

18.2 I\"—*‘Jyyﬁﬁ?'ﬁﬁﬂiﬁﬂffﬁ

18.2.1 MPTP SERERNEER
MPTP ##38/8—F >V VRIREERZ 70 €2 ) 7F 0 X 2V VERIE L DK
FETYELE (THFFL) ©

18.2.2 &) - EfEICXI T BTEER
LRV E VEERES - BEREROWEERAZR L. o 0WEEA
EUARRNREDOHAICKVERT S22 LSRN (RTR) Y,

18.3 LR MUV RAL v J RIEIRBHFAEIR DTLEER
6-OHDA (6-hydroxydopamine) 12 & DRI K/$ 3 > i % 2 M &
2Ty MIBWTIE, 25 L DITEEIHE SRR AN L 72 2%,
75 IREF Y — UIEBIEAFIMIRSIC X D 2N S oEINEImH s iz 2,

19. BN CET BIB(LFMNAR

—ig 1 7T IF Y — UIERE/AKHY) (Pramipexole Hydrochloride
Hydrate)

%4 @ (§)-2-Amino-4,5,6,7-tetrahydro-6-propylaminobenzothiazole
dihydrochloride monohydrate

7 F2 - CloHiNsS - 2HCI - H20

& 302.26

" R EE~HEEEOHEEXIIEREOHRTH 2.
KIZBDTHEIFRT L, AF ) —LIZRRETRTL T4/ -
( 5) ICRRBEIFICKL, T RIE RO T I VITIFLA BT 2V,

HC/\\/
? t::::[i‘2>NHz 2HCL - H20

Bl 0 K9 290C (931%)

20. BURL EDFE
T YO —m R

22. a=

(FSEIRFY—VIEEEESE 0.125mg [JG])
100 %€ [10%E (PTP) X 10, EBRAIAD]

(FSERFY—VIEEESE 0.5mg [JG])
100 %€ [10%E (PTP) X 10, EBEAIAD]

23. EZEHK
1) ATLH fth : ERPREESE 2003 5 19 (2) @ 149-161
2) AJLAR il - BEFREESE 20035 19 (2) @ 163-177
3) BERASN—F 2V REEOEMBREMRENT (£ - 70— )LEE @ 2003
12 A2 HAR., HHERIE ~ 3. (2)
4) HERFERAOEYEREMHENT (FE#) (Y- 7 0—)U$E @ 2003 5 12
A2 HA&R, HFEERME ~ 3. (1))
5) SAERFRA OB (JEEH) (€ - > 7 a—)LEE : 2003 4
12 A 2 HA&GE, H#EERMIE ~ 3. (1)
6) HNEHR : EMFEHFEEERE (820.125mg)
7) EYFREICNT H2EEHOME (V- > 7u—)UEE 1 2003F 1282 H
AR, HEERMIE ~ 3. (1)
8) Yokoyama, K. et al. : ZE#EHRE 1999 ; 14 (4) : 300-308
9) HEANBWAEREBE OB EREMTT (L - > 70— )LEE : 2003 F
12 A2 HAGE, HHERHIE ~ 3. (2)
10) EMEEICNT 2V XF IV ORE (€ - 70— )LEE 2003 £ 12
A2 HA&RR, HFEERIE ~ 3. (3)
11) BARNS—F vV VREHEBEFBEHRT (€ - 27 0—)LEE : 2003
F12 A2 HAR, HFERMEZE ~ 3. (2))
2) HNER : EYEORSEERE (880.5mg)
3) Mizuno, Y. et al. : Movement Disorders. 2003 ; 18 (10) :
1149-1156
14) HARTOEMMELERER  L-DOPA ffH (58 248.505) (& - > 7
O —)U$E 1 2003 5 12 A 2 HA&AGR, HFEERME ~ 3. 3) . 1)
15) Shannon, K.M. : Neurology. 1997 ; 49 (3) : 724-728
16) WekToFE MAAEREG R L-DOPA JEGFFH (5U8% 248.323) (& - &
Ju—)LEE 1 2003 4F 12 A 2 HA&GRE, HHEERHIE .30 (4) . 1)
17) SAEAH S —F >y IREEEIHERAR (- > 70 —)U$E @ 2003
F12 A2 HAR, HFERMTEZE - .3. (4) .2)
8) Guttman, M. : Neurology. 1997 ; 49 (4) : 1060-1065
) BRNT O MAHHEGRER L-DOPA ftH (F(5% 248.326) (& - 71
—)U$E 1 2003 £F 12 A 2 HAGR, HEEREE ~ 3. (4) . 2))
20) HARABFEELV A ML ALy ZF AERBEESEIHERE (- 270
—JLEE 1 2010 FE 1 A 20 HA&GR, HEHERIE 2.7.6.1)
21) HARAEREL Z ML ALy 7 AERBEESEIHEAR (K-> 70
—J)LEE 1 2010 FE 1 A 20 HA&GE, HFHERIE 2.7.6.2)
) Mierau, J. et al. : Eur. J. Pharmacol. 1995 ; 290 : 29-36
23) Mierau, J. : Clin. Neuropharmacol. 1995 ; 18 : S195-S206
)
)

I BREBUTCEELTRET S &,

Domino, E.F. et al. : Eur. J. Pharmacol. 1997 ; 325 : 137-144
VEFRFICRd 2 I RZMMET (€ - 7 o—)LgE : 200312 A 2
HA&R. HFERMIE K -1)

26) RAIEE fth @ R EFE2E 2003 549 (6) : 973-983

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

*24. WEEERERUBELEDES%

HAY 3 v VHRASHE BES THERE
T 108-0014 HEHEXZATH3IBFI S
TEL 0120-893-170 FAX 0120-893-172

26. BUEARFTFEES
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