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Pramipexole Hydrochloride Tablets

BIEE, Ry
T ER-EMSEOMSTZICIVERTS L

1. B&
BRIV REIMEEN CERESENH5NZ EhH . F
EREMBIREIC & W BEIESWELZ LIFIh@mESN
TWBDT., BEICEFIDRFAEMERN HEREEFICOVLT X
<AL, AEIRADICIE. BEBEDEE. HHOIRE. B
FAEREERRZESH SEEICRBIELBVLSIFETI &
[8.1. 11.1.18Eg]

2. 2 (ROBECIFRSLBENTE)
2.1 IR UIIR L C W AR O H 52t [9.5 2 ]]
2.2 RAEIORG I UBEBEDBHERED & 2 BE

3. #AR - MK

3.1 #8m
. BRES .
s g vRANA]

D-v>=bt—J, bUETO
D22V NI < = Syl
Elrtra—2, AF7Y Y
B~ 72N

D-v>=bF—), hUETO
PPV <l v E Sy |
Ylrtila—R, AFT7Y Y
B 7 L

TITIRFY )L
HERIE$E 0.125mg
1G]

7T IRFY — VIR
KA 0.125mg

TIINRFY -
16 B 16 §€ 0.5mg
1G]

3.2 ERFIDMIR

77 INFY—LVIEBR
KM 0.5mg

WEE (@Al VB kas - EE Lt
E1iii] il
TIINRFY - -
ﬁ@ﬁﬁOJ%mggémﬁ (:) — 1616
1G] B w
2.3mm 85mg
BH {RITE
75 3IRF V- L|EEN S| AT
5 B 1 5 0.5mg| 5 E &0 ‘@_l@ @ T 617
1G] SEA BE  Eg  EZ Hi
10mm 6mm 3.lmm 170mg

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

5. FEENIFRICEHET DiF=
VA NLVRL Y 7 AEMBERE (RS RNEEEER) OZEIE.
LA ML ALY 7 ZERBEZE S L — T OBIEER OE
JEE A — VICE DS EEICEM L., REZHLTHESICOR
BE53 5T &,

6. Bi&-HE

(IN—=FV VR
BE. KA T T IRFY - UVEREKIMELTIHE
0.25mg 72 5EUw, 2EEIC ] HE% 0.5mg & L. DE&EE

EBZE LSS, EMEICIHEE L T0.5mgdOEEL.
MR (FE1IHE1.5~4.5mg) 2ED 5, | HEN ST 3
A = UVIERRIEKFIY & LT 1.5mg RO HE 1L 2 [\I5H
gL CHY AKIC, 1.5mg D E0BAIE3EICHEIL TERRE
ROBET 2, 55, Fip, ERICKDBEEHENSTE 505
1 HElZ4.5mg 2R LW &,
(FEENSEREDRREMEVANVAL Y I RAERE (TRELE
THEEIRES) )
WE, BRAIIE TS IRF Y — )UERRIE/KFIY & LT 0.25mg
% 1 H 1EHE 2 ~ 3RHANGROH% 5 2445131 H0.125mg
KRB L, RIS CT 1 H0.75mg ##8 2 % Wi T#EE
HWET 275, EEE BN EOBEL BT TITS 2 L.

7. RERUAZCEET 5FR

(IN—=FVY VIR

7.1 KAOBRSE, LEDP SRR L. IREOBEER. HLEHE
FERMESEOBE 2 +0IT W EEICHERE (FE 1 HE 1.5
~4.5mg) FTHEEIT S &, [8.2.9.1.1.9.1.3.11.1.2 ]

7.2 BRREREREIINY H151E
RO &S aHEGFE2 BRICKRSEEZFHE LEREICER LR
DOEEICHIET S &, 4B, BRERTREICNT 2HK
|HERUCRKIBERIEITROEBD &9 5, [9.2.1, 9.2.2,
9.8.2, 16.6.1 ]

ILTF=2 oY
TR 5% el 1 HigG& Al HE
(mL/min)
IARELT
1.5mg A
svrF=rr) | 1H2[EERE 4.5mg
75vaz250 [1gmeLc | @M 2E () s 3 m)
1.5mg DL E -
1 H3[E#&S
50>7LvrF=r - 2.25mg
s 75y az 0 L B2ERS | 0.125mg X2/ | (| o500 o m)
W>IL7F=> . 1.5mg
pursya |V HIEBS [0.15mg X TE | (500" )
(PFEENSEEDFREEVA MVAL Y J REIREE (TRESLE
THEFEIRES))

7.3 BRMELANL ALY P AERBEICBITA | HREAESE
(0.75mg) &, S—=F VY UREHEIDHEOVZD, ZJLTF
Z 77T AN 20mL/min DL EOBHEERESE TIIEE
DOREIZ WD, BRTHEVETI VLT F 7T 5 AD
20mL/min R D & & 2 B EEREERE ICB T 2 RE OB
ROBLEIIHSIL TV EWED, TS DBEFHITNT 5AH
OFEEIZOVTIE, IBELOBERE 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 BHHEBHZE LfIrRESNLTW
%o ZEFEMMERRZHE C L7EMOHFITIE, HIRPEEORKD
O LEkERD L o 72 2 VI3 HR 5 RME 1 F2 B
L7eBRICHD THR LB HESNT VD, BEITIIAAD



ZEFRHYIRIR K OMERZEICOW T K<L, BEHEOEE, #
WOENE. BFEESREREFEIEEIRBSE RV LOIER
52 E, (1., 11.1.1 3]

8.2 B ESMHIZIZ. ®F WV, LB HA, SA6DETFEDIIL
HARIMEICEDSIERPER OGNS ENDH D, £low TNSDIEE
ROFEBFLGE T EROBEIE LT, BEXIIRS %
RIS 2 E OB RMEEITO 2 &o [7.1.9.1.2,9.1.3 8]

8.3 LA RNSIE RN VEZAEKEHEOKES LD, R
# (AARNEEOBRESEOHEMIIAFLBREZIBICL D
DET. FRICE v VT ILEEDIRTIRE) . TRIHERKTUE.
HEMEE. R2REF0HFBHEESSIRESNTVEOT, Z
D& GIERPFEIE L2EEI0. BEXREEZHIET 5%
EHEYRMEBEITOI &, £y BERUFHKEEIIZOE D 7%
EERHEAEEORRICOVTEHHT A2 &,

8.4 N—F UV UIRBEICBLT, KEOBEE. FIEABELE
Al BET A2 & BEREE X IEFRIEIC KD EEEER
EFRTHIEN DD, Tz FISI UZBRIMEBEO &M
BEXIEHIIC KD, BABRERER (BEE. A% 5O,
WEHE, FIT. RRESOERZ/MET ) Pbobhbsl &
Whb. 2B, BRERELZAN ALy FAERBEBEIIBWLT
E N—=F UV URBEIDLHENMENO. B LA T
b &, [11.1.4 3]

(PEENSEEDHREELVANVAL Y O AIEREE (FEESLE
THEEIREY) )

85 A2 ED I NI VRERKEHEOHZEITED
Augmentation (RRIOERFEIRS 2 BRI LR 5. ERD
BE, hOUBEADOERILK) PROGNZIEHFHB/-D.
2O &S BRERPRD 5 NZHE I WENIEERE2FHIT
Bl EOBSEBEZEC S L.

9. HEDERZHI HEBEICAHT IR
9.1 GHHE - BIMEEEDH 2 EBE

*%9.1.1 {]8. EREOHEWERNEENSDEHEEDS 2 EE

SERDEEIIFHIRLPL I BB EDH 5, [7.1.11.1.2 %0E]

9.1.2 EERWVEENFZNSOEERED G ZEE
EYHEERLESEOEERPRELL I BB ENDH 5.
(8.2 2]

9.1.3 EIMEENESE
ERPET S ERDH B, [7.1. 8.2 B8]

9.2 BiEEEEEE

9.2.1 BREEEDHZEE
BIERPHEELL I 25 BZNTH 5B, [7.2. 7.35HE]

9.2.2 BEEBEDHZIEE (JL7FZIVIUFS VAN

50mL/min &)
EIUT7 T ADBKTNICKDARFOHERLBHSIEET 57
O, BEREE T UBEREICEE LS S EEICHET S S
Lo KANIFEICRPICRENMAED E FHRM SN B, Fio. BT
BEDIVIIIERICEELERERERE CO 2 ERRER
BZWDT, COEIZEHFICH L CIRELBEE LD HE
BICHRETH L, (7.2, 7.33E]

9.5 1Fi®
ERIIER L TWARIEEEO H A LEICIIRE L RN &,
B (Tv ) 2AWERERESERRT. MTOZ P8
HHENTWVWAS,

- ZRREER O — AT RERRER (Seg. 1) (2.5mg/kg/ H%5EE)
T MEFOT 7 F VEEOETNICED IFIRERDOET

- BEEHMRSRE (Seg. ) (1.5mg/kg/ HIZ5EE) T,
ME7as 7 F U BEOKNICED L EFRBHROED

- FESROEAIAR 5B (Seg. M) (0.5mg/kg KL E/H
BER) T, MBETOI57F U EEOETICE D B4Rk
HOET

(2.1 ]

9.6 1Z7LIR
WELOBESRERUBAREOEREZER L. ZAL O X
FHIEEBEIT A&, B MCBWT TR T Y F U EEd
B ENPHMESINTED., AHDWEIGIT 2 EESH 5. %
BEYER (T Y M) THITHABITT A2 EPROENT NS,

9.7 INR
NRE R E L ENEERFERITER L TWLa L,

9.8 SpE

9.8.1 BEDREZBR LAY SEBEIIRET S L., EZED
BHIERDS S S bNZEEICE. BEX LIRS 2hiEdsE s
BT, BEIE CTHBEHREZ2ERT 5% SOy 2 0E %
Fr2 &, N=FUVUREBEEZNRE LLBERABICBWLT
5Ll FOEBE CIESBEICH L, JBESOBEEROFKER
EPEWVERAIPZED SN T NS,

9.8.2 & (1H1[EO0.125mg) » o5 %2FIET 52 EEED
REZBRLZPHEEICERET 52 & AFNEIFICRFPICEK
ZBlEOFE TS N2 H, BHECIIEREISETRTLTWS
T ENZW, [7.2. 7.3, 16.6.1 ]

10. 18E{EA
10.2 HAER HAICEETSI L)

HAH2% BRI - IEE A W - AT
NFF VERERENLU|DAF AT T LDRE|HF A VEERENL
TEEsN2EH  |OBWERSERT 2 2| Tt s h 2 3HH &

VRAFTVU, TRUNENDH B, ZOEDB|OHHICEID, WD
¥ U IERE BT, FHIZEE| 20V T A0

[16.7.1 28] T5HIE, DB RME 57 WA A

L. BZUT7 I AN
ERTAHZEDH 5,
SEERA ERDPE®RT 2 BTN BFRIHES »TIERZ WL
FILa—) BH5o M AKElE ORI &
D {E R38R O AT REHE A
EAbN5,

R8s A ARENOIERAMEET T 5 [ AANE R8I EH)HE
Tz ) FT7IVREBENED S, THO., PHHICK DM
#l, 757z BRI OERPHEIT 2
ZHEA X by S BENDH5,

F3IF, RyRYRY

Fol—F 2V VA DAF X TT AREBEICERASERT 5
LA RIS, $iay v EELE0RER P ER| XD 5.

Bl. 7wV VIE|TAHIEDN DB,

fRiE. FoF RN

. BlfEA

WOBWERN H5bNBZENBHZHDT, BELE2 DTV, BE

WD HENTGEIIIRE2HIET 20 S LB ZITH &,

1.1 EXZEWER

11.1.1 RFEMEEEE (0.1 ~ 5% i)

BIJKD 72 WERNERE D 5 bNE ENH 5. [1..8.1 %]

11.1.2 I8 (15.4%). &8 (0.1 ~ 5% *i). AE (0.1 ~

5% i) B (0.1 ~ 5% Kii). $BE FHERHA)
OB (FICOR). B, AR, ., #Eilrdbosbns
EDBHBDOT. TOXIFEITIE. BEXIHREEZHIET S
LEBHIT, BEICECTIBMREZHERT 22 E 0@tz
BETo2 &, [7.1, 9.1.1 2]

11.1.3 FIFIRTIVE VTES S WMEIREE (SIADH) (BEEREH)
&5 N U AME, ERBEEMEE. R~ 7 2 FEHE O,
BRI, R, BRRREES LMD AR AT U AE S S UER
B (SIADH) bbb ENHHDT. BEIFRDONI
BEIERESZFIE L K EROFIREET 2 LB #1752 &,

11.1.4 BMNEREE BEERH)

NW=F 2V REZFICBWT, RAlOSE 2 EEEHIEIC X
0. BEEREBESDODNDZZENDH D, BELZFTITV. F

B EHEE, BEHES. SEOHEE. RNEEES)., MR R,

SRR, MEOEE., T, IE CK 0 LRAEPHobn/z5He

ICITEEERBEOERTH AR H 270, HREH%. B

BU. REH, KOFHREOBULAMEZITS 2 &, [8.4 5]

"

* % 11.1.5 1EERIAHE (SHEEAHA)

AR, BE CK R, MHFRORFIA7uey 7%
B LT 2EBRBENSH DN I EV D 5. BEHME
FEICL SR MEREOHKEICERT 5 &

11.1.6 FHHEEERRE (BHEANH)
AST. ALT. LDH. y -GTP. V) )L ¥ ERFE FH#E
BEPHODONDLZENDH 5,



*%11.2 ZOfOEER

GhEEHE)

5% DLk 0.1 ~5% Kl | 0.1% Kiii | SHEAH

ERE BHER

Z . ERRE.
IR B BE

N Y=

d] s

- B |CK _E5(7.5%) |50, B

P

VA=, B
RTTHE, FHIRREL,
HEBE L, IA
7u—X A, B
MHIZ< VL, B2
HIE, HME
BN —F Y
ZALDHEE

SAFRTT e
(17.5%) 1
(16.8%). &
Fu (12.5%).

S (5.5%)

A -
ReER

T A % R E
2P (g 3m) W0, WG
- |

HH, BRO55
D&, EHHE, &
B

BR. HOE
BN

72
il
B

oA/ G N
(12.2%) . RHR
(6.5%)

L, MR
[aEBE &
2. RHEE.
I R OE RS
REE. FHE

AR I
BE) (S
RZ, 5 D,
TN, BT
i PR . R
E@@ﬁ PR,
* R, RA.
I, R
B oBA (f
)
B

D (29.9%).
H 1t A R
(11.9%). {#E#L
(9.0%). B R
O (6.9%).
TEM: (5.9%)

fEE. B E S,
B 7. LREEE.
HA %, 85
Ee. 1LY A

TRERD

HLE

FFHBER S (AST
ERALT E&.
LDH L7%)

v -GTP k&
JFF M

Fus s F UK
T REHILE
v ER

gl

il Mg fE B

TEERER RILE, 8%

HERRBEEL RE
HiEE

R F .
. BRI K
RN AR
FHEIEY T
5. . 5
I PR

MR R

— A
GEE

. fifize, U= -

e )

E) BENPRDSNGRICE. RERMIBENMORERICRET %
& B BABEITS L,

(PEENSEEDHRELVANVAL Y T REREE (THRREEL

TRETEIREY))

5% it
K - R VA MLV ALy T AFEREED augmentation (2.3%)
HHRER
13. BEKS
13.1 FER

B B, BEOER. E#RZ, OF. B BOEFOD
FERZ R 2 RN D 2.

13.2 W&
BRERP RO NZBEICE, FBRMREOREZERT 2.
mB. MEENTIC K 2REFHFTE 20,

14. ERALDFER

14.1 EFRZIEHEOER

14.1.1 PTP B DAL PTP ¥ — b 5O H L TRAT 5 &
OEEI LI &, PTP U — FORREIC K D BLHAT A RE
REARIA L, BICBZEILEB I U THERAAEOEE a0
FEZHFETHIEN D,

14.1.2 FANDEITH L TAREZ 12O IRAERTIC PTP ¥ — b
POWMOHT LOEET S &

15. ZDthDFE

15.1 BRFR{ERICE DK &R
t MIBWTAHRRI ZE&TLH/S—F 2V VB & RBEE M, & OB E
HIEEDSNLE D> T EDHRED D 5.

15.2 FEERFREAERICE D < 158k
Ty NONARERE 24 » ABIEERS) 2B\ T, 2mg/
kg/ HY Lo 582 THBEZEOBIIPSHE SN T,

16. EYIERE
16.1 MOEE
16.1.1 BOi%s
BREBAICTT I RFY — VIERIE/KAY 0.1, 0.2, 0.3mg = ZEfERF I
HEREOHRES L& &0, MERRELEOEMEE VT X — & &2 IRE
12" Yo Cmax XN AUC ZRBEEMEZR L Y,

7T IRF Y — VIEIRIEKY

HORSEOEMBNRE ST X — 5 E (ZRERHTS)

BB T 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 + 631.6 9135.8 + 1422.2

(FHfE+ S.D.,n=28)

16.1.2 RigHRS

(MEERRE( AR EHER)

BFRRAICT T IRFY — UERREKI 0. 1mg 25 1 HEIZ 1 B 1 [,
2HEWE1IH2ME. 3~6HEIZ1IH3E, 7HBIZ 1 BAEBKRKEZOR
HUrze&, miEhRZ(LAEE X1 B 3E%S5MIG%E 3 B CEFRE
ICE L7z, F/o. HERESHROEMEENTA -5 FHlsNZ D L
DRIEFGIC R HE-ME TR 57

G I 2 MAERIEE)

N=F 2V IREBEIC, T IRFY—)UEBIEKFY 1.0 ~ 4.5mg %
REZOBSHOEERE (HHERSMEHZRAIEBEDRE) 2BV T,
MAEFEED S5 7EIRSEICN L TERNICHEINT 5 2 EATRIES
Nize A—HWREICBIL2EERED b I 7HICKE BELERD 6N
T T IRF Y — JUEBIEKY RKER SR OEFREICE T 52ER
3R eGP o Y,
16.1.3 E£42HIFIREE

BERAICHBIT 27T I RF Y — UIEFIEKHIY O £ H9F FH 213 90
~93% THo7 "D (HMEADT—%),
16.1.4 EYZHIESEAER

75 3IRF Y — VIEHIESE0.125mg [JG] &£E - ¥ 7w —)L§E0.125mg
. JHAT=N—HKICEDENZTNILEE (7T IF Y — VIEERIEK
M#& LT 0.125mg) R ABEICHARERORS LT mEEhRE
{LABELBIE L. BoNEMERE/ ST X —% (AUC, Crax) KD
T 90% (EHEX LIS CHEEHRIT 217 > 7243, log (0.80) ~ log (1.25)
OHEFENTH V. WAIOEMENE S, SRR SN 9,

(pg/mL)

1 300 —-o— 77 IRF Y- UIEEEERE0.125mg [JG]
%g 250 t -e— b - ¥ 7u—)L$E0.125mg
_7; 200 Mean+S.D., n=16
~ 150
ES
\]/ 100
L
w >
Bl . ‘
01234 6 8 12 24
5.4 O FERE (hr)
BT A — %
HENRT A= BENRTA—4
AUCo-2 Chmax Tmax Tz
(pg - hr/mL) (pg/mL) (hr) (hr)
T5IRFV—L
YEFEHE 5% 0.125mg|2662.27 + 450.91| 246.6 £39.3 | 2.2+1.0 | 6.9+ 1.1
NGl
gﬁ;7”_”ﬁzm&m13%ﬁ32WBr4ls 1.940.9 | 6.6+0.8
.125mg

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

MAEFEEL O AUC, Coax BEDIST X — 1%, #HEBEORIR, 4K
DOFEEE - BREASORBETFICL > TER LSS H S,

16.2 DRI

BERRAICT S IR+ Y — VIEBIE/KHIY 0.25mg % 22 I3 & ikIc
HEREO®REG L & EOMBERRE(MEOENEIRE/NT X — & & LB L
Too TOFER, BYBFEIINS A —F ITEBLZRIRDONT, T3
FV — VIERRERKAD ORI T 2BEEOHEIDL LV DEEZEZH
Nz MEADF—%). B, BN TEMS N/ @ERERAICTT 58
[ E (ZERKRS) RORE®RSOE 1 HE (ARES) OEYEE
NIRA—=FEHB LTz, ZOFER. tnax TBBRIES T 3.1 FifE & Z2HEHF
#5 (1.58H) CHLEET AEAPRD 572D Cran AUC KT



ti lEWITNHELILTBY . 7T I RE Y — UERRE/KFY O It
THARFEOHE IV bDEEZ N Y,

16.3 96
b MIEEBRERIZ LT ~ 26% TH o729 (in vitro) .

16.5 HEittt
R AIC UC- 775 I RF Y — UIEERIE/KAIY 0.3mg 205 Lz &
&, MEEFRRORAFIII KA RENAAE UTHEET 5. £z, 5%
96 BRI E TIC 87.6% MIRAIC, 1.6% AEHICHRts Nz, T 3IFY —
IR KA R S BRI & 2 o/ ¥ (HEADT—%),

16.6 HEDEREHITIESE

16.6.1 BikEEEEE
{EERAVEE (50 <7 L7 F =227 75> A< 80mL/min) . hZE (30
SUVTPFZUU )T 5 AL 50mL/min) RUBEE GZ7L7F=r
7)) 7 J 2 A< 30mL/min) OBREEEREBRELOICETEES 26 flz
RRICT T IRV — VEREEKAI 0.25mg 2455 L. S EHRE % Miat
L7zo ZDFER. Crmaxs tmax LU VA/F ICEBLZEIIRO SN0 o 725
WRITRT EBY e IHFEERVBEOSHEREERICB LT, @F
BADKI 3EICER Uiz, %8B, BFSNZ ST 3%y — LIEREIE/KF
MIRERDOK 9% TH-72 2 GHEADT—%), [7.2.7.3.9.8.2 B8]

7T IRF Y — VIERRIE/KAIY 0.25mg
HERGHOEMBE ST A —7E (BERA. BlEREEE)

JLVTF
=) AUCo-» ti2 CLiwt/F CL:
BEHR TV R i (ng - h/mL) (h) (mL/min) | (mL/min)
(mL/min)
[-E9N > 80 6 [7.33£1.49 |11.3+2.72|411 +85.9| 277 £ 59.0
X &b
%%iﬁ%@%ﬁb 50 ~ 79 6 |10.2+2.29 [15.3 +3.82|297 + 57.2(206 = 79.0%"
R ;
~ + + + + #2)
P 30~49 | 5 |16.4+£5.45|36.3 +18.8|192 + 52.5|105+43.9
B RAE
~ + + + +
o 5~29 3 |22.6+3.48|38.4+12.7|131 £22.2| 32.8 £15.6

(FE1) n=5, #2) n=4, FYE+S.D.)

16.7 EYMEEIERA

16.7.1 IXFIY, PIVIIVIGHIE

R 12 5120 RICT T IRF Y — UIERRIE/KAY 0.25mg U A
F V2 300mg #HARORS L. 79 I RF Y — UEBIE KNI O
BRBICRIET VA F OV OEEREE Lz, TOMR, T3 F VU —
JVIEBR I KA B 5T UOFAR S Tl 7T I % Y — UIEEEEK
MO RPREARPHBICERELRELIRD Lo BIUT
YA (CLy) 130 ~39% EREICETRL. tn BERLALY, CoZk
Po. TTIRFY - UEBEKNN L EROGHED 74 Y EERE N
LTRMERMSNZ I EPRBESN HEADT—4),

o S—F Y VRBEICT T IREF Y — UIEBIERAY 1.0 ~ 4.5mg
REROZRS L. EERE (ERBREMAR%R4EBELE) B85
magrhiEE 5240 26 ERMIIRE2L -3y 77 —vaAF2 T+«
JABRICE O T2y D EREE O (28 61) 12k HHER R
L7ziER, 79 IRFY — UERIEKIMO 7 V7 5V ABETT S
AR E N Y, [10.2 2]
16.8 ZDfth

75 I_RFY - )UIERIESE0.5mg [JG] 3. [EEVFEL 3 FOEEH
BlOEMZENFESERB T A RS> (B 184E 11 A 24 H HARSE
FE 1124004 5 FIK 2) | cEDE, 7T IRF Y — LIEREESE 0.125mg
[1G] %#iEH8IAI & LIoEHRBORER., BHEFIIRSLHES N, &
MRMICEZ ARz EN Y,

17. ERPREGHE

17.1 BMERUREEICET H5HER

(IN—FV Y UTR)

17.1.1 EREE MHEHER
N—=F 2 iREE 315 fla R e LI-EN—E5REERRICB VLT,
7T I RF Y — UIERBRIEKAY (0.125mg X 2[E/ HX D), 7o
EVUTSFURAVIVEEE (1.25mg x 1[a/ HED#EE) XE7Fo8R%
12 EMREOHRES Lz, 79 Iy — UVIEBREKIIE TSR &
# L UPDRS (Unified Parkinson's Disease Rating Scale) Part I (H
WEEEE) KO Part T GEERENHE) OFAF AT 2ERICHE
Ufco /oy 7T 3I_F Y - VIEREKRPIO 2T 7 OWEETOEY
VTFUAVVBRICHBLE S hnw I LRSI,

EN —EE R EGABRE
(UPDRS O&&Et A a7 OZLE (MR E % 5Hi1E))

PPX vs
%L
N PPX vs | BROM
RSB | upDRs [mow e | man | SEEE L pac | e
(REES) AR wO | g
ey | EEEO | ZiemE
(90%C1)
PPX 102 (: ggg) 0.74
si—xvoom| PRI TPrac | 17 | —roo | <00 (_10(');’ N
B BROM | 104 | (—3.25) )
/LA KOS —10.00
O I B B [T ] 000 | (<o~
atll Pprac | 17 | —s.00 : 409
BROM | 104 | (—9.98) )

a) #EBPPX : 79 IRF Y — UEBEAKAY. PLAC: 7S+t 4K, BROM: 70 %
T TF A VIVERE

b) Z{tEizhREE (F9E) %RLU7.

c) Wilcoxon Z#EAMED p EER L7,

d) FIZRA AL UPDRS Part 1T 1.0, UPDRS Part I 2.0
F7-. UPDRS Part II Xi& Part MO &EET A 2755 30% DL EOEADRE
R UZREFI OB & %2 IRFRITRT .

TIINFY—)
SERSIEKFIY
UPDRS Part I | 56.9% (58/102 f) | 49.0% (51/104 1) | 29.9% (32/107 i)
UPDRS Part Il | 63.7% (65/102 i) | 60.6% (63/104 ) | 36.4% (39/107 f1)
T IRF Y — UVIEBEKY T ORIWERRIREI 1% 69.6% (71/102 f1)
T E2EIERITEIEARR 23.5% (24/102 ) . TE5 18.6% (19/102 f1) .
BMARK16.7% (17/10261). ¥ AF T 7 15.7% (16/102 ). 1Ffi
12.7% (13/102 )« $I% 12.7% (13/102 f5) . {tEAR 11.8% (12/102 f5) .
HEWV10.8% (11/10241) TH -7z,

17.1.2 ;BASEMEHER
IN—=F 2V REE 3B FIENRE LN —EEEEGRERIC B VLT,
7T IRF Y — VIEREEAKFIY (0.125mg X 3@/ H & 0 #itE) iz~
T AREFRE R AMBORES L2k, 79 3% Y — VIERBIE/KNYI
7T AREHE L UPDRS Part I %0 Part MO SF A3 7 2ERIC
E&%Lt 15) .16)D

JaxsITF

AV VEEE TR

B/ R R B
(UPDRS & &t 2 a7 0Z{bE (MFHAREE - 5H1E))
ZAta
n PPX vs
&55”% UPDRS | #5869 | JEFE (Here PLAC
(HBES) RAEE |
—#5510)
. PPX 163 - 1.9
sy | YERS Part I — =T 10 o <o.0o
R PPX 162 5.0
248.323
( ) | Part1I PLAC 168 08 < 0.001

a) HEBPPX @ 75 I %Y — )UERIEKAY. PLAC: IR
b) 248.326 AERDE(LEITFRIE, ZOMIETFIHE TR L,
c) 248.326 #5x1x Wilcoxon ZIEAME, ZOfhid ANOVA O p fEER L7z,

75 I RF Y — UVIEBEKHI) T OBIEFR FBIE A% 81. 1% (133/164 1)
T ELEIERIINES 32.9% (54/164 51) B o £\ 27.4% (45/164 1) |
ARHRAE 19.5% (32/164 {5) EHR 17.7% (29/164 1) EESIIE 14.0% (23/164
Bl {FH 12.8% (217164 1), 58fE 12.2% (20/164 ) TdH -7z
17.1.3 /B E MAEHER

IS—F 2V IREE 287 Bl ER e Lz —EEsEREIcBWT, 7
T 3IRF Y — )UIERRIE/KAIY (0.125mg X 3[E / H& Vg Xid 751+
R 32 BB S LK, 79 IRFY - UIERRIEKIIMmE 7o R
L H#: L UPDRS Part I %O Part MOE&E A7 2 GEICHELE Y,

WS B PR A B
(UPDRS 0&&Et A a7 O E (HERARKE - 5HiE))
{8
PPX vs
BSHR UPDRS | #5t0 | mpig | VERR | plac
(REAES) L
— % 58i)
. PPX 144 —2.7
sy | YERS Patl ™oiac | | —13 | 00
FRE PPX 144 —6.2
(248.324) | Part I PLAC 0 o] <o.001

a) HEBEPPX 1 79 IRF Y —UEBIEKIY. PLAC: 754X
b) 248.326 REEOE(CBITHRIE, ZOMITTHETRL Iz,
c) 248.326 iBiIE Wilcoxon “iEAME. ZOfthid ANOVA @ p &R L7,

75 I RF Y — UVIEREAKAI T ORIERFIE A% 64.0% (94/147 f1)
T ELEWEFRIIIES 21.8% (32/147 7). 16 11.6% (17/147 i), &
TIEE 10.9% (16/147 Bll) . =Bk F11 10.2% (15/147 fil) . FESTHAR I
E6.8% (10/147 1) TH -7z
17.1.4 ;BAEMEHER

IS—=F 0V URRERE 246 HlENRE LN EEREEBERBRICBVT,
75 3IREY —)UEBIEKAIY (0.125mg x 3[@ / HED#iE). 7a€s
UT7F U AYIVERE (1.25mg X 1 [E/ HED#iHE) Y75t R2RE9
HH 1l BEROHRES Lk, 75 I_F Y — UERRIEKME 7ot R &
H#: L UPDRS Part I %O Part MOR At A7 2 BREICELL Y,

W5} EEG RA B ACE
(UPDRS O&&EI 2R a7 OEbE (ERFAREE - B5HIE))
ZE(EY
. PPX vs
BSHR UPDRS | #5m 9 | meim | CERAE | pluc
(AREaES) A EE e O
)
o PPX 79 ~2.50
s—gxyy | VERS) P Teiac s [ om0 | <0
s PPX 79 6.0
248.326
( ) | PartII PLAC 3 . < 0.001
a) HEBPPX : 75 IRF Y —)UERIE/KY. PLAC: 75+ KR

b) 248.326 MEROE(LEIZHRIE. OIS FHETRL.

C) 248.326 #BIE Wilcoxon ZHEAME. ZOftid ANOVA O p fEZER L7z,
7T IRF Y — VIHBIEKAY T ORIEFAHIFAEI A% 85.0% (68/80 )
T FREIERIGREILERIE 35.0% (28/80 fil). ¥ AF 27 33.8%
(27/80 1)\ WM& 27.5% (22/80 ). & % \»22.5% (18/80 ). AHk
15.0% (12/80 ). $£&.13.8% (11/80 ) TH -7,



(PEEHNSEEDRREML X FUAL v I AAEREE (Fi:ESLETREEIRES) )
17.1.5 ENE D888
RRELVZA ML ALy VT AEBEEEE 41 flzdf e LI ERN _EEMT
HHEBRICBWVWT, 77 I8F Y — VIEBIEKY (0.125mg x 18]/ H
LDWiHE) VST 7Rz 0 BEEORE LR, 77 I_F VY — )L
FRIEZKAIME 7T £ R & el ULIOIRIEIR K ) 75 7 b ¢ R E R G E E)
B (PLMD) OFBZREDER Uz, £/, BELVA ML AL Y JRIE
1B ZE 7L — TEAEE A7 — )L (IRLS : International Restless Legs
Syndrome Study Group Rating Scale) &EtAIT7DN—RFA >
SOEMNETH TSI REMBLTERAH P ER LY,
PLMI & 1{t&

mom) | EAR |~—2oqv| el | mmy PR A
PPX 20 29.6 4.6 —25.0
PLAC 18 46.0 39.5 - 6.5 0.0019
IRLS A&t A a7 & (LE
BBy | EAR |~—aoqv| meem | memy PR A
PPX 20 23.4 7.3 —16.1
PLAC 21 25.1 18.7 — 6.4 0.0005

a) BEBEPPX 1 75 I_F Y — LEEEKHY. PLAC : 75 &

b) PLMIL, IRLS &3 A 37 RUN—ZF 1 > 5 DELEIGFHE TR U,

¢) ANCOVA O p E#R L7z0
7T I RF Y — )UIEBRIE/KFIY T O BIEF FIRE A1d 45.0% (9720 i)
T EHEIWERIZED 15.0% (3720 f) . BABPEE 15.0% (3720 fi) . 58
% 10.0% (2720 f5) . {tEER 10.0% (2/20651) TH -7,

17.1.6 EARSEMHEHEER
BRELVA ML RV Y FAERBEERE 154 0l 0HRE LEN_—EE8H
HERBICBWT, 7T 3% Y — UIEBEKNY 0.25mg. 0.5mg &
U0.75mg/ HOREEME% 6 BRE L, 51&/HiE 77 I FV— L
FEE/KAM 0.25mg ~ 0.75mg % flexible dose ¢ 1 H 1 [E] 46 #E % 5.
U7eBE. 75 3 _F Y — LHEEHEKHI 0.25mg. 0.5mg & U 0.75mg/
HOWTNORBHICEWTYH IRLS A AITOR—-ZT A VP 50DE
{EEIF 10 BLEED Lize 10 DL EoBEAFEREE S (0-10 @ 8, 11-
20 : SRR, 21-30 : BB, 3140 FERICEE) ICBWLWTCEEED | B
WETHIEEBEEL, BRNICEZEOD 2REL R LI, /2. JEER
BICBWT, %5 528F TIRLS &5t A7 ORELLLmDER L Y,

—EESH
BEREY TEGIE N—=2F14 #5658 L8
PPX (&&h 154 22.3 10.1 - 12.2
0.25mg 48 21.4 9.8 —11.7
0.5mg 53 2.6 9.9 - 12.7
0.75mg 53 22.8 10.7 - 12.1
JEEHH
R—251y | #5128 #5248 #5528

e 140 138 131 119

IRLS &5t 37 2.3 8.2 7.3 4.9
ZiLE — —14.1 —14.9 —17.2

a) 5B PPX : 75 3% Y — UEERE/KAN)
IRLS B8t A7 RUOR=ZAF A V5O FHETR L,
B, &K 0.75mg/ HA SEEE 9IRS H 1L LI 5E T BTG
3RO enLro7,

77 I AF Y — VIRRRE/KAIY) C O BIEFFIREIE 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 i) {8 5.2% (8/154 f) |
Mgt 5.2% (8/154fl) T -7z

18. FERpEIE

18.1 {EFHRF

18.1.1 RN D2 ZBFICK T ZHFNE (n vitro)
7T I RFY = VIEBREKE RS Y D2REERT7 7 2 — (Do
Ds. Da) 120 LIRWERRIME AR L7 2,
Di KU Ds A 2 HMEIR S o 72 2

18.1.2 RINZ= Y D2 SH{HFIBIER
MPTP (I-methyl-4-phenyl-1,2,3,6-tetrahydropyridine) #H~\ 3 78—
FUVURETVEMICB VT, MEEY S TARBRNI Y D2RE
ARIBERIC L D EER & BFOSRINDOEIETE ZFEH L (THT7Y
V) P Fle, NaRY = L@ERAY LT —EROBEEAZRL
7z (v k) B,

18.2 IN—F Y VIRIFEIREER

18.2.1 MPTP FERIEIRIE(ER
MPTP FFH/ S —F 0V VRRRERE 70 EZ U FF U XV IVBIEL DK
HETWELL (THT5TL) 2,

18.2.2 &) - EfEICXI T DTEER
LRV E VEERES - EREROWEERAZR L. s 0uEEA
WELARRNSREOHRICKDIERT 22 ErRBHoN: (TTR) @,

18.3 LR MUV RAL v I RIEIRBHFAEIR DTLEER
6-OHDA (6-hydroxydopamine) 2 &k W EH D K83 Ui 2 M S
BTy MIBWTIE, 25 B DITEEHE SRR AL 72 2%,
7T IRF Y — VRS IS LD 2 s OB S iz P,

19. BN CET BIBLFNAR

—i% 1 7T IF Y — UIERIEAKHY) (Pramipexole Hydrochloride
Hydrate)

%24 © (§)-2-Amino-4,5,6,7-tetrahydro-6-propylaminobenzothiazole
dihydrochloride monohydrate

3 F2 - CloHiNsS - 2HCI - H20O

& 302.26

" R EE~HEEEOEEXIIEREOHRTH 2.
KICBDTIHEIFRT L, AF ) —LIZRRETRTL, T8/ -
(95) IZRRHFITLL, ThILRET T UIIEEA LB,

7
“ H
HaC S S
‘ />fNH2 - 2HCL - H20
N

R 1 #9 290C (531%)

20. BURL\ EDER
T IO — @SR BREED) GEELTRET 52 &,

*22. TR
(TS =RFY—IVIEEEEHR 0.125mg [JG])
100 $2 [108E (PTP) X 10, ¥Z/&HIA V]
(TS ERFY—VIEEEESR 0.5mg [JG])
100 $2 [108E (PTP) X 10, ¥Z/&HIA V]

23. EEER
1) AULf fts @ BRREEZE 2003 5 19 (2) @ 149-161
2) AYLff fih : ERPREEEE 2003 ; 19 (2) : 163-177
3) HERANS—F 2V VREZEOEY M (B - 2710 —)LEE 1 2003
12 A2 HAR, FHERBIE ~ 3. (2)
4) HERRRAOEEREMHENT () (¥ - 7 0—)U$E @ 2003 5 12
A2 HA&R, HFEERE ~ 3. (1))
5) SAERFRAOEYEREMHENT (JEEH) (€ - > 7 a—)UEE @ 2003 4
12 A 2 HA&GE, H#HEERME ~ 3. (1))
6) HPER  EMEAEIEERE (820.125mg)
7) EMEBREICHT AAEORE (B 7 O—)LEE I 2003E12H2H
. HEERMIE A 3. (1)
8) Yokoyama, K. et al. : ZE#ERE 1999 ; 14 (4) : 300-308
9) NEANEHEREREOBYEEMNT (L - > 70 —)LEE : 2003 F
12 A 2 HA&GE., HHERMIE ~ 3. (2))
10) EMBRBISNTHIAF IV OEE (L - v 7a—)UEE : 20034 12
A2 HA&GR., HFEERME ~ 3. (3)
11) BRAS=F 2V U REEBEFBEMAETT (¥ - 27 0—)L$E 2003
12 A2 HAR, FHERBIE ~ 3. (2)
12) #N&RL : EWENESEERER (82 0.5mg)
13) Mizuno, Y. et al. : Movement Disorders. 2003 ; 18 (10) :
1149-1156
14) HARTOFEMEEG B L-DOPA f#/H (58 248.505) (& - > 7
O —)L$E 1 2003 12 A 2 HA&ARR, HEEREE ~ 3. 3) . 1)
15) Shannon, K.M. : Neurology. 1997 ; 49 (3) : 724-728
16) BKTOSE MM ERER  L-DOPA JEHtH (58 248.323) (¥ - &~
Ju—)L$E 1 20034 12 A 2 HAGR, HESERSEE .30 (4) . 1)
17) SAEAIE S =% >V R BEEIERE (8 - > 7 0—)L$E @ 2003
12 A2 HAR, FHEEREIE 3. (4) .2)
18) Guttman, M. : Neurology. 1997 ; 49 (4) : 1060-1065
19) KM T A EG ER L-DOPA f#/ (5B 248.326) (€ - > 71
—)V$E 1 2003 £ 12 A 2 HA&AGR, HEERMEE ~ 3. 4) . 2)
20) BRARHRELA NV ALy S AERBEESE THHR (- 7o
—)U$E 1 2010 4 | A 20 HAGE. HFERMIE 2.7.6.1)
21) BRARRELA NV ALy S AERBEESENHERAR (- 70
—)L$E 1 2010 4 | A 20 HA&GE. HFERMIE 2.7.6.2)
) Mierau, J. et al. : Eur. J. Pharmacol. 1995 ; 290 : 29-36
) Mierau, J. : Clin. Neuropharmacol. 1995 ; 18 : S195-S206
24) Domino, E.F. et al. : Eur. J. Pharmacol. 1997 ; 325 : 137-144
) VEFIRTICBE Y 2 3B 2AOMET (Y - &7 o —)LEE 1 2003 4 12 A 2
HA&GR, HEERMHZE K -1)
26) BANIEE  fth @ R EFE2E 2003 ; 49 (6) : 973-983
27) Ondo, W.G. et al. : Movement Disorders. 2000 ; 15 (1) :
154-158

24. WEEERERUEVEGEDER
HEY 22U v 7A&tt BESTHEKE
T 100-6739 HEHTRAXAON—-TEIE 1S
TEL 0120-893-170 FAX 0120-893-172

26. BHERTTRES
26.1 SUSARZEIT

@ BARYIRUvOKASH

RRPLPFRABRIADOA—-—TBEOE1S
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