202341 LHERET (55 1 HR)

BTE - EIRRE
BN 34

RIS AEENMEN—F 2V ViRaER
LA MLVRDL v I A AERE SRR
BIZE, WSEERERT

09

BAEERROEES
871169 87119

ARES ARThHIE
$£0.125mg | 22500AMX00161 | 20134 6 A
$£0.5mg | 22500AMX00162| 2013% 6 A

TS ERFY —)VIREIRKIIYEE

7 5=RTFY-IV1EEE=0.125m,"DSEP:
7' S=ATY-)LIEE:E20.5me"DSEP:

PRAMIPEXOLE HYDROCHLORIDE tasLETs 'DSEP;

E) ER—EMFEOMSTEICLVHERT AL

1. 85
=0

R DR VEENEER MERENH5NB NS
W, FRAENEREFICKYBBESHZERLZI LI
PRESNTVZDT, BECAFDORFENWEEREND
EERZFIC DV T K<KEFHEAL. AFIRADRICE. BEIE
DEER. BHMORIE. SEREERZH SERICE
BTERBRVELSIERTBDE, [8.1. 11.1.1 SE]

2. Z2(RDBHEICIFIBS LBV &)
2.1 IR XAXIEIR LT WA REE D & 5 4t [9.5 SR]
2.2 REIDRF I UBBHEDBEEED H % &

WTT IRF Y — VIERRIEKAY & UT1.5mgRiiD 5
FF2ENCFE LTS ERIC, 1.5mgll Eoi5E&I330E
WCHE L CHERREORET 5. B, Fi, ERICK
DEEBEATE 5P, 1HRIZ45mgeBEAanl &,
(PEEDSBEDRREEL A MU AL v T RERE (TEEE
LEABEREMREY) )
BHE. RAICRT T IRFY - VIERIEKNME LT
0.25mg#% 1 H 1 EtE2 ~ 3R RATICEO 5T 5. &5
IZ1HO0.125mgk DB L. FERICE U TLHO.75mg %
A WHIFCHEEERT 245, HEE AR Lo g
EHITTUTS T &

7. BERUHEICEET %R

3. R - 1R US—F VY VIR
3.1 4nk ‘ 70 AAOBSEIE, SRA S ML, ORBEORMER, W
Wi7Ess I%qﬁmff‘ = ?fbﬂﬁg — (LESFER, MESOBEE TV, IR (i
S 3y |1 vy =k, #IHE1.5~4.5mg) ETHBIT ST &, [8.2. 9.1.1,
T B A N B e & L 1L ] .ome)
ERRIESE0.125mg AT ROy . BEEAY A 9.1.3. 11.1.2 2]
[DSEP] s o n ) s 7.2 BHERERE TN 515
e IS WD &5 i 5% BRI G E R T L BRI
FIINFYN D el BLAAOHEBCHNT L, 4B, BRENREES
HEHSE0SmE | IS Bk HERORAIRRETEOEBY L35,
[DSEP| e e [9.2.1, 9.2.2. 9.82, 16.6.1 Bf&]
. : JLTF=Y
1) | I
3.2 LADIR - su7oyR | @Sk | DEIARSE| RAIHE
- . y = (mL/min)
Wiza 4 A | & | mE | Es | & =
IHEE LT
(mm) | (mm) (ng) 1.5meis :
TTIRFY—I -\ '
— JVrF=r | 1H2MEES 4.5mg
HARESE0.125mg | st @ 20752250 1EERE L | 12meX 2] () 5o 3m)
[DSEP/ e 60 [ 25 [ 85 1.5mghl I :
75 IRFY—L %4 /PPX\ @ 1 H3E#E
HRIESE0.5ME | g \EP/ 50>7L7F=v 2.25mg
[DSEP] (A 70 | 31 | 120 py 75y Az VARG (0.125mgx2Ml | (| oo om)
207 VvrF=v 1.5mg
4. FHEE S HNR pyrsyz | VHIEERG 0125mgx1El 50 m)

O N—FVY VP
O hSEN SEEDHFILLZ N L v I RS (Fi
BILREEAEIREY)

5. FEEX FTNRICEDET D:FR
VANV ALY 7 2R (R LA REREIRRE) D2 Wi
EEL A b L ALy 7 RERETE 7V — T OB IEER O
EREE A — VIR DS EHEICER L., BERE-ITHEIC
DHBEETHZ &,

6. & - FHE
(IN=FV YR
WHE BACE T T IRF Y —)UEBEKIME LTLH
§0.25mg»” 513 U, 2BHICIHEZ0.5mge L. Ll
HEEzBELaFs, 1EEEICIHES L T0.5mgd D
HWEL. #FE(EEINEL5~4.5mg) 2ED 5, |HE

1=

(PEEHSEEDEFRML R MUA L v I RIEREE (TS
LETEEREIREE) )
73WFEMEL A ML ALYy FAERBICB TSI HERKREE
(0.75mg) iF. N—F UV URBHELV LRV, Z L
FFZ )T 5y AN20mL/minkl OB EERER
ETRREEOLEIILZWA, Bitdbr0widrL7F=
VI VIT Ty AN 20mL/min ki 05 E i BHEERER
FEILBIBABNOENER OREE I L TWiWn:
O, INODREFIINT2ARFNOEEGITOVTIE., 1BE
LtoBREEEHREZEBL CHEHEICHIT A &
[9.2.1. 9.2.2, 9.8.2, 16.6.1 ]



8. EEREFNEE
(ZhEEHE)

8.1 EHMEREFICK Y HEEFRZLZ LIrHRESN
TW5, EFHRNBRZE LEMOFICIZ, HEERP®E
EORKO LD HaikZ2ROLr > 7065 25\ id%5H
R IEN BB L2 RICHO THRBE Ll MESNT
W5, BEFITIIAFOZEFH MR OCERFICOVWT X
<FHBAL. BEBEOER., BMOBRIE. SFEESRER
EESEZIIRBESEZVE>EET S E, [1..
11.1.1 2]

82 B ICHRESMIAICIZ, HFEWV, MELH5HA, LHDEEHD
S EIMTEICE DR RN EDH S, Tz,
INSDERDPFI L ZFEICIE, EROBEICIE LT,
BWEXEHEE2HIET 22 0B ZABEZITY &,
[7.1. 9.1.2. 9.1.3 2]

83 LA RNXIE IR VZAKREHEOKSICLD ., KFH
BT (B AT O BIBEE O - SICAF] 2R Z2HE LI
LD 5T, FHRNICE v V7L 2BV ETIRE) . R
FIMERRTTE . mEEEE . BEFOHHHIHESE P HE
ENTVBDT, TOLDRERPFEELLBEICIE,
HEXRHEE2HIET 22 B ZABRZITYC L, &
7oy BERORESICZO LD SEHEHEREDRERIC
DWTHHT A &,

8.4 N—F I UREBZIIBWVLT, AFOREERE. PIEANE
RIBAHF, HET A&, AMARMEXIEHRIEICKD,
HUEBRBERREITHIENH B, 2. FRIVZR
(RVEBIHE O A2 R X b IC K0 SEFE RE (5 B
(BBAE. AL, 5D, BHE, 3T, BESOERZR
BEITB)PHOEDONEZZENDH S, BH. BEELZ
LAV Yy 7 2ERBEREICBWLW T, N—F VYV URE
HZEXDLHENERW O, ML Td L0, [11.1.4
g

(PEEHNSEEDEAEMEL A NUA L v I RERRE (RS
LETRBEFEIRES) )

BO KK ZED NI VREBREHEOKSICLD
Augmentation (R OIERFER P 2RH U LR £ 5. E
ROBE, hOPUEANDIERIEKR) BERDENEZ & H
B0, TOXDBHIERPEBED S NHBEITIX. BEX
WS EHRIET AR EOBYLEBZELCSZ &,

9. FENEREEIIEBEICHTIIE

9.1 BHIE - IFEZEDH B EE

9.1.1 {18, BEEDHMERXIETZNSDEHEEDSG D ESE
ERPEEIIRALLITL L5 ENH D, [7.1.
11.1.2 ]

9.1.2 BEERDEENFZNSDEERDSG 2 EE
EVERMNESZORERAPRRLLT L B2BE1D
b5, [8.2 BH]

9.1.3 (EMEEDNEE
ERDPBET B DD B, [7.1. 8.2 BIR]

9.2 BikEEEEEE

9.2.1 BIKEEEZEDH D EE
BERAPRELL I 25BZNDH 5, (7.2, 7.3 5
]

9.2.2 BHEEBEZEDHDIEZB(JUFZ7FZUIUFPS VAN

50mL/min3&;g)
BI7U7 I ADOETIZK AR OHEREREPIER
TH70. HEEHEFEG UBEEEICERLEPSHE
BEICHHET A5 &, AFIBEICRPICRE(MEAD F £
Pt n s, £/, BNMBEDL L2 VIR ICEELE
WHERERETOTSRERRRIIZVOT, 20K
I RBEICH LU TITREZBE L AP SEEICKRET
BTk, [7.2. 7.3 2]

9.5 1%

RN R L TV SRR D & 2 L EICIEHRE L 2w
ZE&. WSy M) EHWAEFEEEERE T, DT
DZENEDOLNT VD,

- ZIaRE K O — A Gl REER (Seg. 1) (2.5mg/kg/HI S
BT, B 7us 7 F Y BEOETRICED L ERED
(LW

- BB 5B (Seg. 1) (1.5mg/kg/ A% 58) T,
miE v s 775 VEEVERICED < EFRREEOBD
- R R O 3 55485 (Seg. M) (0.5mg/kgll E/H
BER) T, ME70s 7 F VBEOETICES Hi4E
RIAEDOKT
[2.1 2]

9.6 %247
HELOERERUBARBOEREZZER L. BAD
g ke ity s &, e McBLW TSI 7 F
amEIMEIT A EPRESNTED.. Aitawai
BT HEEERELSD 5. BB, BWER(S Y ) THHT
ABIFTHZENRDLENT VS,

9.7 INR
INRE TR E U BN R IIE-E L T,

9.8 Siin#E

9.8.1 BEDREZBE L ZASHEEICRET S L, IR
LEORMERYED SbN-BEICIE. HEXIRE %
kg2 EEsic, REICS U CHEMEEZERT
BREDEY R MBEZITH> & S—F Y VREE
ARG E LBERRBICB V65U FoEkE T
BiRFICH L. IEZORBHEROFHEERIE VLR
DWROLENTWND,

9.8.2 A& (1H1MO0.125mg) » 65 %2R d 5272 EEBEHD
REE2BE L P oEBICHRET S L, AFNITFEIC
FRAICAKRZEILED PR SN 205, EkE TILBH%
EAKTLTWAZ EAZL, [7.2, 7.3, 16.6.1 &
]

10. 18E{EA

10.2 HEER (HAISERT ST L)

A4 E

BRARAER - BT E

Wy - AT

HFF* VEERE AT
LBkt s h 53

=l
VAFVU, T
VY VIERE

VAFATT. X
HEORIEH A1
BT BEND
Bo TDXD
Al KA Z B

NFF VEERENL
TEHEMt S h 5 HH &
OFEAIZE D, WHD
B0\ oA
OB RME T IWH A

[16.7.1 =] 2952 &, L. B27UT7I AN
BRI BENDH B,
SEERA TERDPHERT 28 BFEHS»TEZV
72— FNHDH B, M. KEE OB K
0 VEFH AR O W BETH: A
EZZH6N5,
[AVARNIVE 7%= AR OVER D TES | AENE B8 3 AFE)#E
Tz )FTIVRTH2BENDTH|THD. SHHICKDE
HH, TFuT b, ERIOIER PR T 2
J VREH, A b BENDFDH 5,
rarS5 IR, R
oY) R

EIVASE VAV ||
FEANE =)
VHEIN TRvE Y
VIEREIE. Fo¥
MANAY

VAFATT KA
B, #EELFEORIE
RPHERY 52 &
BH%,

HEIERPERY %
ZENBH D,

11. BIfEA

ROBEWEHNHE5DONDEZENHLDT, BEEZTIITITV,
REDPRD 5NIBEIC 3 REGehET 5% SHEY) L NE Z

4 = -

T52 &,
11.1 EXRREIER

11.1.1 Z2FR9BERR (0.1 ~ 5%K )
FRD 7 WEFENERIP DO DML ENH D, [1..

8.1 2]

11.1.2 518 (15.4%) . &8 (0.1 ~5%AK%4). BAE(0.1~5%
) RGEE(0.1~5%AR) . SEEL (SREEAREA)
AR (FICOR) . BE, 2AE, B#, #Eilrsob
NBHZZEDPHAHDT, ZOXIREEITIE. BEXIE
BGehikda b, BEISUTHEMREZ

AT % 7% EO@Y) 5 08 %

fE]

4= -

152 &

o [7.1,9.1.1 &




11.1.3 FIFIRTIVE Y RNES D WIEIREE (SIADH) (BEEANEH)
& b U AIMEE, KIBEEMEE. REF b7 LHE
HWEOBEMN, ERR, B8, BHEESZ S AR
RIVE U AEE T UMERER (SIADH) b obh b 2 &
BHHDOT, BESRO SN -HE&IC@EEEGE2HIEL,
KA EROHREBY) 2 MBEITH &,

11.1.4 EMSEREE GHE )

N—F VI UBEFIIBVLT., AFOAE L HE I
hibic kD, BHERBEIHLDNEZENDH S, B
KeE+7ICT0. BHR, BEEE, BHES. 50
HEE. FAHEGES. WTREE. SR, MEOES.
T, MECKD ERENH 5 b N7-BE I EEER
HOERTH ZA[REEN D 270, BHIR5%. #E L.
BEE, KAWBREOWY L NEZITHOE, (84 &
sl

11.1.5 A ERRLERAE (SHERIH)

A, /&, CKER., M RPRPIF 7oy
FREEZR/RBET H2MBBRMBESH S5 DbNHIEDH
%, BRUTMAEIC L 2RALBREOREICTEET S
Zé&s

11.1.6 FHEEAEREE (SHERH)

AST. ALT. LDH. y-GTP. ¥ YL v ERZD
HHEREN,H S DONEIENDH 5,
11.2 ZDDEIER

5%LLE | 0.1~5%Kim |0.1%A0M| SHEAH
IBBUE EEUER
3 | EATINEE /732N HE, TOEE
HEIREZ 3T iE
- B&|CKER | BEE. S
% (7.5%)
iR - R|[DAF R VAT, B K
MR V7 BITHE. EFE
(17.5%). &, EE%.
JLEHR IFr7u—3x
(16.8%) .| A, FEAHICL
HFEV |V, BEERE,
(12.5%) . |[HIHEBE. 79—
EIEb] EY =S YN\
(5.5%) =
B O | ALK,
% (8.3%) |BIME., MEFLE
i
Ry Wk, BO5 5 B, 1K
X, HH. & T
]
R AR | R, MR SR P £
% (12.2%). . "oEs B (AETREAE
iR B, EAE Higl A&, DD,
(6.5%) |HE. RIX I eI, FIT
AR, BE, HE EIRE) . W
il HEROTHE, 1
WiEOE. BA.
JRIVEE T, R
&, HE({AE
. Bs.
ME R E
HEE  |ED fER. BiES. 1A= D
(29.9%).|B%. EHEH
HEAR . OR%. 8t
(11.9%). BB 1L
R 2
(9.0%) .
=ENFSR
(6.9%) .
Mgt
(5.9%)
JiFfigk FFi R R & v-GTP L&
(AST k5.,
ALT E&F.
LDH F57%)

5% E | 0.1 ~5%Ki |0.1%A0| SHEAKH
P53 as oy F UK
T, BEFRILE
v bR
R MU iE 57
TEER A RIME. hiZ
PR 2R R PERAEE], IRE PREA
=
— A RIEHEIZIE, 9
BlEE . BRI K
& TR
FAVEYT
5. . 98
Ay I 1 ) Jifi .«
L®o<
0

) BENRD 5 NIGEIE, REBMNGRERORSRICRT 2L, Hin
MEZTH T &

13. BE#KRS

13.1 fER
B, B, BEOME. EHEZ. IR, B, K
FEFEOERZFHEIT 2 RNV H 2.

13.2 W&
BHERAS R S N2 BE I, FIBMREORS 2 E R
T 5, 2B, MEBEMICK2BREFHFTCERL,

14. BRALDIFE

14.1 ZZIRZFROER

14.1.1 PTPEZEO#HAIZPTPY — bS5 WO H L TIRAET %
EH1EETH &, PTPY— bOBEMICE D, BV
AR REERBEARIA L. BIZIZELZB 2 LU THERE
HAREOEELZAMWELZHFRT LI ENH S,

14.1.2 RHNIHICRH UTARE R -0 IRAERTIICPTPY —
RSB T EHIEET S &,

15. ZDhDEE

15.1 ERERERICE D Bk
EMIBOLWTAKAIZELHS—F >V VR EHEEE S
OFEMEIZRO SN -2 EOWMENSH 5,

15.2 JEBEARERERICE D < 1EHR
Sy bOPARERE (247 ARNREBE)ICBWVT,
2mg/kg/ B Lo G5B TRBEEZEOEMAHE SN T
W5,

16. EENE

16.1 MARE

16.1.1 BERS
BEERAICT T I %Y — VIEBREAKHYEE0.1. 0.2,
0.3mgz ZERICEEREORS L & &0, mEEHREL
ROIEMERE/NT X —F ZRKITRT . CmaxKTFAUCIE
MHEEREZR LY,

7T INRF Y — VIEREIEARY BREHEROEYHEICT X -5
1B (ZEEREL )
EERENT A —F 0.lmg 0.2mg 0.3mg
Cmax(pg/mL) | 294.6%£46.3 | 583.2+69.9 | 766.3+88.8
Tmax (hr) 1.5+0.5 1.4+0.5 23x1.2
ti2(hr) 7.71£1.90 | 6.36x1.46 | 6.94+1.09
AUCo.(pg * hr/mL) |3139.2£548.5|5642.5+681.6|9135.8+1422.2

(mean=SD, n=8)

16.1.2 Rig##5S

(MERPARECIAREHTR)

BERAICT T IRV — UIEBREKMEE0. Img2 51
HEIZ1H1E. 2HEBIZ1H2[E. 3~6HEHIX1H3[E. 7H
ikl EABREROKRES L& &, mEEhRE(LARE
F1H3E#RGRE#IH TERRBIGE L2, 7z, HE
5B OBEYHEISS A -7 » 5 TSN BL EORER
Btk BB G o722,



HHSFE(CH T D MBAEE)

N=F YV IRBHEIC. 7T IRF Y - VIERIEKMGE
1.0~4.5mg% RKEE O 5% O E FIRE R B 5 F1h
BAHBEDE) IcBWT, MFEHRED T 7HEIGRERIC
WU CHEARIICHEMNT 5 2 EARBE N, R—HEREIC
BIZEERED T 7EICKEAELIZEDSNT, S
T IRF Y — VIEBIE KNSR ER 5% OEFREBICE
FAERBIIFBEOONZ P02,

16.1.3 £Y2HFIRA=

BRBAICBI 57T I_F Y — VERBRIEKFTMEED LY
ZHFARIZ0~93%TH > 749 HEADTF—%),

16.1.4 EYZHEEFE R

7T IRF Y — )VIEREESE0.5mg[DSEPJ& ¥ - ¥ 70—
JLEE0.5SmgE. 7 U ARG —N—iEIC kD ZNEN1GE (TS
I RF Y — UEFREKAI & U C0.5mg) R B T Ht
BREEROKS L TEH 7S IRFY —)VREZHIE
Liz. 186Nz HHRE/SF X —% (AUC. Cmax) 2w
T0%(E X A TR 217 - 7 /&R, 1og(0.80)
~log(1.25) D&EFTH V. WAID LY FrIE S A THER
anizd,

MEEF 7S5 I RFV - VEBEOHEB
(pg/mL)

1,200 ¢

1,000

—— 75 IRF V- )VIEEEESE0.5mg DSEP ]
—o— ¥+ ¥ 70 —)L$E0.5mg
mean£SD, n=16

16.6 HEDERZHI 2FE
16.6.1 BEEBEERE

BERA, BEGOSZL7F=>27Y T 5 A<80mL/
min). PEEQGBOZ 7L 7F=r 7Y T 5> A<50mL/
min) ROBEE (S VL7F =27 U 75 ZA<30mL/
min) O EHEEEEREY CICETBEE 266 2 0RICT
Z INRF Y — UIERREKIMEE0.25mg x5 L. EWF)
frfst Lz, TR, Cmax. TmaxkOVA/FICEE
REIFZDSNLED > 2H REBEICRT EB DL LEHEE
RUOBEOBHEREREICBWT, BERADK3GIC
TE L. 2’8, BISNETT IRFY — )UIEREE /K
IR S5EDOHNI%TH > 729 HEADT—%),

7T IRF Y — VIEREIEAKNIY0.25mg HEl# 5RO Y B8
A—HfE(RERA. BikaERERE)

VA =4
~. - |fl| AUCow | ti2 | CLtot/F CLr
BSHE ?rzL?/rjn;lj)\ #|(ng-hr/mL)| (hr) |(mL/min) | (mL/min)
733 | 113 | 411 277
BERLA | >80 16| 129 |+272| +859 | +59.0
BEBRE oo || 102 | 153 ] 297 206
EEE +£2.29 |+3.82| +£57.2 |+79.0%D
SRR 0 o 5| 164|363 | 192 105
REREEE +545 |+18.8| *52.5 |+43.9%2
RERME| (o, |5| 226 |384 | 131 32.8
EEE +£3.48 |+12.7| £222 | +156

1234 6 8 10 24
B 5% (hr)

AUCo-24nr Cmax | Tmax | tie
(pg - hr/mL) | (pg/mL) | (hr) (hr)

75 IRF—LERE| 11,866 1,020 | 28 | 6.54
§£0.5mg[ DSEP |

+1,451 +178 | £2.6 | £0.99

¥ - ¥ 7a—)LE0.5mg

12,057 1,011 2.7 6.56
+1,382 +169 | £23 | £1.02

(mean®SD, n=16)

MEEFEEN FICAUC. CmaxZn /85 XA —4 1%, #EkE
OFR. MK OREEE - BREZSEORBEMICK->TER
LR D B,

16.2 DRIN

BERAICT T I _F Y — UIEREE /KM $E0.25mg % 228
B3 BB ICHERO®RS Lz & & o mEfRELEOEY
BRSNS X —F BB LTz, ZOMER, EYHEINS X -5
WWEBRRZRROONT, 7T IRFY — )UERBEKNYEE
ORI T 2REOHEIDLEVEDEEZ SN0 (HHH
ANDF—=%). B, ENTHERES NIRRT 2 B0
K5 (EERRS) RURERSOEIHE (BRES) 0%y
BN XA —F 2B Lz, ZOME, TmaxidBBKZE5T
3. 1R & 2B JERR S (1.5 ICH LIER 9 2 AR D 5
n7=», Cmax. AUCKUtiLidVwWITnyELLTEY, 7
T IRF Y — UIEBIEKNPEEDO IR T 2 BEOHE X
PnboLEZ SN2,

16.3 710

b MEEAKBEERIIL7~26%TH > 727 (in vitro).

16.5 HEittt

BRI 1C-75 I RF Y — LEREKAIO0.3mg 24
B L E &, MR ORI SRS D RE R E LT
FET 5. 7o, HEHRIOKIEE TIC87.6% M RHIT. 1.6%
HEAICHR S N e, 7T I RF Y — LSRRI L R
it E RIS & 2 % 5 N 72® GHEAD T —5)

(F1)n=5. #2)n=4, mean=SD)

Fio. BRAZ GRS —F UV URBREICT T IRF
Y — VIEBIEKHMEE R O 75 I %Y — VIERIEKY
DRESEEERE L TEONMETERETFT -y 2 W&
EHEMBEMRITOREER, JLTFVT7UTTVAN
80mL/minA* 530mL/minicfE RT3 RO 7TV A
XET LA, [7.2, 7.3, 9.8.2 Z#]

16.7 EYHEEER
16.7.1 IXFIY, PIVIIVIGHR

BEERAL2E 2 XMRICT T I RF Y — VEBREKY 5
0.25mghk 'y X F Y > 300mg# fRZEOKRS L. 753
REF Y — VIEBIEKF O BB RICKITT O AF IV D
HEEBF Lz, ZORE. 75 IF Y — VIEREIE/KH
MSERIRIR SICH LTRSS T 75 I RF Y — VIEERIE
KO R RE AR R ICER 2 ZLZRD 2o
e B2V 752 A(CLr)I330~39%EREICE TR L.
Rl EE Lz, 2O ENS, TFIRFY — UERRIEK
MMBBEROERH F 4 VEEREN L TRMES WS 1
BT ENRBESNIZYGEADT—%),

Fo. N—F UV URBHICTT IR Y — UIEREE K
MEEL.0~4.5mg% REROHRE L. EFHRE HERFERS
BAtB 4 H B D) 128 B IMAER IR (5201) » 6. HERWN
KR 2L =37 7—<aF 2T 4 7 ABFICEDT
<y Y UIERRE E O (2861) 1S &K B E R MR L
R I IRFY - IIERBIEKO 7 ) T 5> AHBKT
T35 EMRERENZ2, [10.2 ]

16.8 ZDfth

75 I RF Y —)VIERIESE0.125mg[DSEP |13, &8 Rk
BREOBEBA O LY RS ERBR T A NS4 > (B8
F11A24H FEEBEHEFKE11240048) JIcEIx, 53
RF Y — )VIERES0.5mg[DSEP | # EHEBIF & L & &,
BHZEEIE L, EYZNICESEAZINZD,

17. BRPRAHE
17.1 BMERUREECET 55HR

(IN=F2 YR

17.1.1 ER%E MAEER

N—=F 2V REBE3ISHIZNRE Lz BN _EEME
REBICBWT. 7T IRF Y — ) VEREEKFIY (0.125mg
X2[E/HED#EHHE), 707 FF U RAYIVEBIE
(1.25mgx 1[E]/H & 0 #i3) ix 75 A% 1 28 ERFEO#
U, 75 3IRFY - VEBREKIME TSt REH
# LUPDRS (Unified Parkinson's Disease Rating
Scale)Part II (H#£EH{E) K O'Part I GEHBETIHRE) O

ARPAIT7EBERICHE LIz, 2. TIIRFY-L
WREEKNOZA I 7 OREEZTOEI ) TF U XV IVE
BB LE SR W EARSNT,



EWN _E 5 EARAE (UPDRSOE AR R 2 7 OZE{LE (s
JARAE — R 5HIE) )

- Z{L 8> PPX vs PPX vs BROM
BEXR S E, (M0 FEH D
(tgEs) VDRI g | PLAC | e
A e -
B 571) (90%CI)
-2.50
)$—F> | Partll gl (-3.98) <0.001 0.74
WE/%/ PLAC|107] -1.00 U (0.16~1.63)
A BROM [104] (-3.25)
/VUAR RN 10.00
i PPX 1102/ 11.75) 1.76
(248.505) |Partlll 531675 00 | <0-001| (g 56~4.00)
BROM [104] (-9.98)

a) G BPPX 1 79 I %Y — VKA. PLAC: 75t A, BROM: 7u€”
VT F VA YV

b) Z (b8 xRl & CF5fE) 2R Lz,

¢) Wilcoxon ~IF#AME DpfE &R L izo

d) A% RS A lZUPDRS Part1 1.0, UPDRS PartI2.0

%72, UPDRS Partll XZPartll®&st A a7 »30%LL E
DHDEE T LI plO# &% REICTT
TIIRFY-) | TursY)IFV _ .
EREA | A LB 77k
UPDRS Part1l |56.9%(58/102f) | 49.0% (51/104f) | 29.9%(32/107#)
UPDRS Partll | 63.7%(65/102f) | 60.6% (63/10441) | 36.4% (39/1073)
75 3 RF Y — LB KR C o B R B 1%
69.6%(71/102%1) . ELEMEHIZEIEAR23.5%
(24/10241) . TEX18.6%(19/102%1). BHAIRL6.7%
(17/710261). SAF I T715.7%(16/10241). 1EH
12.7%(13/10241) . %1812.7% (13/10241) . {EHAR11.8%
(12/102f1). HFW110.8%(11/10261) TIH - 7214 15)
17.1.2 A R
ks L REE330IE RS & U — A e
HERITB LT, T 3% Y — BRI (0.1 25mg
W3/ B & D W) UL 75 b R 2 R 3 AR LTS L
FRE. T3 3 F Y — RTINS 75 £ & L
UPDRS PartI UPartllOFEET AT 7 2 HFEICHE Lz,

M EE KA S (UPDRSO & &F 2 2 7 O (LR R R
HAE — B 5 HIE) )

" e | ZMLE®Y | PPXvs
(gggﬁ) UPDRS|#589 | fil | (##HR4H | PLAC
o —5) | B
N PPX |163 -1.9
ss—yuy| AL Partll lpraclizo] o4 | <000
R PPX 162 -5.0
(248.323) | PartIl PLAC| 163 0.8 <0.001

) ERHPPX : 75 IRF Y — VBRI, PLAC : 75+t K
b) L& FHME TR LTz,
¢)ANOVADDPIEZR L7z,

7T INF Y — UIERBIEKIIY T ORIWERFBE&1381.1%
(133/164%1) <. E=2BIMERIZIER32.9%(54/16441).
D T 127.4%(45/16441) . AHRIEL9.5% (32/16441) |
R 17.7% (29/16441) . HIIRE14.0% (23/16441) . {HEF
12.8%(21/164%1) . #EE12.2% (20/1646) TH - 7210 17,
17.1.3 ;BH S MAEEER
N—=F 2 REBH28THIE MR & LN —EE ML
HERICBWT, 75 IRF Y — )UIERRIE/KAN (0.125mg
x3[E/H &) VL7 IR E2REI2HEBBOKS L
oW 7T IREF Y - JUEBIEARAIMIE T T e R E gL
UPDRS Part I XUPartlMlO&AEA I 7 2 FRICHE Lz,

oL LB RIXBRAUE (UPDRSO& A SR 2 7 02 LR (MR iR
el — 15 HiE))

. e | ZEMLEY |PPXvs
(ﬁggi) UPDRS |#t58| Bl | (M5 MRE | PLAC
o B —msn) | msE
Se o PPX |144 2.7
sz WEE P pracias s | 9002
WEE PPX | 144 -6.2
(248.324) | PartIl PLAC| 142 26 <0.001

a) I GRPPX 1 75 I RF Y — UVERIE/KNY. PLAC: 75t K
b) Z{LR I FHE TR L7z,
c) ANOVADDIE% R L7zo

TI3IRFY - VIEBEAKRY TORIERFRBRE &1
64.0% (94/14761) T E%EWERIZIER21.8%(32/147
Bil). 1EER11.6% (17/14741). IIRE10.9% (16/1474)
ZEHE®O F110.2%(15/14761) . 2 EMFE6.8%
(10/147%1) TH > 7218,
17.1.4 /BN E MAEEER

N—=F 2V IREBE24661 2 MR & LB —EE M LE
HERICBWT. 79 3IRF Y — UEFRE/KANY (0.125mg
X3E/HEOHE), Juxsrz) 7F o AT IEBIE
(1.25mgx 1[al/H & D #i#E) X1k 75 REREINALL
HEREO®E Lz, 75 IRF Y — UIEEREKYIE 7
F+t AR & H# LUPDRS PartI R UPartllO&Ast 237
EEBICHE L.

1B LB R BREUE (UPDRSOE AR 2 2 7 0 & L& (MR R
WA — B 5 HIE) )

. e | ZMLEY | PPXvs
(gggi) UPDRS {2589 | Bl | (R | PLAC
i B g5 |msir
e o PPX | 79 -2.50
R=Fvy I/?;)%’ YPartllipraciss | -050 | <2001
WEE PPX | 79 -6.00
(248.326) | PartIll PLAC| 83 22.00 <0.001

) R GRPPX 1 75 IRF Y — VEMIE/KAIY. PLAC: 751K
b) Z L& IZHRIETR L.
¢) Wilcoxon “fEARMEDpflZ R L7zo

7T IRFY — VIERIE KM TORIERFERE S
85.0% (68/80f) T F = BIfEH IR EARIMESS.0%
(28/80f1) . ¥ AF 1Y 733.8%(27/80fl). ME527.5%
(22/80f1) »HF122.5%(18/80%1) . AEE15.0%(12/80
Bl) . $5E.13.8% (11/80%) Td - 7219 20,

(PEENSBEDORRMELV A NVRAL Y I AAEIRE (TiES

LETRBEREIRES) )

17.1.5 EASE T 485058

RHEEVA LAV Y VAEBERBE4LFl 2R E LIZE
WZEEREERBRICBVW T, 77 3% Y — UIERBIEK
A9 (0.125mg X L[El/H & 0 i) X3 77t R % 638 4%
Q5 L7k, 79 3% Y — ) UIREBIEKNYIE 7 T R
B UKRKRERKY 75 7 &R E S 5
(PLMD) 0BEE BB EZR Uiz, iz, EBELVA ML R
Ly 7 2IEREE e 7L — FEREE X 7 — )L (IRLS :
International Restless Legs Syndrome Study Group
Rating Scale) A5t AA7DR—2 514 > 5 DELET
LT REHBLTERRHMDER L,

PLMIOZ (L
B | A ~— 271 v | peol | zxfemn | Tl ELAC
PPX 20 29.6 4.6 -25.0
PLAC | 18 | 460 | 395 | 65 | 0019
IRLS&R 237 OZ(LR
BB | SERIE | X251 | pegoll | EeEy | s VEAC
PPX 20 23.4 7.3 -16.1
PLAC 21 25.1 18.7 -6.4 0.0005

a) B GBPPX 1 75 IRF Y — VKA. PLAC: 75t K
b)PLMI, IRLS&EIAIT7RUR—AT A ¥ 5 OE{LBIEFHE TR Lz,
c)ANCOVADDIE% R L7zo

TIIRFY - VHEBIEKNY CORERRERE A
45.0%(9/2041) T EBEAIZED15.0%(3/2061) .
BAER15.0% (3/2041) . BEE10.0% (2/2041) . 16HHR
10.0% (2/2041) Td - 722V,
17.1.6 EASE ME5ER

RRELVZA ML ALY FRERBEE S4B 2R E L
EN_—EEREERBICBVWT, 7T IRF Y - )UIERIE
JKF#10.25mg. 0.5mg MK 00.75mg/H D& E F & % 636 [H
BE5 L, 5l&k&E 7T I_F Y — VIERIEAKNY0.25mg
~0.75mg*% flexible doseT1H1E46EMES LK, 7
ZINRF V- IIEREKN®O0.25mg. 0.5mgk ™
0.75mg/HOVThORABEICBVLTHIRLSEGEH 227D
R=Z2F7A P 6DEBIZI0N LFHAD Lz, 10DL LD
DIFEREESFE(0-10 - &, 11-20 : pEE, 21-30: 5
FE. 31-40 : JEEICEE) ICB LW THEED | BfEiEd 2



CERBHRL. BROICBEREODAWEL R L, T2,
JEERIICBWT., #5528 F TIRLSEEI A a7 DLEE

L7z xR Uz,
—EERH
B 5 ERE | RN—2F51 | #BE6E Zb&
PPX(&E) | 154 | 223 | 101 | - -122
. 0.25mg | 48 | 214 | 98 |- -11.7
. O05mg | 53 | 226 | 99 | - -12.7
0.75mg 53 22.8 10.7 1211
IS
RN—2AF7A4 2 | #5128 | %5248 | %552/
L S 140 | 138 | 131 | 119
IRLSH&EFAIT | 223 | 82 | 73 |49
L& - -14.1 -14.9 -17.2

) GEPPX 1 75 IRF Y — VEBIEKIY
IRLSEF AT T RUR—=Z 51 ¥ 55 DOE LR ITIETR LI,
7B, BK0.75mg/HA 5 Wi 31 5L L1256 T BHEREBIIRO S hah o 1z,

TIIRFY - IVIEBIEKNY TORIERFHE G X
60.4%(93/154%1) T, EZBWEMIZED31.8%(49/154
Bil) . 1EHR17.5% (27/15441) . SEE7.1%(11/15441). B
APKS.8% (9/15441) . (HFE5.2% (8/1544) . MEMHS5.2%
(8/1540) Td - 7222 2,

18. ESHEFIE
18.1 {EFHRE
18.1.1 RINZ VD2SZBARICH T 2EFE (in vitro)
T IRFY - NVIEBRIEIZ RS VD2REBERT 7 I —
(D2v D3y Da) ISt LERWERIME 2R L7224,
Di X UDsZ BRI 2 BMMEIIR E i 5 722,
18.1.2 RINZ VD22 EHFBIER
MPTP (1-methyl-4-phenyl-1,2,3,6-tetrahydropyridine)
FEAIN—F UV URETLEIICB VT, BEET S
TABIE RN Y D2REMRIEAERIC & 0 FER] & I3 R
FINQEETE ZFHFH LI (T HTFIN)20, £z, Hnax
) R—VEFERN Y LT —EROBERAER LI (T Y 1),
18.2 N—F 2V VIRIFEREIER
18.2.1 MPTPFERAEIRTIEIER
MPTP#HH/S—F vV VRIERZ 70 EY ) FF o XY
VR L D ERRTHE L (T A7) 2,
18.2.2 ##) - EfEICX T D&
LY VY BRRE - EREROWMEEAZR L. h
5DEERIZLVA FNNEDHRHICEDIERT 22 AR
HoNTz (7T R)28),
18.3 VR NVR L v T A TEHRBHFEIR D EIER
6-OHDA (6-hydroxydopamine) iZ & D MDD K793 > Hi#E
EERSELT Yy MIBWTIE, L5 B2 D TR & AL
RN L7225, 7T I X%y — UVIEBIE KPS &
D 2N S OEINTIMH] S 17229,

19. B3RS ICR T 2IBERHIFR

—fgE : 7T INF Y — UIEREEAKHIY)
(Pramipexole Hydrochloride Hydrate)

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

2F ¢ CioH17NsS - 2HCI - H20

PFE :302.26

% R HE~MEACOMEIIHEREONRTH S, KiT

MWD THETRT L, A ) —LIZRRBEITPLTL, T
7= (95)IZR B, T e Fars v
ICIFEAEBT RV,

N,
HC™ S
| />—NH2 « 2HCI - H:0
N

A = A9290C (53F7)

20. RV EDER
T IO UMK BB TGEELTRET S L,

22. 8%
(TS ERFV—)LIEEEIEEE0.125mg[DSEP)
(PTP) 100%&(108EX10)
(FSERFYV—)LIEEREE0.5mg[DSEP])
(PTP) 100%(108€X10)

23. FEN#k
1) AVLARIZA - BEIREESEE 2003 5 19(2) : 149-161
2) AT A« BRIREESE 2003 5 19(2) 1 163-177
3) HRNS—=F 2V UIREBRE OEYFREMIT (E - 70— )L§E -
2003 12H2HAR, HEEERIEAN3.(2).3))
4) SV ERERREA OB RERENT (- > 7 u—)LEE © 2003F12H
2HAR. HFEBERMIEA3.(1).1))
5) #LNER : EPE RS ICEET 5 BR
6) EYHRBICHT 2BFORE (L - > 70— )LiE - 2003#12H
2HAR. HFEBERMEA3.(1).1))
7) Yokoyama K, et al. : ZE#Hjf& 1999 ; 14(4) : 300-308
8) R, PuticRId 5aER(E - > 7o —)LEE : 2003412H2H
AR, HEEERMIEEA3.(1))
9) FHEINBE R E B E OEMBEMHENT (L - > 70— )LEE:
2003 12H2HA&R, HHEEREIEA3.(2).4))
10) RHEERTEM BRI (2 Ty 7 ZALASE : 201 1E4H22H A&
CTD2.7.2.2.4)
11) EMBREICRNT BV RAF IV OEE(E - ¥ 7a—)LEE : 2003
FI2H2HARR, HEERMEEA3.(3).2))
12) BRI =F 0V REE LSBT (C - > 70 —)LEE .
2003412 A2HARR. HIFERMIEAN3.(2).3))
13) ttNER : EHEICBE T 2 BR
14) Mizuno Y, et al. : Movement Disorders 2003 ; 18(10) :
1149-1156
15) BHATOSEMAALBE (Y - > 7a—)LiE : 2003FE12H2H
KRR HEEERMEE 1.3.(3).1))
16) Shannon K M. : Neurology 1997 ; 49(3) : 724-728
17) WK TOSE MR B (E - > 7a—)Lig - 2003FE12H2H
AR, HEERME.3.(4).1))
18) FHEAMIH S —F >V UREHEE IR (E - 70— )L3E :
2003 12H2HAR, HEHEERHEE +.3.(4).2))
19) Guttman M. : Neurology 1997 ; 49(4) : 1060-1065
20) FRRTOFE MAHKERE (LY - 7 a—)LEE - 2003%F12H2H
ARR. HEEERMIE .3.(3).2))
21) BARANEFREL A NV AL Yy 7 OEREBBRES THERER(E - &
7u—)LEE - 20104E1 H20H %GR CTD2.7.6.1)
22) HARNEFREL A ML ALy 7 ZERBBRE S IERER (- &
7u—)LiE : 20101 H20H %58, CTD2.7.6.2)
23) ENEMMHERE(E - > 7a—)UEE : 20101 H20H &R, &
BRES)
24) Mierau J, et al. : Eur J Pharmacol. 1995 ; 290 : 29-36
25) Mierau J. : Clin Neuropharmacol. 1995 ; 18 : S195-S206
26) Domino E F, et al. : Eur J Pharmacol. 1997 ; 325 : 137-
144
27) VBRI ICBE 9 22 MMET (- > 7 a—)LgE @ 2003512
H2HZARR. HEFEERMIER.3.(2).1))
28) BNIEE I A« BE¥ L FE2E 2003 5 49(6) - 973-983
29) Ondo WG, et al. : Movement Disorders 2000 ; 15(1) :
154-158

24. THEERERUBEVEDEE
Bo=ZHIZT et BEHREHE
T103-8426 HAEERAIRX HAREANT3-5-1
TEL : 0120-100-601

26. BERGTRES
26.1 BHEARGETT

O HF—SHIATrHua
HOLCHR 9 X H AR AT 3-5-1

Daiichi-Sankyo

26.2 BR5CiE

“a KA —_ =
O E—=stinait
BT R Y X H ARG AN 3-5-1
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