% 20234121 2T (BB

" " - 1/ﬁ§}] E T— A’ﬁﬁj BAEEERIEES
T n | SR RINZY MIN—F Y UiRaER 871169
R 5 UZ RUZ Ly & A FERES RS e

TS ERFY —)VIEEEIEEE

wrsense I =\FYU=)VIEEEIR0.125mg 9D A
J SENFY-VIGEES:0.5mg 9D A |
PRAMIPEXOLE HYDROCHLORIDE Tablets [SAWAII
$£0.125mg #£0.5mg
& 38 % =/ 22500AMX00061000 | 22500 AMX00062000

V) TR — RS DL £ Y MRS S Dk BReSBA A 2013461 201346

] 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 < BIEAL. ;&ﬁuﬂémqﬂcl’; = O w&a)ﬁa 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. Hit- BE 8.1 ZESEMBEIRAS (- & ) B E R A T L BIASHE S T
=%y 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,




11.2 ZDthDEIHER

15. ZOfDFER
15.1 BRIRERAICE D < I1ER

b MIBWTARRE GO S — % v v VI LR L OB E
TRERO SN h ol L OWEND 5,

15.2 FEERARABRICE D <R

T v bOPAFEERE 4 HBRERS) 128 W T, 2mg/
kg/H Ll EO¥e G2 CHRBEAEO M2 S S T b,

16. EMENE
16.1 MR
16.1.1 BEHRS

BN 7T 3 % — VIR KRRI0.1. 0.2, 0.3mg% 22 I;
ICHREOHRS L7z e &0, 4 RE RO BIRE/ T X -5 %
WFENZRT o Croae X CAUCIT R Z R L7220,

7T I RF Y — VIREREKANY) B 5RO SEYBIEE T X — & (i (Z2RE R )
HYENHE NG X — & 0.1lmg 0.2mg 0.3mg
Cumax (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

(P59t =S. D., n=8)

16.1.2 RiERS

(e P RZEA LRI EEHERS )

TEEERASHEIIC 7T I _F Y — VIEFRIEKFIWO0. Img% 451 H HIZ1H1
[, 20 HiZ1H20E, 3~6H Hix1H3ME, 7H H 1A A AER O S
L7ze &, ImEEmRZ LRI E X1 H 3% 5B aGR3 H TR IRE I =
L7ze F72. WG HOEMIE T A =5 o FMWEN DL ED
SRR G2 X A BRI R b o 722,

GHEFFR LR 5 I i 1)

IN=F 2V URRBEIC, 7T 3 F ) — VIR KA. 0~4.5mg %
SRR 51 0 72 5 IR AE s 5- B aa 124 H B DB 12 BT, il
HERIREO N5 7GR L CEAICHEINT 5 2 L AURIE S
Nize F—HERE BT HEFRED NI 7IZKE 2 2LIZRRD 5
N, 7T IRF Y — VBRI KR G RO B IREBICBIT S
EREIIHD 5N o729,

16.1.3 &£4P2H9FIAEZE

90~93%Tdp o 7= O (FHEAD T — 5 )

16.1.4 E£2HEZF R
(TFERFY—|VIEEIESR0.126melP D1 1)

7T I RF Y — VIEEERE$0.125mel U A JE ¥ - v 7O — Vg
0.125mg# fEHER AR T2 NN (7T I XF V — VIRERIE KA
W& L C0.125mg) ZEMEIE HLARE I - (2 1 A4 — 8 =) L, i
FTIIRFY = VBEEZAE L, HONLEYEE T 2 -5
(AUC. Cmax) |22V THRERHENT % 1T o 7285 5H. WA W) 2= g [ S5
HRER ST,

FIHN GER G R OSEPIRE T X — 5

5%k 0.1~5%Ai | 0.1%Ai | HEAH
S SREE IR
B8 S, FIRE. 18 BB O
AR Bz 3 JiE
i - AR |CK ES-(7.5%) | T B
L - KA AF AT T|VA N7, B L
HER (17.5%) . g |JCHe, 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 U ZA AN
DI
BAMRR (L N 2 B RmE, &
(8.3%) UE . MERHEE N
R gk, Rob 5o FHL BITIK
&, B, =W T
FEMRER A A RAZ, M E. 38 H) BB E
(12.2%). W& 5 w45k & o B (4 K
R (6.5%) . REERE. A . A% D
130 BRE IR, R CNE L3N
£, PEm % . K
£ DN N R
ROTHE, TR
WoR, B,
I A B LR
. BAEURE
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%)
il JIT #% BE 2 % (AST y-GTP_L5H-
+ H.ALT L
5. LDH I 54)
53 s s F5 vk
T ERVE Y
A
13 il e
TELRER i, g%
WIRER PEpR A, REH PR P
Wk
— k& KA T E K
s i, BRI, I
& B TS
Yy E¥y§5, i
B, 118
AT - PR 3 fiti %% .
Leo<h

TE) BE DO 6N A3 BGOSR R S %
&L Y RIEEIT) 2 L.

13. BEKRS

13.1 fEIR

Aol MRk, BEEOHEE, EBES . KR, B RIEEFED
FERZ FEH T B R D 5o

13.2 WE

FEAREIRDS L & 723 51203, FURRE DG 2 Z T 5.
B, MEEENT I X 2 BRFIEIFTE v,

14. BRALEDEE
14.1 ERIRZMHIFOER
14.1.1 PTPAEOHEHIZPTPY — s 2580 B L TIRHT 5 &
IFETH T L, PTPY — FOREERIZE D, CSATAEE
AT A L, B389l E B 2 L CHERRIA 5 0 B 2 46k
SRS 0B b,
14.1.2 RHENIIH L TREER 720, RABE/IZPTPY — »
MEWY T L REST LI L,

_3_

Cmax Tmax Tz AUCo-24nr
(pg/mL) (hr) (hr) (pg-hr/mL)
7T I RF Y — VR
0.125mgl 7 1 | 251%55 | 2.1%0.9 | 6.8+1.1 | 2597 +601
v - 71— )1$0.125mg 233+50 | 2.7+1.3 | 6.4+0.9 | 2512+616
(Mean=S.D.)
300 - —e— 7T 3 AF Y — LR E0. 126mg T 1
% —-o-- B - 701520, 125ng
i Mean=+S. D. (n=20)
3
J 200 Y9900
= T
+ s !
‘]/ f 0
g 1004t ‘
b3 H
)4 |
(pg/mL) i 9
) 1 1 1 1
0r112 34 6 8 12 24
05 15 PO (hr)

MAEFRIEEE 7 5 NCAUC, CmaxS50 /87 A — 71, WERE ORI, 1K
ORI - RS ORBREIC L > TR WML S %,

16.2 MRIN

FEEERRCNIC 7T I AF Y — VIRERIE K FIY0. 25mg % Z2fiE e I 12
B[R OHG L7z b & oI RZUROSEY EHRE /N T X — & % LK
L7zo ZDFER, HMBFENRT A —F ITHELREIROONT., 75
IRF Y — VBRI ORI E T 2 BHOBEBIEL A nb 0 &
EZONTZDIEANDOT = %), B, ENTERMS MR A
3% Bl G (RS K O RAER G- 0 81 H B (E#%S) 03y @)



BT A= R L 720 ZOFRER. toad T ARG T3 1M & 2208
R (150 12 TE LIE R 2 M 255280 5 17225, Ciass AUCK DY
talZWFNOEULTEB Y. 7T I R_EF Y — VBRI KR O
Y HEFROBEILENbDEEZ SR,

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

R ZNC- 7T 3 X E Y — VIREREE R0 . 3mg 2 13k G- L 72 &
& MR R ORFIIEKE AR E R L LCHEST 50 720
596 £ TI287.6% AR ITTIT, 1.6%2SFh ICHEE S 7z 7T 3
A — VIR IR AT (LR FR A R & 2 o 7z (GHE
ANDF—=%),
16.6 FHEDERZEITDEE
16.6.1 EBiEEE=EE
EFERA, BEGIS 27 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 RE R & B L O AT B 2651
ERRIZT T I RF Y — VIR KFIO0. 25me % 65 L. S BRE %
WEt L7 ZO8E, Coan toa X OVA/FICHEE R 2RO SN D>
7oA, RFISRT LB Y i3 PEE R O EOFKERERE ICBY
T, BHEAOKSMGIERE L7z, 28, BTSN TFIREFY—L
YRR KA 33 52 DH9% TH - 722 HHEADF— %)
77 I RF Y — VIR FRIEKFIY0. 25mg BRI 5RO Y BRE N T X — 5 (H
(ERERCN ., ErhpERE E B )
JLVTI=r

T - * AUCo-= tiz CLw/F CL+
LSRR 7<'n)nL7 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

HEFRIE | s0~79 | 6 |10.222.20|15.3+3.82| 20757 2| 206279 0%
il 2+2.29(15.3%3. £57.2|206%79.

o .
n%é%%% 30~49 5 |16.4+5.45(36.3+18.8|192+52.5 | 105 43,92
B [=eatirasy

'“Fjgg{%@“ 5~29 3 [22.6+3.48|38.4=12.7|131+22.2| 32.8=15.6

(#1)n=5. {E2)n=4. P +S.D.)
T, HRAZGEOGR S —F 0V VBRI T T I %Y — Vil
YEOKFIW O B sE B O se 2 3 5- L T b 7z e g 7 — 4
EHCIEMEYBHEBITOER, 2L T7F=0 20T T AN
80mL/min#* 5 30mL/minlZ K T4 5 £ 27 1) 75 » 213 H53%E T
L7219,[7.2, 7.3, 9.8.2%H]
16.7 EYMEE1ER
16.7.1 YAXF IV, PRV I VIEEE
FERERL 1260 % 0F 502 7T 3 _F Y — VIRERIE K0 . 25mg 2 UF Y #
F 2 0 300mg & B REOHSG L, 79 I _F Y — VIEERIE KT o 3
MBI RITT AT Vv OB R Lz, ZORE, 77 I1F
Y — VIR KR B S5-I e LRS- Cla 79 I R_F v — VIR
FE VKA O B KRR HEM (2 35 7 LI R 7 b o 72908,
27T 2 A(CL)1E30~39% I T L, addER LAY, 2o
ZEnb. 7T INRF Y = VIREEEKAIY O B OGRS T vk
2ENLTHRME DM ENDL 2 EDRBENFEADT— %),
T N=F UV UHERICTT I RF Y — VBRI .0~
4.5mgx FAFREIR G- L. i IR GERFE i G- BG4 H B DIE) 128
VB MR (52B0) A 6. ERIICARE 2L —Yvary 7y —<aF
AT A7 ABHNC L) T~y T IR X o b (2861) 12 X %
BRE L2RER, 7T IV = VIRRIE KA D 2 ) T 5 ¥ AN
T 52 EHRER SN2 [10. 220 ]
16.8 Zmith
(TS ERFY—)VIEEEIESR0.5mg[T D1 1)
7T INRF Y — )VIEEEESE0 . Smel U A NEHE MBI KO R, T3
A — VIEEEYESE0.125mgl 7 A & AEWEEYIC SR & AT S,

17. BRIRRNEE

17.1 BAMRUZLMEICEET 5558

UN—F2 YV iR

17.1.1 BN MAHER
IN=F 2 VIREEILGE SR E L2 EN - EERLEABICB W
Ty 77 IRF Y — VIEEEE KR (0.126mg X 210/ H £ 0 #i3#). 7
&7 ) 7F ATV (1.25mgx 1Al/H X 0 #ild) id 75 K%
12 %G L7z, 79 3 _%y — VIRRRIEAKIIE 79 R &
It # L UPDRS(Unified Parkinson's Disease Rating Scale)Part Il ( H
FAEEEIE) ) OPart I GEBIRE M) O K ARIA I 7 2 FEICHE L
Too T2 TITINRF Y- VHEEEEAKMMO A 37 OYFEETOES
VTF Y AYNVEHICHIE LSS v T LRSI B

[N~ H A A (UPDRSO %G5t 2 2 7 O Z8 (L (HERH iR f il —
e 5-1ifiE))

R A ED) PPX vs BROM
AR » AL | RS e
rprseny | UPDRS| #5862 GEGIEL | GHEFRUIR#E | PLAC ol
(EI\«%@»%F) [ — #“Er‘ﬁif) 1@;@1450) xTL;/;—_
T = (90%CI)
~2.50
PartTl ] cam <0.001 0.74
sewy oy | P TPLAC 107 ~1.00 : (=0.16~1.63)
SR BROM | 104 (-3.25)
JU R RSB ~10.00
18505 | PPX | 102 1 (1175 o001 1.76
artlh Tprac | 107 ~5.00 : (=0.56~4.09)
BROM | 104 | (-9.98)

) GHPPX 1 75 I RF Y — VIEFEEKAIY,. PLAC : 754K, BROM: 70 %
2N TF AV

b) Z b TPl & CEfE) 2R L7z,

¢) Wilcoxon ~FEAMEDplE & 7R L 72,

d) [FERR S A 1 UPDRS Part11.0. UPDRS PartII2.0

%72, UPDRS PartIl XiZPartll ®&FFA 3 7 5330%LL L Ok A# % 7R
L7HEBIOE G % RFITTRT

TTINRFY =)
YRR

as ) TF o +

7 fﬁ%&f 7 7R
UPDRS Part I 56.9% (58/102f1) 49.0% (51/10441) 29.9%(32/107f1)
UPDRS PartIl 63.7% (65/1021) 60.6% (63/10441) 36.49% (39/107f1)
7T 3y — VIR ERYE K AN T 0 EIE H S E1 4 1369.6% (71/102
BI) Ty F 7 BT IZ A IEAS F23.5% (24/102%1) . 6 4(18.6%(19/102
Bl) . EHAIRLE.7%(17/102(1) . ¥ A% % ¥ 715.7%(16/10261) . f&
F012.7%(13/10261) . £JH12.7%(13/10261) . 1EAR11.8% (12/102%1)
B F10.8%(11/10261) T - 720

17.1.2 ;B E MAREER
IN—=% U UIEEEIBG R R R L Lo EE BRI B v
Ty 777 I R_F Y — VIEEEHE KA Y (0.125mg x 3]/ H X 0 i) L id
7Tt R B R EI2E MRS L2, ST 3y — VIR ERIE KA
PiE 75 kAR E L LUPDRS Partll  OPartMI O KEFIA a7 % HHE
L:Ei% L 7:16)‘ 17)O

(ﬁ?*)ﬁ)ﬁ?&m%ﬁ%ﬁbﬂﬁ (UPDRSO % &5t A 2 7 o2 Al i G il — 355

HUE

e g
BeTH S UPDRS | #2589 | stk | (espisaers | PPX vs PLAC

(HABRES) ehreti
o PPX | 163 -1.9

RN [;;%ﬂ;é\ PartIl PLAC 170 04 <0.001
EE PPX 162 -5.0

(248.323)
PartIl PLAC 168 08 <0.001

a) X G-REPPX © 77 I F Y — VIR, PLAC : 77 &K

b) 248 . 326FKEAD ZAL R (Z sk, Z DI TR L7,

©)248. 32658 B& 13 Wilcoxon ~FEAMIE . ZDMIZANOVADDPIti % 7~ L 720
7T 3y — VIR T ORI S8 41381 . 1% (133/164/41)
T FE 2 BIEH IR E532.9% (54/164%1) . {FFEIPE® F127.4%(45/164
B ARIRAELD.5%(32/16461) . {HIR17.7%(29/164%1) . 477 4E14.0%
(23/164%1) . fHHL12.8%(21/164%1) . FEIF12.2%(20/16441) Td > 72,

17.1.3 ;B E MARER
IN—=F U VIRBE8TE R R S L L g EE IR B v
Ty 77 I/F Y — VBRI KAIY (0.125mg X 31/ H X ) i) 3 i%
75 bR E REI2MMER RS- L7z, 775 3 _F Y — VR KA
W7 J &R & LUPDRS Partl % OPartll DK &5 A7 2 65
L 72Y,

@?}%%%rﬁﬁ%ﬁﬁmﬁ(wmsw FAFIA 3T OB b GRS — 3% 5

[ELNIES

) ZALE®
550 % ot s | e | (e s | PPX vs PLAC

(SHERE) UPDRS| #5-# | fEBI %L (fff_é}i); aﬁﬁg) e e

o PPX | 144 -2.7
PR ‘;Q’%‘ Partll 00 T 143 “1.3 0.002
ey PPX | 144 -6.2
(248 .324)
PartIl PLAC 142 YA <0.001

) X GHPPX © 7T I _RF Y — VIHERIE KA. PLAC : 79K

b) 248 . 326FKEAD ZAL R X ki, Z DI TR L7,

©)248. 326585 1E Wilcoxon ~fEAMRE . Z DMIZANOVADDPIti % 7~ L 720
7T I RF Y — VHFRE KR T ORIER I EE1364.0% (94/14741)
T, ERBEMERIIIEA2].8% (32/14761) . EIR11.6% (17/14761) . fE))
JE10.9% (16/14761) . FEPED F1210.2% (15/14761) . #2 37 PR I 1+
6.8%(10/147%1) T - 72,

17.1.4 By A MAREER
IN—=F 2 VIRBE 2466 2 it R L Ly EE RGBT
7T I RE Y — VB RA (0.125mg x 3/ H X b iliig), 7aEs
U SF Y A OVERYE(1.25mex 1E]/H & Y @#ig) i3 7T v K& E9H
HAIIH MRS Lk, 79 I XF Y — VIR KW 75 2R &
H# LUPDRS Part T & OPartlIOFAFA I T 2 F RIS L2 2,



A B R SUERAGH (UPDRSO & &t 2 3 7 D2 AL GREFF B R e fill — 45+
Tl fit))

ZALHE

LR e | etz | (e v | PPX vs PLAC
Gorpsy  |UPDRS|sm | s | essiizens| PP E
¥ 5-10)
o PPX | 79 ~2.50
Ny ‘/E.;ﬂg" Partl Forc [ 83 ~0.50 <0.001
FiE PPX | 79 ~6.00
(248.326)
Partll "orac | =8 —2.00 0.0t

a) 5 HPPX 1 77 I RF Y — VIREEKRIY. PLAC : 79 &K

b) 248 . 3265 R DAL AT I, Z DML TFIEE TR Lz,

) 248. 3267 1 X Wilcoxon “HEAME . £ DMIZANOVADIE AR L 720
7T I REF Y — VIEERE KR T O REIEF 38 B E 41385 0% (68/80%1)
T IR R 35 0% (28/8061) . ¥ A ¥ 4 ¥ 733.8%
(27/80%1 ). M 5.27.5%(22/80%1 ). & F \222.5%(18/80%1 ). 7~ IR
15.0%(12/80%1) . $£#iL13.8% (11/80%1) TH - 72

(FEEHSTEDEFRMEL A NV ALY T ATEIRE (FEERLETEEEIREE))

17.1.5 BN OD1EE5R
BV A MLV ALy 7 AEGERBEA 2R L L-EN ZEE R
WS B W, 7T 3%y — VMR (0.125mg X 1[/H
L D) E 7T RGBS L2k, 7T IR_F Y — LV
FRIEIKFIW L 7T 2 R & Fei LA RRIR AR ) 275 7 b C JE 1 I fi
BRI PLMD OF B 2L 2R L7z /20 EBELVAMLAL v 7
AIEMEREWFSE 7V — T HEAEEE A 7 — )V (IRLS : International Restless
Legs Syndrome Study Group Rating Scale) &5t A I 7 DHOXN— 25 4
UHEDOEALETH IR E L CHE R E R L2,

PLMIDZ Al &
TR | FEB | ~—A5 1 v | F56H | Z{LEY |PPX vs PLACHRIE
PPX 20 29.6 4.6 -25.0
PLAC 18 46.0 39.5 -6.5 0.0019

IRLSERFA 2 7 0% b

PG | R | N—ATA v | #56H | Z{LEY |PPX vs PLACHE B

PPX 20 23.4 7.3 —-16.1
PLAC 21 25.1 18.7 -6.4

0.0005

) 5HEPPX 1 75 I _F Y — VIEERKAIY. PLAC : 75 &K

b)PLMI. IRLSAFFA 27 RUIN— AT A ¥ H 5 OEALRIETFHECTRE L.

¢) ANCOVADDItEi %R L 720
7T 3 RE Y — VI ER AR T o BIE S E A1345.0% (9/20%1)
T, EREIERNEEL15.0%3/2060) . BAVPLEL5.0% (3/2061) . HEj
10.0%(2/20%1) . fEIR10.0% (2/2061) TdH - 720

17.1.6 BN MAEER
BV A ML AL v 7 AJEGEREEEMA 2 /S L L-EN E SR
WA IZBW T, 79 I _F Y — VIEERE AP0, 25mg. 0.5mg/k
00.75mg/ H Ol Fm 685 L, 71 &H& 77 IXF VY — VIR
P 45 K A1 990 25mg~0.75mg % flexible dose T1H1[n14634 [ % 5- L 72
Ff, 79 I RE Y — VBRI AKRI0. 25mg. 0.5mg M 0N0.75mg/ H &
WTFNOHEFIZBWTHIRLSAFIA I T OR=ZF 1 ¥ 95 D%AL
HIZI0D B L7z 1020 B oA E i B2 4348 (0-10 © BREE. 11-20 ¢
PR 21-30 0 L 31440 1 IEENICEED) IS BV CEAEE AT IR FE OGS
THILEEKRL., BRNICERODLUEER Lz, 72, EFHM
2BV, %5520 F CIRLSARI A I 7 ORE L7z &R L7z% 2,

—HERIH
5 HEBIEL N—RATA ¥ #4563 ZAbsE
CPPXEED | ] 154 23 | 10.1 -2z
. 0.2mg | 8 ald )98 it LA
o Obmg 5 26 | 99 ] -127
0.75mg 53 22.8 10.7 -12.1
JE
51234 Px-24:8 #x5-52:8
,,,,,,,, 188 | Lo 19
,,,,,,,, 8.2 | 73 ] 49
-14.1 -14.9 -17.2

A GHEPPX 75 3 % — VIRBRIE KA

IRLSEF AT RUNR=2F5 4 ¥ Hh 5 OEALEILFIMETRL 72,

7. WK0.75mg/ H 2 S il IS Bk L7285 4 T b BRI 0 & L

Moz
7T I RF Y — VIRERIE KA T O BRI S8 B E 41360 . 4% (93/15451)
T, EZEIEAIETE31.8%(49/154%51) . @ IR17.5% (27/154%61) . HEE
7.1%(11/15461) . B A HLI%5.8%(9/15451) . FEFL5.2% (8/154%1) . W&
H5.2%(8/154%1) TH - 725

18. ZEZHEIE

18.1 {EFAtER

18.1.1 RINZ=VDZHAKICH I 2EMME (N vitro)
7T I RF Y — VIEBRE AR RS2 VD2 EE T 7 3 ) — (Do,
Ds. D) Ik LM 2 R L7220,
D1} UDs5Z 2RISR 3 2 B IR S e b o 727,

18.1.2 RINZ VD2SZEARIBIER
MPTP (1-methyl-4-phenyl-1,2, 3, 6-tetrahydropyridine) i %\ 3 /¥ —
XUV UIRETIVEIIIZB VT, AR F T AR RS Y D2%%
NS & 0 BEE & OO AR TE 2 58 L 72 (7 7
B Frz, NORY F=VFERA LTy —EIROUEEM 2R L
72(5 v b)),

18.2 I\—F Y ViRtRIEIREER

18.2.1 MPTPERIERKE(ER
MPTPi#ES/S—F v v VIRHEIREZ 70 E 27 ) 7F U AV VERIEL D
BEHETYE L 2 (T H 75 F)%,

18.2.2 g - E#EICH T DNEER
L)V ¥ VSR - BMHEROWEER 2R L7z, s ok
FAEVARNNEOPHIC L D EET 2 2 LR LN (w7 2)P,

18.3 LA MU A L w I AIEIRBHFAEIR DE1ER
6-OHDA (6-hydroxydopamine) 1= & V) P ¥ /8 3 >l 2 281k < 4
727y MIBWTIE, 2B B2 ATENEIEL & AR ASEE N L 7225, T
T I AF Y — VIR A 512 X ) S oINS 7z,

19. B CRAT HIBEEMR

—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” SN 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—|VIEEEES0.125megl YD1 1)
PTPL# A Y 1 - 100%¢ (1082 x 10)

(TS =ERFY—)VIEEIESE0.5meld D 1 1)
PTPEZHFAIA D T 1005E (105 x 10)
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