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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 — VIR & UT1.5mgRiiD 5
AE2ENCFE LTS ERIC, 1.5mgll EoBA I3[
WHE L CBERREORET 5. 2B, Fi, ERICK
DHEEEEATE 5P, 1HRIZ45mgeBAanl L,
(PEENSBEDRREELZ MUAL v T RERE (TEEE
LEABEREMREY) )
BHE. RAICRT T IRFY - VIERIEKNME LT
0.25mg#% 1 H 1 E#tE2 ~ 3B RATICRO 5T 5. 5
IZ1HO0.125mgk VB L. FERICE CTLHO.75mg %
A s WHEIFCHEEERT 245 HRE AR Lo kg
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7. BERUHEICEET %R

3. R - 1R US—F VY IR
3.1 4nk ‘ 7.0 ARIOBGE, DRASHA L. IHFOEEER, W
Mt 1%¢ﬁ@&% - fmﬁ — (LESFER, MESOBEE TV, IR (i
S 3y |1 vr=h—b #IHE1.5~4.5mg) FTHBT S5 L. [8.2. 9.1.1,
;E;i;;gésé; 75 IRV VR T TS 7Y T R 015 1112 5@l
'DSEP = e Ry RIS 7.2 BHRERIE 1R B
TRl A WD &> w5 L BRI RS E N2 T LR CE
79 3mxy—n | BUAHSMEICHMT 5 &, &b, BRIENE RS
HEHSE0SmE | IS Bk HERORAIRRETEOEBY L35,
[DSEP| " 0.5mg [9.2.1. 9.2.2, 9.8.2, 16.6.1 &H]
S YT ' JLTF
3.2 BADER - sVTIVA | REE | DEIERSE RAIHS
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EREEA - VICEODZHEEICERL., B¥EEH-I15
DHBEETH &,

6. RiERUHE
(IN=FV YR
BHE BT T IRF Y —)UEBEKIME LTLH
§0.25mg»” 513 U, 2BHICIHEZ0.5mge L. Ll
HErzsRELals, 1EEEICIHES L T0.5mgd D
HWEL. #EFE(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
FEORRD XD REIIREZRD 2D > 205 5 0 IdH 56
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,
INEDOIERDPFEBLZIBEICIE., IEROEEICE LT,
HEXZHE2HRIET 22 0B RUBERZITS 2 &
[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

(IN—F VYRR
*% 8.5 RENDHMRDF. WEFETH B[ 7T IRF Y —)LIEHE
ERMMRBGEl EB—CH 52, HiE - ABVER S
LICEBT AL, T2y KED ST IRFY—)UIE
RIEKFIMIARBGEINT DB X BI5AI1C1E. BH2 S0
BAAHTH AP, THICEZOREEZHET LI &,
TOBZICELTZ. 775 IXF Y — UEHBIEKNER
REEI D17 BERRE ] DIEZ2E ICHEZBIRT 52 &,
(PEEHSEEDOEREL A NUA L v T RAERERE (RS

LETRBEFEIRES) )

BOARKZEDI NI VEEBEHEOKSICTKD
Augmentation (R OFERFER P20 L LR & 5. fE
ROWE, hOVFEANDIERIER) BRBDENZZEDDH
572, ZOXDBRERNVED SN FEICIE. BEX
BRESERIET A E0@AEBEZELC S &,

0. HENERZHT IZBEICHTIIR

9.1 GIHEE - BIIEEEDH2EBE

9.1.1 {18, =BREDHFMERNIFZNSDEIEEDS 2 EE
ERPVEEBEXBIRRALL I A2 ENFH 2. (7.1,
11.1.2 #]

9.1.2 EEIRVEERNIEZNS DRIEREDH 5 EE
B ERNEFOREAPRERLL IS 2oBTIN
H%. [8.2 2]

9.1.3 EMEEDNEE
FERDBLT 2 ERH S, [7.1. 8.2 BH]

9.2 BREEEERE

9.2.1 BHREFEEDH2EFE
BIERDRE LRI RE2BETNNH S, (7.2, 7.3 5

f]
9.2.2 BHEEBEDHDEE(JUVUF7FZUIUTSVAN
50mL/minzkiE)

B U7 T2 ZOETIC & OARF OB RN BH A LE R
TR0, BEEZHE UBEHREIOERLEPSHE
HICWET 2 Lo RANIFEICRPICREMAEDE £
PRlts Nz, /. ENEED L2 VRERICHELE
WEERERETOTDLEARRIEIZVOT, 20K
DBBEHEIINLTRREZBE L 2P o HEICKREST
&, [7.2, 7.3 2]

9.5 1w
R IAIERE LTV BATEEE D B 5 L EIIZ 5 Lz »
e, WSy M) RHWAREEEERB T, T
DZENTEDLEN TS,

« ZHBEKR O — A FEAEEAER (Seg. 1) (2.5mg/kg/H% 5
BT, MESTS 7 F U EBEOKTICED FIRERD
(N

- BRERH%5HER (Seg. 1) (1.5mg/kg/ B 58) T\
g7 a o 7 7V BEOETICED L EFRERO B

- FEREHA R O AL 1 55455 (Seg. 10) (0.5mg/kgll E/H
BER) T, MBSO T 7 F U EEOKTICED HE
RAEDE TR
(2.1 8]
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ARG E LBRABICE VTS5 LoEERE THE
EREICH L DRFEORMIEROFER R E W HE
PO HLNT VD,

9.8.2 2&(1H1MEO0.125mg) » 5 H 5 2hd 5% EEED
REZBE L P SEHEBICKET 52 & RFNZFEIC
FRAUCREAD E TS N 20, SlE TIIER
BEPETRLTWSZ LB, [7.2, 7.3, 16.6.1 &

]
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VAFVU, TR B TDEIBE B0IZNT DA
VHIVIERBIE B3 RE R OB REE ST
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FEERA TERDHERT 5 B BEFIXH S 2 TIE AW
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0 {EFH 58 0> 7] RET: A5
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VAFATT KA
. SEELEFEORIE
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11. BIfEA

ROBWERD»H5DNBZ ENBHZHDT, BIEETFITATL,
REPRD 5NIBEIC3 KRG ehET 5% SHET L NE

T52 &,
11.1 EXZENER

11.1.71 Z2FR0BERR (0.1 ~ 5% 1)
FRD 7 WRFENERIP D5 DNL I ENH B, [1..

8.1 ZH]



11.1.2 $8(15.4%) . E48(0.1 ~5%FKi). BAE(0.1~5%
HKii) . Bt (0.1 ~5%Kim) . $5EL (BEEARA)
FE(FICHR) . EH, FAZE., B, Eilrdob
NAZERHADT, TDXIREEICIE. BEXIE
BE2HhIET B EE DI, BEIIE U THE MR 2
FRT AR EOBYHMNBZITH> &, [7.1. 9.1.1 &
He]

11.1.3 HIFIRTIVE Y RBEE D BAEIREE (SIADH) (BEEAHE)
&F b U AMEE, EIBETEMAE. REF UL
HWEOHEIN, ERR. B, BHREESZ S AR
RIVE U REE T UWERER (SIADH) b obhnsd Z &
BHHDT. BEVPRDONZEEICEZES2HIEL.
KAEROHREBY) 2 MEEITH &,

11.1.4 BHEAEIREE SEERH)

N—=F UV UHRBHEIIBVLWT, AFlOAKZEE I
ibEic kD, BEERBEIHLDNEZZENDH S, B
Bret+aIiIcfTn, BE, BlEE, BBES. 5E0
HEE. AHEGES. WTREE. SR, MEOEE.
¥, MECKD EFAEN D 5 b7 BE&IC I EEER
BOERTHAHAHESH 5720, BREE. HE L.
BSE, KOWREOWY L NEZITHO &, [8.4 &
H ]

11.1.5 &I ERRLARIE (BHERH)

A, B, CKER., B RPRFPIF 7oy
FREPRBET HIMBBMBELH SbNHI LD D
%o BRUMAEIC L 22 EBREOREICERT S
P

11.1.6 FFE&AEREE (SHERH)

AST. ALT. LDH. y-GTP. VLYY FR%ED
FHSREREERS H 6 DNB T ENDH 5,
11.2 ZDDEIER

(GhetE)
5%LLE | 0.1 ~5%Ad |0.1%AK:|  SHEARH
WEE IEBOER
R )& ESTINEE 1/732N R, TR
HRREZ 3R KE
- BRE|ICKER | EE0E. R
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(12.5%) . |[HIHBE, 79—
GIERL FUIVZXLD
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Ml AT 1
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HEEEE

5% E | 0.1~5%AKi |0.1%K5|  SHEARH
HEE  |ED fER. BiEE. 1A E A
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HEAR |F. OP%. 8
(11.9%). BB, 1L
FEF 2
(9.0%) .
B AR
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Mgt
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JiF- ik JFHERER v-GTP L&
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ALT E&H.
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SEa 04 Tus sy %
T, BEFRILE
VbR
R Mg fE L7
TEEReE RIME. BiE
IFREE S PEFRSER], FRE FREA
=] 51E
— R4 HAHMEIZIE,
BEE . BRE. E
SRR, BTRR,
FNLUEY T
5. EER 08
IR ER I I R Jifi %
L®»-o<
0
HEREA E FiaZEhic

) BEPRD 5 NIHEICE. BREFMXNIRBEROREGRICR T 2 &, #k
WEZITH T &

(PEENSBEDRRMELVA NV L Y T RERE (T

FeE8 L E NREREIREE) )
5%
HiK - K| LA ML ALy ZRNEBEROaugmentation (2.3%)
T RE R
13. BEig5
13.1 fEK

B B, BEOEE, EHEZ. IR, HE, Kin
FEEOERZRIRT HATREMN H 5.

13.2 W&
BHERP RS N2 BE8I01E, FUBMREORE 2 ERE
T 2o 5B MBENTIC K SBREIRFTE L0,

14. BRALOEE

14.1 ZZIZFFOER

14.1.1 PTPEZEOEAFIIPTPY — 26O B LTHRAT %
£H¥EETHZE, PTPY— bOBEMICE D, LS
IR REERBEARIA L. BIZIZZELZB 2 LU THRE
AREOBEELAMWELZHRTEIENH S,

14.1.2 BRI UTALE R /-0, IREAERICPTPY —
PSS XOIEET B &,

15. ZDfthDER

15.1 BRIKERICE D 1B
EMCBWTERAZ SIS —F 2V VAl & REEE &
OREMEIZFRO SN ST EOWMENH S,

15.2 FEERIREHBR ICE D < 153
T bOBARERE (247 ABIREERS) ICB VLT,
2mg/kg/HU LB E5R TCHREEEOEMAHE ST
Wb,



16. EMEHRE
16.1 MoPRE
16.1.1 BOigs

BERAICTS IRF Y — VIEBIEKNWHE0.1. 0.2,
0.3mg#% ZEERICHEEO#RE Lz L &0, MmiEHREL
ROFEYERE/S T X — & #IRFITIRT . CmaxKTFAUCIK
HEBEHREZRLEY,

7T INRF Y —)VIERRIEAKAY) BER SR OENEE/ ST X — 5

il (ZEfE RS )
EYHEISTA—F 0.1mg 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 2.3%1.2
t12(hr) 771190 | 6.36x1.46 | 6.94+1.09
AUCow(pg - hr/mL) |3139.2£548.5|5642.5+681.6|9135.8+1422.2

(mean=+SD, n=8)

16.1.2 RiERS

(MEEPRZEALIFREHTE)

BRI TS IRV — VIEBE/KYEE0. lmg 2 51
HEIX1H1ME, 2HHIZ1H2ME. 3~6HEIZ1H3[E. 7H
Bl EARRERORS L& &, miEdRE(bEEE
X1 H3EE SHE#%IE TEFIRBICE L, £/, B
5% OEMBREIST X —F H S5 TSN B L o RER
BizkaE®EEE B P72,

GEEE IO T 2 MR DERE)

N=F YV URBEIC, 7T IRF Y - )VIERRIEKY§E
1.0~4.5mg% RERZOH 5% O E FIRE R S5MIE
BAHBEDRE) IcBWT, MEFREED b 7EITREEIC
B U CEARENCHENT 5 2 EATRBE N, F—HEREIC
BIFAEBERED F T 7HICKERE(LIERDSNT, 7
T INRF Y — VIEBIEKNMSERER 5% OEFREBICE
FAERBIITD NG, -723,

16.1.3 E£YZHIF| AR

BERAICE TS 7T IREF Y — )VIERIE/KYISED LY

16.2 DRIN

BERAICT T I RF Y — UIERIEKHIYEE0.25mg % 228
RESUI BB ICHEREOHR G LU & & D MBEHRELEDOFY
BRESTRA =5 2B LTz TORR, EWMIHREIIFT A -5
KERRZZRIRO6NT. 7T I8F Y — )UIERIEKNY§E
DRI 2 BFOHEID LB D EEZ SN0 (SLE
ANDTF—=%), 7B, ENTEMS N EERAICHY 5 HiEH
5 (BERKRE) RORERESOHE]HE (BRES) 0ZEY
NI A=Y ZHE LTz, ZOKR, TmaxldBRKEGT
3. 1R & B ER S (1.5We ) ICHE LIER 9 2 A 380 5
NizH, Cmax. AUCKUtILEWIRBELLTHD, 7
T INRF Y — VIEFRRIEKAMSE O IR 3 5 BEOLEIZ
PrrnboEEZ SN2,

16.3 970

b MIVEEABERIZLI7~26%TH - 7127 (in vitro).

16.5 Hpittt

TR AICI4C-T7 5 3 R — )UIERRIEKAI0.3mg 2 &1
BE5 L7z &, MERRTRPICIEKEIPRENMAEE LT
FET 5o L7z, 5B E TIZ87.6%N RHIC, 1.6%
AEAICHE N 75 IRF VY — UIERERIE/KIYNIZR
Pt B HRER EZ 2 5N HEADT—%),

16.6 HEDERZET BEE
16.6.1 BEEBEERE

BERA. BEGOSZL7F=V7YT 5 A<80mL/
min). HEE B0 7L 7F=> 2 YT T A<50mL/
min) XOBE (=7 VL7F =27 ) 75> A<30mL/
min) O B EEREBEEN O ICERBEES 266 2 MRS
Z INRF Y — UIEREKAYEE0.25mg %5 L. EWH)
REEHES L. Z0O/E,. Cmax. Tmaxk O VA/FICER
REIIBDONZP -T2, WERITRT LBV t1L3FEE
BROEEOSHERERZICBVLT, BERADKN3MGIC
TE Lz, "B, BIfiSNzTT IREF Y — )UIEREIE /K
MR EBOFHI%TH > 722 NEADT—%4),

ZHIFIFHARIZO0~93%TH > 729 BAEADT—%),
16.1.4 EYFHIEE R

7T IRF Y - VIEEEESE0.5mg[DSEPJ & ¥ - 7 m—
JLEE0.5mgZ . 7O AF —N—EIC kD ZNENI1E(TS
IRFY — )UIEEEIEKAIY & U T0.5mg) BB A B FIit
BREEEO®RS LTRSS IRFY - VEBEZHIE
L7z. Boh-EWERE/85 X —% (AUC. Cmax) 22\
TO0%E XA IS THEH#MNT 217 > 7 /R, 1og(0.80)
~log(1.25)D#EETH D . WA LY LR TR

T IF Y — UIEBEKHIM0.25mg B[O G R O ENRE RS

A — 7 H(EERA EEREEEE)

JUTFoy
regsie | 70772 Gl LS | i
(mL/mln) ng I/m T mL/min mL/min
733 | 113 | 411 277
BERERLA | >80 16| 109 |+272| +859 | +59.0
WEHME o || 102 | 153 | 207 | 206
RERE +2.29 |+£3.82| *£57.2 |+£79.0%D
FEERR| o0 o || 164 | 363 | 192 105
RERERE +5.45 |+£18.8| *£52.5 |+43.9%2
BIEEME o o || 226 | 384 | 131 | 328
BERE +348 |+12.7| +222 | +156

Shizd,
MmiEHR 7S5 I RF Y - VBEOHER
(pg/mL)
' —e— 7T IRF Y — LIEHEESE0.5mg[DSEP]
—o— & - ¥ 70 —)L$E0.5mg
1,000 mean+SD, n=16
800
i
th 600
b3
% 400
200
0 1234 6 8 10 24

B 5% (hr)

MBS T X — 5

AUCo-24nr Cmax | Tmax | tin

(pg - hr/mL) | (pg/mL)| (hr) | (hr)

FoIRFy_LERE| 11,866 | 1,020 | 2.8 | 6.54
$£0.5mg[ DSEP) +1451 | +178 | £2.6 | £0.99
o 12,057 | 1,011 | 2.7 | 656
€ y7u-LE05mg | L 5ey | 4169 | £23 | +1.02

(mean+SD, n=16)

MEEFREEN MICAUC, CmaxZn/$5 X —713, #EE
OFR, MKOREEE - BRSORBEMHFICE->TER
BHUTHEWED B %o

(31)n=5. 1¥2)n=4. mean=SD)

Fiow HRAZ GRS —F UV UREBRHEICTS T IF
Y — VIEBIE/KHMEE R O 75 I RE Y — VIERRIE/KY
ORBEEERE L TEsN-MEREEF— Y 2RV
ERHEYBEMTORER, JLT7F V7 UTSVAN
80mL/min7* 530mL/minicf& R 32 &ERHO7 VT IV A
FETR LR, [7.2, 7.3, 9.8.2 BA]

16.7 ZYHEEIER
16.7.1 IXFIY, PIVIIVIGHIE

BERAL2HZRNFRICTS I RE Y — VIERIE KN 5
0.25mgh 'y X F ¥ > 300mg# fRREO#RS L. 75 3
NREY — VIEBEKN OB BHREICKITT I AF IV D
HEEBRE Uiz, TOHE. 75 IF Y — )UIEBEIE/K
YISEBURIR S ICH LRSS TR TS I RF Y — )UIEREE
KO RFRZNABIRMBRICERLEBLIERDZ D5
e B2 U752 A(CLr)IE30~39%ERICE TR L.
tRBEE L. O EPS, 7T IRFY — ) UEREEK
MMBBEROBERH F 4 VEEREN L TRMABET MRS 1
B ENTBEBSNEZWHEADT—%),

T WN=F UV URBEICT T IRF Y — VIERBIE K
MEE1.0~4.5mg% KEROKRE L, EFREGERERS
BAtE4H B D) 128 B MRS (5201) 7 6. HERW
AR 2L =33y 77y—aF 2T 4 7 ABFICEDT
Ty Y UIERRE S O (2861) 12 & BB R R U
B, 7 IRFYIIERBIEKMO ) 7T > AHBKT
T 5 EDRERSNIZ, [10.2 2]



16.8 Z DAtk
7T 3% Y — UIEBIESE0.125mg[DSEP 1&, &R R L
e HETERA O LML RSFERER T N1 > (P18
F11A24H EEFHERE1124004%) JIcEIE, 73
ANF Y — VIERRIESE0.5mg[DSEP | 2 fH#EMA & Lz & &,
BHEBPEF L EMENICRE LAk SN,

17. BRPRRE
17.1 BHNERURLMEICEET 255
(IN—FVV IR
17.1.1 EAE D185
NW—=F 2V VIREBEIISHIZRNRE LI-EN_EEMLE
HERICBWT, 77 3IF Y — )UHEEEE/KANY (0.125mg
Xx2B/HE V), 7Juat sy FF o X YIVEE
(1.25mgx 1[ul/H & 0 #i3) id 75 A% 1 28 EEO#
BLU7z#, 75 3IRFY-IVEREKIMI TS EREE
i LUPDRS (Unified Parkinson's Disease Rating
Scale)Part I (HEAEFHEHE) K OPart Il GEEYRE/IIEE) D
BHAITEERBICRE Lz, £/2. IIRFYU—I
WRERIEAKMO AT T ORFETOET ) TF U A VIV
BICHBLE S W ERE Nz,

EN T EH E GRS (UPDRSO& & FT A 2 7 O &L & (MR
R E — R EHIE) )

| EMEE [ TPPX vs BROM
BeEXRR £ 38a) Ik | (R FEL D
) |0 EI B R | PUC | s
¥ | ma .
— 1% 5H1) (90%CI)
22,50
sy partll o (398) | 00| 074
P pLAC|107] -1.00 |~V (016~1.63)
meE BROM|104] (-3.25)
JUER RS =
ftH PPX (102 (:”'75) 176
(248.505) |Partlll 53 =167 5 00 | <0-001| (g 56~4.00)
BROM|104| (-9.98)

a) R EBPPX ¢ 77 IRF Y —VIEBE/KAY, PLAC: 7J %R, BROM: 7u€2
) FF VAV VEREE

b) Z (& ixrhfE & (E5iE) 2R L.

¢) Wilcoxon ~I#AMEDpfE £ 7R L zo

d) [FIZ A A lZUPDRS Part1l 1.0, UPDRS Partll2.0

%7z, UPDRS Partll XidPartll &5t 2 2 7 A30%LL k
DHDHEE R LIIEFOH A ZREITRT o

7T IRF Y — VIERBEKAI T O RBIWEF R E 41381.1%
(133/164%l) T, E=EIERIZIES32.9%(54/16401). %
D £1127.4%(45/16461) . AHRAEL9.5% (32/16441) |
EIR17.7% (29/16441) . IIRE14.0% (23/16441) . FHE
12.8%(21/164%1). BEE12.2%(20/16461) TdH - 7210 17,
17.1.3 B E MEEER
IN—F 2 VIRBE28TH E R E LB _EEME
HERICBWT., 75 3IRF Y — UEFRE/KNY (0.125mg
X 3[E/H &0 #WitE) iE 75 R 2 BEI2EMRO/RS L
TWE 7T IF Y — UERBIEKAIMIE T T AR & i L
UPDRS Part I RUPartlIOFEEE A3 7 2 HRICHE Lz,

MBS LB R EREUE (UPDRSO & AR 2 27 0 & LE (MR
el — B S HI1E) )

‘ e | ZILEY |PPX vs
(ﬁggi) UPDRS | 58| il | (5 MME#H| PLAC
" B -ps5m) | @mio
e o PPX | 144 2.7
sz YEE P praclias s | 0002
REE PPX |144 -6.2
(248.324) | PartIll PLAC| 142 26 <0.001

a) B EBPPX 1 7T IRF Y — VBRI, PLAC: 75t K
b) Z(t B IZFIME TR L7z,
c) ANOVA®DDIti% R L7zo

75 IRFY - VIEBIEKNY TORIERFRFE A &
64.0% (94/14761) . EHBIERAIZES21.8%(32/147
). TEARL11.6%(17/14761) . #EIIHE10.9% (16/147H41) .
FEHEDFW10.2%(15/14761) . I HEEKMFE6.8%
(10/14761) TH - 7219,
17.1.4 785\ 55 MABEHER

N—F 2 FEE2460] 2 MR & Ui —EE Mg
HERICBWT, 75 3IRF Y — )UHEERE/KANY (0.125mg
X3E/HEO@WE), 7uE 77U FF U AV IIVEE
(1.25mgx 1[al/H & W) X 75t REREINALL
HREEO®KE LzB, 75 I RE Y —)UIERBIEKNYNIE T
Ft AR EHE LUPDRS Partl X OPartllO&EEFAT 7
PERICHE LR,

5L LB RIXERAUE (UPDRSO& A EH R 27 OZ LR (MR R
Wl — 5 Hi1E) )

75 3IRF V-]l
IEEEKA

AL/ A A
XV IVEEE

AT N

UPDRS PartII

56.9%(58/102f1)

49.0%(51/10441)

29.9%(32/10741)

UPDRS Partll

63.7%(65/102f1)

60.6% (63/1044)

36.4%(39/10741)

‘ s | ZML®Y [PPX vs
gggi) UPDRS [#580| fil | (MRB#IRER | PLAC
e B -p5m) |@mio
e PPX | 79 -2.50
sz VR P pLAGss | 050 | <0901
WEE PPX | 79 -6.00
(248.326) | Part I PLAC| 83 .00 <0.001

7T IRFY - VIERIE KM TORIMERAFBRE S
69.6%(71/10241) . FEL2BMERIZHEILAR23.5%
(24/102f1) MEX18.6%(19/102%1). BMAIE16.7%
(17/10261). Y AF 2V 715.7%(16/10201) . Hfk
12.7%(13/102%1) . %1%12.7%(13/10241). {HIR11.8%
(12/10261) . BHFEV10.8%(11/102fl) Td - 7219 15,
17.1.2 ;BHSE MAEEER

=% 2 VRBHI333ME MR E LN —EEMRILE
HERICBWT, 75 IRF Y — )UIERRIE/KAN (0.125mg
x3[E/H &) VL7 IR E2REI2HEBBOKS L
7R 7T IF Y - UEBBIEKAIMIE T T AR & L
UPDRS Part I RUPartMIOFAFHA I 7 2 ARICEE LT,

S LB RIXBRAUE (UPDRSO& &SR 2 7 O Z LR (MR
el — # 5 HiE))

. e | EMLEY |PPXvs
(ﬁggi) UPDRS |#t58| Bl | (M5MRE | PLAC
o B —msn | mEE
Sie o PPX | 163 -1.9
sz B L P pLAG 70| 0.4 <000
WEE PPX | 162 -5.0
(248.323) | PartIl PLAC| 168 08 <0.001

a) IR GREPPX 1 75 I RF Y — VEREKNIY. PLAC: 75t K
b) Z{LR I FHE TR L7z,
c) ANOVA®DDIEZ TR L7zo

a) %5 RPPX 1 75 IRF Y — VERRIEKIIY. PLAC : 751K
b) Z LB IZHRIE TR U,
¢) Wilcoxon ZIEAMEDpfEZ 7R L 7zo

7T IRFY - VIERIE KM TORIMERAFRRE S
85.0% (68/80%1) T\ F BV I3 L EARIMESS.0%
(28/80f1) . ¥ AF 1Y 733.8%(27/80f). ME527.5%
(22/80f1)+ HFE22.5%(18/80%1) . AEE15.0%(12/80
Bl) . $5%E.13.8% (11/80%) Td - 7219 200,

(PEENSBEDREMELV A NV L Y T EREE (THES

LEEEAEIREY) )

17.1.5 EINSE [ 1855R

RHEMELZA L ALy F2ERBEE4AIFZNRE LcE
WoEEMREERBICB VLT, 77 IF Y — VIERRIEK
A4 (0.125mg X 1[El/H & 0 W) X3 77t R % 638 4%
A5 L7zk. 75 I_F Y — VIERBRIEKIYE T 5 2R
EHB UKRKRERKY 75 7 b C R EE) 5
(PLMI) 0B R LD ER Lz, /. EELVAMLZ
Ly 7 AFEERIE L — TEREE X7 — )L (IRLS :
International Restless Legs Syndrome Study Group
Rating Scale) A5t A a7 DR—=Z25 14 > 5 DOELET
7T REHB L THERRB D ZR LT,

PLMIOZE L&

P SRV N5 1 | pgol | ELEy | e VLA
PPX 20 29.6 4.6 -25.0

PLAC 18 46.0 39.5 -6.5 0.0019

—5—



IRLS&EEI A a7 OE({LE

BER) FERIR | N— 251 > | #5631 | Z{LED PP%@ESAC
PPX | 20 234 73 | -l6.1

PLAC [ 21 25.1 187 | -6.4 0.0005

a) B E5BPPX | 7T IRF Y —UERIEKFIY. PLAC : 75€XK
b)PLMI. IRLS&FI A7 RUN—A5 A ¥ 5 DOZ{LBIGTFHE TR L 7zo
c) ANCOVADDIEZ R L7zo

TIIRFY - VHEBIEKNY CORMERFEBRE &I
45.0%(9/20%1) ¢, EzEIERIZEDR15.0%(3/2041) .
BAMEL15.0%(3/2041). JERE10.0% (2/20%1). {HHR
10.0%(2/20f1) T& > 722V,
17.1.6 EASE MEEER

BRELVAML ALY FREREZE1SAF 2R E L
EN_EEREBRBRICB LT, 75 IV —)UERIE
KF#0.25mg. 0.5mg M 0.75mg/ H D & 7E & % 6:8 [
BEL. §l&HE 7T IRF Y — VIERIEKAY0.25mg
~0.75mg*% flexible doseT1H1E46EEHS LK, 7
FINRF Y- IVIEREKN®O0.25mg. 0.5mgk”*
0.75mg/HOVWTNORABRBICBVLTHIRLSAFI AT D
R=Z2F7A P 5DEEBIFXI0N LFEAD Lz, 10DL LD
DISEREESFE(0-10 - B, 11-20 : hEE, 21-30: &
FE. 31-40 : JEHICEE) B LW THEEN | BfEiEd 2
CERBIRL. BRNICEBZEODHWE LR Lz, 2.
FEEMRICB VT, 5528 % CTIRLSHEI A I 7 DOLE

L7z %2R LTz,
—EHERH
5 R HERIE | RN—254 | 568 Zitg
PPX(&FN | 154 | 223 | 101 | - -122
. 025mg | 48 | 214 | 98 | - -11.7
. 05mg | 53 | 226 | 99 | - -12.7
0.75mg 53 22.8 10.7 -12.1
JEEMI
NR—=2AF7A4 V| #5128 | %5240 | #5524
=L S . 140 | 138 | 131 | 119
IRLS&&EFAIT | 223 | 82 | 73 ] 49
g2 — -14.1 -14.9 -17.2

) B GREPPX 1 75 I RF Y — VIERIEKAIY
IRLSERI AT T RUR=ZA 54 > 56 DELEIEFEHETR Lz,
7B, |K0.75mg/H A 5 Wi 9IRS IE U258 T BEERERIERD S hiah o7,

77 IRF Y - VIEBRIEKMY T O BIERA B E A1
60.4%(93/154%1) T, EaaWEAIZED31.8%(49/154
Bl HHR17.5% (27/15461) . BHIE7.1%(11/15461). B
AHRIES.8% (9/15461) . {EFE5.2% (8/1544) . MEM:5.2%
(8/15441) Td - 7222 22,

18. FZhEFIE
18.1 {ERERE
18.1.1 RN VD2ZFKICH T 2 3RF0M (in vitro)
7T IRFY - VIEBIBEIX RS VD2RBART 7 I —
(D2 D3y Da)ITxf LBRWERAIE 2R L7224,
Di X UDsZ BRI T 2 B R & i 5 722,
18.1.2 RINZ VD22 EAHIEIER
MPTP (1-methyl-4-phenyl-1,2,3,6-tetrahydropyridine)
FBHRAINS—FUVVRETLBWICBWT, BEEY T
T RBIE RS VD2 AERMAERIC & 0 REERA &I
BN OEIEEITHE) % 75 Uiz (T A7)0, Eiz, Hna
) R=ViFEFA & L 7Y —EROSEEREZR L2 (5 Y 1)2,
18.2 N—F 2V VIRIFERIEER
18.2.1 MPTPEAFRAEIRCLE(ER
MPTP#EF/S—F >V URIERZ 70 €7 U FF 2 A ¥
VL D ERBRTSRE L (T A7),
18.2.2 #£E) - EfEIC I DEER
LBV U HERERE - EREROWEERZR L. Ih
5OWEEHIZLA FNREDHRICKDERT 5 Z &R
HoNIZ (T R)2),
18.3 VR MVARL v T A TERBHRAEIR D EER
6-OHDA (6-hydroxydopamine) iZ & O YD K% 3 > fii%
EEWSELT Y MIBWTIE, L5 B2 D ITEIEIE &AL
R L7225, 79 I _F Y — UK 51 &
D Z N5 OEANTIMH] S 17229,

19. BRI ICRET ZIBEZHIFR

—fg& 7T IAF Y — UIEREE KA
(Pramipexole Hydrochloride Hydrate)

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

PFR : CioHi7N3S - 2HCI - H2O

PFE :302.26

% R HE~BEHCOMEXIIEREOHRTH L. KT

BOTHEITR T, AY ) —LIIRRBEITPTL, T
5 )= (95)ITRRIBEITFICKL, IR 7T
IIZEAEBIT BV,

H H

N,
H:sC/\/ " S
| /}NHQ « 2HCI - H:0
N

B = K9290TC (531#%)

20. RV EDER
7O — R RIS BREET TELLTRET S L.

22. 9%
(F5=R+Y—)LigEEHESE0.125mg[DSEP])
(PTP) 100%%(108%x 10)
(F5=R+Y—)LiEEEESR0.5mg [DSEP])
(PTP) 1003 (108 10)

23. FEX#k
1) A7LIZA - BERES 2003 5 19(2) : 149-161
2) AVLA#IZA - BEIREEE 2003 5 19(2) : 163-177
3) HERAS—F 2V ViRBEOEMBEMRNT (B - > 7 a—)LEE :
2003512 A2HAR. HFEERMIEA.3.(2).3))
4) SRR A OB REAENT (¥ - > 7 a—)LEE - 200358124
2HAGR. HFEERMEEA3.(1).1))
5) #LNER} : EYENEEEICEET 2R
6) EMERRICNT HEHOXE (Y - 7 u—)U§E - 2003F12H
2HAGR. HFEERMEEA3.(1).1))
7) Yokoyama K, et al. : ZE¥#f& 1999 ; 14(4) : 300-308
8) R, HHIcRET 23R (Y - 7 u—)LgE : 2003FE12H2H
AR, HEERMIEA3.(1))
9) FHEANBHEERE BEOEMBEMIT (L - > 70— )LEE :
2003412 A2H&ARR. HEFERMIEAN.3.(2).4))
10) BEFEMBEBRENT (I 5y 7 ALASE : 201 1FE4H 22 H &G
CTD2.7.2.2.4)
11) EYBFHRICNT BT AF I OFE(E - ¥ 7a—)LEE : 2003
FI2H2HAGR. HBFERMIEIAN3.(3).2))
12) BHEAANS—F >V REHBEMBREHENT (L - 70— )L :
2003fF12H2HAR., HHEERMIEA.3.(2).3))
13) H&R - wHEICEET 2 &Rt
14) Mizuno Y, et al. : Movement Disorders 2003 ; 18(10) :
1149-1156
15) HATOFEMAkBHE (L - > 7a—)L§E : 2003F12H2H
AR, HEEERMIEE 5.3.(3).1))
16) Shannon K M. : Neurology 1997 ; 49(3) : 724-728
17) BKRTOFEMALEBRE(E - 70 —)L§E : 2003F12H2H
AR, HEEERMIE +.3.(4).1))
18) HEAGE NS —F >V REFEEIHEFRER (L - 70 —)LEE :
2003 12A2HARE. HEERME .3.(4).2))
19) Guttman M. : Neurology 1997 ; 49(4) : 1060-1065
20) Bk ToHEMALERE (L - ¥ 7a—)LEE - 20034E12H2H
B8, HIFEERMIEE 1.3.(3).2))
21) HAENEFHEL A MLV ALy 7 ZIERBERE S THRER(E - &~
7u—)LiE : 20101 H20H %38, CTD2.7.6.1)
22) HARANRFRMELV A MLV ALy 7 ASEREBBRE S AR (C - &
7u—)LiE : 20101 H20H %58, CTD2.7.6.2)
23) ENENHERER (Y - > 7a—)LE : 2010E1 H20H FBHER
HE)
24) Mierau J, et al. : Eur ] 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) TEFRFICBE 9 B2 (B - 7 u—)LgE @ 2003512
H2HZAGE. HEEERMEAS.1.3.(2).1))

NN



28) RNIEEIZ A [BF & #2003 5 49(6) : 973-983
29) Ondo WG, et al. : Movement Disorders 2000 ; 15(1) :
154-158

24, XERERERUBEWEHEE
BRI 27 7 St BEREHRE
T103-0027 HEHEBHRXHARE2-13-12
TEL : 0120-100-601

26. BERGTRES
26.1 BHEARGETT

O E-SHIRTrHEa

Daiichi-Sankyo KR%BFPHEI:EIZIKTEZIKHTB—S—I
26.2 AR5EiRE

O F—SHuaatt

Daiichi-Sankyo %R%K@%EHK%KWS 5 ].



