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a) NUF W RV =F L T AdE B
b) AFNL, HALEFEH 2D O EIEE— TRy FY A XORNRR DB TH D20, /A XD
Xy F 2.25 mg KO KRY A AD/3 F 18 mg 2OV TOHEN L7z,
c) FWEIZEENGED LNTRER A RFHIE S LR LT,

FEERVAREBEOREN
BRI

¥l & DEREEL WEILFHEL)
A Lg

B
AR/

% - A%

(1) EEALELGER - @K, NESVRREER - AECHT 21FH
A% L0

2) a
Za—7nw NyF 225mg: 28 H (1 #Xx28) . 70 (1H#X170)

—7'm Ny F 45mg: 288 (1 #X28) | 70 £ (1 #X70)

—7'm Ny F 9Img: 28K (1 #x28) . 704 (1 ¥ x170)

—a—7n1 XyF 13.5mg: 354 (1 Krx35)

—a—7n1 Ny F 18 mg : 35 (1 £ Xx35)

R

J
BoOoHOH

() FREE
A% LR
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(4) BEROME
o SR 2 TF L TR
FAF— KV =FLTLTHL— |

| BIRIRES B AHE
AR L

. Ttk

Oz FF sV

R AN B2 30 A 2RI, v F AT 1.126mg AL dH DV ide—7— 3 > T 21 HEX
TEREATE O B2 RE IS 2 34T L7z, W% 5 CORERIGE A a7 (0-7 D 8 Bk o 1 HIFEHIL~
ZEARTO0.843, #F ITF T 1.786, [aMExIR (LT R U A 0.9%%K) T 0.067, Bkt (Z
7 UVEREET RV T A 0.1%IEIR) T 2.527 Thotz, AAIOFLIET T 78R LY K&E o720, B
MLV /NEDhotc, KRB CIIEENKIGA 2T 3 GREEOREE) ML EICE LRI EFRIEE L
7o BFIF L ORI G TEE R IE R 2 72 LRI 24 6 (80.0%) T. #HIEET
ORI OFRAEIL 15 H (9~21 H) Thoto, B TIE, X TOEBRE NG HIER a7 I25E
L, 5P IEFECORMOPREILZ S8 B (4~10 H) Thotz, BEMEMEUIT TR ROBEEIZLD,
Behrp bk 2 o 7 E LI BRE 1T e v o T,
nFIFrou—7—a VESETORERIEAaT (0-70 8 B @1 B F#¥)$0.340 TH Y, #
Hrplk 2 a 7ICE L HBRE IR W R o T,

QR G REAENE D

R A B 221 4 &5t BRI, v F IF 2 1.126mg O R RERWEM: 4 . BER (3R KR OYREEH] (2
) %, FRYNC 1A 48 Brf# G- L, IR E EB#HF L, aFIF 0 KOF T v RAEHIO
WO GEMIZONWT Y, BERIEMEA 2T 3 GROESIERIE - fLBE, 2. &5, ki) Dk
DFOTFRD ST, BRIK THE (RBRIEERE 72 BE%) ([ ERIEERRD NS L HE ST
WA 1L 72> T2,
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V. ARICEET HIER

1. FHEEXITZR
(Za—70 XyF2.25 mg, B/yF 4.5 mg)
O N—=F2VUHR
O FEENLEEOHEMELRA FLRAL Y Y RERE (TRAILTHEERE)
(Za—78 RyF9Img. @A/yF13.5 mg, E/{yF 18 mg)
O NR—F2 YR

2. MMEERITHRICEAET HFE
5. EERITHHRICEET 5FE
(FEEILCEEDERMELRA LA LYV REGR (TREIETEEEIRE))
BT, EHE LA N LR Ly FIEEREIFIE 7V — 7 OB U R OVESEFE A — WS EEEIC
FEhE L, BEL-THAICORKEGTH L,
(fiR=3)
AHENIDOEENIIRTH D [HFEENDEEORRMEL A N LA Ly 7 ZJEGRE CF B IR REIERERE) |
BT 2FEEFHTT, VA ML ALy ZRGEMERE (Restless legs Syndrome : RLS) &%, —#MIIC
Mo P HEGERE) & BIEENTWET, LA R ALy 7 ZGEGERE., B FRICAET 5, RR2
BRI > T, TRZED Lo ROEE Z RS E T DIEERETT., ZOLVA RV ALy 7 AJEfE
REOBWrIE, EEEL A R LA Ly 7 RJEGERENFFE 7V — 7 OB B YE L OVEJEE A 7 — VD & HE
WZW W e & REAE TS AR L T EE0,

3. RERUAE

(1) BERUA=EDMEEH
(IN—F Y V¥R
WE., I FAF L LTI H 1E4.5 mg/ B BT U, UEREZ2BIE LN 1 EM6E
W1 HEELT4smg T OME LMERSE (EX¥ 1 HE9Img~36 mg) 2THD, . Fls, SR
WX VBEEHEBTE228, 1 HEIZ36mg 22202 &,
AFNTE . s, NEEs. M. B, KREREEO WD B 72 RGBT L, 24 BE4EI2R5 Y
2D,
(FEEMCEEDEREME LR FLAL Y T RIERE (TEREFEIETREERE))
WE, KA FIF L LT1IH1IE225mg/HSI1E U, DISBREA2BZ LN 5 1 HLL
FoOREEZHITC1 HEE LT2.25mg T OHE LR & (2 1 H&E 4.5 mg~6.75mg) Z D 5,
7R, A, ERICK VEEHEK CTE AN, 1 HEIX6.75mg #lARN2 &,
AFNTE . s, NEEs. I, B, KREREEO WD B 72 G BEAT L, 24 BE4E A5 Y
2D,

(2) RERUVAEDHRTEREE - B

O/8—F Y U

L-dopa FEOFH R S— 0 v i 2 kb g & U 7= 55 I/ IARERER K O L-dopa PEHIMEFTHI S—F o
VIR ARG L LTS WAHRBR O KA B £ 2. Wl H &, 8iE & O B HIRRE. B vERHE
FEOTREAPEREZFEL., ERR()OHELVTHELE L,
QHERE NS ESEORRMEL A N LA Ly 7 ASEGRE (FRE - RREREERE)

VANV A Ly 7 AEGEREZ 3SR L U= 5% 155 T ARGRER K OV AR O 5 R A I & 2. #IlBlH &
HAENE K Ot & RlE, R EZRE L. LR oHEROHEE L,
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4. BERUVHAESICEET HIE

7. BZERUVAEICEET 518

(N—F Y V¥R

71 AFIOFG1%, THIEROHE] ICEWDENSEIE L, DR, S ORMIER . MILEER,
MFEZEOBIEZE A /312 TV, EEICHERFE (E%¥ 1 H & 9mg~36mg) FTHETLHZ L, [8.2,
9.1.1, 9.1.3, 11.1.2 ]

(fi#30)

KRN A DOH S —=% 0 Y VAL LIZEBE. DAY T, OR. B8, $EELSORIERNEIL LS

FTLRDAREENRH Y £7,

AFNOF G5, THIELOHE] IZEWDEN G L, %1%, S0/ MER, M EEER, Mm%

DBEEORIELZ I BIEE L, EEICHERFE (B 1 H & 9mg~36mg) F THEL T Z3,

(IN—=F 2 UfF)

12 AHlOEGEEZTIET 25613, BEOREBEZHDICBE LR, MRAICEET LS 2 8, o
HZX, JRAIE L T1HARBEIC1I HEL LT45mg $oOETHZ &, [8.3, 11.1.3 B#]

(fi#s3)

AFN ORI 2R E TP XY, EBEEEE BRI EBH 7,

T, RICE AT I =2 OSBRI EMEGEREZ BRI D AN TR SN TV ET,

AR OF G AR IET 5561, BEHEEREOER (B, EWllEE, EHES, SEOMHEE, ~NEE

EH), W FIREE, MR, MEOEE, BAF. MiE CK O EFA) HoBREOREEL HoIcBiR L, EE

JEEREDOFRBLAZ BT D 72012, BHEEZHRAIEEL TIZESn, FAE LT, 1 BBXlc1 HEEL

T45mg T O HLIHE L TS0,

I, N=F Y URBE G E LI ERNAORIRRBRIZ I T, ARFI O GHE T RS RIS

B HBICIE, TOREEMIT 4.5mg oL HEL TWET, £, BRSO TERBERERRICBWVT,

O ENEZHE LRI H 0 8 A,

(FEEILEEDHHEMELRA NLA LY T REGE (TRERIETEEERE))

13 AKFlORGEZPILT 5551F, BEOREBLZ HDICBE LR DL, MRAICBETLHZ L, #EO
HZiZ, FHIE LTI HBEIC1 HELLT22  mg 3 oOWETHZ L, [8.3. 11.1.3 &HH]

(fi#=3)

AFN OB ESUTFIEIC LY, EYEEREFRETL 080 7,

T, REIC RS T =R b OSBRI EITEMEGER 2B T D RN R STV E T,

AENOE G 21T 58561, BMEEROMER GEE, EkEE, BHRS, SEOMMEE, REE

TEH), mEFIREE, MR, MEOEE, BAF. ME CK O EFA) HoBREOREL HoIcBiR L, EE

JEEREDFRBLAZ BT 272012, BHEEZRAIEEL TIZSY, FHE LT, 1 BBXlc1 HEEL

T225mg T O BHLITHEL T ZEW,

B, VARV ALy 7 RIERREEE 255 L& LT ERNOBRRBRIZIS W T, AREI O 55T R UL

HOERFICE T D FRICIE, ZOERIL 2.25mg T OLHEL TWET, o, EHNAOEE R ERRR

BRIZEBWT, o4 HE L7z BRITeH 0 8 A,
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(185 i)

et Atk

. ERIRRHE
(1) BBRT—2/8y7—o
RO . " MO | 51 H STk
(2 i Higo) *tg (FhHB1%) G 5O | i
5 1 HER e AT % (50 f31)) %EEEH%@%%%%?@% (4.5 mg) © 2
(L) RN B 24 (26 f31)) AR BT R O SEM BN RERBR (2.25mg, 4.5 mg, 9.0 o 4
mg)
FEREEHE  |IFREEAE (17 61 EyEhae 0O o4
B R [ G2 ) TTE 5 1 2
BaPRSRERSRER < BiktER] (A IR AR b G & LT RE R B RN | © 21
VA RNLRALy P AEERERE & 55 & U - R 3R © 99
Yy EhREFRAT
BRRSEHE | R AT (54 #1) FRAS T — & OHENEH O 26
SR MHEAVER |fEEERRABME (12 #1) VAFVEDMAER O 27
(o) TEEERRASYE (16 1) Ko~ R b O EAER O 28
TR A (40 ) RO RE RETIR L O AAIER O 30
VA NLAL Y ZiEEREER | L-dopa BEd & Al (LA R/ ve RoN) L oFEAE
(24 ) i i
FRRSREE | fERe s A B (6 ) nFIF (UC-nFIAF) HEHRE KGO o 39
B 2ol 0 FIF U ORIN, HEl R N~ AT U 2 OKE
(HESH) fRERk A BE (6 fi) nFIF (UC-nFIAF) ORI, RH LW, o 31
P Dt
L-dopa FEGFH R S—X2V| v F I F 2 D872 2 WAL T O 3 Eh REFR R o 923
B (70 i)
L-dopa {FHEITH =% | QT/QTce #FMhiEER © 6
BE (130 f1)
RIS |L-dopa PFHEITH S—FU|RAE TH, L&k, A9 (4.5mg~36.0mg) o 3
(EM) VRBE (64 1)
L-dopa fOf FHHEITHI % | IS WHH, Ao, 24t (4.5mg~36.0mg) o 14
VURERE (174 61)
VA NVRLy JAIEGRNBIE T, 3 HEOFEMME, ek, #HEHED o 5
(230 f31)) Wt (2.25mg, 4.5mg. 6.75mg)
WEFAYFRER |L-dopa FEOFA FHI/ S—%|H I /1I4H, Aehk, 24t (4.5mg~36.0mg) © 8
(EW) VR (180 i)
L-dopa ffFHMEATHI S| S, HohE, Z48M (4.5mg~36.0mg) o 10
VR (420 1)
VAN LVRA Ly 7 ASE BB B, BRhE, 248 (4.5mg. 6.75mg)
(284 ) © 12
L-dopa {f FHEATHI =% 5 158 TARRRER D & ik K W3 538, RS o ;
Y UREE (130 1) RroZ 2. Aok
- |L-dopa FEOFH FHHS—%o| 5 T/ MIAHRER D O Ok B # 538, BEHEs
gﬁmgfﬁ U (143 ) N © 0
| (EM) L-dopa f FHEFTH1 S 2| S MARRRER 2> b Ofkft B 1% 538k, BRI 560 o 1
VU ERAE (821 1) etk Atk
VAR VA Ly 7 AJE i B | 5 THIRRER D & Ok B 5% 5388k, B 5 o 13

(2) BRPRZFEIEGER
ODBAARUVBEADBEAZRRE L-BERKESHER (SP717 HE) ? RURERRZESHER
(SP718 &) ¥
AARNK A NOWERENZ X5 & U IR R i Gk (SP717 58Ak) Tid, = F a5 4.5 mg/

H % Hialie b L 7o ke D S EhRE

BAEVER OBREEIC SOV TR Lz, 72,

RN ON=PNRL:

FENZXSRE Lo ER #5538 (SP718 3 BR) Tik, v 35 2.25 mg, 4.5 mg, 9.0 mg

ZrhEh 3 Bid (9 B ORAESEG O EE,

LN R QBB OV TR L 72,

HERER B GRERICB T 2 nF T F o OFEM BRI, BANE AARTHU L T e, &b
(ZHDNIZAEFRIREGIAAIET, TOME S HONTEAEFERIL, KREMALE O KR, &5

ELTEIE, B, O MO Th o7,

KERREHRGRBRTIX, nF 2T 2.25~9.0 mg/H % 24 Bl 5RO nF2F 0 AUC KO
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Cmax I[CHEEHFMENRD bz, FHEICB T 20 FaF o oEYERERIL, BAANEAAMTH

BILTWe, IbmHEICALNTEAEFRRIIREINMNZ OFEETHY , 3L A EDOREHAZ D

FERUTIRH BB CREICREL L T e, ZOMITHET, Bl BGEAALEE, BRE, BACRIR, ME
REEE ThH o7z,

Cawello, W., et al. : Clin. Drug Investig., 34(2), 95-105, 2014

Port, A. : tEPNEEE (BAEREAB 53R , 2004

@Thorough QT/QTc FE& ¥
L-dopa PfAMEATHI R—% > Y IFHRE AL L LT, 18.0 mg/H 5 54.0 mg/ H £ T JH EHH
BT LuFAF 0 QTe MBI KIET B AN L2 (SP864 iER) TiX. mFaF %
540 mg/H £ THEEH L TH QTe lZxT 2EHITRO b erole, £, i nFIF RE &
QTec Zfb & L OME L RO LT,

Malik, M. et al. : Clin. Pharmacol. Ther., 84(5), 595-603, 2008

c RENDR—=F 2 FICH L TAEAR SN TS FAEKOHEE Tl RAKEeFaF 2 LTLHA
1E 4.5 mg/ AN HIX U D, UERBEZBIZE L2080 1 HMEIC 1 BHEE LT 4.5 mg 728 E LR
(1 HE 9 mg~36 mg) #EH D, 72, Fl, ERICKVEEMHMTE 523, 1 HEIL 36 mg
BBz L, TT,

c RENOPERENS BEORRIEL A N VA Ly 7 AGEBERICK L TEAR SN TS AR ORI @
WLRAZIEEFIF L LTI H 1A 225 mg/H S Lo, UBRIBEZEE LN 1ERL EOR
fBadiTT1 HEE LT225mg T oME LR E (¥ 1 H& 4.5 mg~6.75 mg) ZEDH D, B,
i, ERICE VBT X5, 1 BRIF6.75mg 212k, T,

(3) AERICIFERHAR
O RN—=F Y
=XV RIS D4R ©
H 0 SR=H Y UREBEERRE LT, v F 25 4.5~36.0 mg/HOAEICKITS 1 H 1FX
TR B G- (P ol A Y 8 MR, FH e e IR 4 R X OV B f) o4k
iz BAEME 2 14T D 2 LIS LD A= F Y R BT D r T ST DRERHER
T LR IERTRIEE MBS L 0 BRBWICHRETT 5, £/, ZeMICEE L TREE 2 1IZR
E LR B ORI 5 A 2ME A BRRAVICEHME L, T2, BB & 22k OE
L OBEEIZOWT LR 5,
BT A v | SRk, FEEMR. FExIRRER
& IR—= Y B
FRBEHENE | 1) L-dopa FEOFHEHIS—F% 0V ViR EE
a) =XV UL SN BE
b) 7T Hoehn & Yahr HJEE3EEA 3 ELL F O BE
¢) L-dopa ZfIRH L T\
2) L-dopa f FEEATHI S—% 2 > IR B
a) =XV R SN B
b) t4iT Hoehn & Yahr EJEE /7N 2~4 FEDEBH
¢) L-dopa ZHEAZ 2 TICRATOBEE
d) L-dopa Zflx H$ T, L-dopa 0)7"“7? RS MEEREZ A LTV D R,
TR ENE | 1) $EIL. DR, 2, BB, tAE, BEiTER EoBMIERE AT 5 EE
2) ENMHEMEOH D BE
3) TAMA KOS EOBIED H 5 B
4) EEREBROAIHER OBEEENH 5 B
5) ITFERESL T, BHREAETOH B
6) RLAFEIZR E DS AFNCK LTT VL —DBEENH D BE
T) REERFAMN, GURTFAN, GBI, RSB OB O & 5 B
8) FHENRD LN DHHBE, &
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BTk 1 H 108 (24 B #5 L, 4.5 mg/ AN &EERB L, RAHEFHAR TH S 36.0 mg/HIC
EALET1 @MTLIC4.5mg TOWEELE,

BREHED LR TH 5 36.0 mg/ BIZEIE L7254 IROBLENREE B 0> b H &R ~1T79
HZ b LT, 36.0mg/HICEDLIRNC, WETE RV EHM SN-HEIE. T OO
Mo M, 1EFaioMAE (45 mglim) A LT 2 ERFioMAE (9.0 mg W) & HERF
HAEL L, AEMRN~BITT2 e L,

TRERSES: 5 HR - PR IR e 8 ], I EEREIIN 4 R, A R

FFmIE H [ =23 A )

MEFE &

[Z2 & MEHnE H ]

BEFRR, WHRRE., HEHAKE., 0E - k[, 12 FHE0EX

[BlRAFEMTE E ]

<L-dopa FEOFHEHI S—% 0 LR E >

UPDRS PartIl A5t A=27 & PartllAFt A 2 7 OFDOR—R T A 205 &G RE~ 0D 28
L&

<L-dopa fFHEITEI S —F 0 Y LR EHE >

UPDRS Partll &5t A 27 DORX—RF A 2 B IR~ O 2L &

K

2

=10

[ A& 5]
HEFF 1T I 183.5~36.0 mg/ H (25047 L. L-dopa FEFFH Rl /R —F% o v iR 3 Tl 18.0~36.0
mg/H 2, L-dopa ffHEITH S—F% > v LR ClE 12 18.5~386.0 mg/ H 12534 L Cu iz,

<FIRBFEGE B >
- L-dopa FEOFHRHIR—F 0 v A
UPDRS PartT+II &5 A 27 DR—RZ T A )b EKFHIERE~D (bR CEME + YR
7%) 1$—8.4 £ 11.2 TZ D 95%EHEXMIZ—13.56~—3.3 Th o7,

(UPDRS PartI+M &5t A2 7N%ELE (FAS. LOCF)]

S PR = N a = =N a %{t%a
%% ATA v SR (95% (= <)
-84 = 11.2
21 232 + 11.2 14.8 + 11.2 (-13.5 ~ -3.3)

a ) = EERE

- L-dopa PFHEEATHI S—F% 0 v R S
UPDRS Partll &5t A 27 O_X—AT A iR ~DO b & CEWE £ EHERE)
IX—11.7 £ 10.1 T, Z® 95%(FHHX L —14.8~—8.5 TH 7=,

(UPDRS Partll §5t X3 7D %ELE (FAS. LOCF)]

- Se = S a = =4 a %,ﬂ:%a
1155 ATA B #& BEA RE (95% 121X )
-11.7 £ 10.1
42 24.1 + 13.3 11.9 = 9.6 (-14.8 ~ -8.5)

a T+ (R

g2k >
AHFNOBIWEFATX 85.94% (55/64 f5]) 124 B, FRBIWERAX, BEEALLS. Eol, IR, M-,
RIRE, BRAIETH T,

i FEE  AENERE (OR—F 2 Y VAR HE BTG TARER) , 2011

@ BHHRELRNLAL Y Y RGEER
MR L
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(4) #REERIELER
1) BRI ER
- EEAEIETRE RIGEER

@ R=F> ViR

(L-dopa 3 F#ETH/A—F >V U ®EE THERER] ©

H © L-dopa fFHEEITEI NN —F 2V URBE A G L LT, v F I35 4.5~36.0 mg DHE
2815 1 B 1 RIREREBGRE (HEM - HERRR] 12 80 OB MR NV eett s
Lk LF 7T B ARG R T EE MBI L O RETT A L 2 AL TS, E, HE
FEABONA KR ORBEMIGR LY, ISR A BiE 2 a4 5,
BTV A Ly | Shiik., BEAL, ZEHER., 77 2R HEER
PO L-dopa ff HIEATHI S—% > v IR RS
TABGEIUE | 1) S—=F o VIR E B SN EE
2) 2T Hoehn & Yahr BJSEESIEN 2~4 EOBRE
3) L-dopa # 2% Z 2 TIZRATOEE
4) L-dopa ZRHH C. L-dopa DRI S FIEERZHF L WA BE, %
FRERANENE | D AL, K. =48, B, AR, BEITER EOBMERE AT 5 R
2) EIMHRMED H 5 BE
3) TANAKRUYRR EOBFEDH 5 BE
4) BEEROEBROAIHE L OBEEREN & 5 BH
5) JITHEREEE . BHERT O H 5 BE
6) AEfTHIZ2 EDSNHFN S LTT LA X—DBEN H 5 B
7) WEERTIN, RPN, PR, BIRMEBHOBED & 5 BE
8) FREMEMNRD LN DL BHE, &
B 1k 1 H1[E (24 Kef]) &5 L, 4.6 mg/Ao& G5B L, AHEFFHETH D 36.0 mg/
HIZEAFET1MILIZ45mg TOMELT,
TR AR« S - ERRAEME 12 R, EETR R 2 R
7e¥. 31.5 mg/H OWIHEREZ 9.0 mg & (4.5 mg DOWEE, HIC 4.5 mg OfiE) L
72354, X% 36.0 mg/ H OWHEHEFZ 4.5 mg LA EOWEZ1T - 7238560%, F B «
A2 14 W & LT,
FFmIE H [EZFHmEE ]
UPDRS Partlll (A4 W) BERAaT DOR—2T A b RETME~D L&
[E&RpORHEE B ]
1) UPDRS Partll (A4 L A T7HOEY) B2 A7 D_— 2T A b I

~DE R

2) F T DR—R T A )b B KEHm A~ DB R
At
[ZeatEREnE E ]
AEEG, BRARRA, SRS, mE - Ik, 12 FHE0ER

P!

< FEFHIEE >

TRl H Tdh 5 UPDRS Partlll (F ) BEFAIT ON—2 T A b t&aHiliRE~D
A& CEXME + RS 1L, nF I F UBET—10.1 £ 9.0, 77 BARET—4.4 £+ 7.4,
AL RO T —5.7 (95%EHHX M —8.2~—3.2) TH Y . AERENED LI (p<0.001),
7T R RBHCRT D 0 F IF U REO BB SRR S T,

(UPDRS Partll (# “Bf) 5 RXa7DZEILE (FAS. LOCF)])

UPDRS Partll O &+ A 27 a PR
T T S j - S RIER T B
NR—=ZAF7 A Ei/%gngﬁﬂﬁgf %ﬂﬁg (95%1%*5'2&:1)
aFIF 86 28.1 £ 12.2 18.0 £ 12.9 -10.1 = 9.0 | -5.7 (-8.2 ~ -3.2)
7R 86 26.2 £ 10.4 21.8 £ 124 -4.4 £ 74 p<0.001b

a: FEE = R
b : WA EKYE 0.05 D t FE

<>
AANOEIERIE 90.8% (79/87 1) (ZAbiv, EARBIEMIE, BHEMOS, B, PAFx
U— IR TH o7,
M #iE] AR (L-dopa ff HIHEATH S —26 2 LA 1R I35 THARRUER) |, 2009
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@ BHHEELRAMLALY Y RIEER

(LR FLARL YT REREE #®EAFIHERER) 7

H M RLS B ZX%ISR L LT, uF I35 2.25, 4.5, 6.75 mg/H D FABEIZBIT 5H5IMER N
et Stk LR 7 T £ AR R T EE RIPITRER BRI L EEFHMETEA Th
% IRLS A& A2 a7 OBL&EIZEBIT D HER OB R e F aF o O feEHE L

BEtd 2,
LA Zhiak, MAEAL, “HEMR, 77 BRI, AT 4 FER R
S ¥k RLS /8% (Idiopathic Restless Legs Syndrome)

AN o S 1) [FAEBSEOERA 20 FLE 80 Rl T, MERIOH 5 BHE

2) IRLSSG/NIH criteria (2 L5 4 THH OZWi L T X CTi7-7 2 &2k, RLS &
B SN BE

3) BHBMARTO IRLS Gt A2 74 15 LI BT, RLSEROFEIMEE A 1 | 2 [
bk (IRLSER 7ickWwCxa7 2L tE) THhrEE

4) BHBHMGETO CGIHEE A TN 4 UL EThHHEBEH

EpbRAMEUE 1) %t RLS B

2) HHARCRIEBE G L TV D BRE

3) $EEL, MR, =4, HE, wAR, BETER EOBMIERE R T HEE

4) BRI ED & 5 B

5) TAMNAKRUSERR EOBFED S 5 BE

6) EEROVEBROAGIMEROBEEED S 5 BE

7) IFHSRERE . BHREREOH 5 HBE

8) BEfIHIZ2 & DAVHFNT K LTT LA —DE N & 5 B, &

RER Tk 1B 1108 (24 K§fE]) BE L, LTO XD 2 5ECEDfIF o= HEE ClEE L
7=
[y 7 ik]
PG Beh18H Be5 2 #H

vomgrnt P20 WO 550, MO
45mg/AE | 4.5 mg BB i@?;gtnu{ HE
6.75 mg/ A B | 4.5 mg BE s« HBBR
FIRREE | T TR 0O |7z | O 0O O

B =7 225m

[] 77&=x
TRBR I G- ] - PR - MERA 6 B, 1 Eiscii Aok 1 3

FFmIE H (=23 A )
IRLS &5t A a7 O_R—=A T A L b A&~ D 2k &
[BlIRAFEMTE E ]
CGI HEEE, PGI #EE, PSQI, SF-36, IRLS 4IHH
[Z2&MEHnE H ]
BEER BRBRE, BAMAKIS, mE - Jkn, 12 HE0EX, JESS, CES-D, &
(RBORRA B O 2RO A, PERSAERA A

[ ]

< FEFHHEE >
FEIFMEE TH 5 IRLS AFt A3 7 DOR—2F A L b kil ~D b & CEHE + 1
YERF) X, o F 2F 2 225 mg/ HRET—10.7 + 6.3, 4.5 mg/HRET—14.4 = 7.2, 6.75 mg/
HEEC—14.1 = 88, Y7 vARHT—98 £ 7.2 Th-olz, 77 vARRELE ODELEOREM 21X
nFaAF 2 225 mg/ HEET—0.9 (95%[FHHX M —38.6~1.9), 4.5 mg/HEET—4.6 (95%(54H
XA —7.8~—1.8). 6.75 mg/HFET—4.3 (95%[FHIXMH] —7.1~—1.5) TH V. HIx i
EIC L0 EER AR N RENTZ (p<0.001), & 5 F IF 2 6.75 mg/ H B X 1N4.5 mg/
AR 7 B AR T 2 EBBIE R STz,



| V. BcT 2EA |

(RLS 5t X7 D%E{LE (FAS. LOCF)]

wep | P IRLS O&FF2 27 2 éﬁ;ﬁﬁ BV PR ©
B\ =g | Rarng | Mok (9502 (AR p i
2.25mg/H | 55 [ 23.1 = 5.6 | 124 *+ 6.7 | -10.7 + 6.3 _O'QP:S;;;W)
45mg/H | 56 [23.0 = 44 | 86 = 7.3 |-144 + 7.2 _4'6p(=_g'§(;1';1'8) “a.67| <0001
6.75mg/H | 51 | 23.3 = 6.1 | 92 + 7.4 |-141 + 88 743;;&3(;{;;1'5)
75k | 57228 + 51| 130 + 7.9 | -9.8 + 7.2 —

a: VIl = EUEHRE

b : WA EANE 0.05 D t RE I £ 57 7R E D)

¢ : WA EKYE 0.05 ORTIEORE (BSOS C7 IR, 2.25 mg/H, 4.5mg/H, 6.75mg/HICx LT (=3, —1,
1, 3) OBt E AWIZRE]

< ZEept >

AFIOBIEMIL. 2.25 mg/ BT 57.9% (33/57 #). 4.5 mg/HAEET 79.3% (46/58 #1) 12,
6.75 mg/HEET 71.9% (41/57 #) ([ZAH B4, ERRWEMIX, Bl BER, WM, @& Z
I PRI, BEJE. O EALAOG, JEFERLEE T o T,

R SEE  AENEER (LA B LR Ly 7 RERBEESE %5 TARRER) , 2011

R ARKIO RS EEORFEIEL 2 R LA L v 7 ZEERICH L ORR ST 5 HEROH
B M, A FIF e LT1H1E22 mg/AHIZ LD, UBRBEABIZE LN 1
HMLL EoMRE &SI T 1 AL LT 225 mg 3 o8& LifHFE (X 1 A& 4.5 mg~6.75 mg)
BEDD, e, T, FERICEVETERCX 523, 1 HEIX6.75 mg “BX 2\ 2 &, TF,

- LEEEHER

@ R=F>V iR
(L-dopa EFFBEI/S—F >V Uk & I/MMAERER) ¥

H W

L-dopa FEOFHFHI =% YV UREBE EXIRE LT, v F ITF 2 4.5~36.0 mg DHEIZ
BIF51H 1 EEREESRE (R - R 12 88) o7 7R3 2 &
PEA SRR 75 B R AR CE SRR L VRS S,

BT A

Sk, MAER L, “EER, 77 B AR

%

L-dopa JEOFH RIS —F Y VIR BHE

e B L E

1) R=F VR BRI SN B

2) t47] Hoehn & Yahr EJEHE/VFEN 1~3 E D HEE

3) AV —=27KREIZEBWT UPDRS Partll &5t A =27 & Partll &5t A =2 7 OFfM
10 UL o fd, &

bR UE

1) $5EL. R, B, WE, AR, BETER EORBMERE AT 5 EBE
2) BIMHRIED & 5 B

3) TADAKROEREZ EOBEDOSH 5 BHE

4) EEROREBOAIHER OBERN S 5 BE

5) ITHERER A, BHERTOH L EH

6) BEfIHI72 EOSMNHANIH L TT LLF—DBEEN D 5 B

7) BTN, RPN, WA, IR OB RO H 5 BE

8) FIMENFRD LB HBE

9) L-dopa, K/ N3 U RA(EEIEEZR COMAZRIESEARE L QDL BE, %

RERTT 5

1 H1E (24 Kef) B5 L. 4.5 mg/ B OERB L. RKRHEFRHETHD 36.0 mg/
HICEDZECTIHIT LIC45mg TOWELE,

TRBRSES G- - AR - MERFHIEEYE 12 @M. S o 2 J8H

728, 31.5 mg/H OWHEEHNC 9.0 mg & (4.5 mg OWER, ¥ 4.5 mg DEE) L=
Ba, XI% 36.0 mg/ B OWIEREC 4.5 mg UL EOREZ T 72541, FEW - MR
% 14\ & LTz,
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P E A [EZEHmEE ]

UPDRS Partll &5t 227 & Partll it A 27 OFIDR—R T A 270 b A& G~
v &

[BlIRAEMTE E ]

1) UPDRS PartI &4#t 2 =7

2) UPDRS Partll &&f2 =27

A

[Z & MEHnE E ]

AEFER, WEHRRE, BASMRKIE, 0E - JkH, 127F80ER, 7u7 7 FURE

(K55

< EEFAMEE >
FEIEE Th 5 UPDRS PartI+II &5 A 37 DR_R— 2T A b K EEAT R~ D2 b &
CESfE + BEYERZE) 1T, o F I FURET—84+9.7, I BREET—4.1+82 ThoT-, £
RO 21T —4.3 (95%EHEIXM—7.0~—1.7) T, AERENRD LN (p =0.002), 7
Z BRIk B B SRR S T2,

(UPDRS PartIl +PartlI 5t X3 7 NZEILE (FAS. LOCF)]

UPDRS Part I +1I R
KGR B HiltAa7 e 7R RICHT HE
N—=RAF A S S RLLD} 2t (95 % 15X [H))
nFIFy 88 27.0 = 11.8 18.6 + 12.2 -8.4 + 9.7 | 4.3 (-7.0 ~ -1.7)
7T R 88 28.2 = 12.2 24.2 + 14.4 -4.1 + 8.2 p=0.002P

a: PR £ ENERE
b : M{HIEE KN 0.05 D t RE

<ZAeME>
AR ORWERIL 77.8% (70/90 #i) (ZABAL, EARFIWERIZ, WA KE, B, IR, &
M, B TH-o Tz,
Mizuno, Y. et al. : Mov. Disord., 28(10), 1447-1450, 2013

(L-dopa ffFH#ETRI/A—F >V UF SFMMARER) ¥

H © L-dopa fif HEEFTHI NN —F 0 YV LIRBEEZ R E LT, mF 2T 4.5~36.0 mg D HEIC
BiF5 1 H 1 RIREREFGR (R - AR 16 /) OB MR VZaMIC>
WT, 79 ERE O r E=n—LadBe LT, ShixdkF “HEM 3 BER BRI &
VR A, BRI OWTIE T 7RIt 2B A REE L, Bica F 35 > OREK
RNCERH T 2R T 272 DI ThH I = — LT 2L EERFET D,
RBRT VA v | Shidk, BIEAL., —HER, 77 B RROERGGR, F7 043 — 3 B
PO L-dopa fif HIEETTHI X —% Y V)R BH

ERBEIUE | 1) R—F VIR EBEI SRS

2) 2T Hoehn & Yahr BJSEEIEN 2~4 EOBRE

3) AJ U —= AT UPDRS Partll (U BE) S5t 2=a 73 10 A LB
4) L-dopa ® &2 x TICRAF O EE

5) L-dopa Z R T, L-dopa OGS FEEREZAH L WL EE, &
T Y | 1) SEEL. W, =48, BE AR, BRETEIR EOBMERE AT 5 HE

2) ENMHRIMED H 5 B

3) TAMAKRDERZ EOFFFEOH 5 BE

4) EEROREBOAIHER OSBRSS 2 BE

5) ITHBER ., BHERTOL D EBE

6) HEfFAI7e EOAHBNCK LTT LA —DREFEN S 5 EBE

) REERTAMG, AR T, GO, MRS OB RO B b B

8) WWAHUEMEO LD EE, &F

B 1k BFIFy (b LIET T ERMAFD 1218 10E (24 K &5 L, 4.5 mg/ANHE
HBM L, AHFRAETH S 36 0mg/HICEAFETCIHMILIZ 4.5 mg T OHELT,
nt=p—L (b LIE7 TR 121 H 3EEAEKICESE L, 0.75 mg/H 758 5.5
WL, AHEFFAETHD 15.0mg/ AICELECTHELA, LEANS4BEIZ1IHEITE
120.75mg 3o, 5EBLKIZ 1 E T &I 1.5 mg TR L,

TRBRIRE I - Sl - MERRH) 16 R, B ok 4 W
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FFIE

[ F23TmEE ]
UPDRS Partlll (A2 Bf) B3H A7 O_R—2F A b KB ~D 25 &
[RIRAYFEAE A ]

1) UPDRS Partll (A v HEE A T7REDOVH) Gt A7 OELE - A7h%

2) A7k OB R - FRE

3) UPDRS Partlll (4 #f) OARhER

=3

[Ze i A )

BERS, BARMRAM, 0FE - kb, 12 FHEoEX,
PRI, Do a— (KIEPE, miarEREE

RIS, B R R Ot
+ B

(iR

< FEFHEE >

TRl H Tdh 5 UPDRS Partlll (F 2 Kf) BEFAIT ON—2 T A b EA&FHiRE~D
g CEYME + EHE2E) 1T, e FIF U T—109+81, Y7 AR T—45+9.7, =
Eon— B T—9.5+87 CTholc, uF IFUREL 7T B AREEE OB L EOREMZEIX, —6.4(95%
FHXME—8.7~—4.1) T, AERENED LI (p<0.001), 77 EREIKIT o0 FIF D
B RGES Lz, v F I3 F Uit n=n— Uit e OB(LEORERIZIX, —1.4 (95%[FHEH X
M—3.2~0.5) T, 9B%EHEXMDO ERNH SN CORE LIZIELEDRIMETHD 2.5 2 F
FlofZ &b, rE=m— BRI 20T I F UBEOIELERRGE S L7,

(UPDRS Partll (4 “Ff) &5t RX37DZEILE (FAS. LOCF))

‘ - UPDRS Partlll (4 B &3tzxa7a BT 78R | FHErE=m—L
BEHE B ————— — — (R 7 (R B
N=ATA Y| Rl E3las (95%IEHIKRED) | (95% S HEIX )
oFaAF 164 | 25.8 = 10.6 | 149 = 10.6 |-10.9 = 8.1 -6.4 -1.4
77w R 83 25.6 = 10.4 | 21.1 £ 14.0 | 45 = 9.7 | (-87 ~ -4.1) (-3.2 ~ 0.5) ¢
nr=um—/, | 165 | 25.8 * 11.0 | 16.3 = 11.4 | -9.5 *= 8.7 p<0.001b p=0.156>

a: FHIE = EERE

b : WA AL 0.06 Dt RE (GBI E 27 7R iTr = —/1 & D)

c: IHME~—T 25

< gz et >

AHNOBIWERA L 78.0% (131/168 #51l) (24 B, EZRBWEMIZ, AL, Y AF R T —,
O, LI, IR, EETH o7,

Mizuno, Y. et al. : Parkinsonism Relat. Disord., 20(12), 1388-1393, 2014
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@ BHHEELRAMLALY Y RIEER

(LR MLARL YT REREE

FMAEHER)

H W

RLS BEZxfG L LT, nFaF 2 45 K1V6.75 mg/HORAEIZKITS 1 H 1 [RER
B 5-RE (B - WEEFIART 13 M) oA R OVZ 2 % 2 i gk de R A E 4k — &
BT 7 2R IRAAT 3 BEREGRERIC X 0 e 5, EEFMEEE ©H 5 IRLS 4FFA
a7 OBLEICBIT D 7T Rk D EEM: A2 REEd 5,

BT A

Shtiax, _HEEM, EERM, 7T AR AT 3 B AR

L S

F¥e7sPE RLS A% (Idiopathic Restless Legs Syndrome)

EEVA o S

1) [FERSEEOEED 20 ML L 80 MR . FEENIO® 5 HRE

2) IRLSSG/NIH criteria |2 £ % 4 THH O2WiEEZ T X732 &1LV RLS &3
Wr X 7= s

3) F5BIARTD IRLS AftA 2 7 2% 15 LLEDDRER DR BAEEE A 1 BRI 2 [B12L E

4) B 5BAtARTD CGI EIEE 2 a7 RN 4 LA ETHDHBRE

e pRoM L

1) — kM RLS B

2) PHAARERERE AL TV D BE

3) SEEL. LR, =R, B wAE, BEITEIR CoRERE AT 5 RE
4) ENMERILED H B BE

5) TAMAKONE R EOBEDH 5 BE

6) HEERVEROGIHEROBEERED H 5 B

7 FFRRERE . BHERERTOH L BE

8) BEifIHIZ: EDAAFN LCT LA —DBENR S D BE. &

RERTT 5

1H1E (24 ) &5 L. LTO XD Wi 5k TR AT b iR E THET 2,

[ )7 1]
KGR

4.5 mg/ H#E

51 5 2~3 1A

HE
HE
LI

&5 4~5 A

45

+77ex | I

65mg | IR
LICIE]

B =7 225mg

2.25 mg

A B
H
225 mg |||
[]

7R

4.5 mg

6.75 mg/ H A% 4.5 mg

7T v ARE AN 77k

[] 77&x

TRBRE I G« R - MERFID) 13 B (SRR 5 B, SRR 8
) B e 1 3

BRI

(I ZEHmIE A ]

IRLS Bt A a7 OR—2F A 2 in b AT~ D 2 L &

(B AREMmTE A ]

CGI &=, PGI &, PSQIL. IRLS A H

[ 224 PEETmTE H ]

HEFES, WHERE, EABMRS, IE - fkdha, 12 5FE0EX, JESS, CES-D,
B RIS I ORI FEROMRAS, SR MERRSE - FrEh il B i

GRS

< FEFHImIEH >
FEFMEE Th 5 IRLS it A a7 OR—2F A b kiR ~DE(b & CEHE + 12

HEfmAE) 13,

nFAF L 45 mg/ HEET—14.3 + 89, 6.75 mg/HAET—14.6 + 9.0, 7%

REET—11.6 £ 82 ThHholz, TR LE DB EDOHMZAIZIaF ITF 0 4.5 mg/ HRET—
2.8 (95% (54X —5.3~—0.3), 6.75 mg/HEET, —3.1 (95%(EHHX[M—5.6~—0.6) Th
0. T RREHIRT A0 F IF 2 4.5 mg/ HREN O 6.75 mg/ A BEOEEME R S iz,
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(IRLS &5tXa 7N %tE (FAS, LOCF)]

L IRLS »&#tAa7 a ;‘E@Z@

. % P S b I % 2
L L P e A 1, B e
45mg/H | 93 | 233 = 53 | 90 + 83 | -143 + 89| 2 (;ib?fo;ob_o':a)
6.75 mg/H 94 | 227 £ 51 | 81 = 7.9 | -146 = 90| 1 (;66.0;6;0'6)
FoER | 95 | 231 = 49 | 115 = 87 | -11.6 + 82 -

a: THI + (e
b+ ARAME 0.05 0 t B (ITFIFEA IV S BOTIC & 577 5 LR & o Ho)
o N FTH

<ZaeEiE >
AHNOEIWERA X, 4.5 mg/BEET 70.5% (67/95 1), 6.75 mg/ BEET 77.7% (73/94 fl) 1ZH 5
Ao, ERREWERIZ, @AM S, i, HIR, EHETH-o7,

Inoue, Y. et al. : Sleep Med., 14(11), 1085-1091, 2013
2) REMRER
@ R=F2V iR

(L-dopa e HBEIN—F YV UfE FI/MARE, L ORGEREHIRSHE)

H © L-dopa FEFHEBI NS —F 0V IREE A ML L LT, rF TF 1 4.5~36.0mg DHE
BT 5 1A 1 EERE RGN (RIS G HIME K 54 ) o%ets L
FILFRIIEE IR L W BT 5, £, A OV T HLIERNICHTT 5,
BBRT VA | ZhEsk, HEHR, e

oS L-dopa FEOFHFHIS—% 0 > i B

LU | Lodopa FEOFH RIS —F 0 VU RBEE G L LzgE I/ IIHRBROBBLELZE T L
B

BT 1H 1[E (24 BRE) #5 L. 4.5 mg/AnOHERB L, RAHEEIETH S 36.0 mg/

HICEZECTCIHITLIZ 45 mg TOELE,
TRERERS A - P - MERFRE T8 12 B, HERFBYN 40 M. A EENEN R

K 2 #H

ST E [Ze 2 VEFTmE A ]
AEES BRRAEME, SAMMLOS, mE - Ik, 12 FE0ERM, (KE
[FEFMEA ]

UPDRS PartlI &5t A2 7 & Partll &322 7 O
1) UPDRS PartlI &&t2 27
2) UPDRS Partll &2 a7

ey

&

(K55

< FEFHIEAE >
FENAMEE Téh 5 UPDRS PartI+II45F A2 =27 (LOCF) O_R—ZF A 2B IS~
bR CEHE + HEREFES) X, —6.5 + 10.1 (95%(5HEXM—8.2~—4.8) ThH-7-,

(UPDRS PartIl +PartlI &5t X3 7 NZEILE (FAS. LOCF)]

- — - JE{b AL o
o va | BT o s
il AT | RAGR (95%[Z X )
-6.5 = 10.1
140 274 + 140 | 208 * 1458 (-8.9~-4.8)

a: FHE £ [EREFEZE

<BEAEME>
ABNOREIVERIT 85.8% (122/143 1)) 1A B, EFIER X, A G, b, R,
fEIRCTdH - 7=,

FERE A AR (L-dopa FEOFR/S—% oV VR 5 /IR Offkise & 515 5-30R) , 2011



| V. BcT 2EA |
(L-dopa BEREMFH/S—F Y Uim BEFE THEARL > ORGERMESHR) 2

H © L-dopa (FHETHI S—F% > YV UiBEEZGSGR L LT, v F 3T 4.5~36.0 mg DHE
BT 5 1B 1 EREREESRSRE (GBRIERGHIMRKR 54 BH) OReM % LR
FFEFEE IR IC L VR 5, 72, AR OV TR EERNICHRTT 5,

BRT A~ | Sk, HEEHR, BRI

kB L-dopa JfHMEITEI S —% 0V ViR

FEpBERHEUE | Lodopa JFHETTHI S—% 0 URBE ZXIG & LB TERBRO%BIEEE T Lz
B

B 1k 1 H1E (24 KfE]) #5 L. 4.5 mg/ B DRI L. RRMEFHETH D 36.0 mg/
HIZEAFEC1IHMILIZ45mg T OHMELT,

FEAMTE H [t E )
AEEL, WAL, ME - IR, 12 F80EM. BRRE
[ &2 EREME H ]

1) UPDRS Partlll (A Bf) & A=7T
2) UPDRS Partll (A4 W& A 7HEDYY) A2 aT
3) A 7

ey

&

CEES|

<H >
UPDRS PartIll (4 #f) GEF 2 a7 (LOCF) OR_—2Z T A 96 &Gl ~D 2 b & (F
Bl + fEHERAE) (X, —8.3+9.8 (95%[EHHX M —10.0~—6.6) ThH-o7z,

(UPDRS Partll (# V) 5t X3 70%E{E (FAS. LOCF)]

. S = S a = =4 a %'ﬂ:%a
1145 ATA4 v B #& BEA RE (95% 121X )
-8.3 + 98
128 25.1 + 124 16.9 * 11.8 (-10.0~-6.6)

a: PEIE + RYE(E

g2k >
AFNOEIVERIE 86.2% (112/130 B) (24 Hav, EARBIERIX, #HAAKIS, Y AF R —,
R, IR, Eo, wtEThotz,

M #E]  AENER (L-dopa OF FIMEITHI S — 0 LR 158 TARARER OAkee & 51 #% 53U8R7) , 2011

(L-dopa T N—F >V Ui FIMAERERL L DGR E5HER) ¥

H & L-dopa ffHIEEITEI S —F VY UIRBEFE LR L LT, v FIF 2 4.5~36.0mg D H&E
BT 51 A1 EIREREESR SR (BRI 5 HIFAEYE 54 ) OZ2M% L
FILEIEERIERT IR LV BETd 5, F2. AR W THIERMICHRETTT 5,
BB T ¥ A | ek, e, IR

e

X % L-dopa ff HAEATH /S — 3 oV i

T2k SEYE | Lodopa OFFMETHI S— 0V L 25 & LIS IR O R BIZE 258 T L2
*

HER TR 1H 1A (24 FFfE) B5- L. 4.5 mg/ ARG L, AHEFFHETH D 36.0 mg/
HICELZET1IHTLIZ45mg TOHELE,

FHmE H [Z R TE E ]

FERESR, WHEWALIG, ME - Ik, 12 FE0EX, BRRE, JIRNRE R U
FWRA, Do — R, AR - EESIEREERE, KE

[ &2 tEREMmE A ]

1) UPDRS Partll (4> W) AitA=a7

2) UPDRS Partll (A & 4 7HDY) Aft2a7

3) A 7
e

GRES

<AHE>

UPDRS Partlll (4 ) Gt 227 (LOCF) OX—2 T A b el ~ D2 b & (3
HfiE £ RS 3. —7.5 £ 8.6 (95%[FHIXH —8.4~—6.5) Th-oT,
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(UPDRS Partll (# V) 5t X3 7DZE{E (FAS. LOCF)]

= S = S~ a = =4 a %'ﬂ:%a
1145 ATA4 B #E& BEA RE (95%1Z 18X )
75 + 86
312 223 £ 11.2 | 147 £ 10.2 (-8.4~-6.5)

a: PIEIME + fRAE(E 2

<ZzeiE>
AFIOREIENIL 83.8% (269/321 ) (24 Hiv, EAREMNIL. WHBMKE, YAF XY
—. YR, L TH oI,

FHAE S AENER (L-dopa OFEEITHI S —% > LR BFE B IR O R M1 535) , 2012

@ BHRELAMLRL Y Y REER

(LR MLRL YT REGRE #®EEIHERRLSDOBRGERNS SRR ¥
RLS BEZ %ISR L LT, vFIF 2.25~6.75 mg DARICKITS 1 H 1 HIFRLE
W 5N GRBRIEE S HIRIE K 53 ) DRSSk FIE S Rk R

A XV ET 5, £72. RLS OEHAFICB W CHEE L 72 %5 augmentation (22T
BRIITHRGTT 2,

1RBRT A v %%, FEM. FHxr R

x5 Kpgetk RLS 4 (Idiopathic Restless Legs Syndrome)

T s LY RLS BEZX L & LB E IERBROBEBIER L2 T LB
1 B 1108](24 FefE]) #5651, 2.25 mg/ H D BEGBAE L IR RHEFFHHE TH 5 6.75 mg/

RBE HIZEAFE T2 L1222 mg T D& LT,
[ eMRHnTE A )
FERS, WRRAE, EHMAKS, IE - ikfadk, 12 FE0ER, JESS, CRS-D,
A IE H BRI L ORI A MEARERR A, (K. augmentation OFFM
[FH b RHmTE A )
ASRS, IRLS #2227, PSQI, SF-36
[FER]
<HE>
IRLS &5t A a7 OR—A T A U b I &Gl ~ D28 b & CEME + BEHERZE) 13X, —10.4 =
9.1 Th-o7,

(IRLS &5tRa7D%1tE (FAS, LOCF)]

N S = N a =] EA a B&K,ﬂ:%a
% A e R IR )
-10.4 £ 9.1
184 182 = 7.8 7.8 £ 7.6 (-11.7~-9.1)

a: PIME + PRHE

< Zepe >
AFNOEIERIL 75.1% (139/185 #l) (ZA B ., FRBWEMIZ., &AEAN., Bl HEIR,
SHIR . WAL E DR TCTH o T2,

il B HENEE (LA DL R Ly 7 ERBEEE R TR Ok R #H5508%) , 2011

(5) BFE - FREERIFER
D NR—F2YE
MER e L
@ HHRMELAMLALY Y RAEER
MR L
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(6) AEMEA
1) EARERE (—REARERE. BEFEARERE. FAMBELERRAE). RERFRT—4X
—RAE. WERFTERERABROANR)
D R—FoV iR
MU ER e L
@ BHERMELANLAL Y Y RERE
HAEER L

2) ARRBEHELTERFTENDARRIIEERL-HAE - HBROBE
D NR—F2YE
HEER L
@ BHERMELANLAL Y Y RERE
HMERR L

(1) Z0Ht
AR L
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VI. EMEREICRI SHE

1. ZEZHICEEH S ILEVRITILEYE
FEMT 7T LK — VRBATI, & U % — VR, = n VR, TR X
Yl K Fn
EfF: TOES ) TF LAV, SV Y RRA UV, LY
TR BIEO b D (LEMO MR THRE L, BHOWH CEEBIT 5 2 L,

2. EBEA

(1) fEFAERL - fERMR
BFLF U, FATO RAIVEER (Di~Ds) 1K LTT T=2 MEME AT HRATHY |
ETRARIR 1575 S D 3 F 7 AR IO De AR E RN 5 2 L2k 0. KA AR OIS
AL L, Fii—% 0 Y URIER LR,

IN—F YR
O EED R/(= UEEH —a1-70
O FR=UNE oo RIE VDR
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~Ds ZBEROFT TR L TRIGBIAME 2R LTz,

(BFITFUD NI URBRY T/ TITHT HEEHMME] (pKifi)

e 4 D2 Family D1 Family
Dq Ds D4 Dy Ds
aFIaF 10.2 9.9 8.5 9.2 7.8
ntE=nm—)L 7.8 8.2 6.9 <5.0 <5.0
TTINFV—) 8.6 9.4 7.9 <5.0 <5.0
TARENLE X 9.3 8.3 8.9 8.8 7.9
Fosx v 8.5 8.7 8.2 9.0 8.2
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@ 7 A=A MEH
aFIF0E, R URREBEEMRE HWZEET v A I8N T, TRTO R VR
R L TT I =2 MEMEEZTR LT,

(OFITFUoDO KNI OZERTITZIATICRTE2T7I=R LEHE) (pECsofi)

i 4 D2 Family D1 Family

D2 D3 D4 D Ds
oFIaF 10.4 8.2 7.7 9.6 7.7
obE=m—/ 8.5 8.1 6.3 <5.0 <5.0
TTINF =)L 9.1 8.3 7.4 <5.0 <5.0
TAREILE X 9.5 8.1 8.3 9.1 7.9
Fosx v 8.6 8.3 7.5 9.0 8.2

(7 A

Di. De. Ds: #HBFEES I, Da: [338] GTP y S#EG1E, Ds : MilaN Lo o Ak

® RN U EEFBAER (7> ) 19
IO BRE R8I Af# % 6-hydroxydopamine (6-OHDA) O{EAIZ X VL7727 » b % Hn
DE. VT T AR RN S FAREEN IR O 5 /) % 15 E SO~ O FElREH) &\ 5 AT E K
HIFEREIC L - TR T2 Z E N ARETH D, v F I F L OREHENE 512 K 0 B 2255 SO~
DOIERFEENFHER I, TOHNET RELE R EFRBRETH- T,

(6-OHDA SFHRFBIZRERIES v MITE T A0 FIF URUTREIL ERFHIEEES)

e Sy b (%) R (umolkg) {( 151?1—% ;?éﬁﬁf)f
A PREROK 4 0 0+ 4
RFIF 5 1 278 + 39
RFAT 5 10 201 + 25
TARELER 10 1 240 + 22

5y P DG E SO~ B O FEEE % R LTz,
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@ RN UZFEEREER () P
/U2 1-methyl-4-phenyl-1,2,3,6-tetrahydropyridine (MPTP) Z& kN5 9 5L, & F/3—
XV R L AR OMBER (LB ENE, B)ERRI2. HEE), R, wEBE) 22745, MPTP
IR G- 3B 72 =59 20 5 250 RRISHENIRIN ~ O 1EAITZ OTEASCRHAITTH & 7372 /83— %
UV UIRRRIER B L, T AKENL RN U FARRIBRAE N X o T E RCHHEl -~ O FER]
BEZSIER T, ZOFETIICBNT, BT IF ORI GIIHBRER 22 g R Ek o s8N
S OME R Ffge e ] OB = 2 780 72,

40

100 ug/kg

BERMAI~DIERZ (FHE/S7H)

X gL
1ol :

20 -10 0 10 20 30 40 50 60 70 80 90 100110
EYBREROERE (59)
(MPTP BEERAIN—F 2V UBRERVLICE TS50 FIF VEREEES]
B F T a2 RN G LTCREO b oy O 5 E ORI~ O BEm K & % G- 2 R % £ THIE L7z
(B4 G-HE 3 RO FfE) . ADMEIGER~OREEZ TR 5, WL 5% 7 X2 b 17— 2K,

® REEGIZE D RN U2 BRERIBIER () ®
nFIFUEHREORL D 2 FEOY ) a—VIMTAIZHNT, v F a3 F U OREEGIZLD
iR %A MPTP A INSHBENRIE AV VST B 55 SR~ FEELES) 2 FERE IS Ba L7z,
AEAIAI#L Cld, 7.1~115.6 mg/kg O & T 27 REFLL_EORHGERY 722 1555 SO~ DO FE[REEN 378 8
DALz, ARfTH#2 T e & (23 mg/kg) C 48 KFHILL EORHGEH 70155 B~ g [a] 58
RO LN, ZNHDZ N, BT ITF U OREE T RS U RREEY LVET LICEBN
THLDRINERETHZ & Flo, MANC L DRGNS 5 2 LRSS,

(OFIF U DEEBEIZL S MPTP FRAAIN—F 2V UEERY L ONERES)

2 e P v i I BE A K R FH FRhE

el mgkg  (em?)  GWER  BEEKCc  BIERERI oh)  BERA(h)  BERA(h) [
Y a—r 115.6 132.2 M1959 31 3.2 ~ 48 1.8 1622
REAF R e 114.5 139.2 M1960 8 26.3 ~ 48 2.0 340
(5 mg/em?) 44.7 60.8 M1956 14 2.9 ~ 48 2.2 446
46.2 47.6 M1961 8 3.8 45.3 3.4 423

15.6 21.2 M1956 13 4.2 27.0 1.2 402

7.1 7.3 M1961 22 22.9 > 28 2.3 704

Y a—r 23 47.8 M1956 31 5.9 > 48 2.0 1739
HEAHHI#2 e 23 52.5 M1959 22 45.3 > 48 0.3 1296
(2.5 mg/cm?) 22.6 44.4 M1960 10 30.2 32 3.9 247
22.8 45.6 Flash 47 3.5 > 48 0.4 1638

12 22.5 M1961 4 9.1 6 1.0 -145

11.3 22 M1960 5 21.6 0.5 4.6 -10

7.5 15 Tibet 14 6.7 30 2.6 -61

7.2 15 Joy 11 4.3 > 48 1.0 497

3.8 7.5 Flash 2 3.8 3 - -20

1.4 3 M1956 2 1.3 0 - -285

1.25 2.9 M1959 2 0.2 0 - -38

o HRIFAMAICER SN EL kg KEHT- D TR L, b BWR G, < 5 oM b7z ORERE O iRk E,
4 e BEREEUTET D ECTORM, ¢ v T F T TR,
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® R—F VRV LET VERGEER O
MPTP L& S /LET BN T, BF T (0.01875~0.3 mg/kg) %K 5 L7zl B 3E
B2 (6T D AE ) R ONEEN S REFE HE UG E I 2 et Lc, v F 2 F M RGIZ LW MPTP 4 &
FAOBAREBRITEEREMEZ R L, £ OENFRREMIIN EIRAFRICR R Lz, £, EH)
RERERA T 2R L L2GE, v 3T ideTCoHETWEEAZRL, Z0/NITHE
IRAFIC Fifee L 7=,

2000+
—8— VEHICLE
17501 —A— 0.01875mg/ke
@ —¥— 0.0375mg/kg
g ——
¥ 1500 g.?g5mg/kg
) —8— 0.15mg/kg
— E —— 0.3mg/kg
£ 1250
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A\ 1000+
I
R 4
g 750
i 500+
%
I 2504 '
—_— "—Ag — 1
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0 IF R #5430 004D B RIEE R A % 5% 5 BERIE U 7o (KB GEE 4 5 oo v fil) , B E (VEHICLE)

IR,

16
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—i— VEHICLE
—4A— 0.01875mg/kg
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1. mMAREDHTS

(1) BB LA MR
AR L

(2) BREREHBCHERSIN-IIDEE
O HE#HL <HAAN 24 4>

PERERNIZAF 4.6 mg Z BRI G- (24 B BEAT) L7cRgo m F = F 2 o i i EEHER 4 X2
MAETIDERE T A —H ZRITR LT, v FIF O MmBERRE TR 8 Rifl# (& FIREIZ
L., 24 R ICASAAIZBRET D E TRl L 72 7,

400 1

350 r

300 r

250

T

200

150

MmigHEE (pg/mL)

100

50

0

Pl

FHELRERE. 246

0 4 8 12 16

‘rE®ERE (h)

20 24

28 32 36 40

EETRREMEZO & LTEEL,

(AFITF 2 45mg EEIEER (24 KEGMT) OOFIF o OMEHREHTRE)

(BFIF 2 45mg BEIREGE (24 BT OOFIF U OENEE/NS A—4]

Beh&E | AUC:2 (pg-h/mL) | Cmax? (pg/mL)

tmax b (h)

tiz ¢ (h)

45mg/H | 4,382.12 (55.3) | 224.92 (55.8)

16.0 (12 - 25) | 5.332 (2.448)

%% : 24 %1

a: APPEE (%CV), b FRAE (#EDH) . c @ BATTFME (BRYER )

@ KiEHES <HAAN 12 fi>

fERERR AR 2.25 mg/H, 4.5 mg/H X0 9.0 mg/HE=FN2n 3 HME 9 BEXERS (1 H
1[0 24 BKfEIAGFT) L7cREoEEIRAE (8 BIH 0% 5-Kf) TouF I F o O iMmiEHEyEITE T 2
—ZERIR LT, v F IF O MmBEFR IR U WA A Z B % 2 REIZ D302 Lz,
Z D%, B E T~1T R CRARMEE T EA Lz, e FTF D AUC2ss KT Cmaxss (1%, 2.25
~9.0 mg/ B OFiPHN THELFIMELZRD Sz Y,

(OFTF>225mg. 45 mg R 9.0 mg REHRSE (1 B 1[E 24 BT OOFIFoOE

MERE/ S A —5]

BehE | AUCssss2 (pg-h/mL) | Cmax ss? (pg/mL) | tmax P (h) tiz © (h)
2.25 mg/ H 2,277.2 (37.9) 127.00 (38.8) | 10.0 (0-16) -
4.5 mg/ H 4,216.9 (30.1) 224.89 (32.0) | 16.0 (0-24) -

9 mg/H 12,008.9 (38.7) 668.24 (43.2) | 8.0(4-24) | 6.357 (1.250)

B - 12

a AP (%CV) . b PRfE ), c @ FIRFME RHERE)



| VIL. $&4p@hie i+ 55 H |

c RENDR—=F 2 FICH L TAR SN TW D FEKOHEE Tl AKEeFaF 2 LTLHA
1B 45 mg/HHIE U, UBRBEZEE L2080 1TEMEIC 1 BREL LT 4.5 mg 3O E LR
(B 1 HE 9 mg~36 mg) #EH D, 72, Fl, ERICKVEEMHEH T 523, 1 HEIL 36 mg
BEZRNZE, ] TT,

c RAIDOFEENSEEORKRMEL A N LA Ly 7 ZIEBERIC S L TRRENTO D HEROHRIE TE
WRACIEeEFIF L LTI H 1A 226 mg/ HSI1X U, UERBZBIE LR S 1 HFE L Lo
a2 diTT1 HEE LT225mg T oME LR E (¥ 1 HE& 4.5 mg~6.75 mg) ZEDH D, B,
R, ERICK VEEMBTE S, 1 HEIE 6.7 mg 2z 2 &, ) T,

© N—=F Y HEE

RR=F 2V URBE G L LT BRRRER L 0 15 D o &R RIS 31T 2 8 H IR B o M 4
nFAFRELZRIR LT, =TT O MmSERRE I 36 mg/H £ CHEITIKAF L TN
LCWe, ok, kEfERHETH D 36 mg/H 2 G- LI-BEouF I oMmiEhiRE CEYHE
+HERERFE) 1% 2,877 + 1,992 pg/mL TH 7= 20,

N=140
5000 <

N=44

4000

- N=22
3000 N=30 =32 .

N=8
N=30
N=1 l {
[ ]
4.5 9 13.5 18 22.5 27 31.5 36

HEAE (mg/H)
(N—F OV URBBICETAMFRAECLONTIOFIFURE (FHEFRERE)]

2000 |

MmiFHRE (pg/mL)

1000

@ VAR MLALy JRAEGRBE

VANV ALy 7 ASEGEREBE 25t 5 & LTI & 0 15 & iz &R B2 5 E ke
REoImERnF 2 F U REZRIOR Lz, aF I F o OmEPRET 2.25 mg/H/ D 6.75 mg/
H O CTHEICKF L THML TWe, 2B, REHFHETHS 6.75 mg/H 25 LD
BT ST OMIERRE PO EERE) 13456 £ 239 pg/mL Th o7,

1000

800 N=70

600

E (pg/mL)

a8
=

400

Frh

N=15
200 }

|
2]

O 1 1 1
0 2.25 4.5 6.75

HERAE (mg/B)

(LAFLRLY T REGRBRERICSTAHFAEC LOMNEFOFIFURE (FHELFRERE))
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® mElng
PN=F Y URRBE IV A N LR by T REGEREBE 2 x5 & U T2 R R SR Eh RE AR AT 75 S
5 65 AT & O 65 s EOMARERER], XU, 75 AR & OY 75 kLA oo i A A ] O 22 1 ER
oYY A WA /SN b
<HEANT—H >
L-dopa FEOFH R N—F 0 Y UIREAE R L LIz B7p 5 UL T O IR B ERBR I B\ T
1 F 25 > AUCtss, Cmaxss 15 65 AT & O 65 7% LA o> B4R EREER] CTHELL L Tz 2,

EE - —RICERE TITABREREMET L TWD 0T, BEOREBLBIE LN bEEICRE LTS
Uy,

® JTHsheREE
<HENT—H >
TR AR N 8 1] e OV 25 FE O TRk RERE #32 8 f5 (Child-Pugh 7738 B) (ZAH| 4.5 mg % 3 Hfij#
5 (1 H 1[0 24 RefERGfT) U7zmE, PEEFEREREEFE O M e F3F > D AUCa4, s KT
Chax, ss (FEEFERAD 0.90 55 0.94 [ THo7- CROVEHEDOL), 7ok, @EATHAERES
(Child-Pugh 7748 C) (28 5 AHIOIEMBEREIZ SV TITRETL Tk 29,

HE AANT, EE L TUFBTRHESNLEZOT, BEEOHEEDH D BFITITHEICES LTI EEN,

@ BrperEE
<HENT—H >
Rk A 8 #l (CLer > 80 mL/min) , H 28 B HEREREE 2 7 45 (50 mL/min > CLcr > 30 mL/min)
B RERE = 8 i) (CLer < 30mL/min, FEBENTH) K OKHEHRERES 8 4] (Cler < 15
mL/min, BHE) ISR 4.5 mg Z WG (24 BeRIRGAT) U7zMe, thasms m i K ORI Bk
BEFEEE O R Ak A g o F 2F 2 D AUCEZZE V4 0.88 £i5.1.14 £ K OV 1.05 5.
Comax [TFNLFH 0.93 15, 118EH N 1.25 (5 Th o7 CRIEHEDEL) »,

(3) thiE
MAMER e L

(4) BE - ftAEOEE
O AFEORE
M ERR L
AHNIAEAFITH D Z &b, BFOA MR O HEREFICELRE T 5 LB T2,
@ PrHEROZE
<SHEANT—F >
- RSBV T, AAT T Y —L (40 mg/H 6 HEEE) OfHI#EEIErFIF 2 (9 me/
H) ORI EL § X e oz,
c BEEERRANICBWT, Y AF Y (800 mg/H 7 HERYG) O IZeFIF 2 (9mg/H)
DIEEBREIC B L 5 2 72 o727,
c ERERAICBWT, KXY Ry (30 mg/H 5 HRERS) offflEG1ZeF 325 (4.5 mg/
H) ORI EL X leh ol ™,
LA MLVALy 7 ZIEGEREBEIZEB VT, Lrdopa Bl & A (L 7R F2X100 mg/# /L € F/X25 mg)
(1B 2@E#FE) uFadFr (9 mg/H) OHFHRGIIENENOIEYERBICEEL 5 2 72
Mot
© REEERRONCEBN T, BEAALE VISR (2T =L A R T YA /L 0.03 mg /LR VAR
LV 0.15 mg Al LaFaFr (6.75 mg/H) OUFRAZEGIZZENZNOIRYEREICHEL 5.
ZIehotz, £z, v F IF TR O VT TR O PIHMHIE RSB E B 2 2o 72 0,
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2. BYRERINSA—F

3.

4,

(1)

(2)

(3)

(4)

(5)

(6)

(M

(2)

AR

T
M R L

AR
LR L

HRBREEH
EER R L

2V)T7I32R

TERER A B 22 12 BIICAAD 2.25 mg~9 mg & K #G (24 FE#ALG) Li-RsomFIFros V7
7 A% 8.8759~10.6068L/h/kg TH -7,

RAEF B RRMATIC CHEE SN —F v Y VB FEICB T 0 FIF o027 V7 0 X%
591.495L/h, & OEIKRFZEE) ) 46.5% ., ERNEEN 39.7% ThH -7 2,

FHEFAS BN REMATIC CHEE SNTZ L A L ALy V REFERBF ICBIT 2uFIFror V) 75
> A1E 629.840L/M, % OEARIZ N 42.1%., AIRNZEEIN 39.7% Th - 7= »),

NETE

TERER A T 22 12 BIICAA 2.25 mg~9mg % KAEE G- (24 RERFEIRLSE) L7=ReD m 53 F 0 O A FE
I+ 81.4339L/kg ThH -7 ¥ |

ZDih
MUER e L

BEH (REaL—Yav) @&

B AE

ARANN—=F Y BEE R NAARANLV AR ML R Ly 7 R RS 255 & Ui B o Mg hig
FEF—Z W, FRENTATF T e 8T T« 27 ) —EE AW REEFSEYEEE (PPK) f##T
55k LTz,

INT A =R EHER

HA A L-dopa JEfFH B/ S— 2V 95 KON L-dopa FHHEITEI S—F VY UIREBE ZX G L L
T S N7 TAHRER L OB AR (%5 B#0H : 4.5 ~36.0 mg/H) [ CTHE LN 409
BIOA RO 0 B2 BEATO MAER v F I F PRE 18382 [T, wAvF T T 7 -
27 U — o E R O T REE H SR BN BEAEAT 21T\ . AR O RMERTE Y B <5 A — % (CL/IF) K&
OZ OARRIZEE), [EARNEEZHE L, CL/F 125 2 2 WEBOREZ KRG Lz, Bt L-e2
X, BE. FElh. MR, KE, BMI. eGFR, UL E Y, TAT I Tholmd, VTN
LARFNDZ VT T AT EE RIE S o1z Y,

HANLVA ML R Ly 7 ZIEGEREERE 265 L U CE S 78 TR L OSSR (%55
HiPH : 2.25~6.75 mg/H) (2T HALZET 186 BIOA R OBV & 2 ERTO M v F = F R
691 RUZHADNWT, v LF T 8T T« R T U — 5% AW REERTSEREhRERRAT 21T\ A
OFRHEMFEWERE T A —% (CL/F) KOZEOFERFZASR), EENESEZH#E L, CL/F 1525
W BORE LG Uiz, et LB e|ld, FEs, M3, KE, BMI, eGFR, AtV 1t
TIVT I THoTZN, WENBARIDZ VT T AR RIES o722,

< WASGERAL. - KL &

T HA I Ui 2~4 WEE Y

L-dopa FEHF R S—F > v IR BEZ G L L, A#118.0 mg/ A % 6 » FroASHBAL U8, LR,
FEES, MIAEER, BEM. KERE) &5 LG aoE ERED e I o miEH R E#ERIEE L Tun
7o MIREESALAI R 2 FEYE & UMt NA 27 XA U7 ¢ (AUCt,ss) 1%, 79.4% (&) . 80.8%
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101.4% (EWEEr) . 103.8% (F) KO 108.7% (EH) ThH v . WASEALIC L D8 60

%615}8\&) %hiﬁ 75)0 f:o fcﬁ%\ = 7‘:’7“/0) AUCt,ss &U\ Cmax,ss 6i\ Eﬁ% (65 j’%‘iuj: V865 :ﬁf’%{%) }DJIJ

X

IR DY 7 7N —T TRERFETRD bR D722,

HEAT =)

< RINR R 2 R & LT UC-m F A F B A AMIH 4.5 mg/ A O H% 24 REICET 2% H&

5 9%

(M

(2)

(3)

(4)

X HWIER (A + RYERZE) (X, 46.1 = 10.6% Th-o7 ",

1% — fx B3 P9 @ @ 4

<Tw >

uC-m F IF U A D SD T v MZ 1.5 mglkg O & CHEIFIRNEE G- L, AP A RE I B
ERE L E 2 A, HUREIT M- MBI P &3l U, FEAYENL T D M~ DB TR RIFTH - 7o,

(C-RF 7 U IEREE 1.5 mgkg DRBTIES v b IS BEBIRAES L =8B O EBNREHERE)

e FARRPN T BEIREE (ng eq./g)

547 0.5 M 6 IRFfH 24 FF[H
1M ns 270 88.7 13.9
ik 1459 915 7.88 blg

n=1, blq : & FRAK#. ns : no sample

<BE PP >
UC-r F I F IR A MERED T = 7 A LT 1 mglkg O & CHEIFARNE 5 L kN BN RER

FERRIE LT & 2 A, H eI ik-i B Y 2 3858 L e AR C 3 D BT 5 < 0 A LT
(MC-OFIF UiERIEE 1mg/kg D FAE THEMYILICBEERIRNIZ S L -0 BN METaERE)

pp FERE AN A BEIR S (ng eq./g)
04y (i)™ 0.5 IRFfE (k) 2 [RpfE] () 12 IRffE] ()
iR 369 249 50.4 16.7
A 360 201 49.9 3.58

n=1, 3k : FFRCATRAMA T

1 % — R AR B P @il 14

<ZvhpP>

UC-u FIF IR 2 1TR 15 B H oMo SD 7 » M 1.5 mg/kg O A& CTHIEFHIRNES L, #
NN REIREZJE L2 & 2 A, BREIeEZEE L, BIEES. BIEOMIR, k& ORI
FERE IS B WU RE SR D BT,

it ~DBITH
<§~y}\34) >
UC-n F I F R & itk 14 B OO SD 7 » I 1.5 mglkg OHETHEFARNZE S L, ik
FREDFLIH PRI DU TRET L 72/ R, S IS IR RE O SR ASTR D B a7z, FLiT T O K RERR EE 1
BeH1% 24 FEICHO72 0 AL 0 mVIRE 2R U BN RBIRE O FLit/ i b iE 1.12~7.10 Th o 7=,

R~ DOFITHE

<ﬁ_/1/35) >

UG- F IF UERRIE A MERED 1 = 7 A H LI 1 mglkg O & CHRIFFIRNE S L. MG #IE D ok
HREREZNE L& 2 A, MEIRTICHSHBEDOBITRERD bl

(M“C-0F IF UiEEEIEE 1mg/kg O A2 CHER#Y )L ICEEESRIRNIE S L-BO Mgk U KE RS
ST RERE)

pp KRR REIR . (ng eq./g)
0.25 K[ (#E) 0.5 s (HE) 0.5 IREfE] (M) 0.75 W[ (Hf)
I 5% 838 408 823 461
I Rl 29.1 15.7 14.0 18.0

n=1
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(5) ZDfDHB~DBITHE
<Zv P>
UG- F IF R 2 HED SD 7 M 1.5 mglkg O F B T HEIFHRAE 5 L SHLEk PR AE
EWELIZE ZA, Z< OMBTMIRE D bEVEHEEDRD D, FHCEIE ., Bk O —& —i
DRSFREILE D > 7o, MRS O HHREDHRITER N Th ~ 12,

(C-RF 7 IERIEE 1.5 mgkg DRBTIES v b IS BEBIRAKS L =50 EBNREHERE)

s FEARPN AU RRIEE (ng eq./g)
5% 0.5 6 IR 24 R
Mg ns 270 88.7 13.9
fird 1,459 915 7.88 blq
IS BE 8,489 3,996 831 123
Bl BEE 4,909 2,138 319 19.6
B 894 1,915 blq blq
g 90.4 72.6 blq blq
ik 1,459 915 7.88 blg
N 2,029 3,124 32.5 blq
HANR Y 5.69 17.6 6,394 1001
E5 389 218 641 60.6
Lol 390 330 blg blq
i 1,547 776 blg blq
FEH B 351 705 10.4 blg
£ 25.5 76.1 8.16 32.9
NS — R 1,092 3,770 258 54.9
HRE 3,642 2,991 170 123
T 1,564 3,853 200 71.2
KGN blq 26.8 1,334 2,039
N blq 393 blq 92.1
JH gk 903 1,633 102 115
fiti 1,469 1,040 17.6 blq
SR 1,828 962 5.02 blq
[Nk 2,489 2,947 125 blq
7 R 3,471 4,208 154 132
ICE 57.9 239 5.31 blq
B 970 599 6.12 blq
NN 7,440 148,331 6,021 1,203
/N 439 1,020 202 41.4
il 1,466 1,012 blq blg
o ik 1,143 1,273 17.7 21.4
H AR 10.2 185 144 20.8
H 3,500 7,254 14.1 blq
SH T MR 1,022 1,931 46.5 blq
B 425 957 25.7 blq
fifa A 600 1,047 blq blgq
R 1,398 1,546 blq blq
SR blq 39,233 35.2 blq
SR 66.4 1,038 149 47.8
AR ER 14.2 41.8 4.03 blg

n=1. blq : & FREFKH. ns: no sample
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<P >

UG- F I F YR A WERE D = 7 A Y UIZ 1 mglkg OB CTHEERARPNEE S L. SRR P S RE R
PRIE L& Z A, BINAR, IRER, FFlE. B ORI K 0 & EOEEHRER TR O BT, k)
D OWMEREDHKRITETLTH Y . BEMETRED N7,

(MC-mF 37 ViERIEE 1 mo/kg O FE THEMY )L ICEEBIRNIZS LB 0BG RKETEERE)
HFEN T REIR L (ng eq./g)

L 05 0.5 WGl 2 W5 (D) 12 W5 ()
IR 369 249 50.4 16.7
1 641 424 75.8 20.8
I 665 636 572 42.8
B 293 278 97.6 76.3
BE 43.5 104 28.2 13.5
Jibd 360 201 49.9 3.58
R ER 16,288 210 250 307
il 268 426 478 22.7
Lo fik 309 248 98.7# 16.2
= bk 12,993 2,676 405 196
K 402 357 1093 3,878
KIBNEWY) 49.5 37.2 195 14,311
JiF gk 6,759 12,011 5,743% 963
il 4,047 2,335 697 38.6
i 234 94.5 37.7 14.9
e n/a 250 n/a blq
H TR 756 179 46.8 12.2
[FIRA 37,723 n/a 344 n/a
] 208 216 111 53.4
/NG 5,757 6,142 4,972 535
NN 48,818 23,831 43,861 6,044
J0o ik 398 312 318# 59.3
H 548 3,547 242 31.0
ekt 2,240 3,163 961 104
L 210 n/a 66.4 n/a
R AR 216 134 56.3 14.1
T n/a 256 n/a 24.1
B 146 177 28.0 16.5
n=1, * : FRRCAEK TRE, n/a : JEEH. blg : & TIRARM. # : 1 BEHIEE
(6) MITEAFKEEE

FHOBHEIC L VRE LicnFIF oo MR ARG 31T 91.6% Ch o7z (in vitro) ™




| VII. S#@hieicBid 55 A |

6. {t

(1) FCHHEDL R LB RERR
B MFI 7 ey =25 KOt MFMA Y 2z in vitro R, KO b fER oG Y 120
WTRRET L72RER, v F I F TR T e (RIS K07 v 7 v U BRiaE) & RRALAE (5
TNFMMEROKER L) 252, WEHROMAE DY T ORI LR ST,

O—Sulfate O—Sulfate O—Sulfate
"N s “N s “NH
H | :
SPM 13936
SPM 8483 SPM 13937

Wai:

SPM 9257
OF3IF> SPM 9206
OH /
HO
0D
NH S
Y SPM 9141 Y
O—Glucuronide O—Glucuronide O—Glucuronide

@QfH/\/D -~

S
SPM 10300 H

SPM 5907 SPM 10302

Wai:

(AFIF o DO#EE B

(2) REIBEE5TSEE (CYPE) OHFiE, F5X
0 F IF L ORREEA KOS IC 1L SULT1A1, SULT1A2, SULT1A3 X O* SULTI1E 78, 77 o g
FARSICIE UGTIA9 KON UGT2B15 23R 5- LT 5 4 F 7= B iE CYP2C19, CYP1A2
72 EHE D CYP o FRENE G LT\ 5 2

(3) YEBEBHEDEERVZFDEE
MU ER e L

(4) REVOEHOERRVESLL, FHELEER
t MFI 7 v Y —2% W in vitro REFRBRIZBW TR Sz v F 25 0 oG (SPM 9141,
SPM 9257, SPM 9206) 1% K 32 > D2 L O Ds ZEEICH L CREABIRIMEZ R LAY, LavL, &
NHOREITE FIETICEOTHRIBEN T ARNE L IZER FRAM THh 72, £7-. SPM
8483 Xt MifEFCTurFIF L (8.8%) LV HEZIBOLNTWVHN (25.4%), SPM 8483 O K
NIy D BRI T AREEEMMERL T T =2 MEMIZeFIF o 10 H 5 80 2 N 8 {559
Dy o 198910 P D Z L TS RE ORI E~OBE IRV B X DT,



7.

8.

10.

11.

| VIL. $&4p@hie i+ 55 H |

Pttt
o PR 2 OV I
<HEANT—H >
TR, #EPICHEIES D 28,
- Ptk
<HENT —H >
fEEERRAIC UC-uF 2F > 4.5 mg & HAHEG (24 M) LMo S dfeis, 5%
96 FEffIE T, JRH~ 30.4%., FEH~ 10.2% 3 PR S v7z, W E (58O 46.14%) 127 5k
WRED SR R OV B REHEI R O AFHE 87.4% ThH -7V,
fEEERR AIZ UC-u F T F 2 1.2mg % 12 R FRAIRN G- L 72 IF B 544 216 IR & © LR F11C 71.8%,
#T 23.4%HEM S, BOHBED R R OFE P BB OGFHIR G ED 94.7% Th o7, kT
WZIFFEICe FIF U ORMBIGER (18.1%) . e FIF o7 vra @Biagik 8.7%) . nF =
F O v EOUVADORBEFAER (7.6%) . e FIF o7 a ko7 vy o gtk 1%
) AP S Lz, REMGRITIRFICIE & A EHEI S o722
bS5 URR—E—IZET B1EHR

AANIPHEEAORKE TIEARL, Fo, P EEA~OMEFEA RO N7,

BNEFICKBBER

ERERE T OB A T L 7o BRI C, R RERE S 8 # (CLer < 15 mL/min, @&HTH) ICAK 4.5
mg & H[#E (24 BiREAEAE) U72iF, JREBRERE 5 22 BRI (S IRIMMI AT & 50 4 BERZ 7 72238, v
AT OMFERREDOHEREK T IIALNT, uF I F LB SN holzZ BRI, vF 2
FALBENRD SR SN o2,

BENDEEZXETHEE
YR L

ZFDith

MR L
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VIII. T2 (EFRLOIEF) ICEHJI SHE

[

ERE L ETDER

=4
- =R

AIRD A WERMERERE MERESNA LN ENHY ., THEXMNEREFICLYBBEEHEZER
CLEFINRESNTLESDT, BHEICKAFOEHKMERR MERFICDOWVTLCEHRAL. KHIRL
fepiciE. BBIEDEER. MBOERE. BMEESREREZHSIEXIRBSIELVELSIEET S
L, [8.1, 11.1.1 B8]

(fi0)

SAEIZEBWT, RFIZED T R U REEBFRO BT X 0 2838 BRI K 0 B8 E s =

L7 ERI S S CnE T,

F 7o, KGRRFE COENERRRER T, BITEA & LT M285MIEIR ) 13/1,549 61 (0.8%) . [MEHR] 168/1,549

B (10.8%) M@E SN TWET,

ZERIEIR 1T, 1 FEGOENEKRRBR T < 2N 25 M HLBRICA DL E LTz,

HBENTARANC L 5 225 MEIR & OMEARZE DR BUZ ST I3 L AFIRG A R 1T, @ B o jEes,

B OBE, RPTEEEARAZ I EEICRFI TRV I ERE LTI E SN,

IR

2. ERNB L ZTDEA

2. B2 (ROBEIZIFBE LA &)

2.1 §ha XAXEER L CW B FREMED & 5 ot [9.5 ]

(fi )

AANTE MTBWT, G SUIAEE L TV D AMREME O & 2 et icxt 3 2 HRBRIEH 0 T8 A,

T EERIC I T, AR AEFENERBR T, L TOMEPRE SN THWETOT, M XTMEL Tn b

AIREMED & 2 L MBI I ARFI O - A8 T T T2 &0,

1) ZHHERR (v A, v ) T, MEF 70T 7 F U BEORK T ICBE L2 REEDOK T2
by,

2) W BRI AERER (v VA, Fy ) T, MER TR T 7 FUREOKTICBE L7 REIRINIRD
BN F BTz 1,

3) HARMEOHABRR (7> b)) T, MEF 70T 7 F U BEOK FICBEE L/ RAEEICL S H
AEROAETME, BEROWEDKR T RA LR 7,

2.2 RANO ST xE UiEBUE OB O & 2% B3

(fi)

AN DAt UIsBUE OBEEED & 5 BF A K 2 &G LT 56 i ONEBUE RS F BT 2 rIREMED
EMWEBZBIVET, AHIORIR LIBBUEDBEE D & 5 EE IITAFOR G ZRET T 7230,

BB, AFTEY T ELTrTFITF L, W E LT, BEIZIFIAE Fo, Badliiiig)r U o A,
PIVIFUBET AN EUEE, havze—L, XERICERIFLoTLT7EZL— /T I =

AT 4N, TAFT—IUIR )V =T LT L7 X L= T VA EBEALTHVET,

3. PEEXIIHRICEAET HFELETDERH
(V.2 HEEXIITHRICEAET 5:FE] OEZR

4. RERUVAZICEET HFELZDER
(V. 4 AERVHZICEAEYT %5 OIEZSHR
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5. EELREARMTE L TDER

8. EELREARMEE

(FhREHE)

8.1 AK| &GO RS U REIEBIEE DB 512 X 0 Z2RAIEIRSE (C X » BEhEE S 2 = L7 F1 235
HENTWD, EROMERZ L Z L7EM ORI, HEHIRCEEOIRZD X 9 2aidk &b -
T ild P 5B 1AL ERGE L7 ISR TREL LB b ST b, BEFICIEAA
DZEFEHIIEIR J OVBIREIZHOWT K< L, BEhEOEES, WM OBIE, maTEEEGRE 1L
ERICEFE SRV TEET L2 &, (1., 11.1.1 2]

(fi)

AR EETe RN U2 R REREEILEOEEFH T,

SAENZIBWT, RAIZEZDTE BRI U Z B REBEEO# 12 L0 28 a0EIR % 2 L A8 Fi A =

L7IEBIDS S S CTVWEd, BROMEIRZ KL Z UZER oI, HEIR0EEOIRG D XL 9 72aik

RO 7o TR, B 5 VTG BMEH% 1AL ERRGE L7280 TRBL L IER S ShTunE T,

B TARA O L5 BIMEIR & OMEIRZEIZ DWW THr @B L, AFIRSAT L, B EhE o EdR, ko #

B, BPIMEESAERZ IO ELEIIHFITERVEIFEE LTI ZE N,

7ok, FKEERFE CTOENERARRER T, BIfEH & LT 225 MEIR ) 13/1,549 1 (0.8%) . [MEHR] 168/1,549

B (10.8%) M@E SN THET,

Tz, ZEHMERIZ, 1 FERGOENBERRBR TIEZ N 26 BEUBRICALILTWET,

(FhREFHE)

82 AH &GO KX U BRMRIEEIER OB HIZ L 0 B EMERHZOND Z L RH D, AFIDOEE
WO ENGRBL, DFEWV, LB BA, 5obDE SO MKIMLE O JKEEPCIEIR RS b=
BT, R, REOIR SR IEFE oY) R AE AT 28, [7.1, 9.1.3 ]

(fi)

AR E G te RN U2 R REREEILEOEEFH T,

AHN G DTz R8N U REEEER OB G L0 BN MEMER R HND Z ENH D20, AFIOHRE

WD ENLRIAEL, DEWN, THL BA, 5O EORNMEKMEDIKECIER N H &b =551

WL IR, RIS R O A AL E AT o TL RS,

7ok, AGREEE COEWNEKRRBR T, BWEM L LT IEEirtd £ 39/1,549 6 (2.5%) . TAEMMED £

VN 18/1,549 1] (1.2%) . TEESZMERIM)E ) 21/1,549 6l (1.4%) 0SS TVWET,

(Zhie @)

8.3 AFIDWRE, TILAKERGEAIE, WiET 52 L, BMARBEITIEIC L, EMEEGR 255 %
THZENDD, £, RN UZREFEEZEO 2 E ST I L0 | SEAIBEDUE feff (I
BE, R, 9o, WK, BT, EREOEREZREET D) DbobhbdZendsb, [7.2
7.3, 11.1.3 2]

(fi)

AFNOBB 2 E X T IEIC LY, EHEREREEZFEET L2 08H0 7,

AFIBE G, BEOBIELZ I TV, BE, ERlEE, BERS, SEOMMEE, RNEEEE),

TREE, SR, mEOES), FiF. MmiE CK(CPK) ®_EFSERH 6 b iz 56 IS IR EMEEERE O rEEME

W BT, WEX T IERALERGEICE, BEEEREO BB 28T 572010, BhH &2 L T<

72 &0,

7ok, KRKFE COENERKRRABR T, RIMEM & LT TEMEEMRRE 2/1,549 #] (0.1%) 2#HE ST

WET,

Fio. RKEEET KA U FREBHERIGEOEEFEHLE LT, RN U2 RRMERZEE O QI 722 &E X

WEFIEIC XY, RABEBEERER RN Db Z EnH 0 £9, AFEETIL, BEOBRE 0T

W IR R 9 oL G, FIT. EIE e EOSEIRB BN TS AT, FRAIBEDUE BERE O RTHENE

W DT, WERXITFUIEDNLERIGAEIZIE, HEEEZEH L T 20,
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(ZhEEHE)

8.4 AHK &G 1= R3S U RNREEN K D #5012 X 0 R ARETE  (F A BYAETE O HAEESE D4E SIS R 72
FERZHEITHE D B, FHEICE v o 7L AR 0 RIREE) | JRAOMEAR T, TIAMEEE |
BREOHIHHEENRE SN TND, 20X ERSEE LZGAICE, BEIRS 2 F
L9272 CEE R EZATH 2 &, o, BERUONEREIZZ O X O e EEhHEREE OSERIC o
WTHT % Z &,

(fiR73)

AR EETe RN U2 R REREEILEOEEFH T,

SAENZEBWT, RFIZED T R VS REEBROBGIC XD | JERETE., FAOMESTTHE, sRib e

H, BRESOEHBHEEENRESNTOWET, 20X RIERDS b Halcid, BEIks

EHIET 5708, WUIRLEEZIT> T EEN, o, BELONEEZSICH 20 X ) IERICOWT

AL, EEME L TS E I,

7eB. AR E COENBKRRER T, BWEM & LT IMEEIHI#ERE] 2/1,549 ] (0.1%). PERBLE R

= 1/1,549 5 (0.1%)., THEIAMEREEE | 1/1,549 # (0.1%) SAHEShTVET,

(ZhEEHE)

8.5 ARAID LT X 0 ZIEIEIRAFEL L2 HE 121, BBEIZS U TAT aA RAHAI T e 22 I v
S AN 2 2 05, 3 D UVIIARFIOM 2 k4 5 72 & EERIS U Tl 2@ 2475 = &,
F 7o AR & E T AL OSSN FEBL L T35 6. & 2 Wil - LAAMT Jo S TR 7 B & 98 03 i
O BN EIIIABIOFEH Z IR IET 5 Z &, 28, BANICHB ORI S E N R D
LTS EITE, BRI K W BB OLENREET HEENNH D DT, [EIIET 5 F CTREENL
~OESH IR S Z b, [14.3.2 2]

(fi0)

AN WA OUEFITH D72, LIS EIERS S 5 b5 iRtk & < . KRB £ To

ENEGRRHER (1,649 1) T, UL FORIEHRHRE SN THET,

Bl{ER£ ik % BEl1ER% B %
AN 765 | (49.4) TR 2 0.1)
AT D FEI 65 (4.2) 1 3695 1 0.1)
8 FH A AL BE 50 (3.2) 0 ST e S 1 0.1)
i A A £ 13 (0.8) 1 F A YRR SOS 1 0.1)
SR R VAN o 8 (0.5) N RS 1 0.1)
ST A S 3 (0.2) AL 2 1 0.1)
ALV A 3 (0.2) e R AT 1 0.1)
0 A R i 2% 1 0.1 108 A 0 B 1 0.1)

ARENDUEATT &0 BFIERDSFEH L7258 1213, BREIISCTAT nA FAMAIITHIE 22 X 4 H
FIEZENT D0, HDIWVITAFOEMN 2 T id 5728 BEOIERIZIS U T, @WYRAEEZTT > T
ZEWN,

IR 2 B i L SOS DS BL L T2 6. & D VT AL LIS ] S IR 7R B RS e D3R D BTz 45
AITIE. AFIOFEH 2 W0k LTS 7ES 0,

B HFBALIZ R LRI R E D3 TR D b HEid, RIS X BB O BENEAT DB N1 H
0T, [T 5 E TRIENLA~OES AGIFlET T EE 0,

(HheReH &)

8.6 AFIDUE Y B Z DB, BES L T2 B4 & BrEE- I 72 2 A 2 QAT L7256 AR ol iR
PNERS D720, B0 Z OB LERAIZRE L2 L2+ IR 4 2 &5 BERD
IrEFE RS2 L,

(fiFsn)
AHFNZ, BT 24 FEREIZ S . ABIDOR T D35> TWET,
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AFIOBE D B 2 DR, Jel BT LT 2 AN 2 Br8FI08 72 2 8050 2 BE A L7238 A AHI o i o i fs
N ERL, BERGICRIAREERH Y £7,

AFIOBE Y B2 OBRIE, WP RIChA LB ZRE L2 L2+ IcRT 5L o5, BE RO #E
EICHELTCLLIEEN,

(PEEMEEDHEMEL AN ALy REER (TRRE L FREEIRE))

8.7 AK| G- R/ U BREMEBEE D B 512 X 0 RABEEE (8 A4S O BB DS A9 AR e
FEREBLICL22D LT, RIS E v o 7028 0 IRREE) . JRAOMERRTTHE, SRia RS |
BREOHBHHEENRE SN TND, 20X ) RERARE LGEICE, BEIRE 2 F
BT 57 P RLEEITH Z b, Eo, BEROINEEECZ O X D REEHEREE OERIZD
WTHHT % Z &,

(fi0)
VAR LA Ly 7 ZIEGRRCRTT 2 RS 2 B EENER 512 LV | Augmentation OFBLAHE S
ALTWET, BHEITIT Augmentation ([ZOWTHIZFHB L, HIEAOHEZETT L L 2HEE L TL
72E0,
Augmentation JERICE W BENEREZF A TWVARWEAIL., IBREAZZFEFICRBZBZEL T
SV, ROREIZ I IER O F 2 D EIELAFRD L2565, Augmentation SEIRIZ &V BE N ETRZ
FRDGEITIE, AFZREEL TSV, ok, HE L THIEROUEN LR WIGEITIE, AH
OEMRZHIE L, OREIEICEI Y 2 5%, WMURLEELZIT> T EIV,
52 1M O R W 53R Tl Augmentation FHlIZBERIT LD L b AT T ¢ TRFATORE R, 5.9%
(11/185 B)) O#ZERFE 7S Augmentation &7l STV E9,

6. FENERERIHBAHICHT IR

(1) BHHE - BEBRFOHDEE

9.1 BOME - BHERESO H 5 BH
T LR, ERFEOHRMERIEIENCOBREEDHHEE
IERPEESNIEB LT <R 2D 5, [7.1, 11.1.2 2]

(fi0)

HAGRRFE COENERRER T, BWEH & LT TLI6) 85/1,549 i (5.5%) . T4)% ) 39/1,549 i (2.5%) .
(=48] 8/1,549 i (0.5%). [FE= (HAH D)) 5/1,549 61 (0.83%) ZEDRSHIERDNIME S TWET,
DR, LSREORMIERUIEN O OBERO H 5 BFITE G LcGE, ERSEEIRBL LT <
BT EMNHLHOT, HEEIZEG LTSN,

LI2EELRDRERIENLDBREEDHHESE
DRENEEIRET L LD 5,

(fi73)

HGRIF E COEWNERRRER T, BIWEM & LT M#%) 7/1,549 61 (0.5%) . NLFEHlE ) 1/1,549 1 (0.1%) .
RMEARIENR ] 1/1,549 51 (0.1%) . [ == PERIAMAE ] 1/1,549 51 (0.1%) . T E==ME4ER ) 1/1,549 61 (0.1%) |
DRCME | 1/1,549 #11 (0.1%) . TSEPERASZMNAE | 1/1,549 61 (0.1%) 2D DI EN R ST ET,
BERQMDEERIIZNG OBEROSH 2 BE RS LEEES, WEENMEEIFERTIZENHDD
T, EHEIZEG LTI,

913 EMEEDNEE
SERAENT RN D, [8.2 8]

(fifa)

R E COEMNERRER T, BIWEM L LT NESMERInE] 21/1,549 6] (1.4%). MEME] 2/1,549
Bl (0.1%). IMEKT 2/1,549 6] (0.1%) 2SHE I TWET,
IR ERE D BF IR G LG E, ERPEATHZLRHH0OT, BEICKLG L TIEI N,
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(2)

(3) FFigefEsER

BN EEDODHEEDHSHEE
AAENTEE LTI CRE SN S, 72, BEEOIEEREED H 5 B#E (Child-Pugh HHH C) %
RG L LT BRRBRITEM L TRy, [16.6.2 2]

(fiR=3)

AFNIFEE LTHIECRE# SN E T,

HEDOHEEDH L EZITE N TIE, AEOHEHBRRIZ WD, BEMERHELSNTWEYA, HE
DIFEEDH 2 BEICAREEZG Licha, BEOREZ 28R L, HEICEG LTS,

(4) KHEREEHT HE
FEEIN TR

(5) 1E4%

9.5 itiw
TEAT SUTIENR L TV D ATREME D 8 5 oI iZf& G- L 2 &, BIER T TO Z EAME SN T
Wb, [2.1 58]
s U ZAKOT v FOZIERERBRICIBW T, T T e T 7 F RO T ICEE L - M iR Re D
KFERHRLNTE T,
U ARNT v FORR - JERBAERBRICBWT, g T e T 7 F U RE O T IZBE L7z R
WL R D BEINAS T 54072 47,

(fiL)

AFNTE MTBWT, TR L WD Al REMED & 5 Kb 2 ARBRITH » FHAD T, 4T
YR OB G T 5 2T L TV E R A

BRI, AR AFERBO/BENHME SN TWET O T, i SUTAEIE LTV 5 ATREtED
B D IMEITIIARROF G- 28T T2 &0,

(6) #=FLim

0.6 IR
W E DA AR ORISR O A 2 S8 L, BILOMKEUTTIE 2 RN T 5 2 L. BRRERT
KA A ST 0 T 7 F AR OIS TS0 B T2, FLIHTH I Sh 5 B2 niH
B, v FOWAERROHARRRICHO T, MR 057 F RO FICBl Lk
2 8B HIEWOA T, RHROHBIEDIE FAi% b ™, k7o, BER (T v ) TRLItH~
OBANRES N TS Y,

(fiFt)

ARFFE TOEANBKRBR T, BIEHE LT T 7e 7 7 FURT] OoMEiTd ) FHAN KFEKR
HB#%ICIER 7 a7 7 FUOREDR TARD LN TWET, £z, BFER (7 v b)) CTHHHHPIceT
AFUBBATT D 2 ERMESHTWETOT, FALPOLIETITIGR EOF MR ORFLEE O A1)
PEaBRE L., IO UIPIEZBE L T ZEW,
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(1) MNR%E
9.7 /MNR%E

ANV b G b U T BRI T i L TR,
(fin)

A RER, AR, LR, SESUINE 2SR & U ERERARRBRIIER L TR b9, /NEFITH
T ORI L TB Y £ A,

(8) EthE

9.8 SN E
BEOREABIELANOEEICRGT S L, RICEFMERENMET LTV,

(fi7H)

IR T L TS & TEARO 7 V7 I U ABMME T2 eEnd 0 £4, s T
RS 2708 BEORBZBE LN LERL THRELTIEE,

. HEER

(1) HtREZEREZDER
BRE I TV

(2) AR L FTDOER
102 ERGEE (BERICEERT S &)

A4 5 AR - FEE Tk &Py - fabRIN ¥
R/ LA AFNOVER 3T T % BT | AFHNEL RN AEBFE T H
T ) FTVUREH, TFRT =) | Wikd D, 0. PRI &0 W o /R
VREH, A MrmTT I RE BT 2B TN D 5,

(FiF)

ARENT RN 2B EREERN ZH L TWH 72, RS UEFHI L OfFIc L . AFID R332
AEBWER NG T 2 AIREMER S W £ 9O T, JFHICH Tz TTER L T E SV,

AL RN A & DR AR OW TG LIe T —213dh 0 8 A,

PSR BEAEAR - FEE Tk &Py - fabRIA ¥
Proi—% o A VAFRRUT LR SEELSE (MR EICAER SR T 5 2 &

LARRASN HiaU o FH, 7o 20 | ORIERNHERT LD | 03 H 5.
W, ey X 20K | BD,
BLXY VR, V=9I ME
(fg7n)

AHNE RSV Z B EBRIER 2B L T D72, Jirs—F o Y U AlEDOPFHIcE D . R UfE
EEANERL, DA UT ., IR, EILEORIERANRET RN H Y £+, HFHIIC
HlzoTIEE LTSN,

. &lfEA

11. EI¥ERA
WORWERNH LoD ERNHDHDOT, BEEHHITITV, BENRERD SN HEICE&REGEET

b3 % 7 Y R ALE 21T O Z &,

(1) EXGEIMER & MEAGEK
1.1 EXGEIER
11.1.1 ZRFEAEER  (1%A3H)
AIIED 72 WERIEIR S H S b Z Endb 5, [1., 8.1 2]
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AR EF T RN U RREBNSE O B 512 X 0 28R MBEIR DS SN TB Y . ANV THIK
I E COENERRHER T, BIFEM & LT T2880IEIR) 13/1,549 61 (0.8%). MHERFE/E] 2/1,549
B (0.1%) PGS TVET,

ZERHIMERR 2 & & DT A2, AAIORE, RIS IHR G- I E OB L E 21T > T TE &0,

M1248 (7.6%) =8 (1%AK0H) . FAE (1% . 83 (HEAR)
L% (FICLR) . B, BAE, b bnd 2 R"H 0T, 20X ) REAITIE.
WE IR G2 MIET 5 L &I, BB U THREMBEE A T 5 72 E ot R uE %
Toz2¢&, [7.1, 9.1.1 K]

(fiat)

AR & RS UZRIMESIEEROBREIC L 0 4%, B, HAE, EIlAHRE STy, K
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ERIEICHSIZR UERTEESE TSN,

1424

AHNORJERBLC L0, HEOAIEZ B SELBENNH LD T, AUSEHITHH LN T EEN,
14.2.5

%H%&@ﬁ&ﬁiﬁ?é&xﬁ@m¢ﬁfﬁiﬁﬁéﬁ%hﬁ&@i# 3 AT 2 SN G BE oD

EAHOE. DA, “’f'?ﬂ‘iﬁk@%@ﬂﬁ@iﬂ{ﬁ) LB SHETY %*B@“ F 0. WHRINOIEED L
U RIS RS 2 AT REMEDS & 5 72 0 | i FERAL 22 SR B _%Ez?éiiiib\i ITHER LTI EEN,
14.2.6

N IFETEBT 2 EARROEDS I L, IMPRENMET T 58200360 £9, MR H %
NP IETY > THEH LN TLIZS 0,

14.3.7

AR W TetBlT, FITHE LIERNZRET D720, Falio T E3V, £, FHRWVENCH I2fih
NN TLIZE N,

14.2.8

BEAT 24 BB & . AFIO D D3> TO DO T, AR AORANZ, B il Lo #aEma N
BN LTI 7e7edr, NEDOFROHDIENRNE ZAHIZLZEITHEREL TSN,

12. ZOMOEE
(1) ERERERAICEDCER

wjﬁﬁﬁmL§o<hﬁ
15.1.1 F/A% RS U RIEEES O 50, BIERRKMEE, M2, Mk, MEEE, OFEk, O
FRIRESE ORRHEME A DHEN HE ST 5,

(FEwt)

AR RN AR BB IR O EEHIH T,

Zf4% BN R BRREEER OG- IS RIEBHAHEE, BN, Mok, BRRIE, DR, DA IEEE
DORHEIESPHENHE SN TWET, AR PN UZRBRREBEICIE, 7rE2 ) FF ATV

. LY RAVVERIE, VY ERH Y £

¥, AANIIEZRAR P8I UK BIEEFE T,

15.1.2 SR E AN/ S—F > Y IRIBEIZAH 5amg Z#8 & FG- LT- QT/QTe #HliatlR Tld, QT MRDIER
b notz?, [15.2.2 ]

(fiEt)
SMENS—=2 2 R BE IZRA 54 mg 25 LTz QT/QTe st Tid, QT MR DR T4 5



[VIIL. %40t (A EoES%) (B3 %A |

NEHATLT,

(2) FEBRERERERICE D < 1H#R
15.2 JEEGERERICE D <R
1521 7LV 7 T v MMC 13 BEKEL TR L72RBRICE W T, MIRAENHwE S Tng 7,

(fi )
TIVE ) Ty M EFWE L-dopa KONV E R 8 E 0 13 BB EGH R T 5 EERBRICBWT, vF
IFUOPFHIZEY Ledopa KONV E RSO MBEFREEIZH 502 2 b3 A O EHATLER, it
D KRR UZRERETIEED T v MTBIT 2 BNAFMERBRICBW T, IEEERAZLNTND Z Enb,
MO E IS A EM L= & 2 A, nFIF L HIMBEC MR S E L,

15.2.2 In vitro EMSEIRRBRIZ BT, A X 7 ¥ o THHEOTE BB BRIt L I W EREE
HamrL, FlofasiEE LB R U o AEi (hERGIZE Y = a— FEivd) ZRERFR
ZPEF L2, [15.1.2 2]

(fiian)

DMIE R~ DL FN LT in vitro EMEIRFRBRICE W T, il X 7% v Tk, 0.1

umol/L L E DO FE CIH BN BN Rt OB EEIE K3 A HivE Lz, £72, hERG 8l HEK293 ffifid &

O CHO #ifid Tk, IREEMRAFAIIC hERG RO EN A B AL, ICs EIXZ £ 0.15 LT 0.5 pmol/L

TL7,
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IX. JEEREREERICRE 9 SIRE

1.

IFHER

(M

(3)

(2)

IR ER
(VI EhEEB (AT 5B OESMR

Z Db DFEERRER

D RN UARREEER (v 2) 9
1-Methyl-4-phenyl-1,2,3,6-tetrahydropyridine (MPTP) #% K/ 33 iRt~ o X €7 /1|Z
BWT, B FIF 03 0.3~3 mgkg DR F# 5T MPTP ALEIZ XV 3 24D <<
RV T AR —BEEABREKTFNICEE L, BICRIC~Y Y AET BT, K& 3
mg/kg DR FH5-T MPTP ALEIZ X 2 M RS AR i 2 B S ¥ 7z,

@ Hi5 SBIERA (7> k)
Wistar 7 v ~ & W7 ATEIHEE R L OB D RBR OFMRICB N T, nFIAF i3k
5 mglkg DE FHGTH I OHRIEMZ 7Lz, FIZSD 7 v MREFHET VI W T,
0.3 mg/kg/2 H D 14 AMKIE R T &5 CIEkfE HEMW OEB EOLEZMHIL, A 177 I
&R O R bt o DHRIER 277 L,

REMEEEBHER ¥

O AR RICKIT TR
CD-1 v RIZHT D —IER K O TENC X LT, 0.5 mg/kg Dz F# 5 CTAHREL, ElE DK T &
OMER I DWW % . Fed 1 mglkg TIEBICIRIKA R LTc, B =27 A4 Pz 2178k LT
0.1 mg/kg OFIRN I G- TR 72818 | DB OEKOITEI R OMHE TEI 2, 0.3~3 mg/kg TIEHIZ
HURIA 72 RN U AR OBREIRISREIC 2 b D178 (G5 LVELEE | J8 75, BRS80S Zib )
TR LTz, 7 AICEIT 5 AR ERRICK L T.0.1~1 mg/kg D M5 ClEEE A NS 7,
Wistar 7 v MZEBT D HiiEENIC R LT, fi 10 mgkg £ TORE FEG TIGHHER %2 /R S 727
ST, ¥ AIZBWT, 0.5 &U\ 1 mglkg O THEG CHIFEEH AR L, 1 mgkg D &5 TL
ALY FRELEKREZFIC TS, v 7 2B DR/ NERES I LT, 0.1~1
mg/kg Oz T 5 CTHEGR{E %ffm L7ze —F. & 1 mgkg £ TOR FHEGTUT v TV —b
RERE 6 B PUREE R KON F YV 2L B X — U2 K D RN T 2 B 2 at L7228, L
Rt %@%&féﬁ#oko

@ WP K OV SR R IE T 2
IBW%»%/%mm@ SLEA R O 1E BB e I & A 0.1 pg/mL (0.28 umol/L) T, bB—
TR T ¥ o mBHEOTE B EAM R R REM A 0.1 KOV 1 pmol/L THERE L7=, & b
ether-a-go-go BB (hERG) F v R/AFEMIO Y v AEFIZK L THRIER Z 7~ L7
[50% M E (ICs0) fi : 0.15 pmol/L. (HEK293 #ifi) . 0.5 pmol/L. (CHO #lif1) ], SCN5A
F v x/L%EL CHO Mg+ U w7 A& O Dunkin- Hartley EVE Y MHEEELEH MO L
B F v DR LTI % 1~100 umol/L K UM rE 10 pmol/L Tl {EH 27~ L=,
ﬁ%@ﬁiﬁ4ﬁw:%ﬁ3m%g%ﬁ%ﬁ&5btk_5\mBmMgULTmE®—\ﬁ@
R L FRUSHE FRER R TRRIER 2R L7y, DB VL ERIC K LTI g B a2 Kk
SR T, BEET =27 A YILICHE 4 mg/kg ZFFIRNR G LT & 2 A, RIS K ONRI &
A N A SR IS Z RE S oo Tz,

@ BBIREFRIZ T T2
SD 7 v MIf® 1 mgkg # K PG L CRER ORPEMREYEIICRE TR L& 2
21OJm%guLﬁE%®ﬁw%\am@mgﬁi+1)&A H U7 LR m— LR D
%R U723, 1 mglkg T L RRERITRED v o T2,

@ HEERICRTTHE
Dunkin-Hartley £V v MHBEIBEAO T v F L2l o b 24 30 HbN) 7 AR R
k=02 & B UUHE & FERF AT L, ICso fEIXZ 24 0.35, 0.14, 31 %O 24 ug/mL TH -
7. CD-1 =7 2231 DS mEREIC R LT3k 1 mekg £ TOR TG THEL KT S
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2o,

| B

(M

(2)

(3)

(4)

(5)

B[R 5 EMHRAR
MRt SD Z » R iC 0, 250, 500 & TX 1,000 mg/kg, =7 A ¥/LiZit 60 & O 120 mg/kg % H[A
THEGLeE A MIEOBSEEITMREE 127 v F T 500 mg/kg, #/LT 120 mg/kg LA ETH -7z,

REHREEHHR

HEffED CD-1 ~ 7 A2 0, 3, 10, 30 X160 (83 H LAK:IE 90 (ZH &) mg/kg 2 2 HIZ 1 18], 1338
MRER F# 5 LT, SD 7> hMZ 0, 0.5, 2.5 X1 12.5 mg/kg # 2 HIZ 1[0, 26 HFKER F#&
HLT, I=274% 020, 025, 1 XUV4 (15l HLEIL 5~16 [ZH &) mg/kg % 1 HIZ 1 [E], 52
WESER FTHE LT, TOEEEZHMELTZ, ZORE, o FIF o0 F/8 ZmRTTEER B
LTS EBZ LN THIREOITEIE LR M 7 e T 7 FUREDK FEAN~ T A, 7 v Mk
O LG, EEENZ D IIRIZE T 2 BEEoBME B, FEICBT 2NEORE (MRS
PEAL) # L <VTRIREE (FEEAKIE) 287 v b TR L, BIZ, YTl 13 megkg/B UL ED
BHETIICH S A DT, EOM, REMNENE &K O FIZE % (b2 W iR A LR A
EOEENR~ T ARNT v b TROONTZ, T NEROYMIRBIT e T I F U BEGEIGED Lk
A, 8 BRIDIRIKIC & 0 Weds U< IR L, BEMENRED b, =7 ACBIT 5 13 #iE,
7w MIBIT % 26 HE KOV VICE TS 52 HEOKKER FRGRBEOBEEEIIZLZN 3
mg/kg/2 H AT, 0.5 mg/kg/2 B &N 1 mg/kg/ B L HEE Shi-,

BinEMHHR

ME (R AIF 7 AEKLOKRBE) %ﬁﬁb‘f:@ﬂ%%%%ﬁe%ﬁ%ﬁf@ﬁiﬁﬁﬂ%@# 5315 333 u glplate
FCTRR L7, B RRERIIFR SN o T2, — 05 WFLEREEME (= v 2 U v [EH )
W RTHEZEIRZE S BRIC W T, v I VilEHEERE & LT 4.4 g/mL DL EOH & CTYERE
B LT 5 L HRINDBEFERERNF R IV, LrL, v R EZHW B/ MR T
TR I G-12 KX % Fe K& 16 mg/kg £ T KOV FG-IZ X 2 K& 200 mg/kg & TH G- L7725
RZBW T BB R SN o T-, £72. 7 v bEAWEIFAESH DNA A45% (UDS) B <i
BRI Bl X B Kt & 12.5 mglkg & ’CTQ‘E# L&MW T HAES DNA & REEEIE S v/
Mmoo,

NARMRER

MEED CD-1 ~ 7 A2 0, 3, 10 X130 mg/keg % 2 HIZ 1[0], 104 BB KER FHE L Tl L7
LA BDAUFRMITERO bl o Tz,

HEED SD Z > RIZ 0, 0.3, 1 XT3 mglkg # 2 HIZ 18], 104 BHELKER TR L GRHMELZ & 2
5. KRBT AT 4 v e IIBEIEO I AR 0.3 mg/kg/2 HULET, 5 ORfE M OUR - _F R D%
AR, TR R OFLIRIC I T D IEE O R AR 23 1 mg/kg/2 HEL ETRD bITZn, ML
ZE ORI TS OB U7 BT A b e o 7o, HBREOTEIZE T 2 EEOFH I
mmFﬂiV%E%ﬁ@%?%%%éhf%@Mm$fm§7%/%E®ﬁT_%ﬁbt7/b_%
BRBRLEEZ LT,

WD CD- 1~V AZHANWTRNAA =3 2—H—ThD 1,12V AF N X(al T v b7 28
FEIEICHEEA L, D7 H#%225 0, 0.12, 0.36, 1.2 XX 3.6 mg/hbody # M H 1 [\, L ED
ﬁ*%&a19ﬁﬁﬁ@iﬁ¢5$%&ﬁ%# PERBR 2 i L7- & 2 A, AT S IC BV CE
JEOFAME OBINTERD SN, HERNAT T E—T g AMEHIZRWZ R ST,

Eﬁlﬁ%i%‘ﬁﬁ%ﬁ

O ZIRHEK OFEK £ TOYMIMRIE AR 5 35k
CD-1 v U R %& H 7= 2 faHe ke OIS A= 3005 C I ML ARl 2 3 R Rl A & 28HE 4 B ATE T 0.
10, 30 %N 90 mg/kg/H ., #ZHL 3 HAEIMNSHHR 7 H & TIlXaRE 6 mg/kg/H 2 EK F#&5 L, &
RUE DR & AR L TRGET Lo, £ ORER, RERICEBIIZ O bR o7oh, RIEHE 10/6
mg/kg T 20 Bl 1 BIAAENR L 72 ISMTIEIR A R CE v o o, BEHRMEEIZ OV TR, MY



(6)

(7

| IX. JEERRBRICBIT 25 H |

— MBI BI LTI 10 mg/kg/ H ARG, AL QMR % N L7 IIRsAEICBI L C
1% 10/6 mg/kg/ H A & HEE ST,
SD F v k& FIV = Z B he M ORI IR A 38R C I, MERELZ 0. 1.5, 5 &% 0% 15 mglkg/ B % [ 812
TG L, BEREOME A2 AR ORE L | R EREOIE A EALE OME & I U CTRE LTz, £ ORER,
MEEN T S AR R RICEBIIZRO bR o 723, BGEEOME TR E 1.5 mgkg/H 25T
ﬁ“’\f@fﬁiﬁifﬂ%%ﬁﬁﬁ I CE 2o T2, B HREOHETIL 15 mglkg/ HEED 1 23 §Et L7223,
ZHRRE M OWIHIIETE A IS B 358 DR o T2, TEEMEEIC OV T, MBI O — i FHE
W OVEIZ T T2, WONCHEEMW & /0 U - AT IR A K VB 4 o> — % fi%ﬁ’)%‘i“
BILCIX 1.5 mg/kg/ A AT, HEBNW) O A58 K OEEN & I U 7= IR AR 12 BAE 35028 L C
15 mg/kg/ H & HEE S 417z,
@ IE - RIRFAEICET 5 RER
CD-1~ v 2% HWWIR « JRIERARER CTIE, TR~ 7 212 0, 10, 30 & 90 mg/kg/ H % K18z
TG L TR LT, 30 mg/kg/ElHL@ﬁTHﬁL%fKE@iﬂZQ&UHA HEEOMHEM, 90 mg/kg/H
BECHRIE O EACBIE N A B8, BRIEOIBICEEIIGRY b o7z, BEEEORD L
BALBAE IR E O R B IC L DB EE 2 S, ,ﬁéi‘ﬁﬁ oW TIE, BE Ok
LR B L CIE 10 melkg/ H AT . BEEhY O A58 K OME « B FEZEICBE LTI 4 90 mg/kg/
HEHEE ST,
SD 7 v b & W2 - B IRFARER CIX, R » M2 0, 0.5, 1.5 2O 5 mg/kg/ H # KB T
Beh LTt L7z, 0.5 mg/kg UL EORECHEIREILEE (FICRRIR) O, AfFIR YL
O, 1.5 mgkg LA EORETIIEERBEOBA &AL, BIRORE R OBREICEEITR
SN oI, BRBOBA KR OEREEL ORIt 7 a5 7 F o BERTICED T - Wk
BA O RHERSE N EE Shizzn E B2 bz, EBEERICO VTR, BEYO —kEMT
HRCEE R OVERE, W ONTIR - JE VE AT BE L T4 % 0.5 mglkg/ H R & #EE S vz,
NZW U9 X% HWAR - JRIRBAREE Tl MEY Y120, 5. 10 X 30 mg/kg/H %= KIER T
BEH L THE LT, IR JRIRBAEICEEITED bR o7z, BMEEEIZOW L, BEWO—ikE
PR N OVESFIZ B LTI 5 mg/kg/ H A, IR - R V78 AEIZ B L Cid 80 mg/kg/ H & HEE 7=,
@ HAERTE OHER OFRAEW I EHAOKREIZET T 5 3k
SD 7 v FEHWEHAER LK OHAZRBERR CIE, MIEEXORALT » M2 0, 0.1, 0.3 XU 1
mg/kg/ F % FAE R F#e5- L CHist L7=, 1 mg/kg/ A # Tl i H NIt &2 73 ?@iib\ F1 HAERB RS
N, MABEIZL D EEZ NI HAEROEFEER T, BREREROHERENALNTZ, F10
AEFHRES), Fo OELFME, JERE, (RERICHEITRD %zwmxof_o /4?3533@% IOWTIX, BEmo
*Fﬂﬁ%ﬁwéﬁUiﬁuﬁbinBmQQWLFE%%'%%(%'%E&@E%E)K%
L Ti% 0.3 mg/kg/ A & HEE S duiz,

B RT R S ER

> Himalayan 7 %% % H\W 72 R —REEMERBR IS W T, ERKEELROCEERELE LT 78R
KO 4.5 mg REATHIF) 0 B 15 14 | S RBHEE FE DOFLBEASFx VTS, HIBERS 48 BFRE & T2yl L7,
e D Himalayan ¥4 & V7o 4 08 B RE ZARRIEPERBRICEBW T, 7 78R KD 4.5 mg B
BN K0 MR D 5 B % 75>7‘£ﬂbﬂ£X VIS DIRE S B D8 A ARV IR Z L IC kDG
D37 B TERINCE DR O BE X ER 6D & U7 2o 72, I BRAR AR 2012 13088 A BT D AR B VR B D18 A8 23
Lo h, WA T ﬁfﬁéﬁﬂ®ﬁ%%ﬂ’]’£ﬂ:®% (A Ry

ZTDHDEHFENE

O Rl o FERA R
Rl Z WM Uiz F = F o O & 72 )5 %%ﬁﬁﬁ%&UVWX)/A@%%%%wt
ATEZERAEEABR 2 T L7 & 2 A, RHMIZERT 2 8amEid@o oo T,
IR H L Enb, —FEEICOVNTIET v Fﬁ@?ﬁ%—bfﬂ@uiﬁ%ﬁ BT DR &
EEMERBIHEND H:ﬁﬁf%“@/‘é EEZLNT,

@ FFERAEMERBR
D Dunkin-Hartley €/VE v b DEERIZ T T &R KON 4.5 mg AR 208 1 5], §+ 3[R L
TIRAEZATV, BRIEAE 2 MR ICHERAT L CiER 9 5 Buehler {512 L 0 R L7-/E R, K&
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BAEMEITERD S o Tz,

@ AR
1 Dunkin-Hartley €/LE v kOEEHIZ T 7 &R KON 4.5 mg BEAHE 2 BE4F L, RIBEZ L
AV RERT Vo NOES & & HITERINRE RS L“CTW’E%?TTV‘ Fof&IRE 2 I ﬁf‘
AERF U, FIBERR (S8R & B U Tl LTSRS, B EEMRILR D b ive o T2,

@ R eEtEaRR
HE® Dunkin-Hartley €/ v |k 0);‘54 277 R KON 4.5 mg AEAHREA 2 BT U | FIBER (25851
A BRET U CRMGGT L7 bR, EBMRIgER 0 b e o 7e,

® g EMRER
WeffED SD 7 M 0, 3, 10 X T* 30 mg/kg % 2 HIZ 1[al, 4 KB TG L R MBI AL
AfEEBR 2 i L7- & 2 A T M KA EDURIC 69~ D B pE AR IR BN IR D B e o 72,

® (KA
Hed SD T v FEOY A LEHWeahA vz EZi Lo 2A, nFaF oo
NIVZREEHETCLHMON TV D ERIRE R LI, £z, EOT 5P LaHnloahAa
VHOEGRBREFER LI A, BERa A A CEBROMEZ R L, HEMEEIEAS
NnNigmnoiz,



X. EENERICAY 5RE

| X. &rAFE

BT %A |

1. HHIRH
ped! Al -
BIFE, AL

==a—7n1 NyF 225mg-
E A S

/Ny F 4.5 mg -

HE-EMEOLTEICI VMRS L

AR

2. AHHF
36 f&i H

3. ERNKETOIE
iﬁmf?‘%ﬁ

4. BV EDEE
A LR

5. BERITEHM

rFIFr I

HBEMERLTA RN HY

<FVoOLEBY : HY
M HBE (XL #E Z0oBEEER ] OHEMR)

Z Do B )

6. B—RS - BxhE
[Fl—pm3E - 7L

1|

Ny F 9mg -

/X3y 13.5 mg

/Xy F 18 mg

B RN TF NN T IR VBB KR R, 2 ) S Y — VIR, B

Voo — VIR, T ARENL e REBREKFIY ., DT v ALY R A UVERIE

TJuaxy U TF R IVEEE

7. EREEERR

2006 4F 2 A 15 B (BKJN)
8. BIERFEADFABRVEARES., EMALERFFAR. REHMWLEAB
Wi B A 78 AR R A AL ENL R W 7e B AR
FAH F£HH F£HH

;215;; BT 9012412425 | 22400AMX01492000 | 20134F2A 22 | 201342 261
i;;; BT 901247129251 | 22400AMX01493000 | 201345212211 | 20136:2)1 2611
;:ié‘ff‘j 777 1 20126F12 4250 | 22400AMX01494000 | 201342822 | 2013424 26
*1':3 . ;; BT 0194812125 1 | 22400AMX01495000 | 201342220 | 20134:25 261
*1”*8‘;1 ; 7T 901643H 220 | 22800AMX00365000 | 2016458251 | 2016656 1H

9. MEEXITHREM. RZERVAELEEEMEFNOEABRRVEZOAR

BARANA




10. BEERR. FAMEBERLAREABRUVZOAR

11.

12.

AR ANA

BERHM
8 4E[ (2012 4F 12 H 25 H~2020 4 12 A 24 A)

REHRHRICEE T 5 1FH
AL, & (HDWIFHRS)

| X, ‘B FEICET 55 |

IR T A HIFRIZE D BTV R0,

13. &#Ea—F
AR \ -
st ST 1ﬁi§fﬁ§;*°Harwm>$%~iﬁgiif%%
B — K
—a—7n RyF 225 mg | 116970051025 116970051025 121635601 622163501
—a—7n1 NyTF 45mg 1169700S2021 116970052021 121636301 622163601
Z—a—71 /Ny F 9mg 1169700S3028 116970083028 121637001 622163701
—a—7nm RyF13.5 mg | 116970054024 116970054024 121638701 622163801
Z—a—7n1m NyF 18 mg 1169700S5020 116970085020 124783101 622478301
14, RIBBH EOEE

R= Y F IR E R BIRRITIEFE O GHRBTH Y . Ot 5REMIE THoehn & Yahr BEE 3 i
LLET, 2o REARE, BBy TR & T 5 ATEHRERE L 2~3 E0FH ] LT\,
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Neupro 1 mg/24 h transdermal patch
Neupro 3 mg/24 h transdermal patch

Neupro 1 mg/24 h Transdermal System
Neupro 2 mg/24 h Transdermal System
Neupro 3 mg/24 h Transdermal System
Neupro 4 mg/24 h Transdermal System
Neupro 6 mg/24 h Transdermal System
Neupro 8 mg/24 h Transdermal System
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Neupro 1 mg/24 h transdermal patch

Each patch releases 1 mg of rotigotine per 24
hours. Each patch of 5 cm? contains 2.25 mg of
rotigotine.

Neupro 3 mg/24 h transdermal patch

Each patch releases 3 mg of rotigotine per 24
hours. Each patch of 15 cm?2 contains 6.75 mg
of rotigotine.

Transdermal System: 1 mg/24 hours, 2
mg/24 hours, 3 mg/24 hours, 4 mg/24 hours,
6 mg/24 hours, and 8 mg/24 hours of rotigo-
tine.

Neupro 1is indicated for the symptomatic
treatment of moderate to severe idiopathic
Restless Legs Syndrome (RLS) in adults.

NEUPRO is indicated for the treatment of
Parkinson's disease.

NEUPRO is indicated for the treatment of
moderate-to-severe primary Restless Legs
Syndrome.

MiE - &

Posology
The dose recommendations made are in nom-

inal dose.

A single daily dose should be initiated at 1
mg/24 h. Depending on the individual patient
response, the dose may be increased in weekly
increments of 1 mg/24 h to a maximum dose of
3 mg/24 h. The need for treatment continua-
tion should be reconsidered every 6 months.
Neupro is applied once a day. The patch should
be applied at approximately the same time
every day. The patch remains on the skin for
24 hours and will then be replaced by a new
one at a different site of application.

If the patient forgets to apply the patch at the
usual time of the day or if the patch becomes
detached, another patch should be applied for
the remainder of the day.

Treatment discontinuation

Neupro should be discontinued gradually. The
daily dose should be reduced in steps of 1
mg/24 h with a dose reduction preferably every
other day, until complete withdrawal of
Neupro (see section 4.4). Following this pro-
cedure, rebound (worsening of symptoms be-
yond initial intensity after discontinuation of
treatment) has not been observed.

Dosage in Parkinson’s Disease

Early-Stage Parkinson’s Disease

In patients with early-stage Parkinson’s
disease, the recommended starting dose for
NEUPRO is 2 mg/24 hours. Based upon in-
dividual patient clinical response and toler-
ability, NEUPRO dosage may be increased
weekly by 2 mg/24 hours if additional ther-
apeutic effect is needed. The lowest effective
dose is 4 mg/24 hours. The maximum rec-
ommended dose for early-stage Parkinson’s
disease is 6 mg/24 hours.

Advanced-Stage Parkinson’s Disease

In patients with advanced-stage Parkinson’s
disease, the recommended starting dose for
NEUPRO is 4 mg/24 hours. Based upon in-
dividual patient clinical response and toler-
ability, NEUPRO dosage may be increased
weekly by 2 mg/24 hours if additional ther-
apeutic effect is needed. The maximum
recommended dose for advanced-stage Par-
kinson’s disease is 8 mg/24 hours.

Dosage in Restless Legs Syndrome

In patients with Restless Legs Syndrome,
the recommended starting dose for
NEUPRO is 1 mg/24 hours. Based upon in-
dividual patient clinical response and toler-
ability, NEUPRO dosage may be increased
weekly by 1 mg/24 hours if additional ther-
apeutic effect is needed. The lowest effective
dose is 1 mg/24 hours. The maximum rec-
ommended dose is 3 mg/24 hours.

Treatment discontinuation

Neupro should be discontinued gradually. The
daily dose should be reduced in steps of 1
mg/24 h with a dose reduction preferably every
other day, until complete withdrawal of
Neupro (see section 4.4). Following this pro-
cedure, rebound (worsening of symptoms be-
yond initial intensity after discontinuation of
treatment) has not been observed.

Administration Information

NEUPRO is applied once a day. The adhe-
sive side of the transdermal system should
be applied to clean, dry, intact healthy skin
on the front of the abdomen, thigh, hip,
flank, shoulder, or upper arm. The trans-
dermal system should be applied at ap-
proximately the same time every day, at a
convenient time for the patient. Because
NEUPRO is administered transdermally,
food is not expected to affect absorption and
it can be applied irrespective of the timing of
meals. The application site for NEUPRO
should be moved on a daily basis (for exam-
ple, from the right side to the left side and
from the upper body to the lower body).
NEUPRO should not be applied to the same
application site more than once every 14
days and should not be placed on skin that is
oily, irritated, or damaged, or where it will
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be rubbed by tight clothing. If it is necessary
to apply NEUPRO to a hairy area, the area
should be shaved at least 3 days prior to
NEUPRO application. The system should be
applied immediately after opening the pouch
and removing the protective liner. The sys-
tem should be pressed firmly in place for 30
seconds, making sure there is good contact,
especially around the edges. If the patient
forgets to replace NEUPRO, or if the trans-
dermal system becomes dislodged, another
transdermal system should be applied for
the remainder of the day. The prescribed
dose may be achieved using single or multi-
ple patches [see Patient Counseling Infor-
mation (17)].

Discontinuation of NEUPRO

For discontinuation of NEUPRO in patients
with Parkinson’s disease, reduce the daily
dose by a maximum of 2 mg every 24 hours
preferably every other day, until complete
withdrawal of NEUPRO is achieved.

For discontinuation of NEUPRO in patients
with Restless Legs Syndrome, reduce the
daily dose by 1 mg every 24 hours preferably
every other day, until complete withdrawal
of NEUPRO is achieved.
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8.1 Pregnancy

Risk Summary

There are no adequate data on the developmental risk associated with the
use of NEUPRO in pregnant women. In animal studies, rotigotine was
shown to have adverse effects on embryofetal development when adminis-
tered during pregnancy at doses similar to or lower than those used clini-
cally [see Datal.

In the U.S. general population, the estimated background risk of major
birth defects and of miscarriage in clinically recognized pregnancies is 2% to
4% and 15% to 20%, respectively. The background risk of major birth defects
and miscarriage in the indicated population is unknown.

Data

Animal Data

Rotigotine administered subcutaneously (0, 10, 30, or 90 mg/kg/day) to
pregnant mice during organogenesis (gestation days 6 through 15) resulted
in increased incidences of delayed skeletal ossification and decreased fetal
body weights at the two highest doses and an increase in embryofetal death
at the high dose. The no-effect dose for embryofetal developmental toxicity
in mice is approximately 6 times the maximum recommended human dose
(MRHD) for Parkinson’s disease (8 mg/24 hours) on a body surface area
(mg/m?) basis. Rotigotine administered subcutaneously (0, 0.5, 1.5, or 5
mg/kg/day) to pregnant rats during organogenesis (gestation days 6 through
17) resulted in increased embryofetal death at all doses. The lowest effect
dose is less than the MRHD on a mg/m? basis. This effect in rats is thought
to be due to the prolactin-lowering effect of rotigotine. When rotigotine was
administered subcutaneously (0, 5, 10, or 30 mg/kg/day) to pregnant rabbits
during organogenesis (gestation days 7 through 19), an increase in em-
bryofetal death occurred at the two highest doses tested. The no-effect dose
is 12 times the MRHD on a mg/m? basis.

In a study in which rotigotine was administered subcutaneously (0, 0.1, 0.3,
or 1 mg/kg/day) to rats throughout pregnancy and lactation (gestation day 6
through postnatal day 21), impaired growth and development during lacta-
tion and long-term neurobehavioral abnormalities were observed in the
offspring at the highest dose tested; when those offspring were mated,
growth and survival of the next generation were adversely affected. The
no-effect dose for pre-and postnatal developmental toxicity (0.3 mg/kg/day)
is less than the MRHD on a mg/m? basis.

8.2 Lactation

Risk Summary

There are no data on the presence of rotigotine in human milk, the effects of
rotigotine on the breastfed infant, or the effects of rotigotine on milk pro-
duction. However, inhibition of lactation may occur because rotigotine de-
creases secretion of prolactin in humans. Studies have shown that rotigo-
tine and/or its metabolite(s) are excreted in rat milk.

The developmental and health benefits of breastfeeding should be consid-
ered along with the mother’s clinical need for NEUPRO and any potential
adverse effects on the breastfed infant from NEUPRO or from the underly-
ing maternal condition.

" > SPC
(202143 H 2 H)

4.6 Fertility, pregnancy and lactation

Women of childbearing potential, contraception in females

Women of childbearing potential should use effective contraception to pre-
vent pregnancy during treatment with rotigotine.

Pregnancy

There are no adequate data from the use of rotigotine in pregnant women.
Animal studies do not indicate any teratogenic effects in rats and rabbits,
but embryo-toxicity was observed in rats and mice at materno-toxic doses
(see section 5.3). The potential risk for humans is unknown. Rotigotine
should not be used during pregnancy.

Breast-feeding

Because rotigotine decreases prolactin secretion in humans, inhibition of
lactation is expected. Studies in rats have shown that rotigotine and/or its
metabolite(s) are excreted in breast milk. In the absence of human data,
breast-feeding should be discontinued.

Fertility

For information on fertility studies, please see section 5.3.
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4.6 FERTILITY, PREGNANCY AND LACTATION

Effects on fertility

Subcutaneous administration of rotigotine to male rats prior to and through mating did
not affect fertility, although epididymal sperm motility was reduced at a plasma rotigo-
tine concentration 11-fold the clinical plasma Cmax at the maximal recommended
dose; the no effect dose was 4-fold the clinical Cmax. In female mice and rats, rotigo-
tine disrupted implantation and prevented pregnancy, probably due to hypoprolacti-
naemia. These effects are considered not clinically relevant because, in humans, cho-
rionic gonadotropin rather than prolactin is essential for implantation.

Use in pregnancy

Category B3

There are no adequate data on the use of Neupro in pregnant women.
Studies in rats have shown that rotigotine and/or its metabolites cross the
placenta. There was no evidence of teratogenicity following subcutaneous
administration of rotigotine to mice, rats and rabbits during the period of
organogenesis; the exposure (plasma AUC) in rabbits was more than
100-fold the maximal clinical exposure.

Maternotoxic doses were associated with embryofetal toxicity. Administra-
tion to rats from early gestation to weaning was associated with effects in
offspring (impaired auditory startle reflex during lactation, delays in some
developmental indices). The potential risk for humans is unknown.
Rotigotine should not be used during pregnancy.

Use in lactation

Because rotigotine decreases prolactin secretion in humans, inhibition of
lactation is expected. Studies in rats have shown that rotigotine and/or its
metabolite(s) is excreted in breast milk. Subcutaneous administration to
rats from early gestation to weaning was associated with adverse effects in
offspring (see Use in pregnancy). In the absence of human data, breast-
feeding should be discontinued.

/N
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8.4 Pediatric Use
Safety and effectiveness in pediatric patients for any indication have not
been established.

12.3 Pharmacokinetics

Pharmacokinetics in Special Populations

Pediatric Patients

The pharmacokinetics of rotigotine in subjects below the age of 18 years has
not been established.

BRI > SPC
(202143 A 2H)

Neupro 1 mg/24 h transdermal patch ,

Neupro 3 mg/24 h transdermal patch

4.2 Posology and method of administration

Special populations

Paediatric population

The safety and efficacy of rotigotine in the paediatric population have not
yet been established. Current available data are described in section 5.2 but
no recommendation on the use of rotigotine in children with RLS can be
made.

5.2 Pharmacokinetic properties

Special patient groups

Paediatric population

Limited pharmacokinetic data obtained in adolescent patients with RLS
(13-17 years, n=24) following treatment with multiple doses of 0.5 to
3mg/24h showed that systemic exposure to rotigotine was similar to that
observed in adults. Efficacy/safety data is insufficient to establish a relation
between exposure and response (see also paediatric information in section
4.2).

Neupro 2 mg/24 h transdermal patch

4.2 Posology and method of administration

Special populations

Paediatric population

The safety and efficacy of rotigotine in the paediatric population have not
yet been established. Current available data are described in section 5.2 but
no recommendation on the use of rotigotine in children with RLS can be
made.

There is no relevant use of Neupro in the paediatric population in Parkin-
son’s disease.




[ XIL. &%k |

Neupro 4 mg/24 h transdermal patch,

Neupro 6 mg/24 h transdermal patch,

Neupro 8 mg/24 h transdermal patch

4.2 Posology and method of administration

Special populations

Paediatric population

There is no relevant use of Neupro in the paediatric population in Parkin-
son’s disease

F— A2 N7 U7
Product Information
(2020410 A 30 H)

Paediatric use
Neupro is not recommended for use in children and adolescents due to a lack of data
on safety and efficacy.
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