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7K <0.001
(3) WiE™

FIRK R QI SR E R E I LV | 25°C THXHZEE 2 0~98% RH F CTElEAIC A b &E7- & %, 98%
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IR TR - " TAITIR— MY — —
i 25°C 60%RH P DR 36 f&i /] ZAb7 L
IR 40°C 75%RH 6 & A bl L
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. 0~ PO (A D B OB R % SRR IR EE U 72 AR 3 LW IE S R ORI T, BIRE X \EAER O Z
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BIEIER - Mk, ERWE. B, SR
Ny F 2256 mg KONy F 18mg #AWT=T T 7 v T 4 7RI KV E LT,
a) RNUF HWARVZFLy TR Ak

7. ASERVBERERORENE
Y LR

8. fhfl& DESEL (MEILFHMEL)
REM LR

9. AN
BN

10. &R -8%

(1) FRNDEGERSE - BF. NIRRT ES - ARICET 5153
AL LR

(2) %
=a—71 Xy F 225 mg: 28 (1 KX 28)
—a—78v Ny F 45mg: 28 # (1 KX 28)
=a—71 NXyF Img: 28K (1 K x28)
—a—7n8v /XyF 135 mg : 35 K (1 4 X 35)
=a—7n1 Xy F 18 mg : 35 (1 KX 35)

]

(3) FRE
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BARONANA

(4) BEOME
@ SRV Ty /TR
FAF— RV ZF Lo TLT7HL— ]

| BIBRMSNIEME
AR L

. Ttk

O R gV

fERERR AN B2 30 4 2% %Rz, v F IF 2 1.125 mg Z[A—ENLicH D WEe—7—3 3 T 21 HMX
TEREAT R O B RE RIS 2 384T L7z, W% 5 CORERIGE A 27 (0-7 D 8 B o 1 HFE#HIL~
ZEARTO0.843, mF ITF T 1.786, [aMEXIR (LT R U A 0.9%%K) T 0.067, Bkt (Z
7 UVEREET R U T A 0.1%IER) T 2.527 Thoto, AANOFLIET T 78R LY K&E o720, B
MLV /NEDhotc, KRB CIIEENIGA 2T 3 GREEOREE) UL EICE LRI EFRIEE L
2o BFIF L ORI ETEERIER 2 72 LRI 24 6 (80.0%) T. #HHIEET
ORI OFIAEIL 15 H (9~21 H) Thoto, B TIE, X TOEBRE NG HIER a7 I125E
L, 5P IEFECORMOPRMEILZ S8 B (4~10 H) Thotz, BEMEMEUIIT TR ROBEEIZLD,
Behrp bk 2 o 7 E LI BRE 1T v o T,
nFIFrou—T—a VESETORERIEAaT (0-7 0 8 B @1 B F#¥)$0.340 TH Y, #
Hrplk 2 a 7ICE L EBRE I W R o T,

QR AN D

fEEERR A B 2 221 4 A XRIC, 0 F TF 2 1,125 mg O 7 ERAEM: 2 el (3 #RE) K ORERE (2
) %, BREUNC 1 A48 FEM# G- L, 7T bR & HEME Lz, o F 23 F L ROT T v RASHIO
WTNOEGEMIZONWT Y, BERIEMEA 27 3 GROESIERIE - FLB3E, 2. &5, /AvkiE) Dbk
DFITFRD ST, BRUK T (RBRIEERE 72 B%) ([ ERBEERRD NS S HE ST
R 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] ISV ENSEE L., DR, S ORMIER . MILEER,
MFEZEOBIEZE A /312 TV, EEICHERFE (% 1 HE 9mg~36mg) £ THEHETHZ &, [8.2,
9.1.1, 9.1.3, 11.1.2 ]

(fi#30)

KEN 2 OHi =% Y UHI LR LIEBE, DAXRXTT, L. B8 EELSORWER NI L

FTLRDAREENRH Y £7,

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

DEFEOREL I BIR L, EHEICHF = (F¥ 1 A& 9mg~36mg) ETHEL TIZIW,

(IN—=F 2 UfF)

12 AHlOEGEEZTIET 25613, BEOREBEZHDICBE LR, MRAICEET LS 2 8, o
BZX, JFAIE LTI ABEICI HELE L T45mg ToWETSHZ &, [8.3, 11.1.3 2]

(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, VA RNVA Ly VRAEGREBE 234 & LI ENAOBRRBRICIBW T, RFI OG5 T R X

IR ET DRI, ZOREEIL2.25 mg THOEHEL TWET, Fio, ENSO EEHKR

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

HrREo et Aok

. ERIRRHE
1) BRT—2 /15—
2Bk O FERE . N FEAMEO | 51 Sk
(E i Hth) *tg (FhHH1%) i 520 | =g
5 1 A fEREsk A B4 (50 i) %E%H%@%%@%ﬁﬁ@ﬁmg © 2
GlEsh) ffesk A B4 (26 i) AR RE AR D JE A B REFER (2.25 mg, 4.5 mg, 9.0 o 4
mg)
ERAREEEE  |FEERE (17 #) SRpEh e o) 24
%@f{)ﬁ% BhEERE (32 #) SRpdEh e O 25
BRPRIEERAER « FrREER] (AA) ;\Liwy‘/ﬁﬁ%%‘%ﬂ% & U FHER SR B RE MR © 91
E
LA MRV FAJEGREBHE & 5t & L 7o FHE © 99
S EhEAENT
BRRSEHE | AT (54 #1) FRAS T — & OHENEH O 26
B MREVER | BERERABIE (12 fi) SAFTU L& OEEANE O 27
(H#A4) TEEERRASYE (16 1) Ko~ R b O EAER O 28
fEEERR A (40 ) F2 0 RLE VREHTEE & OF EAEH O 30
VA NLAL Y ZAiEEREER | L-dopa BEE & Al (LA R/ e RN) L OFAEAE
(24 f5) I S
BRRSEEEE | fRe sk A B (6 f) nFIF (UC-uFIAF ) HEREE GO o 39
B i 02T ORI, PRt~ 23T 2O
(M5 fRE R A B (6 fi) nFIF (UC-rFIAF) OWIL, RH LD o 31
Hetk o ks
L-dopa FEGEF R/ S—52 V| 1 F FF o D B rp 5 BTIAL T O IRY B EERER o 23
A (70 f1)
L-dopa fFAMEITHA S| QT/QTe FFAHFAER © 6
B (130 fi)
RIS |L-dopa PFHEITHS—F%o| RiisE IAH, Z4et:, A2 (4.5 mg~36.0 mg) o 3
(EM) VRBE (64 1)
L-dopa fOFAHHEITHI %2 | BB LM, AR, L4 (4.5 mg~86.0 mg) o 14
VB (174 )
VA MVALy ZAEGRE| BUIEIHHE, 3 AE0RME, 7ot #HEAE o 5
(230 %)) DHET (2.25 mg, 4.5 mg. 6.75 mg)
MFERYERER |L-dopa FEOFA B | 0 /M. A8, et (4.5 mg~36.0 mg) o 8
(EM) ViR (180 fil)
L-dopa ff FHHEITHI =2 | SEIMAH, A2ME. 22t (4.5 mg~36.0 mg) o 10
VR (420 fi)
VA NLA Ly 7 2EGR| BIHE, A2k, £8P (4.5 mg. 6.75 mg)
(284 {51)) © 12
L-dopa {f HHMEFTHI S—%2 | %HH TR D Ok R 538, B9 © .
VFEE (180 #) o evt, Aok
. |L-dopa FEOFR R S—2 | @5 0/ MAHRER D> D Ok B 1% 538k, B 5
gﬁﬁﬁﬁ U (143 ) BEDT AN, A © 9
REW) L-dopa {fAEITHI S0 BIARERD O Okt K #5385, KR 5r o 1
VARBRE (321 f1) DR, A
LA B LA Ly 7 ANE BB % TR D Ok I3 58, B o 13

(2) ERRRZEEHER
OABRARUVBEADEEAZRRE L-BEREHRSHER (SP717 #HE) ? RURERKEEHER
(SP718 &) ¥
AARNK AN OREEEN % %5 & U- AR G RER (SP717 3 Bk) Ti%, = F 35> 4.5 mg/

H % Hi[al e b L 7o ke D S EhRE

TAEVER OBRBEEIC OV TR Lz, 72,

RN AON=PNRL:

FENZ XIS & U AR e 53kl (SP718 3lR) Tik, mF =5 2.25 mg, 4.5 mg, 9.0 mg

EZXhLi 3 B (9 A ORIEREGROEYEIGE,

LR R OB OV TR LT,

HERE B GRERICB T 2 nF I F o odEMEReiT, BANE AARTHU L T\ e, &bk
IZHDNTEAFEFRIIREIMAATE T, TOME S AONTAEFRFRRIT, BREIOLZ DK, &5

LR, B, BOLKROETT Th o7,

KAERREHR SRR TIX, nF 2T 2.25~9.0 mg/H % 24 Bl 5RO FIF 0 AUC KO
Cmax [ZHELFENRD bz, FHEICBT2uFIaTF ooy EiEL, AARANEAAMTHE
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IL T, b @EBEICA DN AEHGUIR G I FEETHY | 12 A EDREHME S

FERUTIR A B CREIZR L L T e, M3y, Bl REGHMAME. EE. SRR, IE
RfEETH 7=,

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

Port, A. : #EPNVERE (IR IZ 5-3K08%) . 2004.

@Thorough QT/QTc #E& ¥
L-dopa {fHEITHI \—F > v U mEE A x5 L LT, 18.0 mg/H»5 54.0 mg/H &£ TO 241
BT 2eFaF o Qle MM KIFT B LN L7235 (SP864 lR) Tk, mFaF %
54.0 mg/H £ THEE L TH QTe it T 2ERITRD bz otz Fio, M nFIF U RE L
QTc Zfb &L DM LR o7,

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

c KRB O —F Y FRICK L TORE STV A HELR O ET EH, RAKErFIF L LTLH
10 45 mg/AHIZ U, UBRBEZEELA20N5 1#MMEIC 1 AEE LT 4.5 mg T oE LiHGE
(B 1 HE 9 mg~36 mg) #EH D, 72, Fl, ERICKVEEMMTE 523, 1 HEIL 36 mg
ZHZRNWI L, T,

s RENOHFEEN D REORIMEL A NV A Ly 7 AEGERICK L ORRBEN T EROHARIL THE
WRACIERFIF UL LTI H1E225 mg/ HDIZ Lo, LIGRaEZBEL2n 5 1B Lo
fRaHITT1HEELT22mg T OME LMRFE (¥ 1 H& 45 mg~6.75mg) ZEHDH, 2B,
Fifin, ERICEVEERE cCE 52, 1 &I 6.75mg #2722 &, T,

(3) AERICIERAER

D R=F Y
US—F ViR HIEAE D4#ER)
H 0 SR X Y UPREBEERRE 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 S OV B f) o4k
FEAME 2 BB L IZATH) Z LIk D, N=F 2 YV URBEICB T T AT OR MR AR
% Zliak IER RIEEMRRRIC L 0 BRBINCHRFTT 5, £, BEMICHEE L RS E 2 123
E LTEHERF H EOHEPFNIC I T 26 M 2 RRAICEHMI L, I2, 3EpEhE & 2ot R OE
kL OBEIZOWT LR 5,
BT VA | Zhiik, M. TR
% IR—= Y B
FRBEIENE | 1) L-dopa FEOFHEHIS—F% 0V ViR EE

a) N—F VUL B SN BE

b) 7T Hoehn & Yahr BEJEE4HEN 3 LA F DO HBE

¢) L-dopa ZfIRH L T\
2) L-dopa ffHHEITHI S—% o v VR BE

a) X=XV U LB S o R

b) 2&7T Hoehn & Yahr EAEE /75N 2~4 JED B

¢) L-dopa # &% & x TIZIRAFT OEE

d) L-dopa #/RHH T, L-dopa OIGREIZED < IREERZ A L VWD EBEE, %

TR ETE | 1) SEEL. L. B, B, AR, BRETER EoRBMIERE G T 588
2) ENIVEERMED & 5 BE

3) TANARUYER e EOBEDH 5 BHE

4) EELRDRBOAIHER OBEEER S 5 BE

5) IFHSRERT . BHRERT 0 5 BE

6) BEATHIZ E DA HENCKT LTT LAX—DBER & 5 BE

T) REERFAMN, CURTFAN, GEEERE. MEAEBE OBEE O & 5 B3

8) FWAHUEMNFRD LN D HBE, %




| V. BcT 2EA |

BTk 1 H 108 (24 B #5 L, 4.5 mg/ AN &EERB L, RAHEFHAR TH S 36.0 mg/HIC
EAETIBEIEIC45mg THOHBLE,

BREHED LR TH 5 36.0 mg/ BIZEIE L7254 ROBLENREE B 0> b H &R ~1T79
HZ b LT, 36.0mg/HICEDLIRNC, WETE RV EHB SN-HAIE. T ORROE
Mo MR, 1EFaioMAE (4.5 mg i) &L <32 BFEaTOMAE (9.0 mg W) #HERF
&L L, HEMRN~BITT2ZLE L,

TRERSER: 5 1R - 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 PIHEE FEYE(RE

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

M HEF]  HENER ON—F Y REE AT TAERER) . 2011,

@ BHHRELRNLAL Y Y RGEER
MR L
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(4) HREIAIEAER
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) EFE2ORBOEOHE R OBEEREN H 5 B
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, &
BRI IE 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
728, 31.5 mg/H OWHIKFIZ 9.0 mg HiE (4.5 mg DHEEH, FiC 4.5mg DEE) L
HA, XX 36.0 mg/ H OWEIFIZ 4.5 mg LA EOWEZ1T - 7580%, FEMWiH « HEEE
Mz 14 @M E 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
[ 222 MEETmTE H ]
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,
FABORERMFEIT—5.7 (95%E X —8.2~—38.2) 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

<aetE>
AFORIEMIE 90.8% (79/87 $) (ZHHAv, FREIWERIL, BHMAARKIS, El, YAXx
U— IR TH o7,

ML AiE] AP (L-dopa Hf FIEATH S—36 o Ui s 1R 9158 THARRRER) . 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 ¥e7sE 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 ©
Boln—2g | R | AR (9502 (AR p i
2.25mg/Hl | 55 | 23.1 + 5.6 | 12.4 + 6.7 | -10.7 * 6.3 _0'9p:f5(;;1'9)
45mg/H | 56 | 23.0 + 44 | 86 + 7.3 | -144 + 7.2 _4'6p<:_g'§(;;1'8) 67| <0001
6.75mg/H | 51 | 233 = 6.1 | 92 + 7.4 |-141 + 88 *4'3p(:’g'01(;;1'5)
75ER | 57 | 228 + 5.1 | 130 + 7.9 | 98 + 7.2 -

a: FHIE = EERE

b : WA EKYE 0.05 D t FE

GHEGHTNC L 27 7 'R L D)

c : M E/KTE 0.05 OFEIEORE (OO 7 7R, 225 mg/H, 4.5mg/H, 6.75 mg/HIZxt LT (=3, —1,
1, 3) OBt EAWZRE]

< ZEept >

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

B 5 ARNER (LA R LR Ly J IEGERERE B TR . 2011.

T AFKIONEEN S EEORRMEL A N LA Ly 7 REGFERICK L TEAR SN TWS AEROA
B3 M@, ACZeFIF o e LTC1LHLE226mg/ ADHIZ LS, UBRBEABELARRD 1
BELL EORFEZHIFT1 HEE LT 2.25 mg T OH&E LERFE (% 1 B & 4.5 mg~6.75 mg)
EEDD, 7B, Flin, JERICIVEEMECE 52, 1 AR 6.75mg xRV L, TY,

- LEEEHER

@ R=F> ViR
(L-dopa JEGERBEHI/A—F >V U F I/MARER]

H W

L-dopa FEGFH R A= i 2R L LT, nF T T 4.5~36.0 mg D EIC
BUIDH1E 1B GR (HRW - (R 12 80 077 2RI 5 Eh
PEZ Z sk IER 77 £ AR B SR EGARRIC K D ET T 2,

BT A

S, MAER L, “HEER, 77 AR

X %

L-dopa JEOFH R X —F 0V VIR ERE

EEVA - o S

1) =%V 05 LB ST B

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

3) A7V —=THREIZBWT UPDRS Partll &3t A2 7 & Partll &3t A = 7 0OFfMN
10 UL ko B, &

bR UE

1) $5EL. R, B, BE, AR, BETER EORBMERE AT 5 EE
2) NI MHRIMED & 5 B

3) TANAKRUYRR EOBFEDH 5 BE

4) EEROEBOAIHER OBERN S 2 BE

5) ITHERER ., BHERT O LEH

6) AEfTHIZ2 EDSNHFNH LTT LA X—DBEN H 5 B

T) REERTAG, AR T, GO, MRS OB RO H b B

8) FRAMENFRD b b B

9) L-dopa, K/ UZRAEENSEZ COMMAZIERERK L QWD 85, &

B JT 15

=10

10 1 (24 BFR) #5 1. 4.5 mg/ B LEERMB L, AHERARTH S 36.0 mg/
HICEDZECIHIT LI 45 mg TOWELE,

TRBRSER G- - AR - MERFHEEYE 12 @M. S o 2 JE

72¥. 31.5 mg/ H OMWEKEZ 9.0 mg B (4.5 mg OEE, FIZ 4.5 mg OJFE) Lz
Ere. XX 36.0 mg/ H OWHAKEIC 4.5 mg L EOJEEIT - 72385613, FEENE - HER
%z 14\ & LTz,




| V. BcT 2EA |

FFIE

[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

(iR

< 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-, £
{LEOREMZEIT —4.3 (95%EHEXM —7.0~—1.7) T, AELENBOLN (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

<7Z2eEiE>

AR ORIWER X 77.8% (70/90 #1)

(ZH B, ERRIWEMIE, BREAOS, El, BIR, &

M, R TH o7,

Mizuno, Y. et al. : Mov Disord. 2013; 28(10): 1447-1450.

(L-dopa $#F#ETHI/S—F >V m FEMARER) ©

H W

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>
WTC, 77 ERR N =n— &R E LT, ZhiitR “HEH 3 BERERERIC X
DRRETT 2, BREICOWTIE Y 7 BRIk T 2B ZMEE L, BlZr FIF 0 DK
FINLEAT T 2 FEB T D 7o I IBE TH D v = — L+ 2 ISR G D,

1RBRT A >

ik, BEAER L, “HER, 77 AR RIS, T2 I — 3 REH R

%

L-dopa fif HIEETTHI X —% Y V)R BH

e B L UE

1) RN=F VPR LB SN B

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

3) AJ U —= AT UPDRS Partll (o) S5t 2=a7 3 10 A LB
4) L-dopa ® &2 x TICRAF O EE

5) L-dopa Z R T, L-dopa OGS FEEREZAH L WL EE, &

e bR UE

1) $5EL. LR, B, BWE, AR, BETER EORBMERE AT 5 EBE
2) EIPHRMED H 5 BE

3) TAMAKRDERZ EOFFFEOH 5 BE

4) EEROREBOAIHER OSBRSS 2 BE

5) ITHBER ., BHERTOL D EBE

6) AEfTHIZ2 EDSMHFN S LTT LA X—DBEN H 5 B

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

8) WWAHUEMEO LD EE, &F

RERTT 5

nFAF (b LETZERMAAD (218 18 (24 B5#) #5-L. 4.5 mg/H 2 b
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




| V. BcT 2EA |

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%
FHEXME—8.7~—4.1) T, AERENED LI (p<0.001), 77 EREEIKIT o0 FIF URED
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

<zaetE>

AFNOREIERIE 78.0% (131/168 ) 1224 S 4v, ERRIEMIL, BWHAMALIE, ¥ AF R —,
Al L, IR, wmIETH o7,

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




| V. BcT 2EA |

@ 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,



| V. BcT 2EA |

(IRLS &5tXa 7N %tE (FAS, LOCF)]

IRLS 047227 » T
BEH | b . ; TR DR
NTATA Y | B | MR (95% (A1)
-2.8 (-5.3 ~ -0.3)
+ + - +
4.5 mg/H 93 23.3 = 5.3 9.0 £ 8.3 143 £ 8.9 p=0.030b
-3.1 (-5.6 ~ -0.6)
+ + - +
6.75 mg/H 94 22.7 = 5.1 81 = 7.9 146 £ 9.0 p=0.016b
AN 95 23.1 = 49 | 11.56 £ 87| -11.6 = 8.2 -

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. 2013; 14(11): 1085-1091.

2) REMHER
@ R=F2V iR

(L-dopa EfRBHI/S—F >V UE 5 0/MABRE, - O#GERHIR SRR W

H © L-dopa FEOFHEBI NS —F 0 V IREE AL L LT, rF TF 1 4.5~36.0mg DHE
BT 5 1 H 1 EXEREEMRGR (BRI G IR K 54 M) 022t 2
HALFEFEE MR IRRIC L W e 5, £72. AREICOW T H IR 5,
BTV A Y | Zhiik, SR, TR

oS L-dopa FEOFHFHIS—% 0 > i B

FE2 Y | L-dopa JEOFH BRI S—F% 0 VR BE xS & L I/ MHRBROBBEL2%ET L
B

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

HICELZET1IHITLIZ45mg TOMELE,
TRERERE G AT - P - MERFRE T8 12 SB[, HERFBY 40 M. A EENEN R

K 2 #H

FEATEE H [Z et A )
AEES BRRAEME, SAMMLOS, mE - Ik, 12 FE0ERN, (KE
[FEFMEA ]

UPDRS Part U &5t A 27 & Partll &5 A 27 OF0
1) UPDRS Part I &5t A =7
2) UPDRS Partll 454227

ey

&

[R5 5]

< FEFEmTEH >

FEEHEH Tdh % UPDRS Part I+IMI4EF 227 (LOCF) D_R—2ZF A 1 h b EEEHIE~D
TR CEME + EYES) 13, —6.5 £ 10.1 (95%EHEKXM—8.2~—4.8) Th-7=,

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

- — - (LR o
o va | BT o oy
il AT | RAGR (95% [Z X )
-6.5 = 10.1
140 27.4 = 14.0 20.8 = 14.8 (-8.2~-4.8)

a: FHEIE + fRYE(RE

<BEAEME>
AFNOEIERIX 85.3% (122/143 f1]) 1A B, FERIWERX, @AM G, Bl TR,
fEIRCTdH - 7=,

ik HEIr - AENER (L-dopa FEORH/S—3F o LR 55 TH/IARRUBR O fikee & 1 4% 5-788%) . 2011.



(L-dopa tHETHEI/A—F VY ViR

| V. BcT 2EA |

HRAAE TR, 5 OMFERIIZS5HER)

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,

BT A | sk, EEHR. JERHRER

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 (4> W) GFFAxa7
2) UPDRS Partll (A BL 4 7HEDWY) GFt2aT
3) F 7
s

CEES|
<H >

UPDRS Partlll (4 Kf) &5t A =27 (LOCF) OX—2 T A b e liRE~D 2 b & (OF

B + BRAERZE) (3,

—8.3+9.8 (95%1EMHX ] —10.0~—6.6) TH-o7=,

(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 —,

SIRL, AR,

ML, EtTHo T,

M FiE] AR (L-dopa OFFHMETTIHI S— 2 L 1% 1158 TR RUBR Ok =391 ¢ 5-3A08R) . 2011.

(L-dopa AT/ A—F 2V Um FMERRL - ORGERAKSHR) ¥

B W L-dopa {Jf A THI R—% > Y UIREEZR L LT, aFITF 2 45~36.0mg DHE
RIS 1A 1 BXEREENE SR (R G WIMAEYE 54 BH) OReM %%
RILFFESHMIE BRI L 0 a5, F72. ARV TS IREICHET 5,

BT VA | ZHsk. FEEMR. FERHRRER

Mg

SO L-dopa fFHHETTHI S— 0 Ly

FAp R GRILYE | Lodopa PFHIMEITHI S—F > Y VBB 255 & LB IMRRBROBBIE 2 T LIZHR
#

HER TR 1H 1A (24 FEf) B5- L. 4.5 mg/ ARG L, i AHEFFHETH D 36.0 mg/
HIZEAFEC1IHMILIZ45mg T OMELT,

FHmIE E [ZZ &M E E ]

HERESR, WHEALG, ME - Ik, 12 FE0EX, BRRE, JIRWRE R U
FHORE, DT o—RE, WaEREE - EERIEEEE, KE
[ 2Rt E )
1) UPDRS Partlll (4> Bf) &itAa7
2) UPDRS Partll (A& 4 7HDYH) Ait2a7
3) A7
s
[FER]
<H x>

UPDRS Partlll (4> 8f) 45227 (LOCF) D_R—2F A »ink
P £ RRYE(EZE) 13

B FHliRE~ DO 2L & CF
—7.5 £ 86 (95%(GHXMH —84~—-6.5) TH-oT,




| V. BcT 2EA |

(UPDRS Partll (4 “vBf) 5t RXa7NDZEILE (FAS. LOCF)])

S AN = N a = =N a %,ﬂ:% *
% ATA &R RE (95% 121X )
-75 + 86
312 22.3 + 11.2 14.7 = 10.2 (-8.4~-6.5)

a: PEIE + RAEREE

<Z2eEtE>
AHNOEIWERA L 83.8% (269/321 fil) (AN, FRBWEMAIX, WA )G, AR
—, YR, BLTHHo T,

FeE AT ANEE (L-dopa OFFHMETTII R —F > Y Ui 55 IAHRRBR O ke = 51 #% 5-38%) . 2012.

@ BHHEELRAMLALY Y RIEER
(LR MLRLY YT REGRE #®EEIHERRLSSDOBRGERNS SRR ¥

RLS BE#%R L LT, nFIdF L 2.25~6.75 mg DHERICEBIT S 1 B 1 FREE
q WG (RBRERE YRR 53 M) D22l % Zhask kR RIEx RRERIZ
L o#ErT %, 7. RLS OESEFEICK W TRIE S 72 % augmentation (2O T
ERIITHETT 5,
BT A Zhaak. FEEM. FEx R
POl 3Pk RLS #8% (Idiopathic Restless Legs Syndrome)
TR R LY RLS B#E AR & Lo BT WHRBOBEBES 42T Lo B
BRI 1 A 1[\](24 FFfd) #¢5- L. 2.25 mg/ A b0 L, R KHERFHETH 5 6.75 mg/
i HICEDET2HILIC 225 mg TOME LT,
[ZMFHnE E ]
BEHEL BRARA, EHMALOS, ME - Ik, 12 FHE.08X. JESS, CRS-D,
MG IE H BRI e O R0 AT, PERSRERR . {AE. augmentation OFHM
[BahPEmE A ]
ASRS, IRLS &#tx =7, PSQI. SF-36
(s R]
<H >
IRLS G &t A a7 ON—R T A b Eof&aHliRE~ D2 b & CEEE + EERFRA) 13, —104 £
9.1 Th-oT,

(IRLS &5t R 7D%1tE (FAS, LOCF)]

. - . 2L =
: o voa | RAEEAER o oy
i AT vn | AR (95%F A< )
-10.4 + 9.1
184 182 + 7.8 7.8 £ 1.6 (-11.7~-9.1)

a: FHEIE + fRYE(RE

<ZetE>
AFNIDORIERNE 75.1% (139/185 ) (24 Hiv, EREWEMIL, BAFALLOE, Hol, BHR,
SR, WAL Z D PR T o T,

EiG B3 HNEE (LR ML R Ly 7 REEGRERE %I TR OMkE: &35 538) . 2011.
(5) BH - RAERIHER
D NR—F2V R
M E R L
@ HWRERELANLAL Y Y RERE
Mg R L



(6) amAfER
1) ERAERAE (—REARERE. BECRARERE. ERAMRELERAER) . 8ER

| V. BRICET 55 H |

RFE®BRT—EAN

—RARE. HERTRERABRONRE)

® R—F>

Y UK

FrE M Mpm s (RE) — =% vV — FREMERGRGRA CGEBMER D A NEE) —
IR U D 2 O ORETEE T AR R A & S L7z,
FEERBRERAE (RH) —/—F2 V)

AKFND A= 2V IR DA ER TI2RIT 2R MR ER (1 4H) owattik
CHMEICET DT ORI RS 2R 5 2 &,
- RADOEIEH

« AR O IR T IZ BT D BIMER ORARIL O

BRI EE 525 BN ER

MR B EERA D EEZAONDER

ik

R g 7

SIE

=2 PRI U CRRI 2B o B GBR A B

B

1 4F-H]

FRAIT ot GE 1 K

L ANEREAT RIS 603 Bl AL X5 599 il

T

< gEapE>

LARMEMRATRIE 603 Bt 207 HlC 305 HFORIERB#®E Sz (RIEMREEEE
34.3% (207/603 B1)), E72EWEH GEARFERIT 5 FILLE) 13X, @ HHNLF 2 R 62
B (10.3%) . 3 FHEBARLEE 47 1] (7.8%) . # AL G 34 ] (5.6%), A F %
U7 13 B1(2.2%) |, ZIAE AEAR K Ol AL R B 5345 11 61 (1.8%) L £ 10 B (1.7%) .
L 9B (1.6%) . KAMEEIE 6 4] (1.0%) Thoiz,

<HME>
(UPDRS Part Il GE@hfE fad) Adtx=7)

UPDRS Part III AFF2 =27 (CEHE £ BHEERZE) 1. AF&E5H7833.4 = 17.2
(n=475) M HEAEIHMERE 28.2 + 16.2 12 Lz (L& : -5.2 + 11.3),
(SR )

B NIRRT X B O TR O SR UE L, FIUE 3.6% (19/550 i), H5ESEE

Wi 17.5% (96/550 f51]) . BB 36.9% (203/550 f5il) . R 27.5% (151/550 1) |

TS, 8.0% (44/550 fi]) . WAL 0.9% (5/550 f5]), FHHATEAL 0.7% (4/550

B) ROVHIEARRE 5.1% (28/550 ffil) Th-o7=,

* o eMRUGEREIT, RN ERIC LD . ARG BT & ARG 6 o AR KN 12 1 AR UTEG IR R A i L
8 Befl (GEWILE, PEITUGE, BEIUGE, AL, BEE e, PHEEEL, FVEMROHERRE CTHESh,

(FEEARERE CEBEROBRNEE) —/—F>

Y U]

H W

VAR RGBT S — % o Y IR B T DIEENE IR O A WA 5 2 2 AFAl

DRI ER T TR 52 &,

7ok

g g

%

LR R 5. C wearing off HiR<° on-off BIRZEDO A4 7 NEO LD, KK

R GG T D3 —F Y R BE

BLE I

34 HM

FERAIT X SE 5 KK

MRS 100 i, A 2hIERET*E2 100 5

T

<>

LA PEREAT %4 100 1 39 i 53 RO RIEA A s S RIERZEBLEIS 39.0%
(89/100 ) , 72 RIVEH GEAFERIT 5 FILL E) 13, 8 HEALE 5 FEIk 15 61 (15.0%)

i HEBACRLEE 12 1] (12.0%) . %I 5 6l (5.0%) Th o7z,

<HHhE>

(A 7 H:R)

A 7R R = R 1. AFIE G 3.565 =
il 2.97 £ 2.23 12§ Lc (ZfbE :-0.58 = 1.26),
(UPDRS Part II (H #41EE1E) G5t A =277)

UPDRS Part II A#t2=a7 (Frm) (&, AFIEERT12.0 =
HETARRE 10.8 £ 8.6 12l Lz (&(LE :-1.1 = 2.9),
UPDRS Part IT &ftA227 (78 13, AFF5SH121.1 £ 10.0 (n=75) 1B
RGN 18,7 £ 10.0 WD LT (BfbE : -2.4 + 4.2),

2.18 (n=72) 2> EA&FE

8.8 (n=75) M bk
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@ BHHEELRAMLALY Y RIEER
EEEM A RGEE (BH) — LA NLAL v 7 REGEE— 2E LT,
BEFEARERE (BEH) — LA FLARLY Y REERE—)

AHNORELEN D EEDRFRIEL A b LA Ly 7 ZEWRE (TR L RRRAEBRE) 12
P HMMAEE TSR 2 RMEME &k 1 FH) OLREVELTHNECETS
LIFOBMREZET D2 &,
* RAOEIEH
* AFNOMEAERE T IZB0T 2B O AR O
- LA ’ﬁ”‘%"‘%ﬁxé LEZLNDER
AR EE 52D EERAONDER

7ok

g

%

PN D EEDORREMEL A b LA Ly 7 ZEGRE (TR L RREREMRE) (2% LT
B AAAN 2 e 5 BRtR T 5 B H

B

1 4F-H]

FERAIT o SE A5 KK

MR RS 658 il A ZhIEAEAT R 52 647 {5

<EEeME>

LAY 658 filH 148 BIIC 187 {FOREWERA N HE Sz (BIERZBEIS
22.5% (148/658 i), EREMWEM GEARFERIT 5 HILLE) (5@ HEALE 5 FEE 49
B (7.4%) . 3 FAHEBAL R G 98 M OV T BRALALBE 2345 28 1] (4.3%) . IR 15 #1 (2.8%) .
L8 (1.2%), FEMED W56 (0.8%) Thot-,

<HE>

(VA FVAVy 7 AEFERFEEE A7 —/V (IRLS) &it2=27)

IRLS &#tA =27 (CE¥ME + BUERE) 13, AFIFS-BHAGRT 24.82 = 7.27 (n=534)
NHEE 12 5 11 10.93 = 8.37 (n=457) (I L7z (Z81bE : -14.08 + 9.47),
()

B MEREAT X 52 D T R FTAMRE O SR e B 1L, A 33.1% (201/608 fi]) . %%
ik 28.5% (173/608 ). #REFkE 15.6% (95/608 ). F% 17.8% (108/608
), #RFEEAL 1.5% (9/608 f51]) . 12 FEHEA(L 0.2% (1/608 ) . %Eﬂﬁft 0.2% (1/608
) R OHIEAREE 3.3% (20/608 i) TH -7,

*oeMRUGEREIT, PR ERC LD ARG BT & ARG 6 o AN 12 » AR UTERG IR R A R L

8 Befl (GEWILE, PEIIUcE, BEIUGE, AL, BEE e, PHEEEL, FVEAROHERE CTHESh,

2) ARBFHELTERFPEDREXIIEM L-RAE - HEROME

D NR—=F2V sk
B L

@ BHHEELRAMLAL Y Y RIEER

KR L

M) Z0th
M R L
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VI. EMEREICRI SEHE

1. ZEZHICEEH S ILEVRITILEYE
FEMT 7T LK — VRBATI, & U % — VR, = n VR, TR X
PRI K TN
EMF  TREIVTFUAVABME, ALY RA VB, L) v
TR BIEOBH D L EMO M THREIL, OB FRCEBIT 52 L,

2. EBER

(1) fEFRERL - fEFRIEFS
BFAF U, FRTO KA VAR (Di~Ds) IS LTT T=2 M E AT BEATHY |
BERA R /9 L ARO 7 AR Do ARE RN 2 2 LI2 8D FAL AR OLR
SEAARIEL L B S— 3> e 2R T

IN—F YR
O EED R/(= UEEH —a1-70
O FR=UNE o0 RIE VDEEF
RJUS g o ©00 . )
T ABHE . o o VFTARER
TH DDC ° °
0® Lo o [+ ]
¥ EI*‘/‘JL L-dopa —’}I*‘} \E§’ e ° ° ¢
) 9 ° [+ ‘
o PY (] °
° V
- ° RIS VD BB
A A e e
.- = P L
o C RIS VRS YRR—S—
® RINZUARE TH :%nvyykwt@}%

(2) EMERMAITDHERAR
O =ARBFIE
BFAF AL RN A RRBEBMIE O L 2 AW TR S B MERBRIZ W T RN Dy
~Ds ZBEROFT TR L TRIGBIAME 2R LTz,

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

D2 Family D1 Family
Al
D: D3 Dy D1 Ds

aFIF 10.2 9.9 8.5 9.2 7.8
o —o—/L 7.8 8.2 6.9 <5.0 <5.0
7T INRNF )b 8.6 9.4 7.9 <5.0 <5.0
THREINLE R 9.3 8.3 8.9 8.8 7.9
R 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

BERMEI~DIEERZ (FHE/S7H)

X gL
1ol :

20 -10 0 10 20 30 40 50 60 70 80 90 100110
EYMREROERE (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/keg
£ 1250
A
A\ 1000+
I
R 4
g 750
i 500+
%
I 2504 '
—_— "—Ag — 1

0

I I
0 30 60 90 120 150 180 210 240 270 300
RTRE®BOERE (5)

(MPTPLEOaEY—Et Y FOBREFHEICHIT S OFIF U DER]
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

14

—i— VEHICLE
—4A— 0.01875mg/kg
—V¥— 0.0375mg/kg
—O— 0.075mg/kg
—8— 0.15mg/kg
—1— 0.3mg/kg

BEEEEX Q7 (3049#)
<

O T T T T T T T T T T 1
0 30 60 90 120 150 180 210 240 270 300 330

RT#HREROERM (5)
(MPTPRMEEVY—E+y MIEHFH0FIF U OESEERETHEER)
B FAF R T RE% 30 IR D 10 SR OBRERE X 27 4% 5% 5 FFEHE L7z (& EH 4 flo
i), W (VEHICLE) 137K8K,

(3) HE IS -
AR L
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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. 2465

0 4 8 12 16

‘E®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)
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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 (me/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

Fj

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 >
R AR N 8 B e OV 25 O TRk RERE 538 8 f5 (Child-Pugh 73% B) IZAHI 4.5 mg % 3 H[# &
5 (1 H 1108 24 RefEfGfT) U7zmE, PEEFEREREEFE O mEfh e F 3 F > 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
(1) FRF A&

3.

4,

(2)

(3)

(4)

(5)

(6)

M R L

AR
LR L

HRBREEH
EER R L

2V)T7I32R

TERER A B 2 12 BIIICAH] 2.25~9 mg Z B H G (24 BiAEAD) LizEfounF 502 V7 7
1% 8.8759~10.6068L/h/kg THh -7 7 ,

RAEF B REMAT IC CHEE SN =X Y VIR FEICB T 0 FIF o027 V7 70 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= »),

NWEIE
RN B 22 12 BIZAHK] 2.25~9mg & KB G (24 FEALA) L7cRro v F 3 F > O MM AL
81.4339L/kg Th-7- Y,

Z Dk
MUER e L

BEH (REaL—Yay) @&

(1) FR A&

HARANS—=F Y URBREMOARALV A MLV ALy T AJEBEREBRE 255 L L7 B o i 4 i
S — X R, FRENALTF T e hTF T - 27 ) —ihE W RHEMEYERE (PPK) fEHT
& 32 h L7,

(2) NS A—ZEHER

AR

H AN L-dopa FEBFH 581/ 8—2% > 295 KON L-dopa BFFHHEFTHI S — % o vV Ui E Z R & L
CHME S N7 TARRER L OB AR (% 5 24P : 4.5~36.0 mg/H) (2 THE L N7Z7F 409
DR O/ 0 R Z EATO AT v F I F PRE 1382 J[ICHESNT, v AvF 7T hT77 - R
7 ) = EE IO T RSB R ARAT 24T\ AR O REERIEYEN BT A —% (CL/F) kO
ZOERES), MANEEZHE L, CLIF IG5 2 5 EBORBELZ R Lz, et Lz L&
X, HBE. ElG, MERI. (AE. BMI, eGFR, bt ULy, TIAT I ThHoR, Wb
KHND I VT T v AT EE RIFES o722,

HANLVA ML R Ly 7 ZIEGREEE 265 L U CE S 78 TR L OSSR (%55
HiPH : 2.25~6.75 mg/H) (2T HALZET 186 BIO AR OB v & x ERTO M v F = F R
691 RUZHADNWT, vV F T 8T T « 2T U — 5% AW T REERSEEhRERFAT 21T\ . A
ORHEMFEWERE T A —% (CL/F) KOZEOFERFZSR), EENELEZH#E L, CL/F 1525
W BORE LG Ui, et LB |ld, FE, M3, KE, BMI, eGFR, AU 1t
TIT I THoTN, WENRBARIDZ VT T AEEE 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) >
UG- F I F R & itk 14 B OO SD 7 v I 1.5 mglkg OHETHEFIRNZE S L, ik
FREDFLIH PRI DU TR L 72/ R S IS B RE O SR ASTR D B a7z, FLit T O K RERR EE 1
BeH-1% 24 FEIC D720 AL 0 @S OVIREE 2R U BN RBIR E O St/ A X 1.12~7.10 Th - 7=,

R~ DFITHE

<“ﬂ'/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) ™
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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

_JEE

SPM 9257
OF3F> 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.
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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 (ERLOIEF) ICEHI 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,

kB, AFNIEDRGELTCrTFITF o, WAL LT, BRIZIIAE Ko, Badfifiifgh U oA
SNIVIFUBET Aa)LE VR, FaTdzue—b, XEERIZEIARVZFLUOTLTIEL— T 4V A, T
AFT—IZEFERVZF LT LI HZ L~ T4 VA EERALTHVET,

3. PEXIIHRICEAET HFELETDERH
(V.2 HEEXIITHRICEAET 5:FE] OIEZR

4. RERUVAZICEET HFELZDER
(V. 4 AERVHZICEAET %5 OIESHR
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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), FF. MmiE CK(CPK) @ _EFSERH 6 o iz 56 IS IXEMEEERE O fREME

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

7220,

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

WET,

Fio. REEEGT KA U FREBHFEIGEOEEFEHLE LT, RN U2 RRMERZEE O QI8 A2 X

IR K0 EBIEERUEERER S bbb Z 0N H Y 97, ARG I, BEOBIEE H0IIT0,

MRS, R22, 5o, IR FIT, EIRR EOIERNBN TG AL, FEAIBEBUEERED FTREME D &

L7, WEXIITIENLERGEICIE, BEEEFHHL T Z30n,
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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, Rin e

B, BRESOHBHIEEENRESNTOWET, 20X RIERDS b Balcid, HEUIks

EHIET 578, WUIRLEEZIT> TS EEN, o, BELONMEEZSICH 20 X ) IERICOWT

AL, EEME LTS EEN,

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

AHNIREZ WA OUEFITH D72, WAL EIERS S 5 b5 TRttt E < . 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,

(PEEMEEDFRMELRAN ALY RIEIZE (TERER I EEEEEE))

8.7 AH &G Tz RN U B IKMFEEDOE G IZ LD Augmentation GERFEHLD 2 Bl R ¥ %
FER O MO ~DIERIER) BREOONDZENHDH, O XD RIERPBD LNT-5HE
Wi, BE TG A2 IR S 2 Bt AR uE 21T 5 2 &,

(fi0)

VAR LA Ly 7 ZIEGRRCRTT 2 RS U2 B EENER 512 LV | Augmentation OFBLAHE S

ALTWET, BHEITIT Augmentation ([ZOWTHFIZFHB L, HIEAOHEZETFT L L 2E L TL

7220,

Augmentation JEIRIC L 0 EBEDNEREZF L TOARWVEAIL, BREZEEEFICRBZEEL TR

SV, REBEIZ I IER O E 2 D EIELAFRD L2555, Augmentation JEIRIZ &V BE N ETRZ

FRZDHDGAEITIE, AFERWEL T EEIW, 2B, BEL THIEROBGEN A DR WIGE I, AH

O Z I L, MOIEEIEICE0 B2 5%, WURAEZIT> T TEEN,

52 [ D EW 53R TlX, Augmentation FHliZEESICL DL hr AT T 0 7T 7RFHI ORGSR, 5.9%

(11/185 f31)) DOWERE 7S Augmentation & FEAfl S TWET,

6. FENERERI HLEBHICHT IR

(1) BBHE - BEEZEOHLEH

9.1 B0HE - BEERZE D H % B

911 418, EREORBERIEIEFNODBEENOHZEE
JERDSEESUIRBL LT 2D 2 &03d 5, [7.1, 11.1.2 B3]

(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, LSREORMIERUIETN O OBERO H 5 BF B G LcGE, ERSHEIRBL LT <

BT EMHLHOT, HEEICEG LTSN,

D12 FEBRDMEREXIEIZTNLDBREEDH L EE
DREDEEN IHBTHZ 005,
(fi73)
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W& 0 — — 1 0.2) 1 0.1
WEEERE = — — 1 0.2) 1 0.1)
1 AN SE A PR - — 1 0.2 1 0.1
11 A R — — 1 0.2 1 0.1
BEH L UETHHBES
HiTeZ 1 0.1) 5 0.9 6 0.4
K95 4 (0.4) 1 0.2 5 0.3
B 5 2 0.2) 1 0.2) 3 0.2)
EAR 2 0.2) 1 0.2) 3 0.2)
EZARNA - — 3 (0.5) 3 0.2
B2 2 0.2) - — 2 0.1)
FLBE 2 0.2) - — 2 0.1)
EHMEE D FRRE 2 0.2) — — 2 0.1
iran 1 0.1) 1 0.2) 2 0.1)
% D FEAE 1 0.1) 1 0.2) 2 0.1)
BT H 1 0.1 — — 1 0.1
AR 1 0.1) - — 1 0.1)
o R 1 0.1) - — 1 0.1
LEES TS 2 0.2) — — 2 0.1)
B I G — — 1 0.2) 1 0.1)
OV HhrER — — 1 0.2) 1 0.1)
hEEE
JECNTEAR L 21 2.1 — — 21 (1.4)
IETH 2 0.2) 2 0.4) 4 0.3)
B if 2 0.2) — — 2 0.1
LA —HiG 1 0.1 — — 1 0.1
& i JE — — 1 0.2) 1 0.1)
HAH I — — 1 0.2 1 0.1

REAZBIE (%) 1%, (BEUWERARSEAAEEAH) X100 THEH L,
MedDRAFEAGEIZ L 545 (MedDRA Ver 14.0)
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(BHERBE—EXREF SERTR]
(BEFERAKERE /S—F2 V2K

EH# EEEROBRES
LRV RRAT R BIE B 603 100
RIVE 38 BURE Bl 5 207 39
RIVEH R BUERI= (%) 34.3 39.0
RIVER% RIERFBE (%)
REBLUFRERE 5 (0.83) — —
& 1A 1 0.17) - -
BHRE 4 (0.66) — —
BHEE 33 (5.47) 9 (9.00)
B8 1 0.17) - —
Vel 1 0.17) - -
NS 1 0.17) - -
KES LEW 1 0.17) - -
48 3 (0.50) 2 (2.00)
e 1 0.17) - -
ZIH 10 (1.66) 2 (2.00)
9] 2 (0.33) 1 (1.00)
LR 11 (1.82) 5 (5.00)
PEE 1 0.17) - -
RIS 1 0.17) - -
Gy 1 0.17) - —
WA ZAR 1 0.17) - -
HKHbAHEEORS 3 (0.50) - -
HHATH) - — 1 (1.00)
R IR 1 0.17) - —
HIE AR IE il P 1 0.17) - -
Xy TIEE 1 0.17) — —
HERET 33 (5.47) 8 (8.00)
FEIED E W 2 (0.33) 1 (1.00)
NN 1 0.17) - -
CAFRYT 13 (2.16) 4 (4.00)
PR =T 1 0.17) — -
TADA 1 0.17) - -
L 1 0.17) - -
Sl 1 0.17) — -
fGTHR 11 (1.82) 1 (1.00)
KA — — 1 (1.00)
ZERE [ HIERR 1 0.17) - -
S fEE 1 0.17) — -
T HBG - - 1 (1.00)
FEThREERE 1 0.17) — —
RIEE 1 0.17) - -
vl 1 0.17) - -
BB L URKESE 1 0.17) 1 (1.00)
[l#EME D F 1 0.17) 1 (1.00)
DBEE 3 (0.50) — —
o 3 (0.50) — —
mEESE 1 0.17) 2 (2.00)
e SRR i 1 0.17) 2 (2.00)

|
o
£o
|
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EH# EEEIROBERNEE)
ke, MRS & CHIRES 4 (0.66) — —
DA 1 0.17) - -
1% R S 2 (0.33) - -
IEIR AR A 1 0.17) — —
BREE 12 (1.99) — —
(EE7 2 (0.33) - -
i 9 (1.49) - -
RIETES 1 0.17) - —
M- 1 0.17) — —
FIREREE 2 (0.33) — —
R e 1 0.17) - -
W MENTREE 1 0.17) — —
EEHLUVETHEES 1 0.17) — —
¥z 1 0.17) — —

BERRE L UEEHBES 4 (0.66) 1 (1.00)
VU fi g 1 0.17) - -
LERE 2 (0.33) - -
D0 PR A e 1 0.17) - -

R HITEAE — — 1 (1.00)

— % - 2EEES L UBRSEMIOKE 133 (22.06) 20 (20.00)
108 R AL R T 2% 34 (5.64) — -

T BB AL BE 47 (7.79) 12 (12.00)
A P F A R 3 (0.50) - —
ENE R L VAZ 2T ] 4 (0.66) — —

1 AL E 2 PRI 62 (10.28) 15 (15.00)

AL 5695 11 (1.82) 1 (1.00)
P A1 T N 1 0.17) - -
B 1 0.17) - -
B 1 0.17) - -
RS 3 (0.50) - -
RAY VT NE 6 (1.00) - —
FEEL 1 0.17) - -
S Nae ki VRN R[] 1 0.17) - -
ERELETS 2 (0.33) - -
SRR e 2 (0.33) - -
1 A AL AR 1 0.17) - -
R A 1 0.17) - —

3 FE A S 1 0.17) 1 (1.00)
W EL NS A 1 0.17) - -
EREREE 3 (0.50) — —
M7 V7 F ik A - —E N 1 0.17) - -
C — SUSHER AR 1 0.17) - -
ERD 1 0.17) — —
5. 5B LULESHHE 3 (0.50) — —
Loayee] 2 (0.33) - -
KBRS 5T 1 0.17) - -
BRI 1 0.17) — —
NELE L URBELE 1 0.17) — —
N 1 0.17) — —

SR OME 1 0.17) 1 (1.00)

B O R 1 0.17) (1.00)

MedDRAJEAFEIZ & 5451 (MedDRA/J Ver 19.1)
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(BEFEARBRAETE LA MLALYY REREE

A E 5 658
I 38 BUAE 13 148
BIEHIEBUIEFZ (%) 22.5
BINE R4 RIERFHE (%) BIVEH 4 AIER LR (%)
mEH LV VRREE 1 (0.15) AR 1 0.15)
2 1 0.15) T i 3 (0.46)
REBLUERERE 1 0.15) (N 3 (0.46)
80 PR B I RE 1 0.15) RAY VNS 2 (0.30)
BEHES 2 (0.30) FEEN 1 0.15)
B Ut 1 (0.15) SV VAN R0 1 (0.15)
MERR S/ 1 0.15) AL 2 4 0.61)
IR T EE 28 (4.26) AL A A 2 (0.30)
TREhE D E 5 (0.76) 168 FH R A 1 (0.15)
W E 1 (015 B R R E 2 (030
AR RUT 1 (0.15) M7 L7 F ok AR S — 1 (0.15)
i 2 (0.30) Gyl
SEHRE 1 0.15) MEAR T 1 (0.15)
TR 15 (2.28) MedDRAKAGEIZ L 24%#t (MedDRA/J Ver 21.0)
ZE%% A MR 1 (0.15)
T REER LR RS R 2 (0.30)
mEES 1 (0.15)
FTh 1 (0.15)
BialEE 11 (1.67)
HER 1 0.15)
eI 1 (0.15)
(EE7 1 (0.15)
LD 8 (1.22)
FFREE REE 2 (0.30)
R e S 1 0.15)
PPN E 1 0.15)
BEESLUETHREES 3 (0.46)
7 b B — R 5% 1 (0.15)
W5 1 (0.15)
EHVEZ D PRI 1 0.15)
BBEERRS L UEESHEBES 3 (0.46)
BAHiivre 1 (0.15)
RS % 1 0.15)
TR 1 0.15)
EBLUREES 1 (0.15)
BEPR 1 0.15)
—fE - 2BBESLCEEEHLOIKE| 109  (16.57)
10 R R i % 28 (4.26)
T EBALALBE 28 (4.26)
A P F A o R 1 (0.15)
i AR 4 (0.61)
T AEALZE D FERR 49 (7.45)
AL 2 2 (0.30)
M) RE 1 (0.15)
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11.
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FERBRERERICRIFITEE
BES N TV

BEXRS

13. BEERS

13.1 WiE
WEEGREONDGEICIL, BONCARAIZRET S 2 &, ok, MIREHTIIAHTRWEE

Y

(FEwt)

KAl B G LG aid, B, R, AHEEESR), PHEL. %D RS 2 BRI E N B
Y LERDBH b D AR E LN ET,

AH| O G ORBIZET 5RMNRERIZH Y FEAN, BERGNPEDLNLIHGEITIE, HPITK
Flad ~TRELTIES,

FEREIR DY L D U235 B3, PO OG22 Z B L T EaVn, Eio, W0 SiEeE, LEX
Ty — MERIEFOBEYRAE S &I, —RIRZFREDGBR L TIZE,

BRAEDEE

14 BRLDIEE

141 EFIRFEHOFE

1411 T2 ETIIIMENTRET H Z &,

1412 /NEDOF R OEHDOEDR, ERIZR B2 NE ZAIIRET HZ &,

14.2 EFIBE TR DTE

1421 BEAHAAL DO RE 200 BRI L T ARAZ T2 2 &, ek, BT 280017 U — A,
02— g I — R BAA LR &,

14.2.2 FZERIBL 238 728, mRIBS R 22 25 2 &, [8.5 /]

14.2.3 {hif11%, 20~30 B FOOS T LMD LAHT T, AAID R EEIZE2ICEET D2 L9125
NP

1424 AUEEIZHER LianZ &,

14.2.5 i3 L 2 AN EN GREEDES Y, HAD, U T2 EDZDOMOER) [ZigEE I TRV
o BEAFERALOIREEDS B35 E AR OMHIREN EHT 28211 H 5,

14.2.6 RAIZ N I LT - THEA LRI &,

1427 KR Z P> T 81, FITAHE LICERZRET 720, F2ED 2 &, FUHROVATNC HIZAen
Z L,

14.2.8 HEfF 24 WEfiltE & ARAIO ST 3% > TV D DT, A ORA T HEA w2 NN LT v 7272
I, NEOFRORBORNRNE ZAIZERICHEET L2 L,

(fiL)

14.2.1

FFVG 72 E DB DG TIIAFIOREEDNME T T 28200 H Y 9, BRI, AL O K RE
RO, HRICL T L ARAZ AT LT3, 2B, AFIOMEEMETT 52 L2 <2o, B
(T 2ENL 7 V—b, B— g I X —%BAA LN T &N,

14.2.2

AFNIE. LBEs. MEES. MINEE. B, KEEBE O WSO IER 72 BGICBEAT L. 24 B4 BE b %%
ZTLTIEEW,

AN % A — AT I BT L7255 A . BEAHC K 2 BERIMIC L 0 BEREE NSRBI 5 Al nmn e &2 6
NET, KRBNOAHZ X2 R SR &8 T 5 72012, BEAHEATIXEEIZEE U, R & T~ Bh A 38T
TLTEEN,

AR E TOENERRER (1,649 #]) T, U TORIERNHE SN THET,
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BlER4% IR % BEl{ER4£ 15115 %
AL RO 765 | (49.4) T 7 e 2 0.1)
AL D FEIRE 65 (4.2) 8 HL 595 1 0.1)
1 FH AL BE 50 (3.2) 108 FH AV 2 R R 1 0.1)
8 A £, 13 (0.8 8 AN A S SOG 1 0.1)
T BN K, 8 (0.5) STl R VA2 ST 1 0.1)
08 FH SIS 3 0.2) I R AR 2 1 0.1)
WAL A 3 0.2 i LR 5 1 0.1)
8 P K R 7% 1 0.1 108 AT 0 S 1 0.1)

14.2.3

AFIBEHEIZIEB NN E 21T 572012, MifH#E, 20~30 BREIFOOS TL 20 #f LAHT T, AH
B DICR UEE TS SETLLEE N,

14.2.4

AR OLERFIC L0, HEOAEZ B SE2B8ZNNH LD T, AEEICHEM LN T EEN,
14.2.5

AEAFERAL DR EH32 E AR OMApEREN RS 2B8ZNNH Y £, WHENZIMEE GRE O
EHBY, HAD, U REDZOMOEIR) ITRESEIGE, TR XY RAINOEEN E
FU LRI BN R B ATREMEN & 5 720 B 2 MBS B SERVWE ) ICEBE LT E SN,
14.2.6

KA 2 Y L ETY) o TR L7258 ORFN O A INE R WL BMEEZRFT L TWRWZ &5 2 &
WXLV EG e HENPEG IR VBRENH 5D T, #IEMFEHOBLEL G ARANIAY IFETH > THEHL
RNTL7ZE0,

14.3.7

RANZP - T3, FIHELEEANZRET L2720, FaEoTLEEW, £, FHRWAENZ H 12l
NN TLTZE N,

14.2.8

ALt 24 R b . AAIDORR Y D3> T DO T, EHEAORANL, BE&E I\ K O 5 2N
LTI I2ledr, DEROFRPEDEN2WNE ZAIZEEICHEFE L T LI,

12. ZOHDEFE

(1) BRERFERICED IER

15.1 BEREREAICE D < 15
15.1.1 A% R U REEESEO & 5912, BIERHEE, MR, MK, MR, OEEk, O
FRIRIESE ORHEME A DHE i ST s,

(fiEwt)

ZAFH RN o BRI E O FIH T,

ZA T RN R BRER ORGP RIEBRAEE, R, Mok, BolEiE, DB, DArEE
FOMAMEMESIHEN HRE SN TWET, AR RS VZRREHEIL, Tnes ) TTF AR
o, ~TY RAVEREE T CERH D T,

B, ARENIIEZAFR B8 2R FEEE T,
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1512 SME AN —F 0 IR BFITAA] 54 mg i E- L7 QT/QTe #ElaER Tix, QT FIfR DI
A bnenotz?, [15.2.2 ]

(fi0)

SE AN R—F 2 R BEICARA] 54 mg # %G LTz QT/QTe #EAfisEk CTix. QT MROMEREITA S

NEHEATL,

(2) JEBEERERERICE D < 1H#R

15.2 JEEGERERICE D <R

1521 7L/ Z v MMZ 13 WEKEKL TG L7RBRICBW T, MIRAENHwE S Tng 7,
(fiL)

TIVE ) Ty M EFWE L-dopa KON L E R 80 13 BB EGHH R T 5 EERBRICBWT, vF
TFUOPFHIZE Y L-dopa ROV /VE RANDMAEHFREIZIH O 2 LITA LN ETA T LN, il
D KRR UZRERETIEED T v MBI 2 BNAFMERBRICEBW T, IEEERAZLNTND Z b,
MO E IS M 4 EM L= & 2 A, nFIF L HIMBEC MR S E L,

15.2.2 In vitro ZZRMIEIRBRIZIBW T, A X 7 /F o THMEOTEB B BRI 5 LTI W EEE
MERL, $20EE M LBIEEH U v 2%ER (hERGICE Y = a— REND) ZRERFN
WZBAE L72 ", [15.1.2 2]

(fiR=3)

DA RA~D B LA LT in vitro ZEMEIRBRICE W T, fiHA X 7% v o HE T, 0.1

umol/L LA E DI CIR B BN i OB EIE RN A HivE Lz, £72. hERG #3l HEK293 fllfiu &

O CHO Hifid Cix, IRERAFHIIZ hERG EIROMEN A B, ICs EIZZNZ4 0.15 LY 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 &
ORI DD % | e 1 mglkg TIEFEIZIRR A /R Lz, I =27 A Pz 2178 x 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
TAENCLY FRELRRE BIZ RIS T, v U RICBIT 2R/ NEBREREICH LT, 0.1~1
mg/kg Oz T 5 CTHEGR{E %ffm L7ze —F. & 1 mgkg £ TOR FHEGTUT v TV —b
TR R D HUEBIE A KON Y L B 4 — )L K 5 BRI RS 69~ B MR 2 st L7223, v
ER g %@%&féﬁ#oko

@ WP K OV SR R IE T 2
IBW%W%/F%&M 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%iilEE (ICso) fHE : 0.15 umol/L. (HEK293 @), 0.5 umol/L. (CHO #ifd) ], SCN5A
F v /LB CHO Mo+ U w7 A& O Dunkin- Hartley EVE Y PHEEELEH MO L
B F v DR LTI % 1~100 umol/L K UM iE 10 pmol/L THfl{EH 27~ L=,
ﬁ%@ﬁiﬁ4ﬁw:%ﬁSmMg%#%W&ﬁbtkgé\mBmMgULTmE®—\ﬁ@
R L ERUSHE BRI 2R TRRIER 2R L7y, DB OV ERICK LTI g B e Kk
E SR oTo, EET =27 A YILICHE 4 mg/kg RN G LT & 2 A, RIS K ONRIL &
A N A R IS Z RE S oo Tz,

@ BBIRERIZ T T2
SD 7 v MIfm 1 mgkg # K PG L CRER R PEMREYEIICRETHEL ML 2
%i01m%@%i?@%®ﬁ9%\ammkgﬁifl)WA VRN SOV AT 3ils- 375
B R L7223, 1 mg/kg T O VRAERITERD bz o 7o,
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@ BHBERICKITTRE
Dunkin-Hartley €/ v MigHEFEADTF L) v b 2Z I HEANY T AR R
k= T K D UUHE 2 FERF RO HNE] L, ICsofEIZZ4 241 0.35, 0.14, 31 &1 24 pg/mL Th -
72 CD-1 v U AIZHBT 2 HLEIEREIC ST L CIdis 1 mgkg £ TOR TG TREL RIZS
2o,

BB

(1) BREES5HEHRAR
> SD 7 » M2 0, 250, 500 &Y 1,000 mg/kg, 7 =7 A P MIZiE 60 &N 120 mg/kg % Hi[A 5z
THE LIZ & 2 A, B OB BT L $12F » T 500 mg/kg, $/LC 120 mglkg LL ETH 72,

(2) REEEGSHHRER

HERED CD-1 <~ A2 0, 3, 10, 30 X160 (8 HLAFEIX 90 (2Hi8) mg/kg % 2 HIZ 1[8], 138
%ﬁ@&?&%UCSDin:&0525&@m5mwg%25V1E 26 W fH S AE B T ¢
BLT, I=74%0i20, 025, 1 K14 (158 B LFIL 5~16 [ZH &) mg/kg % 1 HIZ 1 [\, 52
HEKER THRE LT, 2O@EEEFHI L7z, ZORR, v FTF O R8I U2 RRIEEMIZE
HLTWD EBZ X DN DFTRMEOITENA LM T 7 e T 7 F U AREOIK FHA A~ A, 7 v M
LT, E%%M%&i%%"Téﬁmﬁ@%m&ﬁk\%ﬁ BIFH2NEOFE (B MRS
M) L < IHRIRETRE (FEEKIE) BT v hTRO LA, B2, $LTiE 13 mgkg/H UL ED
&ﬁifi%tm%ﬁ%ﬂto%@m\%E%m%ﬁ&&ﬁ%?%%m%&b&wmﬁEM$M@ﬁ
EOEEBN~ T AKNRT v NTRO LN, 7y NEOYUCE T FaF o RERICRD biL
X, 8 HRDRIEIZE V{HRE LITB L., BEMENSRD bz, ~ v A28 5 13 .,
T MZBITS 26 BEEIE O VICE TS 52 HEOXKER FRGRBEOBEEREIIZNLZEN 3
mg/kg/2 AR, 0.5 mg/kg/2 H XN 1 mglkg/ B & H#HEE STz,

(3) Ef=EMHRAER

HE (RAIF 7 AEKOKRIGE) &AW IREARE R CIIERREDOA LD 333 1 g/plate
FORR L7, B mFRRERIIFR SN o T2, — 05, WL (= v 2 U v R [EH)
W RTHEZEIR S S BRIC W T, v I VilEBEERE & LT 4.4 g/mL DL EOH & TYERE
B LB 5 L HRINDIBEFERERNTFEHE SN, LrL, v 2R EZHW B/ MR T
FARN 512 L D K& 15 mg/kg £ C. KO T 512 X 2 FoKit & 200 mg/lkg & THA L7125
TRZBWTH/IEIEFER SN o T, £, 7 v hEHAWEIFAES DNA A5 (UDS) #lk T
FRIRINEE 512 L 2 e K& 12.56 mglkg £ TR G L2 FEICB W T H A ER DNA A RUEEE R S v/
Moz,

(4) BARMEER
e CD-1 <~ A2 0, 3. 10 X130 mg/kg % 2 HIZ 1 (8], 104 #FEE R F#&5 L TR L7
LA BDAURMITERO benoTz,
EifE> SD 7 v M2 0, 0.3, 1 XT3 mg/kg % 2 HIZ 18], 104 HFKER TH#E5 L CGRHMELZ & 2
5. KR T AT 4 v e HIIRARIEDO I A BN A 0.3 mg/kg/2 A LA ET, 5 O s M OVR - R o %
AR A, IR L OALRIZ BT DRSO R AR 1 mglkg/2 H UL E TR bV, BN
ZE T ORI T AESEEE OB L7 ES I A b /e o 7o, HREOTEIZE T 2SO R
fthod RN U RRMEEER CHLME SN TR fF 7o T 7 F U BEDKTICEE LT v MO
B BGLEZ L,
MDD CD-1 v~ A HWTEBAA =V T—X—ThH D 1,12V A TN Xal 7 v T & 2
FREIZHEEMA L, =0 7 H#%225 0, 0.12, 0.36, 1.2 X 1* 3.6 mg/body %% H 1 (8], 545 E D
6 —EBALIZ 19 WS IE AT 2 H IR B RS AMERBR A FEli L7- & 2 A, BATENL IR\ CE
JE DFAEME OINIZRO b, BERNA T ET—Y a UERIZRWZ LRI,



(5)

(6)

| IX. JEERRBRICBIT 25 H |

EERES AR

O ZIEHE K O IR £ TORIIIERFRAEIZBT T 2 3R
CD-1 v 7 A% W7o M e K OIS AR BRI L2 AR Bd 2 3B AT 2> H 2QHL 4 HATE TIX 0,
10, 30 X' 90 mg/kg/H . Z2HE 3 HET HULNR 7 B & CIdeHt 6 mg/kg/ B 2R TG L, M
B DKL RRL L TG LTz, ZORER, RERICEEITRO bivenro7cn, &IKHE 10/6
mg/kg T 20 B 1 FIDEENR L72 ISMIAE IR Z R C & Ao 7z, RIS oW T, HEEhY
O—RFIEFREICE LTI 10 mg/kg/ H AR, AFE & OMEBY) 2 71 L 7= 9IRS A2 B L C
1% 10/6 mg/kg/ H A & HEE ST,
SD 7 v MW REER O A RER TlX, M 0. 1.5, 5 XN 15 mg/kg/ H % K1 FZ
TG L, B 5REOM 2 MALE O/E & | Fe G REOREA TERLE O & R L TG LT-, 7 O 5,
MEHEWN TS AR RRICEEBITRD SR o 1208, BERHEOME TIIH/SH% 1.5 mgkg/ A2 &1
T_RCOHERE CHIRZ MR CTE 2o 72, B 5RO RETIX 15 mg/kg/ HEED 1 FI23ETS L7223,
ZHERE R ORI TS AR NS BITRE O BV e o 7o, WEEMERIZOW T, MEB O — R FEIEFH)
WL OVEFIZ RIZ T WO & I U 7= A IS A2 S OVIEEN ) O — W B ik SR ) S 28R 1
B L CiE 1.5 mglkg/ H AT, HEB) O A58 K OVREED ) 2 1 U 7= AT AR 1S BT 952 82 B L C
15 mg/kg/ H & #EE iz,

@ It - JRRFAICET 2R
CD-1 v AZ W « JRIERAERER T, iR~ 7 2120, 10, 30 &L 90 mg/kg/ H % K 1H %
THeE LU TRGET L7z, 30 mg/kg/ A EL EORETHRIEAEORED L O EEEOHN, 90 mg/kg/H
TR OBELBIEN DL, RO EITR O b oo, BIBEEORD LD
HAGRIEX RE) ORER DI L DAL EZ D, EHEEEIZ OV T, BEm o —kEE
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Neupro 1 mg/24 h transdermal patch
Neupro 2 mg/24 h transdermal patch
Neupro 3 mg/24 h transdermal patch
Neupro 4 mg/24 h transdermal patch
Neupro 6 mg/24 h transdermal patch
Neupro 8 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

FTE - G

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 2 mg/24 h transdermal patch

Each patch releases 2 mg of rotigotine per 24
hours. Each patch of 10 cm? contains 4.5 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.

Neupro 4 mg/24 h transdermal patch

Each patch releases 4 mg of rotigotine per 24
hours. Each patch of 20 cm? contains 9.0 mg of
rotigotine.

Neupro 6 mg/24 h transdermal patch

Each patch releases 6 mg of rotigotine per 24
hours. Each patch of 30 cm2 contains 13.5 mg
of rotigotine.

Neupro 8 mg/24 h transdermal patch

Each patch releases 8 mg of rotigotine per 24
hours. Each patch of 40 cm2 contains 18.0 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.

TR

Restless Legs Syndrome
[Neupro 1 mg/24 h transdermal patch, Neupro 2 mg/24 h

transdermal patch, and Neupro 3 mg/24 h transdermal
patch]

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

[Neupro 2 mg/24 h transdermal patch, Neupro 4 mg/24 h

transdermal patch, Neupro 6 mg/24 h transdermal patch,
and Neupro 8 mg/24 h transdermal patch]

Neupro is indicated for the treatment of the
signs and symptoms of early-stage idiopathic
Parkinson’s disease as monotherapy G.e.
without levodopa) or in combination with
levodopa, i.e. over the course of the disease,
through to late stages when the effect of levo-
dopa wears off or becomes inconsistent and
fluctuations of the therapeutic effect occur
(end of dose or ‘on-off’ fluctuations).

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.

Restless Legs Syndrome

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.
Parkinson’s disease

Dosing in patients with early-stage Parkin-
son’s disease’

A single daily dose should be initiated at 2
mg/24 h and then increased in weekly incre-
ments of 2 mg/24 h to an effective dose up to a
maximum dose of 8 mg/24 h.

4 mg/24 h may be an effective dose in some
patients. For most patients an effective dose is
reached within 3 or 4 weeks at doses of 6

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-
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mg/24 h or 8 mg/24 h, respectively. kinson’s disease is 8 mg/24 hours.
The maximum dose is 8 mg/24 h. Dosage in Restless Legs Syndrome
Dosing in patients with advanced stage Par- | In patients with Restless Legs Syndrome,
kinson’s disease with fluctuations- the recommended starting dose for

A single daily dose should be initiated at 4 | NEUPRO is 1 mg/24 hours. Based upon in-
mg/24 h and then increased in weekly incre- | dividual patient clinical response and toler-
ments of 2 mg/24 h to an effective dose up to a | ability, NEUPRO dosage may be increased
maximum dose of 16 mg/24 h. weekly by 1 mg/24 hours if additional ther-
4 mg/24 h or 6 mg/24 h may be effective doses | apeutic effect is needed. The lowest effective
in some patients. For most patients an effec- | dose is 1 mg/24 hours. The maximum rec-
tive dose is reached within 3 to 7 weeks at | ommended dose is 3 mg/24 hours.

doses of 8 mg/24 h up to a maximum dose of 16
mg/24 h.

For doses higher than 8 mg/24 h multiple
patches may be used to achieve the final dose
e.g. 10 mg/24 h may be reached by combination
of a 6 mg/24 h and a 4 mg/24 h patch.

Neupro is applied once a day. The patch should | Administration Information

be applied at approximately the same time | NEUPRO is applied once a day. The adhe-
every day. The patch remains on the skin for | sive side of the transdermal system should
24 hours and will then be replaced by a new | be applied to clean, dry, intact healthy skin
one at a different site of application. on the front of the abdomen, thigh, hip,
If the patient forgets to apply the patch at the | flank, shoulder, or upper arm. The trans-
usual time of the day or if the patch becomes | dermal system should be applied at ap-
detached, another patch should be applied for | proximately the same time every day, at a
the remainder of the day. convenient time for the patient. Because
. . . NEUPRO is administered transdermally,
Treatment discontinuation food is not expected to affect absorption and
Restless Legs Sy ndrome it can be applied irrespective of the timing of
Ne.upro should be discontinued gradually. The | meals. The application site for NEUPRO
daily dose should be reduced in steps of 1 | ghould be moved on a daily basis (for exam-
mg/24 h with a dose reduction preferably every | ple, from the right side to the left side and
other day, until complete withdrawal of | from the upper body to the lower body).
Neupro. Following this procedure, rebound | NEUPRO should not be applied to the same
(worsening of symptoms beyond initial inten- | application site more than once every 14
sity after discontinuation of treatment) has not | days and should not be placed on skin that is
been observed. oily, irritated, or damaged, or where it will
Parkinson’s disease be rubbed by tlght clothing. If it is necessary
Neupro should be discontinued gradually. The | to apply NEUPRO to a hairy area, the_ area
daily dose should be reduced in steps of 2 | should be shaved at least 3 days prior to
mg/24 h with a dose reduction preferably every | NEUPRO application. The system should be

other day, until complete withdrawal of applied immediately after opening the pouch
Neupro. 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.

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.

M &> SmPC
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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.
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, rotigotine dis-
rupted implantation and prevented pregnancy, probably due to hypoprolactinaemia.
These effects are considered not clinically relevant because, in humans, chorionic
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.

BN > SmPC
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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 children and adolescents have not yet
been established. Currently available data are described in section 5.2 but
no recommendation on a posology 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.

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 children and adolescents have
not yet been established. Current available data are described in section 5.2
but no recommendation on a posology in children with RLS can be made.
There is no relevant use of Neupro in the paediatric population in Parkin-
son’s disease.

Neupro 4 mg/24 h transdermal patch,
Neupro 6 mg/24 h transdermal patch,
Neupro 8 mg/24 h transdermal patch
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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

ZF — X+ 7 U 7 | Paediatric use
Product Information Neupro is not recommended for use in children and adolescents due to a lack of data

(2020410 H 30 H) | on safety and efficacy.
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