—a—70 /Ny F 2.25mg
—a—70 /NvF 45mg
—a—70 /NYF9I9mg

—a—70 /NyF 13.5mg
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FT18 (EPa—I)L1)  HEZEZEATHIEREY
BT E(ZEHT 15

1.5 BEXFEROZERUVRAFEDEZERE

e B R e



B R ettt et et te et eeeae e e e e et et e eaeanteas 2
15 EEXIIERDBEB R U e, 3
151 BRI R IR R DR AE e 3
152 I8—=F DY UFRIZTDUNT oo 3
1.5.2.1 IN—F Y URDIREE ETED oo, 3
1.5.2.2 IN—F DY VIRDBBEDRERE RS UZRERESHEDLBE DT ............ 4
1.5.2.3 IN—F Y URDBEICB T ARFIDBEREI T T ;. 4
15.3 LRABRLRAL YT RIEMREEIZ DN T o 5
1.5.3.1 LRAMLARL YT REEEBEDRRBEEER e 5
1.5.3.2 LR MLARLY Y RERBEDOABEOBESR L RN UZREESTHED
VAo Y by TR 5
1.5.3.3 LA RLRL YT RERERBEORBICEITHAFOAEI LT b, 6
154 BB EDIRIE e 6
1.5.4.1 = b VOO 8
1.5.4.2 E 17 S o 3OO 8
1.5.4.3 FREILERDBIE (1) oo 10
1.5.4.4 BEERERER (/8= U YU U)o, 11
1.5.4.5 BREREER (LA RLRAL YT RIEMERE) oo 13
1.5.4.6 b AN S o OO S 14
1.5.4.7 g3 = ) T = 07 E R 15
155  ABEIDEHBBR UM ..o e 15
1.5.5.1 JA e sy OO 15
1.5.5.2 LRRLARAL YT REEIEEE oo, 16
RN T S . > RO 16
15,7 BB IR oot 18

1.5 JRRJRUCIE S S O B ONBRJE O ke
2



1.5 ERXFIEROFERUFAREDERE
151 EEXEIRROERE

nFIF L (SPM962) (FIHEEARD NI UEZREFHETHL (K 1.5-1) , e FITF D
EJR & T2 DALEME, AT X DT a = RS T 1980 RIS R3S v ofEIEFLIAE LTE
S T IEE AR RN U BIREENZE N-0437 ((6RS)-6-{Propyl[2-(thiophen-2-yl)ethyl]amino}
-5,6,7,8-tetrahydronaphthalen-1-ol hydrochloride) Td» %, N-0437 (%7 & I (A TH 572, N-0923 (S-
BEBIR) L N-0924 (R-BHEIR) OEBS IR G S FH Sz, ZOREE, N-0923 23 KX
2V Dy RO e fEGBIFE L 7 I =2 MERZHT 5 Z E R LN/ 572, N-0923
I%, K[E Discovery Therapeutic £ (Bl Aderis 1) & Z OHi[& Toh % Whitby Research f1: (Nelson
Research #1: & [Al&ft) Z#% T, Schwarz Pharma #1: (¥ UCB 1, LK UCB 1) (2 - T SPM 962
22— RADPEE I, WOKE RO ED &7,

7 I F RERE TSR D RS K A OB EZZ T 5 <AL LT ORSSILH
ThHoTzDy, KNS ORI E  BEFEGITHEH L TWeZ &, /=% Y IRIaRO 5%
TREWIA N EER T2 & k0!, BifH & LTz Shiz,

i Az o) | ic UCB A AL, HARENTORRBIE & B LT,

OH
H/\/(\>
\N S
1.5-1 E]a’-ja—_yo)*%ﬁit

152 IN"—F Y IRKIZDONT
1521 IN—F DY UREDRELESRE

PR— Y IR MR RS AR O SR K 0 ARSI B RS e i
AET L, H®), FEiE, Ek SBEEEEZ B E LSRR MBI L, HRE O S
Ktz THEATFHE O MRS MR T b 57,

PR=F Y IFEIE, TS = —IRITHREN T 2 % B ICTIEHE O & O TR RS MR R T
B, ARG BERE CFR 20 ) I2B023—% 2 Y UHOENAREENE 13.9 T AL
WESNTNGS, SR—F Y IR ORIEEMRIT 50~60 A H %<, — BRI IO HREK
ME, LROFETIL 13.9 T AR EME 59 5 A, &tk 8.0 5 A &ME S TNDA 1, ML <
— XUV UHEOREBMARERR T CTh D2 End, BEROMEIIEHE OB LML EE%Z
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BT ANENRD S EEZ LN TNDY
1522 INR—F Y URDABEORERE FNS UZEREEBEDOMEDIT

IR—= % BB TIEO MRS B T 1V, BUFE A CIIARIA T B IAEIIRE ST
W28, =2 RO EWIRIRIIIHERIE CTH D, /=% Y UIROIRFEO FO T EE R
RO RN KT 24 9 720D L-dopa IZ L AMFRIETHDH, RXI DT I BHIBMEATH 5
L-dopa (%, /S—3F >V U iOfER & BINCHET 2 2 & 2% 1960 FERIC RSN, B7EE TRk
HAZ DT D =% 0 RO S EERIFEERA & L THOY LR TWS, L L7225, L-dopa
DGR % BIIE LT 4~6 4T 30%LL EOBEIT AT R OT7 KRBT 50, iz, A—FL VL5
DHEFTT DI TOAF RO TITEL & 7207, wearing off %1% UsH & 9~ 2 EEER O B NAH)
HHH L, L-dopa DRFIIREE & 705, HEEAPHEDRIEERIZ OV TEHMA STz
WA, L-dopa OEMBNREIMEAE L= R3S V2RO RBBREIRRL A B 5 LT 2 B ST
WA =0 k5 7 Ldopa BRIEDIRA &M 5 D% R8I VR A EERECH D,

RS LR EBN SR CIAIE & BtE L 72808 D U A ¥ 3% U7 ORI L-dopa > b 169 % B
LB~ TEn o &2 Lodopa BFFIEATHI S —3% oV Ui Tl R38R V2 R IRTEBI SR
wearing off °UA X R VT R LA WET S Z LA WMEINTLEY, Th b oRBRAE HIc, K
EVEIEH A KT A L O A AR S — % o UIRTRIE A A R A 1001, L-dopa 12 £ %
SEEY A HHE D FE B A BIE S 5 7210 B8 SRR DI BIG L, 2 OZENR+
5725 12 4%1T L-dopa DIRIEEBRAGT 5 2 L MR LT D, 72, R3S U S REBE T
RTINS LT & A3 RS VA REBI A T B9 % 2 & R L-dopa & 1) JAI%
R BAA LR ANES L C X 7255 81% L-dopa 25 2 L 70, RS U FRIEBIE & EH
DZEIEIRELCND, BB, W OO0 RS VA EEBEI AR EE R 23 b 5 = & 23R
fIC bR S TS T

PLEDZ End, RS U AEREIT S—F v Y IRIBIRIR L L CRAIR AR IRAITh 5 &
%Zi 62h%6 14,15,16,190

1523 IN—F VY UFEDARRIZHITHAFOEFEaI T+

1.522 TR LT RN U HEREEIEZEOAME ST 2 FE L, L-dopa Z0FH L TR DR
—% Y % (L-dopa 3EOF R S—F > v W) B LT L-dopa TR & BALG L T+ 7 bk
BE LN 7o 7= XiE L-dopa iZ L D REIER RO b D L oI TmiEIT IO R—F o v v
J# (L-dopa FHHEATHI S—F v L) BEF AR E LT, RFIOF MR V2 A2 B LT,
(1) L-dopa FEftABREI/N—F> Y ViR

L-dopa JEOFH B R—F 0V IR BE T, REE, ERE7R SEBER OB L ZICrED B
EIEEMEDIR TRE L 72 5D, % 2T, UPDRS Partll (H & AIEEIE) & Partlll GEHEIFES)
Bt A a T OfEEEL, RROFMEE G LTz,

(2) L-dopa GtFHEITEI/NN—F 2V VR

L-dopa fFRMEITHI S—F 0 IR B T, Rk, [EfE7e & OEEERICIZ T, L-dopa @

1.5 R SUTZE RO R K ONBH 28 O #%
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RO TN Td D wearing off 21X U & L7iEEER O H NEBISRE & 725, AHNIT 24
Re 2 Lo MR EE 2R RS U BIRMEEIEE CTH 5 Z &b, b /8 25K E
RO R RN A, HEIEIR O H AEEN S L TR TH 5 L HIFFT& 5, % Z T, UPDRS Part
I GEHEhRES) BRFA 27 ZFEIS, AROFIVEELRE LIz, S b, FURROA 7RO H
WATEEMEOUGE & A 7 R O &G b IR TG LTz,

153 LR FLRALYTREREIZDNT

1531 LR MLRALYTRERBEORELEF

VARV ALy ZAJEGRE (BAT, RLS) 1%, FHAHLE U2 BERRRIZ &0 ifif 2 8o jEs)
BORAE U 2 I HIEBIEE Th 570, BB BREREILB LUBEOEETHY, WAELES
Babbb, £77, BREREITYFLEEICOT T®L 25 2 L 25 ARE#EZ k=32, —
¥, BEBREIIA TR EO A REEEIC X o T RICHA E IRk ET S0, ARES~ORK
KPR 72D, BIZ, ZOABEB~OHCKITMZENbD LD, AREENHEEST L EEZ
HILTWA,

RLS I3, FEMEEEBNRVEREME RLS & ERZ MO EORBEREBEZ AT 5 kKM% RLS
CHEEND R, BOLNDERICKER2IARN 28, WFhoBRe s, FHEERICOWTH
IR CIEAIA 22 3% 03, L-dopa KON RS U BIREBBEE R B W A "3 2 &, gidTm
T UKBBEEESR D co-factor THDHZ L7 END, RRIUVEDOLODOMRBEFIZLIVALD &
STNENTH D P,

IRLSSG (International Restless Legs Syndrome Study Group) /NIH criteria®” % IV 2 BR K D JE 3
T, BRI 10%FE & FRlEh TV 2P, [ERNTIE, Inoue HAEM LA > #—F v b
|2 & % IRLSSG/NIH criteria & V72 F A2 & % & IRLSSG/NIH criteria @ 4 T H 3 THF D
5D LIRS L7 #5R% (Probable RLS) 1% 4.2% (429/10292 ) T 02, WKz ol L TRk
KPRV EARBENT-, £, 65 ML EOEEE Z %45 & Lz Mizuno 5@ IRLSSG/NIH
criteria® % FNV= A CIE, 4 THB TR TR0 D LA LI BT 4.6% (150/3287 fi)
Thot=?, TIT, b 150 flaEEDE LI-L 25, 1.06% (353287 ) 73 RLS L2Miah
Too 7231, 65 LA LD EEE A%t 5 & LT-FKCKkd MEMO study Tl 9.8%7 RLS L Zr&h Tk
2, ENTHERZICE TS RLS OREBISIIHOK I HE L Ckho 72,

1.5.3.2 LRARMLARALY T REGHOABEOBBEAE BN UZBREHEDOME DT

Bk TIEE BT v RSN BET A2 ) RAREEEA TSP -7 L2y 24T
iE, 1) EIEORIBNE RLS 10/ LTIt R824k E@3E, L-dopa, IEAMlOAEAA K, <
VYTUTEBEOWT NI LD IR A HGT S, 2) JERSE 2 FILLEGRD b D Rt
RLS {2 L CIE R8BS RMEEIE, (SN0 A A FRUA SN F L OnFhmic LY
RREZBIA L, BAMOAEAFA REOH SR F 2 THRFEIERNRD SR WAL RS v
ZRMBEEIRICEID 2 5, 3) R/ U RIREEEIC K 1R T e h s 72 W IR
RLS TiIfhd R8I U ZFRBRERIE~DOEIV B2, ®AMA 41 R~ Ez, AT
UADHINEEZ, HLIERV I UTEY Y, LA RXUIHTARCF U BNRETH 2L
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DHELES N TV D, R3S U BRMEEIZEIE RLS O W TN OEIEEIZBW T HIEE O FEE) 7otk
ExfHoTN D,

—J7, R U RRMEBIMESEA O BRI 512 LV RLS iR O HEE & S BUREZ O R V) & R
& 9% augmentation DFEENFE L 720> TWAE, IO R 83 2 A AEB#IE L-dopa
|2 EL# L C augmentation DFEHRNENZ EBH SN2 TND Z &5, B ORI 722
R/ 2 AR OBPEIRNE D% T 7 ANZBT 5 Dy AR E Dy S BAIROBERE N T o X A MHE S
¥, augmentation ZHIEL S D E W EMNE NI TH D, Lizn->T, EHHDO RLS OIEHIC
BOTH FAI R MBI EELRE 2 H-> T D,

1533 LRMLRALYTREREDORBREIZE THAFOREI LT

1.532 TR L7 & D IZMBRAY 7R R/R 2 RO R 1 augmentation DK & B 2 Hiv D,
AFNT 24 W2 E LT AEFIREE 2R3 RN U2 B MEEEECH L Z L0 n, Bk FXI v
ZREVEENIEOFFRIZIN X, augmentation DFETLY A7 #8452 &, KEDOH LT HHO
RLS SR 2+ 5 Z L B3 IfF T & 2,

RLS O HJiE £ A 47— /L "Cd % IRLS (International Restless Legs Syndrome Study Group Rating Scale)
ZRRIEICARR O Z G Lz, £70, MR G3BR 230V T augmentation OFEA 21T -
7=

1.5.4 FHROEE

B ORFEXNIE 1.5-2 12R LT,
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% R=F VP (k- 55)
M| VA RLAL Y S RGERER (ER)

VA MLV RA Ly Z AJEGERE (IS - 255)
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1.5.4.1 mBEIZBId HEER

(1) MEICEY 55K

UCB #hid, v FF OIS ORES & OB L AR O 217V, JREEORLET;
15, Bk R OSRBRIT i K O EVE DR 24T o 1o IREROZZE M, RIIPRAFRARR K O AR
DEFEEL Y, HER T T2HEMEETH L Z LR SN,

o, "WANTHOW T, N FUETOREERBROM NS, =R T T 18 HHMEZETH
5 L AMEGR LTS, JFEE R O & b2 E PRIk T H D,

1.5.4.2 JEERPREER
(1) FREHER

(a) MNZEZRMITLHER

0 F IF > OIBIEH 2RI 5 72012, in vitro KON in vivo iRERR 2 VT, #h)Z2FAHT
LB A FER LTz, v FIF 0L, TRTO RN UZFIRY 7 2 A4 7% L TEOWRE & BN
PEE RN R BV I=2 MEWZR LT, £72, 7y REOYLEHW A—F Y
VIRET AZINT R U FERRER 2RO b, 2, vF 3T A HIZ2 7ok
%5 T, TOERITRREMNTH 7=, FIZ, X—F 2 Y VR IVE T UCE W GEREIERE
P 6 2 dEEE R M R S Tz,

(b) ZEMEREHAR

1 F 3T DM IRERERL, ARV TEHEICBIT 5 .0IE R KIE TR (—
HORBR TS T 2B et 205, 1940 s 1§ 4icn T <k GLp B &
LT STz, 25 OREBRICHOW ISR DN T2, 2EERHIW & LT, D14,
1‘ Fb 2(. FAZDNT T UCB AR K 0, AR, FER K OV ML % (B b ether-a-go-go
BB (T [hERG] FEITIZ I 2 ki K O H FLEA T 22 O VG B EEAZLIZ B 5 5Bk, W ONZ
LB A0 AERE VLT U U AERICBET 2382 51e) |, B/ARE RN HIHE
RIKITTEBICOW TR ST, 1T A EORBRITZ SRR & L < GLP #H CElE
S22, hERG BHICET 2 2 B 5> b0 1 3Bk, L MY o AERICET 25308, I
N HERRIE T I T DDA R IR 2538k 3 BRBRITIE GLP Bk & LT L7z, £/,
t FoImEFR TR %< AN O T 3T URERA IR (SPM 8483) @ hERG &EiftiZ
B9 % iR 2' I GLP B & LTSN, 7ok, HKEHREIRKE THLZ L%
EIE L, invivo DRERIZEBWTIIR THREZ 0G5/ & L TGRIRLT,

IO OREBRFERNS, v FIF U KROZEORHW TH S SPM 8483 [FFlix DIEM AR LTz
2, AFE A EDIERD RN U RIBFBIERICE S ER D, HLLIIEHETRD b
EATHY, RIEOEARMEHIZE L CREE 225 L0 RERHIEA LN - T,

(2) ZEAEHEERER
Ty R RO CBN T r T IF L ORERIENHRE S hiz, YeconFaF okt 5k
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SHRBIE MR- BE T 2 3858 L Cle T idIZ oA Lo, FARRICRAT L7 S RE ORI/ ©
BV, FRRMEITERD b holz, BARROBRERIENRD b, AT = ~OfEEME S R
SN, e FIF oML ABKBERITIE FEEOEWTHOEBREICEWN T EN-T, B
F IF I FEIIF CHifBHEEEEESR (SULT) X ONUDP-7 V7 a URiERE#E (UGT) Ik 2id
KL F b7 m—24 P450 (CYP) IZ Xk DMefbfUlf 221, s LTiRsb izt s nsz, »
FIAF U OFilEI AL SULTIAL, SULT1A2, SULTIA3 K OF SULTIE 2%, 77 v igEiG
{ZIZ UGT1A9 K ONUGT2B15 3B 5- L Tz, 1 F I35 > OFR{LARHHITIZ CYP2C19 D, CYP1A2
72 O CYP NG L CWe, v F 3 F 0 FEYEREKIZT » T2 LT
#pgEttt, YA CIIRPEEETH o7z, 2, Ty MW TrTFIFUOAIERERTRD b
7o Invitro BRIFFER LV, mFIF IEEESRE, 72 ABKE KO P-gp (B 2 Y EhRE /)
7R3EWFR BEAERICBS-3 5 ATt RV & B 2 BT,

(3) HMER

v F AF O ERFEERBRIE, Hi3—F Y URBIFELIRNC I S U2 iER, UCB 23N
=%V URERBAR A B & LTS CRO (2 C I ARLARRIC M LT B DR S D R
PR (B2 RGNS, B ENE, BdCRAEME R OB REOLFENE) ICB3 23 BRIC WV T,
o F IF U EIE D TRET LTz, R GFME, RN, A AERNE, fEHEER
O L-dopa kL UMB /L E K8 E o FBMEICEET 25 8RIC oW T, SR EhRe S e E A (35
) RN EEZ SN, 2 BIC 1 EIOERGTHOEMN-ORE SN D &Hl L n F 55 g
HE O MRS O 1 B 1ESUE2 BIZ 1 EOE FEREICEVBRF Lz, 205 0REBRITT~
T GLP &l & LT L7z,

Hi[a % 53R T, 7 » MZ 1000 mg/kg £ C, $/UIC1F 120 mgkg F CHRIE T 5 L7
LA, WG OBIEEILT ~ b T 500 mg/kg, VLT 120 mgkg LA ETH -7,

RERGEERBR I, ~ v RAC2 Bl 1, 13 EMKERTFHEREGELT, 7y MZ2 HIZI
[\, 13 @R 26 BREIRER THRE LT, $uc 1 BiC 18], 13 B XIE 52 WERIE R T#
BLT, 20O#MEFME Lz, ZORE, KD P SI U2 A EIERICEEL TWD L& 2
HIVDHFHEDOITEV A LK ML 7 e T 7 FUREDOIKR P A~ T A, v KO LT, &
EHINZ A O OB BT 2 B oML B, FEicBi 2WNEOFE (MEMaEMEL) 2
L <IFTAEITEE (FE8EAKME) A7 v P TRO L, TIZ, $LTik 13 mgkg/ HUL LD
B CIISETHI S B LTz, £ Ofh, (REFEIINGI R ORMF I L Z D 72 IR AL RO A
EOZEE N~ T AR DRT v FTROOLNIZ, 7 v MR VT T 5 KIER T ibGalBriz sy T
0T IFUBREREICED LN EIL, 4720 L 8 B OIRIKIZ L0 A L I3 L, [FIfE
HERFRBO LT, ~ U AZBIT S 13E], T v MIBT D 26 @ KO /VICEIT 5 52 #EO
K IAE R TR 5B o M\ EIXZNZE 1 3 mgke/2 H ARG, 0.5 mgkg/2 H &K1 mgkeg/H & HE
E S, HEEHMERICBIT D REED Chax XY AUC 17~ FORETIX 2.65 ng/mL KON 42.2
ng-h/mL, M Ti% 2.87 ng/mL }2 T* 36.3 ng-h/mL, YL ORETIE 3.89 ng/mL & T 60.1 ng'h/mL, T
1% 4.04 ng/mL & TF 34.1 ngh/mL Toh o7,

FRUHER 7o A2 L DB HEMEREBR T, ~ v AW TR A RBE I g 5 &
RSN D BIn RN, BERMIETEE DR 1500 @ VHETHER SN, LR,

1.5 JRRJRUCIE S S O B ONBRJE O ke
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ERRIMEE 2B 2 2 &M T COFD in vivo BIEHERRTH 5~ v A FHM/IMNEARBREK T » b
JFAREY DNA & GRER CILEBEEITRD bviehotz, LEER->T, aFIF U MERRER
R W CEmmEE 2~ TR EIMR VN E B b,

FEWRAJFMERER CIE, ~ 7 AT KM ED 30 mg/kg F TG L 72 ASHEE O F A DY
IME7enrotz, 7> M TIHERREEROFFITBW TEE OB AREMA b, o RN v
SRBEBETHLHREIN WD T I 7 F AR TFICE#E LT v MERNZFTR EE X b
Too THIREFR D AMEERER TIX, ~ U 2 OBAHNEF T I THERE O A E OMINEA b
T, RERNAT o= g AAERIIRE SRR o Tz,

IR AR E LT, ~UAKOT v FOZREEREBRTIX, RN U HEAIERIC X
L7 e T 7 FARER TICESW:, F > WEHE A O ERSE OREICER T2 L& 2
LNDMEZIRREDIN TR A BT, v TR, T v FROTHFORR - 5 Va3 AR Clife s Bk
IHONRSTD, v T ARTT v b THIRMERFEE OIEF ICER Lz & & 2 502 RN
ROIMMR BTz, 7 v hOWAR R O AR ARBR It 7 e Z 7 F R T IZ B
LEBRHEEICL D b0 LEZ N HEROATERIKT, BRERENL OBERT N LN,

SRR RER TIE, R AN TE STV D a F IF 2 A AHI 00 B2 JE — kil kR
BN THBIREE OATHEA AE A BIBR B BRI A DTS, BRE 48 FEEM% £ CITigk Lz, 4 @O
B R BAREAIAE B IZ W\ T r F T3 F A FI RO T B AR A AN K0 AR EE ) BB 6 28 e
FLBE SV IARER JE DVERED A HAVTZ 03, T8 24 0 33 2 &2 K 2 B & 2370 B2 TR RIEUE R o 4 X
D BAVIR DN T, JFERARRR LT V350 N O B S ¢ S ORI MR ARIRIE 23 2 DA, B RS SARE
IR MRRER CITR B OIA S A b7y, WA CEIT o7z, £, ELEY FEHWE
B R REAEP R, B OCEAEERER OOt Tl Th o 7,

ZOM, Ty N EAWICAEEIERBROFE R, T MBEFYETURIC R D FUREA T2 % &
72 ole, 7y MR L Z W KGR (b1 Bl B80Tl k33 v
TR THLMON TS HRDEEZ /R LT, K ERBEE 25 X0 Wil 2 =&
AREMEITIR Wb D & B X bz, £7o, KT SND WRetED & 5 L-dopa KO /L E KX
& DOPFHBFMERBRICB W TH BRI b T, nF I3 F AAANCERICRNENn S > U =
— VIERAE RN DN T b BB MR A FEME L7272y, Rl _RE BT A LN o Tz,

1543 HEZRBOME (1)
(1) R=F2V R

AARTOARFN D/ S=F Y ARERRE T HBAIRICE LT, ERMEIVE R E R - AT e L
AR AT B D VISR R R R (LT, PMDA) & LU OXJHFAR D £ W xS B S
EITo7,

I s CErc e I e < I -\ C A
L7z (cTD113.2-1) . zofk%, I
- CE R o
I - . C L. (CTD1132-2) . A
T
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- r
I
WOV CHE ARG,

L LEACHd BN Pl EEbeEd 0 | |
I~ L7 (CTDLI324) | A,
|
I U A

(2) LAMLARLYY RIERE

HARTOARAD RLS x5 &9 583 LT, PMDA &L TOXHEBE 2#1T- 7,

[ essd ES Y IEMNeES 0 [ 000000
]
] e . (Y= A
57~ (CTDI1.13.2-3) .

[ uEeeEsd ES ) IGDRGEd | 0 0
v Lz, A cr, I
I )
I |~ ! T3 %A (CTD1.13.2:5) .

1544 BEEKREER WN\—F2VI%R)

(1) = 1418588 (SP717 5Bk, SP718 &ER)

ARAKR O ANESSRE L, A% 45mg (10 cmD) % HFEHE G U= R RpBhng, ek O
DEVECOWTHRET L7 (SP717 3BR) . £72, HAAK D HAZXISR E L, KA 2.25 mg, 4.5 mg,
9.0mg €N 3 HIE (9 HI#) DORIEHRGROIEWENRE, 2ok OFEMHEIT OV THE L
7= (SP718 #ER) .

SP717 iR ClX, AAl4.5mg/H % 24 R ARG L7-RFD rn F 3 F - OFEMEREIL A RN &
HAMTEE L T e, &b EMEICA LN AFEFLIIERGEHMALE T, 2o AbnTk
BEFEGIL, BT DK, TG, 3R, SR OET Thol,

SP718 &R TlE, AHl 2.25~9.0 mg/ H % 24 & G-RpD = F FF D AUC KO Cmax (21 &=
EBIHPERRD bz, FHEICBT 2 nFIF o oRyEhiReIT AN E A AR THEL L T\,
b EBEICADNTEAERFRIIR G E DK TH Y, 1T A EDOREHNZ O FERITIRH
EEMECBEICREBLL TV e, ZOMITEY, B, BHHAAEE, FE, BACRIE, MEIRREE
NOS TH -7z,

(2) HIHASE DIHERER (243. 001 :XE&)

AL A AR CRANCEE S iz v F 3T o ORKRER Ch o 7=, ARERBHLARTIZES C R
=% PRBE G L LT IAHRER (SP513 3ABR) TIEAA 18.0 mg/H D77 & ARITxf
THEBMIIRGES NN, n=a—L 240 mg/H) 2T DIELMEITMAES R0~ T2,
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FTo, EITHI =X Y B ARG L LB IAHRER (SPS153ER) 23, AAl 36.0 mg/H D
T TR RITHTHEEER VT T I F Y=L (45mg/H) TR AIELMEORGEE B E LT
i Th o7z,

L EOYEAMNR R 2 5 & LT, ARRBROARF O e KR &1L 36.0 mg/H L E S, =
FAF L 45~36.0mg/H OHEIZHIT S 1 H 1 [BIRERR G (F S 0 s vE g JEr, H
E%ﬁ%ﬁ4 B M K OV &) OR &M% BEE 2 12175 2 Lic kD, N—Fr v
WRFICBIT D e F 3T ORKHER A &2 2 sk IEx RIEE MBI X 0 BRBITHRFT L 7=,

u%n%/ib@m#ﬁmﬁﬁﬂ~%///rﬁﬁﬁwbwmﬁ%@ﬁﬁﬂ~%yyyﬁ%
F OIERUGEITA R T o 7o, HEFFFH BIX L-dopa FEGFH R/ S— > v LR A Tl 18.0~36.0
mg/H, L-dopa JFHMEATHI S—F v URHBF CIL, FIT 13.5~36.0 mg/HIZoMi Lz, Fefi
FHG (FEBIE 10%LL L) 1, SIHTAS DM IR AR 7ol FEBALSOS, RAHME K33 v
ZARBIENCES S BGES TH 280, TRH X OERAR, &5WE—F% Y ROl
PEIEIR & B S IR, RNIRGE, [ Th o7,

(3) #HFEIERR (243] 001 HE)

L-dopa DF HIEITHI S—F oV VIREFEZ X4 & LT, KKl 4.5~36.0 mg/ HOHEIZEIT S 1
A 1 BIRERE R G- (S - AR 12 W) o7 7 BRI @Bt 2592 2
LR B, BIERT T B R T EE RGBT K D RET LT,

UPDRS Partll &5+ A 2 7 OZLEIZB W T, 77 2RI 2 v T I F U REOEBIE S HGE
Sz, v FIAF T HEAIREER QYER O HNEB) %2 L, L-dopa JFHETII S—F% 2
VIR ORER A UGE LTz, ATRBROME &, R K O B 5L 2 A CRFE 2 (ICHERFH &
G52 I8, 36,0 mg/HE TOMNEHPT, ZRMICKRERMEITR-> 7, B
LR DFEBUBHEE TN S OO, HAEEE O @il AL UG O FEBLRILIR STz, A%
EYEORER LY, AFIOHELEHED LIRIT 36.0 mg/H & HIEF <7z,

(4) smI/mMHER (243 001 &%)

L-dopa FEOFRH R S—F% 0 Y RBEEZXG L LT, AHl 4.5~36.0 mg/ HOHEIZE TS 1
H 1 BIRAERR R G- (SR - MR 12 /) o7 7 2RI 2\t 2 EET 5 2
LEHIC, BEAT T AR R EE RGBT & 0 BRET LT,

UPDRS Partll &t A 27 & Partll &3t A 27 OFIOBLEICB W T, 77 BREEHCHT 5 aF
AF UREOEIEDSREES o, RIGBROME &, ik O SR EEL e FaF 2%
H L7z &, 36.0mg/H £ ToOHERH CLEMEICKE 2T o7,

(5) FIMAARER (243. 001 RER)

L-dopa (f HIEITHI S—F% o v VB EEZ RIS & LT, KKl 4.5~36.0 mg/HOHEIZEIT D 1
A 1 [BIRER R B G0 (AR - #EREIR 16 /) o7 7 v Ricxh+ 2@tk n =1
— KT DL ERREET D 2 & &2 HINS, EAEA EEKR 3 BERILRGRRIC K 0 et L7,

UPDRS Partll &5t A 27 OZALEIZB W T, 77 BREECKRT 2 05 I F U REOE-MEE N
o= — AT SN HRES N, n = m — UL B L Cr F I F URETRBLR
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D 5% Efmino e BEREGL, MMM TH -T2,
6) R#AZSHE® (243] o018k, 243]f-002 8k, 243] 002 HER)

243J-001 BRI, 243J001 FERICB I L7z L-dopa JFHIEFTHI S — 2 Y LR & %
G LT, AAl45~36.0mg/HOREICEITS 1 B 1 BIEREEEGR (GRBRIEER 5 WM K
K 54 H#]) DM ZIFERIER RERERIZ L0 G LT,

BN @D o To A FEFRITE TG Th o 70, T OM, FELEN 10%LL EOFER
RIE, VAT —, @WHBAK, L, GIR, BB, 85, ERLXOERE Ch o, RIGRT
FFETHIAS 1 IR BT, 1R & OREBIRITEE ST,

BT IF L2 BRI ORMNC D72 Y L-dopa DFHIEITH S—F > v LR BE OIEENEE ) L OV H
WATRBEA S L, £70, A 7RIIERICED L, 4 7K B ATEEEO Riinc
Hd b,

243J-002 BRI, 243J001 FERIS I L 7= L-dopa O R S — % 2 LR E A %
RL LT, K 45~36.0mg/HOHEIZH T H 1 H 1 BIRKEREE 5K QEBREER 5 3 5
K 54 W8#]) DM Z IFERIERREERIZ L0 BET LT,

b IBIENR E D> oA FEFRITEA NS Th o 7o, Z O, FBLEN 10%LL EoFER
GaE, b, SWHEAZK, EM, R, KOMEIRTH o7,

0 FAF L 52 BEORMIZHT- Y L-dopa FE0FH R ~—F 0V R BHE O B HEATEEME R

NEBhRE 2 & LT,

243 JJJ-002 iz, 243J 001 KBRS L7z L-dopa HFHIEFTI S— % 2 Y LI & %t
%L LT, AAH14.5~36.0mg/ HOMREICET S 1 B 1 BIKERK B GR GRERFEE 5 IR &
K 54 W8E]) D% 2 IEE IR FRERERIZ L0 BET L7,

e OIBLRN @D oA EFGULE AN S TH o 72, £ O, FELED 10%LL EOFEF
BRUE, BIHIAK, VAFXRT—, L TH-7-, AR TIIRTHID 1 FlERD i, BRI E O
RERBIRIIEE S o Tz,

0 FAF L 52 HEORMIZOT- Y L-dopa fFHEITHI N—F 0 R FE OEERE /) L VA
WATRBEL UGS Lc, £70, & 7REIZERICED U, 4 7 Ko B EATEEEORiHir s
b b,

1545 ERERAER (LR LA LY T RERE)
(1) #MEIERER (243 003 &)

AFRBRBAAEATICHESS T RLS A 2 x5 L Lz 2 OEIAHRAER (SP790 7-Bk M O SP792 #5R)
DFAENFF H ATz, SP790 3R TIIAA] 2.25 mg/H, 4.5 mg/H &K 6.75 mg/H D77 &RIZ
ia“a‘éﬁﬂzémﬁﬁﬁé N T2, SP792 7k CIIAHA] 1.125 mg/ H L OAHA| 2.25 mg/H D7 F &R

IR DRI IRREE S R o T2y, 4.5 mg/H LT 6.75 mg/ H O 7 F R IZxE 9 2 EEE A
aménfwio IS OMESMEERRBR AR 2T B & LT, ARRBRIE, AH| 225, 4.5, 6.75 mg/
Ao 1 A 1 EAEREEGR (HEWE - MERRIF 6 ) O BN OT T v RIxT 5
EHEEZRRGET 5 BT, BIEALT 7 B AR5 R ER 4 BERTLLEGRBRIC L 0 Mgt L7z,
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IRLS ODZALEIZB W THERIENRD bz, £72, KKl 4.5 mg HEEL D 6.75mg/H O~
7 R ARBECHRT T D EEHE S RGE S iz, RS U REIEEN RO SRBRERICBIE L TRO B D
HLL, EM L OMEIRIX, = F IF 0 TIRWTAUOHERICEBW TS 7 7 BRI L THRBLE
DR o 72Dy, 2.25 mg/ HEEIE 4.5 mg/ H B O 6.75 mg/ H BE X 0 BBLRME ) o T2,

(2) HmiaRs (243 001 HE)

RLS BE & %I4 L LT, AHKI45, 6.75mg/HD 1 B 1 [BISERA B (R - MERRM
13 ) OF T eRITKT SEBMEARGET 2 BT, BEALT 7 B AxR T HEMR 3 #EH
e EERIC KV R L7z,

IRLS 3t A a7 OZLEIZBWT, 4.5 mg/ RN 6.75 mg/ AFED T T v RBED 7 T 2 Rt
V2% D BB ME DS RRAE S dv 7o, ARA 4.5 mg/ HEEKL O 6.75 mg/ H BRI, ZAMEIZIHB W TRE 2RiE
X722 mo 7,

(3) EHiRERER (243. 004 SHER)

243 JJ-004 B ci, 243JJJ003 FRBRICS N L7z RLS HH A RS, AH) 2.25~6.75 mg/H D
FEIZRITS 1A 1 ERERKERZ G (BRI G KR 54 8/) oL IFERIE
SFRREEBR I L W BRET L7z,

HERN 0% EORFEREG, SNSEE, @ATMEOE, B, R, ROEER TH-o 7,
0 FAF L 52 B OERIZH7Z D RLS BE O IRLS At A 27 & d# L 7=, 725, augmentation
23 1161 (5.9%) 1258 HivTe,

1.5.46  BIERIRFER

AR CORKRBROBIGBIZINL D, H2DWVIFIFEIT LT, BekZ LI LU O S5 572 if R AR 23
Eh X7,

(1) BRERZEEHER

ERRSEHEBR & U C, ReEliltEstBh (SP629 Bk, SP673 &) , w A /N7 23k (SP606
WBR, SP610 #BR) , EWMEIER (AF V2 : SP62T AR, 4 A7 7V —/L : SP862 ik,
Ry~ R : SP670 #kBR, L-dopa BLAF : SP628 #AER, & LR/ TSR « SPR61 FAER)
JFEgREREE (SP671 &ER) , KOVEHERERET (SP672 #BR) D%, QT/QTc #Afi (SP864 #kHk)
INESS TR 4V

(2) IN—F Y IRF

L-dopa FEOFH R S— 0 v Ui BE 238 & LT, Al MAHRER (SP534 iER) |, %M
M AHEER (SP506 3R, 77 Xt 4 HEWATHERH thigalin) |, SHBIAERER (SP512 3R,
7B ARRHEEER) |, SBIAHRER (SPS13 Bk, 7Rk a v=a—/Lxfiakih) , LUk
F #5305k 2 35k (SPS120L 3k, SPS130L #R) M3 %N S 4u7=, SP512 3R TIrIAH 13.5mg/
HOZ 7 2RIk 28N REES L7z, £72, SP513 3B TIXAH 18.0 mg/H D7 7 & RIC
ST D EENESREES L=, v =m—)L (24.0 mg/ B) (23T 2 IELTEITMREE S o T,
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L-dopa Jf AT S—F > v URBE x5 & LC, %% WARRER (SPS11 &RBR, 77 &R
PR3 ARG TREM L EGABR) |, SBIARERER (SP650 Bk, 77 &Rt 2 H B IFATHER] Hhfak
BR) , SEIFEGRER (SPS15S#lBR, 77 v ARKONT T I 8% V) — Lxtilalbh) , ROk RH& S
Ak 2 Bk (SP6500L 75k, SP516 #ER) 2 3EhE S 7z, SP650 #RER TIEAA 18.0 mg/ H K T 27.0
mg/ H D7 Z BRI HEBIEDSRGE S A7z, E£72, SP515 3B TIEAA 36.0 mg/ HD 77 &
RICHT BE-E, WS T T %V —)L 45mg/H) IS 5IESME CREEEFMEIER)
DRREE S U7z,

(B) LRKRLARLYY RERE

RLS A %% & UC, %5 T AHER (SP709 585k, 77 & AR KR S I EC 1 TRER] LhieilBR)
FIERER (SP790 3R, 7' 7 BRI 3 AR TREM FLEGRER) |, SBIAERER (SP792 3R,
77 BRI 4 FHENPATREMIILEGRER) |, SEIAHRRER (SP794 3R, sleep lab i) K UMk
e 538k 3 5Bk (SP710 3Bk, SP791 3Bk, SP793 5llk) 23k <7z,

SP790 7R TIIAHK] 2.25 mg/H, 4.5 mg/H &Y 6.75 mg/ H D77 & RIZxhd 2 R D REE S
M7=, SP792 3R TIEAHK] 4.5 mg/H Y 6.75 mg/ H D7 7 BRIk HEBMENBIES -, £
72 SP794 #RBA TIX, FAMIMENEGEBEEICIT 5 7 7 B RICK T A EBMESREE S vz,

1547 REHLBEOBME (2)

=%y T o Cr I P . &oRes B 2
s CER Al 27, R - (ChTh CTDLI3.2-6 &

N CTD1.13.2-7)
1.5.5 ZXFOHEBRUERAM

1.5.5.1 IN—F Y UfF

AANTIEZA RO BN 2B BEERETH Y, =Y IR OEEIER K O H FAEEE
EWETLHIENTE D, HIZ, MAITHL Zennb, FRICHETREE 24 BT L TTA
M7EEH EZ 2 BN,

(1) EFREEHDHE

L-dopa {if FIHEFTH S —=¢ o v it Ge & L7z 243 001 38 & 0243 ] 001 3452 <, UPDRS
Partll &5t A a7 OB L EICBW TR F IF O 7 7RI BB N RIS -, £72,
243.-001 AR TlErFITFron = —/WIxtd HIEL MR RFES vz, 72, L-dopa FEf
R S = izt e Ui 243 001 38 C 6, UPDRS Partll &7t A =7 &0 s 25
NI T BRI U TREHFRICA BICSGE LT,

(2) BELEFEFEORE

L-dopa () HIEATH S — > v Ui aExtge & LTz 243. 001 FBR K O 243. 001 75 C, UPDRS
Partll (F W, AT, Fr « FTRONY)) GtRAa7ZaFIAF L7 7 BRITH L TH
RSB etk LTz, 7298, L-dopa JEOFFIRM S—% 0 v via g b Lz 243] oo1 &
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BRClX, UPDRS Partll & O Partll &5 A 27 OFZBW TR F IAF D7 T 2 ARITHT HEBME
DHFESNTEY, aFI3F 3 HEERESE L EEBRES 2 CkE LT,

(3) A TEREIDIEHE

L@mﬁ%&ﬁﬁﬂ~%yyyr%ﬁ%&Ltzu.omﬁ%&@zu.nmﬁ%f *7
BEE OFRD DN DR E DA 7B 2 0 F I F 137 7 B RIS L CTHREFEIICA BN L
77

1552 LARFLARLYY RERE
(1) RLSHERK (EEE) DHE

243003 #0243 001 FERT, RLS FIEERIAIGA 77—/ Tdo 5 IRLS Ak A =7 D%
fbEICBW\WTrTF IF 2 45mg/H KL TW6.75 mg/H D77 B RICxT D EE DS REE S LT,

(2) EEEREFOHE

243JJf-003 Bk O 243001 BT, ALY PSQI DIETHRO LN, mFTF UL
RLS (ZhfifET D MEIRIE S 2 SB35 2 L AR ST,

156 F&H

FAZE N TIHME U 7= B R RBREGRE 2 SIS A K O%hHE - R M OHE - HE () 2% 15-1 ©
K OITRRE LTz,

723, ACTD Tk A hvx by 7 2AJifft & LCidd L <0225, I
wik CERlER A ) oBEICR, VA R LA Ly 7 RGBT SR - SR
FMEL ANV ALy ZFAREGREE L, £ OEEEIZOW TR ORI E ST PEEND
mEL LT,

AAIDHEIZHOWT, WA CTIIEKRBFHEZOBGIE B OERICE Y v F 3 F - OMHEOWIN &
THERRBINTWAHTI®, ==2—7 13y F 4.5mg |3 TlE Neupro patch 2 mg/24hr & BRI 5D,

72120, ARCTD T, #ARBRICOVWTHIMMAICE EN o0 FIF L OFRETRHE L7,
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= 1.5-1

AEIDREE - MRRUVAE - BE ()

[ onEd Z=a—=7n/sNyF225mg, =a—7 vy F45mg, ==2—7 1Ny F 9 mg,
—a—7m/XvyF 13.5mg
— 4, 0 F AT
ZIHE « IR —a—7u/NyF 225mg
c R Y

c FEENSEEORRMEL A LA Ly 7 REGERE (PSR IERREREERE)
—a—7u/XvTF 45mg

« R—F Y R

s FEEENSEEORRMEL A LA Ly 7 RGEGRE (PGS L ARREREERE)
—a—78uxXyF 9Img

« R—F Y PR
=a—71m/XyF 13.5mg

A A ]

M - HE

IR—=F Y PR

(==2—7B/XyF225mg, =—=—7Rm/NyF 45mg, ==2—71/3vF 9mg,
=—a—7m/NyTF 13.5mg)

B, RANCERFIF L LTLH LE45mg/ HHIZ U, LRk 4 852
LRt 1 HBmIC 1 BREE LT45mg T UHER& (Y 1 & 9 mg~36
mg) ZEDD, 728, Flp, JERICKXVEEEETE 52, 1 HEIL 36 mg i
RPN &,

AFNIE, ERBeE, MEE, MIEES, B, RERHOWT IO IEF 722 B I BE
L, 24 FfERICRED B2 5,

FEEEEN D EEORFEMEL A R LA Ly 7 AEGERE (P L RREREGERE)
(==2—78/XyF225mg, —=2—7 /Xy F 45mg)

WE, RAZIEeFITF L LT HE225 mgANbE LD, DEREE
Bl L3 o 1MUY EOMREZHITT1 HEE LT225 mg 7 D& LiER®
(FEHE 1 HE 4.5 mg~6.75mg) ZEH D, 7235, Fiis, JERICT KV @A T
M, 1 HEIF6.75mg 8B\ 2 &,

AFNIE, ERBEE, M, RIS, B, KBRS OWT O IER 722 58I A
L, 24 RFRICAE D 2 D,
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1.6 SHEICETHERREFCETLIEH

B FIF L, 2012429 HBUE, MINES (RAY, 7T X, 3kE], A=A )T, ~L¥
—, TNHIT, ¥R, Fxza, Frv—F, TAL=T, T4 TK, FVTT, N
HY—, TAVIUR, A2V 7, ZhET, VeTrvadAfy, UNT=T, VEUTL
T, wIE, FFTUH, R—=F R, RILRHL, —<=T, AaARXT, 2=, A
AV, A x=—T ) RUKEZEOE & HIRIZB W RGBT Z5E L Tnd, ThEnoEH
DUNTHIRIZ 31T 2GRS 5 WITHFEFEH H &£ 1.6-1 IR,

R7E4 1T A ¥ 2 (Nubrenza) % FgrUVNT, 4T Neupro Th 5,

KON R OSKENZ 31T D koe4s, ARRAEHR B, AlE - & &, 2hee - 20 R, ML - e ZE 1.6-2
WLz,

RPN IRAT SCE D SR SR OFIER, KEOIRM SCEDJR LR OFIER, R OME¥(P T —4% v — |

(CCDS) (2(. El AERR) 215, ek, BNRMNIFE I TZ=2—7 13y F 45 mg (248
W ABENZ SN TR LTz,

1.6 SMENZ IS 1T 2t AR DL B4 2 Bk
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#= 1.6-1

OFIFOEBHHWVEIHRFFAB

ESpTqEs:it

B R—2 Y PR

HEATH =% Y R

LA RL AL w7 RJE

TAARAT R

2006/04/10 i

2007/02/09 KGR

ot
RN 2006/02/15 GG 2007/01/09 o 2008/08/29 i
K|E] 2007/05/09 TR 2012/04/02 GG 2012/04/02 TR
e
TN F 2007/11/22 TR 2007/11/22 GG
F—A T VT 2007/11/22 GG 2007/11/22 i 2010/10/08 K
N—L = 2008/07/02 TR 2008/07/02 GG
7 2009/03/24 i 2009/03/24 i
= VG v 2010/01/21 TR 2010/01/21 i
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1. NAME OF THE MEDICINAL PRODUCT

Neupro 2 mg/24 h transdermal patch

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

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

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Transdermal patch.

Thin, matrix-type, square-shaped with rounded edges, consisting of three layers. The outside of the
backing layer is tan-coloured and imprinted with ‘Neupro 2 mg/24 h’.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Restless Legs Syndrome

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

Parkinson’s disease

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

4.2 Posology and method of administration

Posology

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.

Dose
The dose recommendations made are in nominal 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 maximal dose of 3 mg/24 h. The need
for treatment continuation should be reconsidered every 6 months.

Parkinson’s disease

Dosing in patients with early-stage Parkinson’s disease:

A single daily dose should be initiated at 2 mg/24 h and then increased in weekly increments of
2 mg/24 h to an effective dose up to a maximal dose of 8 mg/24 h.
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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 mg/24 h or 8 mg/24 h, respectively.
The maximal dose is 8 mg/24 h.

Dosing in patients with advanced stage Parkinson’s disease with fluctuations:

A single daily dose should be initiated at 4 mg/24 h and then increased in weekly increments of

2 mg/24 h to an effective dose up to a maximal dose of 16 mg/24 h.

4 mg/24 h or 6 mg/24 h may be effective doses in some patients. For most patients an effective dose is
reached within 3 to 7 weeks at 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.

Treatment discontinuation

Restless Legs Syndrome

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 procedure, rebound (worsening of symptoms beyond initial intensity after
discontinuation of treatment) was not observed.

Parkinson’s disease
Neupro should be discontinued gradually. The daily dose should be reduced in steps of 2 mg/24 h with
a dose reduction preferably every other day, until complete withdrawal of Neupro (see section 4.4).

Special populations

Hepatic and renal impairment: Adjustment of the dose is not necessary in patients with mild to
moderate hepatic impairment or in patients with mild to severe renal impairment, including those
requiring dialysis. Caution is advised when treating patients with severe hepatic impairment, which
may result in lower rotigotine clearance. Rotigotine has not been investigated in this patient group. A
dose reduction might be needed in case of worsening of the hepatic impairment. Unexpected
accumulation of rotigotine levels may also occur at acute worsening of renal function (see section 5.2).

Paediatric population
The safety and efficacy of rotigotine in the paediatric population have not yet been established. No
data are available.

Method of administration

The patch should be applied to clean, dry, intact healthy skin on the abdomen, thigh, hip, flank,
shoulder, or upper arm. Reapplication to the same site within 14 days should be avoided. Neupro
should not be placed on skin that is red, irritated or damaged. (see section 4.4)

Use and handling:

Each patch is packed in a sachet and should be applied directly after the sachet has been opened. One
half of the protective liner should be removed and the sticky side should be applied and pressed firmly
to the skin. Then, the patch is fold back and the second part of the release liner is removed. The sticky
side of the patch should not be touched. The patch should be pressed down firmly with the palm of the
hand for about 20 to 30 seconds, so that it sticks well.

In the event that a patch should fall off, a new patch should be applied for the remainder of the 24 hour
dosing interval.

The patch should not be cut into pieces.
4.3  Contraindications

Hypersensitivity to the active substance or to any of the excipients.
Magnetic resonance imaging or cardioversion (see section 4.4).
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4.4  Special warnings and precautions for use

If a Parkinson’s disease patient is insufficiently controlled while on treatment with rotigotine
switching to another dopamine agonist might provide additional benefit (see section 5.1)

Magnetic resonance imaging and cardioversion
The backing layer of Neupro contains aluminium. To avoid skin burns, Neupro should be removed if
the patient has to undergo magnetic resonance imaging (MRI) or cardioversion.

Orthostatic hypotension

Dopamine agonists are known to impair the systemic regulation of the blood pressure resulting in
postural/orthostatic hypotension. These events were also observed during treatment with rotigotine,
however the incidence was similar to that in placebo-treated patients.

Syncope was observed in association with rotigotine, but also at a similar rate in patients treated with
placebo.

It is recommended to monitor blood pressure, especially at the beginning of treatment, due to the
general risk of orthostatic hypotension associated with dopaminergic therapy.

Sudden onset of sleep and somnolence

Rotigotine has been associated with somnolence and episodes of sudden sleep onset. Sudden onset of
sleep during daily activities, in some cases without awareness of any warning signs, has been reported.
Prescribers should continually reassess patients for drowsiness or sleepiness, as patients may not
acknowledge drowsiness or sleepiness until directly questioned. A reduction of dosage or termination
of therapy should be carefully considered.

Impulse control disorders
Pathologic gambling, increased libido and hypersexuality have been reported in patients treated with
dopamine agonists, including rotigotine.

Neuroleptic malignant syndrome
Symptoms suggestive of neuroleptic malignant syndrome have been reported with abrupt withdrawal
of dopaminergic therapy. Therefore it is recommended to taper treatment (see section 4.2).

Hallucinations
Hallucinations have been reported and patients should be informed that hallucinations can occur.

Fibrotic complications

Fibrotic complications: Cases of retroperitoneal fibrosis, pulmonary infiltrates, pleural effusion,
pleural thickening, pericarditis and cardiac valvulopathy have been reported in some patients treated
with ergot-derived dopaminergic agents. While these complications may resolve when treatment is
discontinued, complete resolution does not always occur.

Although these adverse reactions are believed to be related to the ergoline structure of these
compounds, whether other, nonergot derived dopamine agonists can cause them is unknown.

Neuroleptics
Neuroleptics given as antiemetic should not be given to patients taking dopamine agonists (see also

section 4.5).

Ophthalmologic monitoring
Ophthalmologic monitoring is recommended at regular intervals or if vision abnormalities occur.

Augmentation
Augmentation may occur in Restless Legs Syndrome patients. Augmentation refers to the earlier onset

of symptoms in the evening (or even the afternoon), increase in severity of symptoms, and spread of
symptoms to involve other body parts. Based on two open-label follow-up studies with one year
duration, symptoms reflecting clinically relevant and not relevant augmentation may be as high as
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9.4%. However, based on two 6-month, double-blind, placebo-controlled studies, clinically relevant
augmentation was observed in 1.5% of rotigotine-treated patients versus 0.5% of placebo treated
patients. In two open-label, follow-up studies over a subsequent 12 months, the rate of clinically
relevant augmentation was 2.9%. None of these patients discontinued therapy because of
augmentation. Analysis of a 5-year open-label treatment study showed that augmentation occurred in
11.9% of patients treated with the approved dosages for RLS (1-3 mg/24 h), and that 5.1% were
considered clinically significant. The majority of augmentation episodes occurred in the first and
second years of treatment. This study also allowed 4 mg/24 h dosing, which showed higher rates of
augmentation. The 4 mg/24 h dosage is not approved for the treatment of RLS (see Section 4.2).

Heat application
External heat (excessive sunlight, heating pads and other sources of heat such as sauna, hot bath)
should not be applied to the area of the patch.

Application site reactions

Application site skin reactions may occur and are usually mild or moderate in intensity. It is
recommended that the application site should be rotated on a daily basis (e.g. from the right side to the
left side and from the upper body to the lower body). The same site should not be used within 14 days.
If application site reactions occur which last for more than a few days or are persistent, if there is an
increase in severity, or if the skin reaction spreads outside the application site, an assessment of the
risk/benefit balance for the individual patient should be conducted.

If there is a skin rash or irritation from the transdermal system, direct sunlight on the area should be
avoided until the skin heals. Exposure could lead to changes in the skin color.

If a generalised skin reaction (e.g. allergic rash, including erythematous, macular, papular rash or
pruritus) associated with the use of Neupro is observed, Neupro should be discontinued.

Dopaminergic adverse events

The incidence of some dopaminergic adverse events, such as hallucinations, dyskinesia, and peripheral
oedema generally is higher when given in combination with L-dopa in Parkinson’s patients. This
should be considered when prescribing rotigotine.

Peripheral edema
In clinical studies in Parkinson’s patients, the 6 month-specific rates of peripheral edema remained at
about 4% through the entire observation period up to 36 months.

Sulphite sensitivity

Neupro contains sodium metabisulphite, a sulphite that may cause allergic-type reactions including
anaphylactic symptoms and life threatening or less severe asthmatic episodes in certain susceptible
people.

4.5 Interaction with other medicinal products and other forms of interaction

Because rotigotine is a dopamine agonist, it is assumed that dopamine antagonists, such as
neuroleptics (e.g. phenothiazines, butyrophenones, thioxanthenes) or metoclopramide, may diminish
the effectiveness of Neupro, and co-administration should be avoided. Because of possible additive
effects, caution should be advised when patients are taking sedating medicinal products or other CNS
(central nervous system) depressants (e.g. benzodiazepines, antipsychotics, antidepressants) or alcohol
in combination with rotigotine.

Co-administration of L-dopa and carbidopa with rotigotine had no effect on the pharmacokinetics of
rotigotine, and rotigotine had no effect on the pharmacokinetics of L-dopa and carbidopa.

Co-administration of domperidone with rotigotine had no effect on the pharmacokinetics of rotigotine.

Co-administration of omeprazole (inhibitor of CYP2C19), in doses of 40 mg/day, had no effect on the
pharmacokinetics and metabolism of rotigotine in healthy volunteers.
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Neupro may potentiate the dopaminergic adverse reaction of L-dopa and may cause and/or exacerbate
pre-existing dyskinesia, as described with other dopamine agonists.

Co-administration of rotigotine (3 mg/24 h) did not affect the pharmacodynamics and
pharmacokinetics of oral contraceptives (0.03 mg ethinylestradiol, 0.15 mg levonorgestrel).
Interactions with other forms of hormonal contraception have not been investigated.

4.6  Fertility, pregnancy and lactation

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) is 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.

4.7  Effects on ability to drive and use machines

Rotigotine may have major influence on the ability to drive and use machines.

Patients being treated with rotigotine and presenting with somnolence and/or sudden sleep episodes
must be informed not to drive or engage in activities (e.g. operating machines) where impaired
alertness may put themselves or others at risk of serious injury or death until such recurrent episodes
and somnolence have resolved (see also sections 4.4 and 4.5).

4.8 Undesirable effects

Restless Legs Syndrome

Based on the analysis of pooled placebo-controlled clinical trials comprising a total of 748 Neupro-
and 214 placebo-treated patients, 65.2% of the patients on Neupro and 33.2% of patients on placebo
reported at least one adverse reaction.

At the beginning of therapy dopaminergic adverse reactions such as nausea and vomiting may occur.
These are usually mild or moderate in intensity and transient even if treatment is continued.

Adverse drug reactions (ADRs) reported in more than 10% of patients treated with Neupro are nausea,
application site reactions, asthenic conditions and headache.

In trials where the application sites were rotated as reflected in the instructions provided in the SmPC
and package leaflet, 34.2% of 748 patients using Neupro, experienced application site reactions. The
majority of these reactions were mild or moderate in intensity, limited to the application areas and
resulted in discontinuation of Neupro in 7.2% of subjects.

The following table covers adverse drug reactions from all studies in patients with Restless Legs
Syndrome. Within the system organ classes, adverse reactions are listed under headings of frequency
(number of patients expected to experience the reaction), using the following categories: very common
(=21/10); common (>1/100 to <1/10); uncommon (>1/1,000 to <1/100); rare (=1/10,000 to <1/1,000);
very rare (<1/10,000); not known (cannot be estimated from the available data). Within each
frequency grouping, undesirable effects are presented in order of decreasing seriousness.
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System/organ classes Very common Common Uncommon
acc. to MedDRA
Immune system Hypersensitivity

disorders

Psychiatric disorders

Sleep attacks/sudden
onset of sleep, sexual
desire disorders” (incl.
hypersexuality, libido
increased), insomnia,
sleep disorder, abnormal
dreams

Impulse control disorder”
(incl. pathological
gambling, punding),
obsessive compulsive
disorder

Nervous system Headache Somnolence

disorders

Vascular disorders Hypertension Orthostatic hypotension
Gastrointestinal Nausea Vomiting, dyspepsia

disorders

Skin and subcutaneous Pruritus

tissue disorders

General disorders and Application and Irritability

administration site
conditions

instillation site reactions®
(incl. erythema, pruritus,
irritation, rash, dermatitis,
vesicles, pain, eczema,
inflammation, swelling,
discolouration, papules,
excoriation, urticaria,
hypersensitivity),
asthenic conditions® (incl.
fatigue, asthenia,
malaise)

* High Level Term

Discontinuation rate

The discontinuation rate was studied in 3 clinical trials ranging up to 3 years in duration. The
percentage of subjects discontinuing was 25-38% over the first year, 10% in the second year, and 11%
in the third year. Periodic assessment of efficacy should be performed, along with evaluation of safety,

including augmentation.

Parkinson’s disease

Based on the analysis of pooled placebo-controlled clinical trials comprising a total of 1,307 Neupro-
and 607 placebo-treated patients, 72.3% of the patients on Neupro and 57.8% of patients on placebo
reported at least one adverse reaction.

At the beginning of therapy dopaminergic adverse reactions such as nausea and vomiting may occur.
These are usually mild or moderate in intensity and transient even if treatment is continued.

Adverse drug reactions (ADRs) reported in more than 10% of patients treated with Neupro
transdermal patch are nausea, vomiting, application site reactions, somnolence, dizziness and headache.

In trials where the application sites were rotated as reflected in the instructions provided in SmPC and
package leaflet, 35.7% of 830 patients using the Neupro transdermal patch, experienced application
site reactions. The majority of these reactions were mild or moderate in intensity, limited to the
application areas and resulted in discontinuation of treatment with Neupro in only 4.3% of all subjects

receiving Neupro.
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The following table covers adverse drug reactions from all studies in patients with Parkinson’s disease.
Within the system organ classes, adverse reactions are listed under headings of frequency (number of
patients expected to experience the reaction), using the following categories: very common (>1/10);
common (>1/100 to <1/10); uncommon (>1/1,000 to <1/100); rare (>1/10,000 to <1/1,000); very rare
(<1/10,000); not known (cannot be estimated from the available data). Within each frequency
grouping, undesirable effects are presented in order of decreasing seriousness.

System/organ Very common Common Uncommon Rare
classes acc. to
MedDRA
Immune system Hypersensitivity
disorders
Psychiatric Perception Sleep Psychotic disorder,
disorders disturbances” attacks/sudden obsessive-
(incl. hallucination, | onset of sleep, compulsive
hallucination paranoia, sexual disorder
visual, desire disorders”
hallucination (incl.
auditory, illusion), | hypersexuality,
insomnia, sleep libido increased),
disorder, impulse control
nightmare, disorder” (incl.
abnormal dreams pathological
gambling,
punding),
confusional state
Nervous system Somnolence, Disturbances in Convulsion
disorders dizziness, headache | consciousness
NEC?® (incl.
syncope, syncope
vasovagal, loss of
consciousness),
dyskinesia,
dizziness postural,
lethargy
Eye disorders Vision blurred,
visual disturbance,
photopsia
Ear and labyrinth Vertigo
disorders
Cardiac disorders Palpitations Atrial fibrillation Supraventricular
tachycardia
Vascular disorders Orthostatic Hypotension
hypotension,
hypertension
Respiratory, Hiccups
thoracic and
mediastinal
disorders
Gastrointestinal Nausea, vomiting Constipation, dry Abdominal pain
disorders mouth, dyspepsia
Skin and Erythema, Pruritus Rash generalised
subcutaneous tissue hyperhidrosis, generalised, skin
disorders pruritus irritation, dermatitis

contact
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Reproductive
system and breast
disorder

Erectile
dysfunction

General disorders
and administration
site conditions

Application and
instillation site
reactions” (incl.
erythema, pruritus,
irritation, rash,
dermatitis, vesicles,
pain, eczema,

Oedema peripheral,
asthenic conditions®
(incl. fatigue,
asthenia, malaise)

Irritability

inflammation,
swelling,
discolouration,
papules,
excoriation,
urticaria,
hypersensitivity)
Investigations Weight decreased, | Hepatic enzyme
increased (incl.
AST, ALT, GGT),
weight increased,
heart rate increased
Injury, poisoning Fall

and procedural
complications

* High Level Term

Both indications

Description of selected adverse reactions

Sudden onset of sleep and somnolence

Rotigotine has been associated with somnolence including excessive daytime somnolence and sudden
sleep onset episodes. In isolated cases “sudden onset of sleep” occurred while driving and resulted in
motor vehicle accidents. See also section 4.4 and 4.7

Impulse control disorders

Patients treated with dopamine agonists including rotigotine, have been reported as exhibiting signs of
pathological gambling, increased libido and hypersexuality, generally reversible upon reduction of the
dose or treatment discontinuation.

49 Overdose

The most likely adverse reactions would be those related to the pharmacodynamic profile of a
dopamine agonist, including nausea, vomiting, hypotension, involuntary movements, hallucinations,
confusion, convulsions and other signs of central dopaminergic stimulation.
There is no known antidote for overdose of dopamine agonists. In case of suspected overdose, the
patch(es) should immediately be removed from the patient. Levels of rotigotine decrease after patch
removal. Before stopping use of rotigotine completely see section 4.2.
The patient should be monitored closely, including heart rate, heart rhythm and blood pressure.
Because rotigotine is over 90% protein bound, dialysis would not be expected to be beneficial.

Treatment of overdose may require general supportive measures to maintain the vital signs.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties
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Pharmacotherapeutic group: Anti-parkinson drugs, dopamine agonists; ATC code: NO4BC09

Rotigotine is a non-ergolinic D3/D,/D; dopamine agonist for the treatment of Parkinson’s disease. It is
believed to elicit its beneficial effect by activation of the D3, D, and D, receptors of the caudate-
putamen in the brain.

Rotigotine alleviates signs and symptoms of idiopathic Parkinson’s disease.

Clinical studies:

Clinical studies in Restless Legs Syndrome

The efficacy of rotigotine was evaluated in 5 placebo-controlled trials with more than 1,400 patients
with idiopathic Restless Legs Syndrome (RLS). Efficacy was demonstrated in controlled trials in
patients treated for up to 29 weeks. The effect was maintained over a 6 months period.

The changes from baseline in the International RLS Rating Scale (IRLS) and CGl-item 1 (severity of
illness) were primary efficacy parameters. For both primary endpoints statistically significant
differences have been observed for the doses 1 mg/24 h, 2 mg/24 h and 3 mg/24 h in comparison to
placebo. After 6 months of maintenance treatment in patients with moderate to severe RLS, the
baseline IRLS score improved from 30.7 to 20.7 for placebo and from 30.2 to 13.8 for rotigotine. The
adjusted mean difference was -6.5 points (Clyse, -8.7; -4.4, p <0.0001). CGI-I responder rates (much
improved, very much improved) were 43.0% and 67.5% for placebo and rotigotine respectively
(difference 24.5% CI gs0,: 14.2%; 34.8%, p<0.0001).

In a placebo-controlled, 7-week trial polysomnographic parameters were investigated. Rotigotine
significantly reduced the periodic limb movement index (PLMI) from 50.9 to 7.7 versus 37.4 to 32.7
for placebo (p<0.0001).

Clinical studies in Parkinson’s disease

The effectiveness of rotigotine in the treatment of the signs and symptoms of idiopathic Parkinson's
disease was evaluated in a multinational drug development program consisting of four pivotal, parallel,
randomized, double-blind placebo controlled studies.

Two trials investigating the effectiveness of rotigotine in the treatment of the signs and symptoms of
idiopathic Parkinson’s disease were conducted in patients who were not receiving concomitant
dopamine agonist therapy and were either L-dopa naive or previous L-dopa treatment was < 6 months.
The primary outcome assessment was the score for the Activities of Daily Living (ADL) component
(Part II) plus the Motor Examination component (Part III) of the Unified Parkinson’s Disease Rating
Scale (UPDRS).

Efficacy was determined by the subject’s response to therapy in terms of responder and absolute
points improvement in the scores of ADL and Motor Examination combined (UPDRS part I1+I1I).

In one double blind study, 177 patients received rotigotine and 96 patients received placebo. The
patients were titrated to their optimal dose of rotigotine or placebo in weekly increments of 2 mg/24 h
starting at 2 mg/24 h to a maximum dose of 6 mg/24 h. Patients in each treatment group were
maintained at their optimal dose for 6 months.

At the end of the maintenance treatment in 91% of the subjects in the rotigotine arm, the optimal dose
was the maximal dose allowed i.e. 6 mg/24 h. An improvement of 20% was seen in 48% of the
subjects receiving rotigotine and in 19% of the subjects receiving placebo (Difference 29% Clygse, 18%;
39%, p<0.0001). With rotigotine, the mean improvement in the UPDRS score (Parts II + III) was -3.98
points (baseline 29.9 point) whereas in the placebo-treated arm a worsening of 1.31 points was
observed (baseline 30.0 points) The difference was 5.28 points and statistically significant (p<<0.0001).

In a second double-blind study, 213 patients received rotigotine, 227 received ropinirole and

117 patients received placebo. The patients were titrated to their optimal dose of rotigotine in weekly
increments of 2 mg/24 h starting at 2 mg/24 h to a maximum dose of 8 mg/24 h over 4 weeks. In the
ropinirole group, patients were titrated to their optimal dose up to a maximum of 24 mg/day over 13
weeks. Patients in each treatment group were maintained for 6 months.
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At the end of the maintenance treatment in 92% of the subjects in the rotigotine arm, the optimal dose
was the maximal dose allowed i.e. 8 mg/24 h. An improvement of 20% was seen in 52% of the
subjects receiving rotigotine, 68% of the subjects receiving ropinirole and 30% of the subjects
receiving placebo (Difference rotigotine versus placebo 21.7%; Closy, 11.1% ; 32.4% , difference
ropinirole versus placebo 38.4% Clyss, 28.1% ; 48.6% , difference ropinirole versus rotigotine 16.6%;
Clysy, 7.6% ; 25.7%).The mean improvement in the UPDRS score (Parts 11 + I1I) was 6.83 points
(baseline 33.2 points) in the rotigotine arm, 10.78 point in the ropinirole arm (baseline 32.2 points)
and 2.33 points in the placebo arm (baseline 31.3 points). All differences between the active
treatments and placebo were statistically significant. The difference in effect between ropinirole and
rotigotine was also statistically significant in favour of ropinirole.

Two additional trials were conducted in patients who were receiving concomitant levodopa therapy.
The primary outcome assessment was the reduction in “off” time (hours). Efficacy was determined by
the subject’s response to therapy in terms of responder and absolute improvement in the time spent
“off”.

In one double blind study, 113 patients received rotigotine up to a maximum dose of 8 mg/24 h, 109
patients received rotigotine up to a maximum dose of 12 mg/24 h and 119 patients received placebo.
The patients were titrated to their optimal doses of rotigotine or placebo in weekly increments of

2 mg/24 h starting at 4 mg/24 h. Patients in each treatment group were maintained at their optimal
dose for 6 months. At the end of the maintenance treatment an improvement of at least 30% was seen
in 57% and 55% of the subjects receiving rotigotine 8 mg/24 h and 12 mg/24 h, respectively and in
34% of the subjects receiving placebo (Differences 22% and 21%, respectively Closy, 10%; 35% and
8%; 33%, respectively, p<0.001 for both rotigotine groups). With rotigotine, the mean reductions in
“off” time were 2.7 and 2.1 hours, respectively whereas in the placebo-treated arm a reduction of 0.9
hours was observed. The differences were statistically significant (p<0.001 and p=0.003, respectively).

In a second double-blind study, 201 patients received rotigotine, 200 received pramipexole and

100 patients received placebo. The patients were titrated to their optimal dose of rotigotine in weekly
increments of 2 mg/24 h starting at 4 mg/24 h to a maximum dose of 16 mg/24 h. In the pramipexole
group, patients received 0,375 mg in the first week, 0.75 mg in the second week and were titrated
further in weekly increments of 0.75 mg to their optimal dose up to a maximum of 4.5 mg/day.
Patients in each treatment group were maintained for 4 months.

At the end of the maintenance treatment an improvement of at least 30% was seen in 60% of the
subjects receiving rotigotine, 67% of the subjects receiving pramipexole and 35% of the subjects
receiving placebo (Difference rotigotine versus placebo 25%; Clyse, 13%; 36% , difference
pramipexole versus placebo 32% Closy, 21% ; 43% , difference pramipexole versus rotigotine 7%;
Closy, -2% ; 17%).The mean reduction in the “off” time was 2.5 hours in the rotigotine arm, 2.8 hours
in the pramipexole arm and 0.9 hours in the placebo arm. All differences between the active treatments
and placebo were statistically significant.

5.2 Pharmacokinetic properties

Absorption
Following application, rotigotine is continuously released from the transdermal patch and absorbed

through the skin. Steady-state concentrations are reached after one to two days of patch application
and are maintained at a stable level by once daily application in which the patch is worn for 24 hours.
Rotigotine plasma concentrations increase dose-proportionally over a dose range of 1 mg/24 h to

24 mg/24 h.

Approximately 45% of the active substance within the patch is released to the skin in 24 hours. The
absolute bioavailability after transdermal application is approximately 37%.

Rotating the site of patch application may result in day-to-day differences in plasma levels.
Differences in bioavailability of rotigotine ranged from 2% (upper arm versus flank) to 46% (shoulder
versus thigh). However, there is no indication of a relevant impact on the clinical outcome.

Distribution
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The in vitro binding of rotigotine to plasma proteins is approximately 92%.
The apparent volume of distribution in humans is approximately 84 I/kg.

Metabolism

Rotigotine is metabolised to a great extent. Rotigotine is metabolised by N-dealkylation as well as
direct and secondary conjugation. In vitro results indicate that different CYP isoforms are able to
catalyse the N-dealkylation of rotigotine. Main metabolites are sulfates and glucuronide conjugates of
the parent compound as well as N-desalkyl-metabolites, which are biologically inactive.

The infomation on metabolites is incomplete.

Elimination

Approximately 71% of the rotigotine dose is excreted in urine and a smaller part of about 23% is
excreted in faeces.

The clearance of rotigotine after transdermal administration is approximately 10 1/min and its
elimination half-life is 5 to 7 hours.

Because the patch is administered transdermally, no effect of food and gastrointestinal conditions is
expected.

Special patient groups

Because therapy with Neupro is initiated at a low dose and gradually titrated according to clinical
tolerability to obtain the optimum therapeutic effect, adjustment of the dose based on gender, weight,
or age is not necessary.

In subjects with moderate hepatic impairment or mild to severe renal impairment, no relevant increases
of rotigotine plasma levels were observed. Neupro was not investigated in patients with severe hepatic
impairment.

Plasma levels of conjugates of rotigotine and its desalkyl metabolites increase with impaired renal
function. However, a contribution of these metabolites to clinical effects is unlikely.

5.3 Preclinical safety data

In repeated dose and long-term toxicity studies, the major effects were associated with the dopamine
agonist related pharmacodynamic effects and the consequent decrease of prolactin secretion.

After a single dose of rotigotine, binding to melanin-containing tissues (i.e., eyes) in the pigmented rat
and monkey was evident, but was slowly cleared over the 14-day observation period.

Retinal degeneration was observed by transmission microscopy at a dose equivalent to 2.8 times the
maximum recommended human dose on a mg/m? basis in a 3-month study in albino rats. The effects
were more pronounced in female rats. Additional studies to further evaluate the specific pathology
have not been performed. Retinal degeneration was not observed during the routine histopathological
evaluation of the eyes in any of the toxicology studies in any species used. The relevance of these
findings to humans is not known.

In a carcinogenicity study, male rats developed Leydig cell tumours and hyperplasia. Malignant
tumours were noted predominantly in the uterus of mid- and high-dose females. These changes are
well-known effects of dopamine agonists in rats after life-long therapy and assessed as not relevant to
man.

The effects of rotigotine on reproduction have been investigated in rats, rabbits and mice. Rotigotine
was not teratogenic in all three species, but was embryotoxic in rats and mice at materno-toxic doses.
Rotigotine did not influence male fertility in rats, but clearly reduced female fertility in rats and mice,
because of the effects on prolactin levels which are particularly significant in rodents.

Rotigotine did not induce gene mutations in the Ames test, but did show effects in the in vitro Mouse
Lymphoma Assay with metabolic activation and weaker effects without metabolic activation. This
mutagenic effect could be attributed to a clastogenic effect of rotigotine. This effect was not confirmed
in vivo in the Mouse Micronucleus Test in the rat Unscheduled DNA Synthesis (UDS) test. Since it
ran more or less parallel with a decreased relative total growth of the cells, it may be related to a
cytotoxic effect of the compound. Therefore, the relevance of the one positive in vitro mutagenicity
test is not known.
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6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Backing layer:

Polyester film, siliconized, aluminized,

colour coated with a pigment (titanium dioxide (E171), pigment yellow 95, pigment red 166) layer and
imprinted (pigment red 144, pigment yellow 95, pigment black 7).

Self adhesive matrix layer:

Poly(dimethylsiloxane, trimethylsilyl silicate)-copolymerisate,
Povidone K90,

sodium metabisulphite (E223),

ascorbyl palmitate (E304) and

DL-a-tocopherol (E307).

Protective liner:
Transparent fluoropolymer coated polyester film.

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

18 months.

6.4  Special precautions for storage

Store in a refrigerator (2°C — 8°C).

6.5 Nature and contents of container

Peel off sachet in a cardboard carton: One side is composed of an ethylene copolymer (innermost
layer), an aluminium foil, low density polyethylene film and paper; the other side is composed of

polyethylene (innermost layer), aluminium, ethylene copolymer and paper.

The carton contains 7, 20, 28, 30, 56, 60, 84 (2x42), 90 or 100 (2x50) transdermal patches,
individually sealed in sachets.

Not all pack sizes may be marketed.

6.6  Special precaution for disposal

After use the patch still contains active substance. After removal, the used patch should be folded in
half, adhesive side inwards so that the matrix layer is not exposed, placed in the original sachet and

then discarded out of the reach of children. Any used or unused patches should be disposed of in
accordance with local requirements or returned to the pharmacy.

7. MARKETING AUTHORISATION HOLDER

SCHWARZ PHARMA Ltd.
Shannon, Industrial Estate,
Co.Clare, Ireland
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8. MARKETING AUTHORISATION NUMBER(S)
EU/1/05/331/001 - 003
EU/1/05/331/014 - 019
9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 15 February 2006
Date of latest renewal: 29 November 2010
10. DATE OF REVISION OF THE TEXT
{(MM/YYYY}

Detailed information on this product is available on the website of the European Medicines Agency
http://www.ema.europa.eu.
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nFIdF L L-dopa RH/E R AROHFHICEAL T, mF I35 O3EYERRIZITREN <,
1 F FF 0% L-dopa R°H /L E R ASOEYENREICRE L KX S 720,

nFIAF L RURY R LTH, vFI3F o OIEMENREICET 20,

FAT TS = (CYP2CI9 FEHI) 40 mg/H & PEA LT bR S IC B CrF I F 20
SEBHIE B O BT s o 72,

o> RN U FAREENIEE C/RE LTV A K 91T, Neupro IE L-dopa @ K733 AEENH:EIEA
AWRSETY, BFEOVAF IV — 2 HRE XIS ST 52 Lnb 5,

2FITFr (3mgdh)EOFH L TH, LOBEESR (0.03 mg ethinylestradiol, 0.15 mg
levonorgestrel) D HEW /7% & FYENREIZ LB TRRD LR o T,
Z D DOEFLD 7RV REESE & O EAERITIHE S TWh2R0,

46 WBEERRERUVERIBE~OERE
AR/

g ~ouFIF o FREIZET L 0T — 23 on Ty, BmERTIET v FeU Y
XTI RSN o720y, BRIREER T v FERO~ U RB W TR & TE
ganlz 3 HEEM) , b bAOEENY RV IAHTH D, v F IF U A3ERPIZIIEH L
AANP

BH

nFIFUEE MIBWT T e 77 F U gEED 50T, BIALEEEIETLIONREE L
W, 7w FRERICBWTaFIF U ROV XIEZDRBINRFATICOWMIND Z ENRENT
W5h, B R TOTF—ZN20OT, BAiZFibd+XxThsb,

7, L Db
Ao HE

ZRERERBR ICE T AIEHRICHOWVWTIE S3EA SRS A2 L,

47 EERUEBHBE~OEZE
BT R S OB TR A T T TR S
BT = F G UG K OV USSR IERR R AE 05 R B 2 BT, B B el %
EHFLRECICDED LDL LI RYAZICEHTZLRHLOT, FRIERLCEIR

B 5 F THEEEOMER BEMIRIMER L) ISEF LWL D ICEEYET S22 & 44 HED 45
HHZH)

48 EIER

VARLVRA - by 7 AJEGRE

Neupro D% 5-Z 52T -3 748 BlOWERE & 214 Bl 7 T REGWERE D S D8O 7 F
AR R ELEGGRER 2 iR AT 9% &, Neupro 54 FE D 65.2% M O 7 ¥ R GHIRFE D 332%T
L &b —HORWERNRD b,

7Af§FaﬁﬁAﬂj? I L [nausea) /i H:[vomiting] 72 & D R/X X AEEMEDOREIERAN BT HZ &3
b ThILmE, BE~PEET, BEMESLEZEATHL - BEO LD TH D,

Neupro TR INTCBE D 10%LL RIZFE O B2 RITEHADR)IE, #l[nausea), i FH R
Jit~[application site reaction], & /JJiE[asthenic conditions] X (N8R [headache] T 5,



RN AT SCE AR

Nerprio 2 mg/24h transdermal patch

EAEEE (SmPC) KR CENOMHBAE IR I L 918, BHMMAZZET L8R
DRI T, Neupro A2 H L T D H8RE 748 B 34.2%A% 1 F BB G &
HEL LT, TNODORIGDIEE A EITREN D P Tl LIRS TEH Y, Neupro Zff
HLTW2ERE D 5 BLigEZHIEL7-DIX 72% Th - 7=,

TRLOERIEL, VARV R - Ly V7 REGRBBEZIRE LI22RBR TR DL ZBEH 2R
T, BRI, BWERMEENICI RSN TS EWEHEZRBR L & RIAZh D BE
¥) ., LTFONEZLTWD, EFIC—KAE10), —B&HAE1/100 22 5<1/10), —#%AI TR0
(>1/1000 7>5<1/100), E L\ (>1/10,000 7>5<1/1000), FEFIZE LV (<1/10000), REAEEGFOT
— & OHEEAR T BBERNGFD 7 NV — T 2hFF L < 08 4 BYEENRICFIHE L T\ b,

MedDRA IZ X % FERT— R — Y TR N
BN
Syl R B WURE [hypersensitivity]
T B M AR & 1 / 22 3& /Y e AR | 7 ) i) 480 B 55 (O3 A O
[Sleep attacks/sudden onset | {#, 18 % FE1TEIZ G T
of sleep], M #J Ak 3K [% %5 | [Impulse control disorder *
(MEgkEFE, Y v R—7JT | (incl. pathological gambling,
# % & ¥r [sexual desire | punding)] 7% iH M [E E
disorders® (incl. | [obsessive compulsive
hypersexuality, libido | disorder]
increased)], AR [insomnia],
AR 5 [sleep disorder], 5%
# 72 [abnormal dreams)]
FR R B i [headache] iR [somnolence]
JiiK=gires {5 IfiL = [hypertension] L 57 M I i [orthostatic
hypertension]
B E N [nausea] Il 't [vomiting], YH{bA B
[dyspepsia]
R 3 J O T A kbR 5 PE [pruritus]
AHEER LORER/IT | #@HR X O TG | 5 REYE Tritability]
KRHE X Jit~ [Application and
instillation site
reactions”]( incl. AL B

[erythema], $8 ¥ [pruritus],
Hil¥4 [irritation], %&72 [rash],
F7 & 4% [dermatitis], /N 7K I
[vesicles], & Ji[pain], {255
[eczema], 3
inflammatioin],  Jifi
swelling], 7=
discolouration],

[
[
[
[papules], 7o
[
[
[

i

T
excoriation], =& [k
urticaria], W
hypersensitivity]), & 77 Ik
f&[asthenic conditions®] (J%
5, EJE, BREEE
Ze )(incl. fatigue, asthenia,
malaise)

RN

SIS

AWM 3 M O 3 KOERREER D 5 H1 1L

SENT, HIE LT RS OBIS TR

25-38%, 24FEH 10%, 34FEH 11%Tdh->7-, Augmentation & & Te22 MO TN & HIZH D E
M 23 IALETH 5,
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RS SCEFDER
Nerprio 2 mg/24h transdermal patch

{

N—=F

Neupro D% 5-% 52 1T -3 1307 FlOEERE L 607 1D 7 T ¥ REEGWERE D SR H 8D 7 F
B ARG & T2 &, Neupro & 54BRE D 723% KL N7 T 2 R GHLERFE O 57.8% T
ip &b —FORIERNRD b,

TR BAAAREIZ XL [nausea] /@M [vomiting] 72 & RN AEEMEDORWER 2 %ELT 5 2
ERDDH, THHITEE, BE~PEET, BRERAMRINAZEAETH —mEob D TH D,

Neupro # AL A TR S L7 BE D 10%LL EIZE O S 2EIEA (ADR) 1%, #.li[nausea],
& - [vomiting], i fH #BAZ5s [application site reactions] , fEHR [somnolence] 7#EhEH £
[dizziness] M UNBHJH[headache] 3 & 5,

EAEEE (SmPC) K ORI SCEN OB E IR S & ) W@ 2 28 L7 5o
AERICINT, Neupro B AGATHI 2 FH LTV 28R E 830 FIDPN 35.7%7%5 i FH LB % %8
BL7c, ZNHDRIEDIFEE A EITREED B R CE AR 541 TH Y, Neupro 2 H
L CWeBBRE D 5 BIRE AP I L72DIX 43% 71T Th o7,

TROEL, N—F Y RBEENRE LR TR ONRER 2 ~T, 2B
BT, BHWERPBENZE RSN TWD (RIEHZRB LI AT BEE) . LTO
DHEE LTS, FEFICT—RIC1/10), —AKRIEG1/100 2> 5<1/10), —HXAITZRO(1/1000 725
<1/100), Z L\ (>1/10,000 7>5<1/1000), FEHFIZE LV (<1/10000), R EEFOT — & ) HHEE
RAN) BHEEERN 3 FED 7 N — TN L < Ao W Z SR IS REHE L TV 5,



RN AT SCE AR

Nerprio 2 mg/24h transdermal patch

MedDRA 2 Xk % 2%

BRI FEF I — iR — AT 2L
G R I RCRE
[hypersensitivity]

T B S0 % & 5 [perception Rl B & 1B/ 28 F& MO BIE | RS AR ML PR 55
disturbances]* /i [sleep | [psychotic
tak i attacks/sudden onset of | disorder], TRIAME
[hallucination], sleep] , & 18 JE | &5 [obsessive
ZJ#3 [hallucination [paranoia], TERIBERSR | compulsive
visual] & = [sexual desire | disorder]

ZINE [hallucination disordersa] R ( M AT
auditory] ) 7T i
§# 3¢ [illusion] % 77 [hypersexuality] , U
), AIRIE £ N —J L increased
linsomnia], MEIRFETE | libido] % & #0) , i
[sleep disorder], FE* | ) i 48 % 5 [impulse
[nightmare], control disorder*]( ¥7
FLH 72 % [abnormal i) 8% 4 [pathological
dreams] * gambling], 18 [F
17 #h [punding] % &
i)
&F5 L 1K HE [confusional
state]
R iR [somnolence], % | & k& [disturbances $&# [convulsion]
LSO F in consciousness
[dizziness], SFJf NEC?] (KAf[syncope],
[headache] 1 A 2 A A AR M D e
[syncope vasovagal, &
W W K [loss of
consciousness]),
DA
[dyskinesia] ,
1z VAR R R ST
[dizziness postural]
BElK[lethargy]
AR M P& [vision
blurred ], TR FHEE
[visual disturbance]Jt:
FRJiE [photopsia]

FBIW AR D F W

PREREE [vertigo]

TNl &% [ palpitations] LA Al B atrial R E MR

fibrillation] [supraventricular
tachycardia]

JiiK=gires FEE NEARAR i {& I [+ [hypotension]

[orthostatic
hypotension], & IfiLJ+
[hypertension]

MG, L % - < Y [hiccups]

B K Ot hRRE &

H R E F[5[nausea], N&MH: {% Fi4[constipation], [ [abdominal pain ]

[vomiting] [8[dry mouth], ¥
{bA B [dyspepsia]
FfEB L, HLBE[erythema], ZiT | £HMEZE 5 FEIE 5 V¥ [rash
B2 T RE g e 2 [hyperhidrosis], % 9 | [pruritus generalized]

FEJE [pruritus]

generalized], JZ )&l
1% [skin irritation],
R R S 2%

[dermatitis contact]




RN AT SCE AR

Nerprio 2 mg/24h transdermal patch

AR L O L B [erectile
H A dysfunction]
HEER IO | BHEALOR T | KM E[oedema 2 e
5 JRy Tk e LI Jis[application and | peripheral], [irritability]
instillation site HEPIRAE . (ST,
reactions]* (CRLET MIEE, PBRRE S
[erythema] , & 9 FESE | ¥9) [asthenic
[pruritus], % conditions
[irritation] , ¥ (incl.fatigue,
[rash], FZJ2% asthenia, malaise)
[dermatitis], /[NKIE
[vesicle], ¥
[pain], ¥&¥&
[eczema], ZSIE
[inflammation], ffi5k
[swelling], Z5a
[discolouration], %
[papules], #E{E
[excoriation], EAZR7 S
[urticaria], J&E SIS
[hypersensitivity] % &
ie)
i R A A2 PR E /D [weight JFE% % |- - [hepatic
decreased] enzyme increased |
(AST, ALT, GGT 2 &
Te), REIE N[ weight
increased], (DA %R
JN[heart rate
increased]
HE, TEBIV A fall]
Wi DFE
R

VA BLVR - by 7 RIEBERER OV S—F 0
FrE DRIWEAIZ OV T

ZEAE 1 REERR S OMEAR

g FIF 0%, HHPOREIZRMERCZSE I MEIRBIEO R ELZ & T EIR & B L T\ 5, fikg
7o Cl, EERHIC T2258AIREAR [sudden onset of sleep]] 23CZ Y, HENHFEHKIZO/LN 72
EWDD, 44K 4THLSZH,

1 i i o

nFIAF G AN URRBEEERIC I DR EZ T TV L BEICBWT, W,
U B R—JTE L O TENERIA MG SN TR Y, BEXIIEREZTIET 5 & @H T OREICE
Do

49 BEKRS

ROLEZVEIRIERE, B, e, (KfE, REEES), 25, $FEL, &8, RORAS
2O FARAIRANIL 22 EDOZ DM OMER L, RN U RISEEROE N FEH T 7 7 A L
WCBET LD L b,

RS2 U RARMEEER OB BB G160 2 BEMOALE X2, BERENEDN 5 5A8120F,
BEHICEEPDAMIRIZRET S 2 L, MiEFrF I F U RERMMAAIRERICEDT 5, B
FIF U OEMAEZRICHIET SRS, 42HEZZHROZ &,

BEOLHE, OFE, LERECEHMEICE=F) L VT52L, aFdAF L DXL NT§E
BFRIL0%EBEZHDT, BITTHRTITIRNVEEZEZBNLD,

10
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RS SCEFDER
Nerprio 2 mg/24h transdermal patch

{

B 5 LIS, /5 2 B B — I BRI AT 5 2 &
5. EIFMHE
5.1 EAPHIHE
SIS : B S LA, RS R IRMFBISE | ATC 21— I : NO4BC09

BF AT ISR Y BN E G LT HIEE AR DyYDYD, RS VEEREBETH 5,
BRI D Dy, Dy N Dy AR EIEMALT % 2 L TEDE RIS E L LEX DL TIND,
0 F AF VIR R — 2 Y IR O EE K OYER B BRI B,

VA RNLR - by 7 AGEGEREZ xS & U T2 BRRER

FERPEL A R LR - by V7 2JEGE RLOZHEBE L TWD 1400 2B 2 EFE LR E LT S
AKDOT TR BRBR T F IF o OFMENRTHME S NT-, AoMEiE, 77 R EHARICE
WT 29 E Trrahuiz, 2RI 6 » A RFRke L7,

FEAMERBIE E (%, IRLS &Y CGl-item 1(FEEE) O GBMGEIND OE(LETH D, T
NOEEFMEEIZB W T T 7148 & g UCTHEEHFIA E 2D 1 mg/24h, 2 mg/24h, 3 mg/24h
IO biIVTe, WEE, @D RLS BE D 6 » HREOKMERHARMIM 2/ T L72KFD IRLS 227
13 5-BRLARTN D 7T B ARBETIL 30.7 205 20.7, Neupro Tl 30205 1381&fk L7z, 77tk
A E DY (adjusted mean difference)ld, -6.5 78741 > b (95%EHEXM :  -8.7;-4.4, p<0.0001)
ThoTz, CGl-l DV AR X —R (PREONE, KERWE) 1T 7 RELaFIF 85
TENEN 43.0% ¢ 675% Tho7= (FTBREDE 245%., 95%IE X [H 1 14.2%;34.8%,
p<0.0001),

7' 2R BRIV T 7 EMORBIMPICHERARN Y 77 72 A L TRE Lz, =T
= F BRI A EIZ PLMI(periodic limb movement index)7s 50.9 7% 7.7 £ Tl L, XL TF 7k
REEL 37.4 005 32.7 £ T L72(p<0.0001),

N—=F Y U RS & LT R

BEFME /=200 Y IR O S OSER DIRIFICB T 2 0 F 3T OFIEN, 4 DO EER
ITREEE AL —EE MR 7 7 B ARG Dk 5 Z EFEM ORI 7 1 727 A TRl S
oo TNHOREED S B 2 RERIE, PRI UZREREBRICIZ0PHEEZZ T TELT, L-
dopa DIRIREN 72\, XUTEZED L-dopa IRIEN 6 » HLIN TH - I BB XIS Ei S iz,

FHEMIE R L, S—F% 2 Y UIEHMERE (UPDRS) o H i AEiEEE (ADL)  (Partll) +if
FhEe /) (Partlll) DA TIZLEALDTHhoT-,

HhMEIL, ADL R ONEENREIA 2 A7 (UPDRS PartlI+1I) A2 7 O L AR H— KN
AT OBACITE T DHERE OIBFE~DOISIZ L > T Sz, | AHO —EEHRRARICE D
T, 17T BIOERFE D 0 F IATF %, 96 GIOPRE N T 7R aHE5 I, 2 mg/24h D> B I
THRAHED 6 mg24h £T, 1 #HMIC 2 mg4h TOWEL, vFIF L UITTEROENE
AU T H & E Tl Sz, SEGHOHREIZ 6 » A, o EHENHER S
7=,

HERFHIRRTIS TIRF D, mF IF UHED 91% D4R T, EEMEITR AN E (6 mg24h) Tho
72 BFIFURED 48%, 7T BREED 19%IZ UPDRS A 2 72BN T 20%DELENZRD H i
7= (75 29% {5 #H X R ose, 18% ; 39%, p<0.0001) , v F T F £ TIL, UPDRS A 27
(Part T +1I) D FHZE(VE1E-3.98 (FRERHIE 29.9) THY, —F, FTvRFEEHETIE 131 O
BN RSN (B5R1E 30.0) . #E1%528 T, HEHIICAETH -7 (p<0.0001)

TARBO EHERRARICBWT, 213 floWERE N e FIF 2, 227 flveE=a—, 117

11
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RS SCEFDER
Nerprio 2 mg/24h transdermal patch

{

BN T TR EEG S, 2 mg24h 705 B4 L C 4 R CHRAKHAED 8 mg/24h £C, 1:HEMIC
2 mg/24h T ODEE T FIF L OZTNENOEHEHAERET T I/, vt ¥ =0 — LEETIL,
13 M THK 24 mg/H £T, ENENOEGEHEICHIE SN, SEGHOBHREIL 6 » AM
B R MERF S LT,

MEFFIIRIAE T D, o F IF U FEOR2%DOHERE T, EEH TR E (8 mg24h) Th -

72 UPDRS A 2 TIZBWT20%D AL EN, vF IF URED52%, = —/LFDe6’%, 77
TAREEDI%ICR O (B FIAF it 7 T v RDE21.7% ; S Mesy, 11.1% ; 32.4%, 1t
=0 — VKT TR DFE 38.4% [EHEIK Mosy, 28.1% ; 48.6%, T E = —xfuF IF D
16.6% ; 1EMEX [Fosy, 7.6% ; 25.7%) ., UPDRSA =7 (Partll+II) ONYHEALEIL, vF IF
VEET6.83 (FHRIME332) , rE=m—BETI0.78 (B 5RifE322) , 77 BARBETIF233
(B 5R1E313) Tholz, BHLFIHREOTRTOEIHIMCHE THoZ, nt=n
— e FIFURORENREDL ETHFIICAERT, s —AREThoT,

L-dopa Z#ffHH L TWHBEEEZXIGE Lz 2 SOBEMRARE Fh L7z, HEFHNEE X4 7 K
MoOZEEE Lz, AR, A7 MO VAR X — KO 7 R O WEIZ BT H98RE O
BRSO FUGIZ K - TR S 47z,

—OOO _HEMRABRICEBWNT, 113 FlOERFE N e F TF 2 8 mg24h i KH®EE LT,
109 FlOHERFE S0 F TF 2 12 mg4h Z i K& E LT, 119 FlOgRE N T 7 e RE2HKE S
Nz, 4mgR4h BT, 1HEBIZ 2 mgR4h TOMEL, v FIF U NEIT T EROENEN
OFEGEAEF THIE SN, SEGEOWEBREIC 6 » A, 2o XEiEHENHER ST,

HERFIIRATIS TRy, & 7 HRFRIC RV T 30% EOwED, v F FF 2 8 mg/24h HE MUY 12 mg/24h
FETENZEN 57% KN 55%, 77 BREED 34%IC R 6z GEIXZENEI 22% , 21%, [FHEX
] o5, 10% ; 35%, 8% ; 33%, MiffE H p<0.001) , B F IFURETIE, A 7R O A L
MiXZhEi 27 KR 2.1 R CTH Y, —F, 77 BHREETIE 09 K ThoTo, £DOEITHET
AR TH o7z (ZHEh p<0.001, p=0.003) .

o0 ZHEMRMERIZE VT, 201 FlOEREN 0 FIF 2, 200 BIOHERE N T T I F
YV —Jb, 100 FlOWRE N7 7 v R &b S 7z, 4 mg/24h 225G L CIRKHED 16 mg/24h
FC, LHMIZ 2 mg24h TODOHETRFAF L OZNENOEFAEE T I, 773
ARE Y —LRETIE, THEIZ 0375 mg, 2B IZ 0.75 mg $t 5 Znictk, AHED 4.5 mg £T,
1 EMIC 075 mg TOOHETENENOEREMEE T Sz, FRGHEOWREIL 4 » H
R S 7z,

HEFFIARTE T, 4 7RISV T30%LL LD ER, aF IFRET60%, 77 3% Y —
NEETO6T%, 7T BERBEDIS%ICH N (B FTF T T BRDZE 25% ; 1FHIX Hosy
13% ; 36%, 77 INFY =TT EROE 32% ; EHEKHsy, 21% ; 43%, 77 I FY
=K R T AF U DFEETY% . FEREHsy.2% 5 17%) o A TR OPFER R, rF 2T
VEET25WER, T Sk Y — URE T8I, 7T B ARRE T Th o 7m, FEHKE T TR
W OFT X TOETHIINAE TH T,

52 EWEEE
B

e h5%, nF IF T EAICRR AN A D S E 2 L TR SR D, BERFRI
H4%1, 20 CEFIRBICEL, 1H 1E248 0B HIO# 5 T2 E Lz i h e 23R S h
%, IHEF v F IF L EREE X1 mg/24h7)> 524 mg/24h o F EAPH T AR AT 5,

HEAFAI R DA Ry DFIAS% 324K TRE I 31D, R 514 Okt il) A AT <A
ZEUT 213K37%TH 5,

12
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RS SCEFDER
Nerprio 2 mg/24h transdermal patch

{

WA BIE AT A AR T D52 LI LD MIERREICEERNELDZ ENRHD, e FIF 0
NNAFT XA ZEVT 4 OFEIT2% (EBEEXHERT) 20 546% 5% REEE) £ TIZ KA T
Do LU D, BRRMGEICEE T DI RI N TV e,

%

Eil

D?ﬂ?/O)mVltro BT B IE S R 7§58 RITKIN% TH D,
2B D AT OHEFEITI4 kg TH 5,

IANC i)

0FIF U DOREBMININB# SND, 0 F ITFUIN-BLT VT4l BEERAL K ON- T v
T AL O RS LI X VB S D, InvitrorkBROFE RN D, BIRDHCYPT A YV 7 4 — L0
0T IFUDON-BLT VTN A CE D 2 LR E T, EREWIIBUL A KL ON- 7 v
XKD X V7 v U BBIAERTH Y, T D IFEWFICREETH S,

R T 2B HRIIATEETH D,

Pt
0 F IF R EREORITI%IIR T, K23% 0N FEFICHRE N5,
BEEBEGHOaFIF 07 VT T AIK10/minTH Y, JHRFEEHIIS~THRE CTH 5,

HEAHAN IR RIC G SN D DT, BESLHIGFIREOREITIS X 5w,

KRl 7 B RE

i 7RI R 255728, NeuproDOBAGHEIFEAHESE L, ARMEIZIEC THET 5729
PERI, RE, el X5 HEOMENILER N,

W DTS ST b mE OB EEERFICB VT, TUCBEET 2 miEhaFaF
TEEEDOHENNIBIZE SN2 > 7=, Neuprold i B TR & %%%ﬁ%& [ TRV NG AV AN

0 F AF RO T VT AR D AR O A R I B I e L TN+ 5, Lo
LN E, ZIoORBUDBERDFICTEGT 5 L1EE % Eﬂfib‘o

53 HIBRKREMT—%

MAE# 5 R ORHEERBRICB W T, EREML, PRI 2B REHIERICEO b3
FERE R E LCTAEL DT e T 7 F U WOl IZBE LTz,

nFIAFUEEREER, BTy hRWILICBIT A AT = Ea M (B 20E, IR) ~0fk

BTN TH -7, 14HHOBEMRIHFITiRA ITHR LT,

MM, T ) Ty T3, ADORBRIZE W T, mgm?H{i, TRt MEEHED2.8
BT Y T 5HET, SiRME FHEBEREICE > TSN, LV BEELREB(LAEET
MZBWTHED DT, ZOFRBHALZ S HICFHET 2 BRI T Tz, FERER
O OEHEMREICY, WEOMMBFEFREICE VT, MEAEIIRO N oTm, Th
HOHT RO N~OBEMEIIAITSH 5,

%ﬁﬁﬁ% BT, BEET v NBT AT 4 v e MIAMER K Ok 2R Lo, BRI

$%E&Uﬁ%£%&5btm@%5um@%ﬂto_ﬂ%@ﬁMi7/F ARV,
aﬁﬂ’ﬁ@]i%if IOl AHHERE LG EORETHLZ ERMLTEY, v h~DRHE
E 700 &Rl S A7z,

0 FIAF U OEEFEEREE T v N, U RO RCEBWTHRE Lz, aF 35 0 33F
TARTIWCBWTHABEZ RS o), MEFEEHETT v NI 7 RIZBWTKRIEE
ﬁ%fbton%ﬁ%/iﬁ/%akmf%@ih%u%&%ﬁi@wot# FRICE BT

BHAIEERT 0TV FUMEA~DEEL R LTI, Ty MR T AZBWTH L
DIEEMEZAR T S ¥ T2,

0 F 3F U FAmesiRBRIC B W CEBIBFEARLEREZF R Lo 720, invitrow 7 A Y 7

13
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RS SCEFDER
Nerprio 2 mg/24h transdermal patch

{

—vRBRICEBNT, RENEMHEEZ LD ST TREZ, RENEH I EZ DR WEE T THWE
BERLIZ, ZOERBER T FIF o ORaKRETHFRIEAHICL--TEZDIZENDHD, Z
DB Lin vivoD~ T Z/NZFREBR K VT v P AEHDNASG AL (UDS) &R IV Tin-vivo THER
SN2 InoTe, XS ND RV & X LTV A DT, MA%®WW@%¢%k
B L CWAZEBEBZOND, LN T, in-vitroZZiKE BLFMRER 2 BT 2 11O BBt ks 5
DE4VEIRHATH D,
6. EXRZDFHH
6.1 FHmMY—E
Ny X T T VD

RYVZRTI)VT v b, U a8 T3 Ay,

% (kT (E171) , #HEHES, KREF166) MTONT—a—T ¢ 7 K OLIH

(RfaR144, KEAHKS, BAKT)
Mg~ b v A&

AU (AFrvaxthy, FABNI AT UL EHEAK,

AE R K90,

A 2 @S Y v A (E223)

TAVE U VI T — R (E304) KOY

DL-a- =27 = a2—,L (E307) .

7 A — -
BHT vEERARa—T 4 TR AT LT 4 VA,

6.2 EEER

UL,
6.3 {HFHAR

184 H,
6.4 RELOENLTIE

mEJE (2°C-8°C) THRAFT 5 Z &,
6.5 TEMMERUVAR
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
NEUPRO safely and effectively. See full prescribing information for
NEUPRO.

Neupro (Rotigotine Transdermal System)
Initial U.S. Approval: 2007

RECENT MAJOR CHANGES
Indications and Usage, Parkinson’s Disease (1.1)
04/2012

Indications and Usage, Restless Legs Syndrome (1.2)
04/2012

Dosage and Administration, Advanced-Stage Parkinson’s Disease (2.1)
04/2012

Dosage and Administration, Restless Legs Syndrome (2.2)

04/2012

Warnings and Precautions (5) 4/2012

--------------------------- INDICATIONS AND USAGE
Neupro is a dopamine agonist indicated for the treatment of:

. Signs and symptoms of Parkinson’s disease (1.1)

. Moderate-to-severe primary Restless Legs Syndrome (1.2)

----------------------- DOSAGE AND ADMINISTRATION----emmmemmmmemeeee
Apply once a day to the skin; press firmly in place for 30 seconds, making
good contact. Do not place Neupro on oily, irritated, or damaged skin, or
where it will be rubbed by tight clothing. Do not use the same site more than
once every 14 days. The prescribed dose may be achieved using single or
multiple patches. (2)

o Parkinson’s disease: Initially, 2 mg/24 hours for early-stage disease or 4
mg/24 hours for advanced-stage disease. The dose may be increased as
needed by 2 mg/24 hours at weekly intervals, up to 6 mg /24 hours for
early-stage disease and up to 8 mg/24 hours for advanced-stage disease.
2.1)

o Restless Legs Syndrome: Initially, 1 mg/24 hours, increased as needed by
1 mg/24 hours at weekly intervals, up to 3 mg/24 hours. (2.2)

To discontinue treatment, reduce the dose gradually until complete withdrawal
of Neupro. (2.3)

Transdermal System: 1 mg, 2 mg, 3 mg, 4 mg, 6 mg and 8 mg rotigotine per
24 hours. (3)

CONTRAINDICATIONS
History of hypersensitivity to rotigotine or components of the transdermal
patch. (4)

. Contains sodium metabisulfite that may cause allergic-type reactions in
those with sulfite sensitivity. (5.1)

. Falling asleep during activities of daily living, including the operation
of motor vehicles and somnolence may occur. (5.2)

. Hallucinations/psychotic -like behavior and dyskinesia may occur. (5.3,
5.9)

. Symptomatic postural hypotension and syncope may occur, especially
during dose escalation. (5.4, 5.5)

. Application site reactions can occur, and may be severe. (5.10)
Elevation of blood pressure and heart rate may occur. (5.7)

. Intense urges may cause impulse control and compulsive behaviors.
(5.6)

. Monitor patients for these adverse reactions. If these adverse reactions
occur, lowering the dose or discontinuing Neupro may be beneficial. (5)

ADVERSE REACTIONS

. Most common adverse reactions (> 5 % greater than placebo) for the
highest recommended doses of Neupro for treatment of Parkinson's
disease were nausea, vomiting, somnolence, application site reactions,
dizziness, anorexia, hyperhidrosis, insomnia, peripheral edema, and
dyskinesia. (6.1)

. Most common adverse reactions (> 5 % greater than placebo) for the
highest recommended dose of Neupro for Restless Legs Syndrome were
application site reactions, nausea, somnolence, and headache.(6.1)

To report SUSPECTED ADVERSE REACTIONS, contact UCB, Inc. at
866-822-0068 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

Pregnancy: Based on animal data, may cause fetal harm (8.1)

See 17 for PATIENT COUNSELING INFORMATION and FDA
approved patient labeling.
Revised: 04/2012
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FULL PRESCRIBING INFORMATION
1 INDICATIONS AND USAGE

1.1 Parkinson’s Disease (PD)

Neupro (Rotigotine Transdermal System) is indicated for the treatment of the signs and symptoms of idiopathic Parkinson's
disease.

The effectiveness of Neupro was demonstrated in randomized, controlled trials in patients with early-stage Parkinson’s
disease who were not receiving concomitant levodopa therapy as well as in patients with advanced-stage Parkinson’s disease
on concomitant levodopa.

1.2 Restless Legs Syndrome (RLS)

Neupro (Rotigotine Transdermal System) is indicated for the treatment of moderate-to-severe primary restless legs syndrome.

2 DOSAGE AND ADMINISTRATION

Neupro is applied once a day. The adhesive 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 transdermal system should be applied at
approximately 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. No dosage adjustment is
necessary for patients who have moderate impairment of hepatic function or mild to severe impairment of renal function. The
application site for Neupro should be moved on a daily basis (for example, 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 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 system 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 transdermal system becomes dislodged, another transdermal system should be applied for the remainder of the day. The
prescribed dose may be achieved using single or multiple patches. [Refer Patients to Instructions for Use in the Patient
Information Section at the end of the Full Prescribing Information].

2.1 Parkinson’s Disease

Early-Stage Parkinson’s Disease

Neupro should be started at 2 mg/24 hours for patients with early-stage Parkinson’s disease. Based upon individual patient
clinical response and tolerability, Neupro dosage may be increased weekly by 2 mg/24 hours if tolerated and if additional
therapeutic effect is needed. The lowest effective dose was 4 mg/24 hours. The highest recommended dose for early-stage
Parkinson’s disease is 6 mg/24 hours.

Advanced-Stage Parkinson’s Disease

Patients with advanced-stage Parkinson’s disease may be initiated at 4 mg/24 hours. Based upon individual patient clinical
response and tolerability, Neupro dosage may be increased weekly by 2 mg/24 hours. The recommended dose for advanced-
stage Parkinson’s disease is 8 mg/24 hours.

2.2 Restless Legs Syndrome

Neupro should be started at 1 mg/24 hours. Based upon individual patient clinical response and tolerability, Neupro dosage
may be increased weekly by 1 mg/24 hours if tolerated and if additional therapeutic effect is needed. The lowest effective
dose was 1 mg/24 hours. The highest recommended dose is 3 mg/24 hours.

2.3 Discontinuation of Treatment

For patients with Parkinson’s disease, the daily dose should be reduced by a maximum of 2 mg/24 hours with a dose
reduction preferably every other day, until complete withdrawal of Neupro is achieved.
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For patients with RLS, the daily dose should be reduced by 1 mg/24 hours preferably every other day, until complete
withdrawal of Neupro is achieved.

3 DOSAGE FORMS AND STRENGTHS

Transdermal System: 1 mg, 2 mg, 3 mg, 4 mg, 6 mg and 8 mg rotigotine per 24 hours.

4 CONTRAINDICATIONS

Neupro is contraindicated in patients who have demonstrated hypersensitivity to rotigotine or the components of the
transdermal system.

5 WARNINGS AND PRECAUTIONS

Patients should be monitored for developing adverse reactions described in this section. If any of these adverse reactions
develop, lowering or discontinuing the dose of Neupro may be beneficial.

5.1 Sulfite Sensitivity

Neupro contains sodium metabisulfite, a sulfite that may cause allergic-type reactions including anaphylactic symptoms and
life threatening or less severe asthmatic episodes in certain susceptible people. The overall prevalence of sulfite sensitivity in
the general population is unknown. Sulfite sensitivity is seen more frequently in asthmatic than in nonasthmatic people.

5.2 Falling Asleep During Activities of Daily Living and Somnolence

Patients with early and advanced Parkinson’s disease and with Restless Legs Syndrome treated with Neupro have reported
falling asleep while engaged in activities of daily living, including the operation of motor vehicles, which sometimes resulted
in accidents. Although many of these patients reported somnolence while on Neupro, some did not perceive warning signs,
such as excessive drowsiness, and believed that they were alert immediately prior to the event. Some of these events have
been reported as late as one year after initiation of treatment. In trials of Restless Legs Syndrome, 2 % of patients treated with
the highest recommended Neupro dose (3 mg/24 hours) reported sleep attacks vs 0 % of placebo patients.

Many clinical experts believe that falling asleep while engaged in activities of daily living always occurs in a setting of pre-
existing somnolence, although patients may not give such a history. For this reason, prescribers should continually reassess
patients for drowsiness or sleepiness especially since some of the events occur well after the start of treatment.

Somnolence is a common occurrence in patients receiving Neupro. For the highest recommended Neupro dose, the treatment
different incidence (Neupro % - Placebo %) for somnolence was 16% for early Parkinson’s disease, 4 % for advanced
Parkinson’s disease, and 6 % for Restless Legs Syndrome. Prescribers should also be aware that patients may not
acknowledge drowsiness or sleepiness until directly questioned about drowsiness or sleepiness during specific activities.
Patients should be advised to exercise caution while driving, operating machines, or working at heights during treatment with
Neupro. Patients who have already experienced somnolence and/or an episode of sudden sleep onset should not participate in
these activities during treatment with Neupro.

Before initiating treatment with Neupro, patients should be advised of the potential to develop drowsiness and specifically
asked about factors that may increase this risk with Neupro such as concomitant sedating medications and the presence of
sleep disorders. If a patient develops daytime sleepiness or episodes of falling asleep during activities that require active

participation (e.g., conversations, eating, etc.), Neupro should ordinarily be discontinued [see Dosage and Administration

(2.3)]

If a decision is made to continue Neupro, patients should be advised not to drive and to avoid other potentially dangerous
activities. There is insufficient information to establish whether dose reduction will eliminate episodes of falling asleep while
engaged in activities of daily living.

5.3 Hallucinations / Psychotic-Like Behavior

There was an increased risk for hallucinations in patients with advanced-stage Parkinson's disease treated with Neupro. For
the highest recommended Neupro dose, the incidence of the treatment difference (Neupro % - Placebo %) for hallucinations
was 4% for patients with advanced-stage Parkinson’s disease, and this difference increased with increasing dose.
Hallucinations were of sufficient severity to cause discontinuation of treatment (mainly during the dose escalation/titration
period) in 3% of advanced-stage Parkinson’s disease patients treated with the highest recommended dose of Neupro
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compared with 1 % of placebo treated patients. Hallucinations have also been reported in post-marketing reports.

Post-marketing reports indicate that patients may experience new or worsening mental status and behavioral changes, which
may be severe, including psychotic-like behavior during Neupro treatment or after starting or increasing the dose of Neupro.
Other drugs prescribed to improve the symptoms of Parkinson’s disease can have similar effects on thinking and behavior.
This abnormal thinking and behavior can consist of one or more of a variety of manifestations including paranoid ideation,
delusions, hallucinations, confusion, psychotic-like behavior, disorientation, aggressive behavior, agitation, and delirium.
These various manifestations of psychotic-like behavior were also observed during the clinical development of Neupro for
early and advanced-stage Parkinson's disease and Restless Legs Syndrome.

Patients with a major psychotic disorder should ordinarily not be treated with Neupro because of the risk of exacerbating
psychosis. In addition, certain medications used to treat psychosis may exacerbate the symptoms of Parkinson's disease and
may decrease the effectiveness of Neupro [see Drug Interactions (7.1)].

5.4 Symptomatic Hypotension

Dopaminergic agonists, in clinical studies and clinical experience, appear to impair the systemic regulation of blood pressure,
resulting in postural/orthostatic hypotension, especially during dose escalation. Parkinson's disease patients, in addition,
appear to have an impaired capacity to respond to a postural challenge. For these reasons, both Parkinson's and RLS patients
being treated with dopaminergic agonists ordinarily (1) require careful monitoring for signs and symptoms of postural
hypotension, especially during dose escalation, and (2) should be informed of this risk.

Mild-moderate decreases in systolic blood pressure (> 20 mm Hg) and in diastolic blood pressure (> 10 mm Hg) occurred
more frequently (Neupro % > 5 % greater than placebo %) in all patients (i.e., early and advanced-stage Parkinson's disease
and Restless Legs Syndrome) with the highest recommended Neupro dose. These decreases in systolic and diastolic blood
pressure were observed when supine, standing, and changing from supine to standing position. More severe decreases in
systolic blood pressure (> 40 mm Hg) and in diastolic blood pressure (> 20 mm Hg) also occurred more frequently (Neupro
% > 2 % greater than placebo %) in patients with early and advanced-stage Parkinson's disease during measurements when
supine, standing and/or changing from supine to standing position. Some threshold decreases in blood pressure described
earlier appeared to be dependent on the dose of Neupro and were also observed at the final study visit.

An analysis using a variety of adverse reaction terms suggestive of orthostatic hypotension, including dizziness/postural
dizziness and others, showed an increased risk for all patients treated with Neupro. For the highest recommended Neupro
dose, the treatment different incidence (Neupro % - Placebo %) for adverse reactions suggestive of hypotension/orthostatic
hypotension was 18 % for early Parkinson’s disease, 4 %for advanced Parkinson’s disease, and 1 % for Restless Legs
Syndrome.

This increased risk for symptomatic hypotension and decreases in blood pressure was observed in a setting in which patients
were very carefully titrated, and patients with clinically relevant cardiovascular disease or symptomatic orthostatic
hypotension at baseline had been excluded from this study. The increased risk for significant decreases in blood pressure or
orthostatic hypotension occurred especially in the dose escalation/titration period.

55 Syncope

Syncope has been reported in patients using dopamine agonists, and for this reason patients should be alerted to the
possibility of syncope. Because the studies of Neupro excluded patients with clinically relevant cardiovascular disease,
patients with severe cardiovascular disease should be treated with caution.

5.6 Impulse Control / Compulsive Behaviors

Case reports suggest that patients can experience intense urges to gamble, increased sexual urges, intense urges to spend
money, binge eating, and/or other intense urges, and the inability to control these urges while taking one or more of the
medications, including Neupro, that increase central dopaminergic tone and that are generally used for the treatment of
Parkinson’s disease. In some cases, although not all, these urges were reported to have stopped when the dose was reduced or
the medication was discontinued. Because patients may not recognize these behaviors as abnormal, it is important for
prescribers to specifically ask patients or their caregivers about the development of new or increased gambling urges, sexual
urges, uncontrolled spending or other urges while being treated with Neupro. Physicians should consider dose reduction or
stopping the medication if a patient develops such urges while taking Neupro [see Patient Counseling Information (17.6)].
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5.7 Elevation of Blood Pressure and Heart Rate

Some patients treated with Neupro exhibited moderately severe increases in systolic blood pressure (> 180 mm Hg) and/or in
diastolic blood pressure (> 105 mm Hg) while supine and/or standing. In patients with advanced-stage Parkinson's disease,
there was an increased risk (treatment difference = highest recommended Neupro dose % - placebo %) of 2 % for systolic
blood pressure > 180 mm Hg and of 4 % for diastolic blood pressure > 105 mm Hg. In patients with Restless Legs Syndrome,
there was an increased risk (treatment difference = highest recommended Neupro dose % - placebo %) of 4 % for diastolic
blood pressure > 105 mm Hg.

Mild-moderate increases in systolic blood pressure (> 20 mm Hg) and in diastolic blood pressure (> 10 mm Hg) occurred
more frequently (Neupro % > 5 % greater than placebo %) in all patients (i.e., early and advanced-stage Parkinson's disease
and Restless Legs Syndrome) with the highest recommended Neupro dose. These increases in systolic and diastolic blood
pressure were observed when supine, standing, and changing from supine to standing position. More severe increases in
systolic blood pressure (> 40 mm Hg) and in diastolic blood pressure (> 20 mm Hg) also occurred more frequently (Neupro
% > 2 % greater than placebo %) in patients with early and advanced-stage Parkinson's disease and with Restless Legs
Syndrome during measurements when supine, standing and/or changing from supine to standing position. Some threshold
increases in blood pressure described earlier appeared to be dependent on the dose of Neupro and were also observed at the
final study visit.

In the placebo-controlled trials, there was an increased risk for hypertension as an adverse reaction with the highest
recommended dose for advanced-stage Parkinson's disease (Neupro 3 % vs placebo 0 %) and for Restless Legs Syndrome
(Neupro 4 % vs placebo 0 %).

Some patients treated with Neupro exhibited moderately increased pulse (> 100 beats per minute) while supine and/or
standing. In patients with advanced-stage Parkinson's disease, there was an increased risk (treatment difference = highest
recommended Neupro dose % - placebo %) of 2 % for increased pulse. In patients with Restless Legs Syndrome, there was
an increased risk (treatment difference = highest recommended Neupro dose % - placebo %) of 5 % for increased pulse.

These findings of blood pressure and heart rate elevations should be considered when treating patients with cardiovascular
disease.

5.8 Weight Gain and Fluid Retention

Patients taking the highest recommended Neupro dose for early-stage Parkinson’s disease had a higher incidence (2 %) of
substantial weight gain (more than 10% of baseline weight) than subjects taking placebo (0 %). In advanced-stage
Parkinson’s disease, the incidence of weight gain more than 10 % of baseline weight was 9 % Neupro (for highest
recommended dose) and 1 % placebo. This weight gain was frequently associated with the development of peripheral edema
in patients with Parkinson’s disease, suggesting that Neupro may cause substantial fluid retention in some Parkinson’s
patients. Although the weight gain was usually well-tolerated in subjects observed in the Parkinson’s clinical studies, it could
cause greater difficulty in patients who may be especially vulnerable to negative clinical consequences from fluid retention
such as those with significant congestive heart failure or renal insufficiency.

For the highest recommended Neupro dose, the treatment different incidence (Neupro % - Placebo %) for peripheral edema
was 1% for early Parkinson’s disease, and 8% for advanced Parkinson’s disease. These treatment differences increased
further with treatment at Neupro dosing above the highest recommended doses.

5.9 Dyskinesia

Neupro may potentiate the dopaminergic side effects of levodopa and may cause and/or exacerbate pre-existing dyskinesia.
For the highest recommended Neupro dose, the treatment different incidence (Neupro % - Placebo %) for dyskinesia was 7
% for patients with advanced-stage Parkinson’s disease, and this incidence increased with increasing dose. There was also an
increased risk (Neupro 3 % vs placebo 0 %) for discontinuation from the study because of dyskinesia for the highest
recommended Neupro dose in these same patients.

5.10 Application Site Reactions

Application site reactions (ASRs) were reported at a greater frequency in the Neupro-treated patients than in placebo patients
in the double-blind, placebo-controlled dose-response studies with Neupro. For the highest recommended Neupro dose, the
treatment different incidence (Neupro % - Placebo %) for various ASRs was 15 % for early-stage Parkinson’s disease, 23%
for advanced-stage Parkinson’s disease, and 39 % for Restless Legs Syndrome. ASRs exhibited a dose-dependent
relationship for all doses for patients with early and advanced-stage Parkinson's disease and Restless Legs Syndrome ASRs
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were also of sufficient severity to cause study discontinuation for patients with early-stage Parkinson’s disease (Neupro 3 %
vs placebo 0 %), advanced-stage Parkinsons’s disease (Neupro 2 % vs placebo 0 %, and Restless Legs Syndrome (Neupro 12
% vs placebo 0 %) who were treated with the highest recommended Neupro dose.

Of ASRs in Neupro-treated patients, most were mild or moderate in intensity. The signs and symptoms of these reactions
generally were localized erythema, edema, or pruritus limited to the patch area and usually did not lead to dose reduction.
Generalized skin reactions (e.g., allergic rash, including erythematous, macular-papular rash, or pruritus), have been reported
at lower rates than ASRs during the development of Neupro.

In a clinical study designed to investigate the cumulative skin irritation of Neupro, daily rotation of Neupro application sites
has been shown to reduce the incidence of ASRs in comparison to repetitive application to the same site. In a clinical study
investigating the skin sensitizing potential of Neupro in 221 healthy subjects, no case of contact sensitization was observed.
Localized sensitization reactions were observed in a study with healthy subjects by continuously rotating a 0.5 mg/24 hours
transdermal system, after induction of maximal irritational stress was achieved by repetitive transdermal system application
to the same site. If a patient reports a persistent application site reaction (of more than a few days), reports an increase in
severity, or reports a skin reaction spreading outside the application site, an assessment of the risk and benefits for the
individual patient should be conducted. If a generalized skin reaction associated with the use of Neupro is observed, Neupro
should be discontinued.

5.11 Melanoma

Epidemiological studies have shown that patients with Parkinson’s disease have a higher risk (approximately 6-fold higher)
of developing melanoma than the general population. Whether the increased risk observed was due to Parkinson’s disease or
other factors, such as drugs used to treat Parkinson’s disease, is unclear.

For the reasons stated above, patients and providers are advised to monitor for melanomas frequently and on a regular basis
when using Neupro for any indication. Ideally, periodic skin examinations should be performed by appropriately qualified
individuals (e.g., dermatologists).

5.12 Augmentation and Rebound in RLS

Augmentation is a worsening of RLS symptoms during treatment, leading to an increase in overall symptom severity or
earlier time of symptom onset each day compared to before initiation of treatment. Dopaminergic medicinal products,
including rotigotine, may result in augmentation.

Rebound, an exacerbation of RLS symptoms, is considered to be an end of dose effect, related to the half-life of the
therapeutic agent. Reports in the published literature indicate discontinuation or wearing off of dopaminergic medications can
result in rebound.

5.13 Magnetic Resonance Imaging and Cardioversion

The backing layer of Neupro contains aluminum. To avoid skin burns, Neupro should be removed prior to magnetic
resonance imaging or cardioversion.

5.14 Heat Application

The effect of application of heat to the transdermal system has not been studied. However, heat application has been shown
to increase absorption several fold with other transdermal products. Patients should be advised to avoid exposing the Neupro
application site to external sources of direct heat, such as heating pads or electric blankets, heat lamps, saunas, hot tubs,
heated water beds, and prolonged direct sunlight.

5.15  Withdrawal-Emergent-Hyperpyrexia and Confusion

A symptom complex resembling the neuroleptic malignant syndrome (characterized by elevated temperature, muscular
rigidity, altered consciousness, rhabdomyolysis, and/or autonomic instability), with no other obvious etiology, has been
reported in association with rapid dose reduction, withdrawal of, or changes in anti-Parkinsonian therapy. Therefore it is
recommended that the dose be tapered at the end of Neupro treatment as a prophylactic measure [See Dosage and
Administration (2.3)]
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5.16 Fibrotic Complications

Cases of retroperitoneal fibrosis, pulmonary infiltrates, pleural effusion, pleural thickening, pericarditis and cardiac
valvulopathy have been reported in some patients treated with ergot-derived dopaminergic agents. While these complications
may resolve when the drug is discontinued, complete resolution does not always occur.

Although these adverse events are believed to be related to the ergoline structure of these compounds, whether other,
nonergot derived dopamine agonists can cause them is unknown.

5.17 Binding to Melanin

As has been reported with other dopamine agonists, binding to melanin-containing tissues (i.e., eyes) in the pigmented rat
and monkey was evident after a single dose of rotigotine, but was slowly cleared over the 14-day observation period.

6 ADVERSE REACTIONS

The following adverse reactions are discussed in more detail in the Warnings and Precautions section of labeling.

Sulfite Sensitivity [see Warnings and Precautions (5.1)]

Falling Asleep During Activities of Daily Living and Somnolence [see Warnings and Precautions (5.2)]
Hallucinations / Other Psychiatric Disorders [see Warnings and Precautions (5.3)]
Symptomatic Hypotension [see Warnings and Precautions (5.4)]

Syncope [see Warnings and Precautions (5.5)]

Impulse Control / Compulsive Behaviors [see Warnings and Precautions (5.6)]

Elevation of Blood Pressure and Heart Rate [see Warnings and Precautions (5.7)]

Weight Gain and Fluid Retention [see Warnings and Precautions (5.8)]

Dyskinesia [see Warnings and Precautions (5.9)]

Application Site Reactions [see Warnings and Precautions (5.10)]

Melanoma [see Warnings and Precautions (5.11)]

Augmentation and Rebound in RLS [see Warnings and Precautions (5.12)]

Heat Application [see Warnings and Precautions (5.14)]
Withdrawal-Emergent-Hyperpyrexia and Confusion [see Warnings and Precautions (5.15)]
Fibrotic Complications [see Warnings and Precautions (5.16)]

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, the incidence of adverse reactions (number of unique
patients experiencing an adverse reaction associated with treatment / total number of patients treated) observed in the clinical
trials of a drug cannot be directly compared to incidence of adverse reactions in the clinical trials of another drug and may
not reflect the incidence of adverse reactions observed in practice.

Adverse Reactions Incidence in Controlled Clinical Studies in Early-Stage Parkinson’s Disease

The safety of Neupro was evaluated in a total of 649 early-stage Parkinson’s disease patients who participated in three
double-blind, placebo-controlled studies with durations of 3 to 9 months. Additional safety information was collected in
short term studies, and two open-label extension studies in patients with early-stage Parkinson’s disease.

The incidence of adverse reactions in a randomized, double-blinded, placebo-controlled, fixed-dose trial is shown in Table 1.
Incidences for the non-recommended 8 mg/24 hour dose are also shown.

In the double-blind, placebo-controlled, Dose-Response study in patients with early-stage Parkinson’s disease, the most
commonly observed adverse reactions (> 5 % greater than placebo) for the highest recommended dose of Neupro (6 mg/24
hours) were nausea, vomiting, somnolence, application site reactions, dizziness, anorexia, hyperhidrosis, and insomnia.

In this trial, 12% of patients treated with the highest, recommended Neupro dose (6 mg/24 hours) discontinued treatment
because of adverse reactions, compared with 6% of patients who received placebo.
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Table1l Incidence of Treatment-Emergent Adverse Reactions in Placebo-Controlled, Trial of Patients
with Early-Stage Parkinson's Disease (Dose-Response Study) Where Incidence Was > 2 % in 6 mg/24
hours Neupro Group and Greater Than the Incidence in Placebo-Treated Patients

Neupro dose
Placebo 2 mg/24h 4 mg/24h 6 mg/24h 8 mg/24h
. N=64 N=67 N=64 N=65 N=70

Adverse Reactions % % % % %
Ear and labyrinth disorders
Tinnitus | 0 | 0 | 2 | 3 | 0
Gastrointestinal disorders
Nausea* 13 34 38 48 41
Vomiting* 3 10 16 20
Anorexia 0 0 2 8
Dyspepsia 0 2 2 3 0
General disorders and administration site conditions
Application and 19 24 21 34 46
instillation site
reactions
Fatigue 3 8 18 6 13
Oedema peripheral* 2 2 3 3 4
Infections and infestations
Upper respiratory tract 0 3 5 2 0
infection
Sinusitis 0 2 0 2 1
Injury, poisoning and procedural complications
Contusion* | 0 | 2 | 0 | 2 | 4
Investigations
White blood cells urine 2 3 3 3 1
positive
Electrocardiogram T 0 0 2 3 0
wave abnormal
Weight decreased* 0 0 0 2 3
Metabolism and nutrition disorders
Anorexia 0 2 2 6 1
Decreased appetite* 0 0 0 3
Musculoskeletal and connective tissue disorders
Muscle spasms* | 2 | 3 | 2 | 3 | 4
Nervous system disorders
Dizziness 11 21 14 22 20
Dizziness postural 0 2 2 2 1
Somnolence* 3 12 14 19 20
Lethargy 0 2 2 2 1
Balance disorder 0 0 2 3 0
Psychiatric disorders
Insomnia 6 5 10 11 7
Early morning 0 0 0 2 3
awakening*
Abnormal dreams* 0 2 5 3 7
Depression 0 5 3 2 0
Reproductive system and breast disorders
Erectile dysfunction* | 0 | 0 | 0 | 2 | 3
Respiratory, thoracic and mediastinal disorders
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Pharyngolaryngeal pain 0 2 2 2 0
Hiccups* 0 2 2 2 3
Skin and subcutaneous tissue disorders

Hyperhidrosis 3 3 3 11 3
Erythema* 3 3 6 5 6
Rash pruritic* 0 0 0 2 3

*Dose-related

HLT=high level term; MedDRA=Medical Dictionary for Regulatory Activities; PT=preferred term;
SOC=system organ class; TEAEs=treatment-emergent adverse events

The incidence of certain adverse reactions with Neupo treatment was notably increased compared to placebo treatment (i.c.,
Neupro % - placebo % =>5 %) in either the titration or maintenance phases of the Dose-Response trial. During the titration
phase, an increased incidence ( in descending order of % treatment difference) was observed for nausea, somnolence,
vomiting, application site reactions (ASRs), dizziness, sweating increased, anorexia and vision abnormal. During the
maintenance phase, an increased incidence was observed for nausea, and ASRs. Some adverse reactions developing in the
titration phase persisted (> 7 days) into the maintenance phase. These “persistent” adverse reactions included ASRs,
anorexia, somnolence, nausea, and vision abnormal.

Adverse Reactions Incidence in Controlled Clinical Studies in Advanced-Stage Parkinson’s Disease

The safety evaluation of Neupro was based on a total of 672 Neupro-treated subjects with advanced-stage Parkinson’s
disease who participated in 3 double-blind, placebo-controlled studies (2 fixed-dose trials and one flexible dose trial) with
durations of 3 to 7 months. Patients received concomitant levodopa in these studies. Additional safety information was
collected in earlier short-term studies, and 2 open-label extension studies in subjects with advanced-stage Parkinson’s
disease.

The incidence of adverse reactions in a randomized, double-blinded, placebo-controlled, fixed-dose trial is shown in Table 2.
Incidences for the non-recommended 12 mg/24 hour dose are also shown.

In the Dose-Response, placebo controlled trial for advanced-stage Parkinson's disease, the most common adverse reactions (>
5 % greater than placebo) for the highest recommended dose of Neupro (8 mg) were application site reactions, nausea,
somnolence, and headache.

In this trial, approximately 15 % of patients treated with the highest, recommended Neupro dose (8 mg/24 hours)
discontinued treatment because of adverse reactions, compared with 9 % of patients who received placebo.

Table 2 Incidence of Treatment-Emergent Adverse Reactions in Placebo-Controlled,
Trial of Patients with Advanced-Stage Parkinson's Disease (Dose-Response Study)
Where Incidence Was > 2 % in 8 mg/24 hours Neupro Group and Greater Than the
Incidence in Placebo-Treated Patients

Reference ID: 3108299

Neupro dose
Placebo 8 mg/24h 12 mg/24h
. N=120 N=118 N=111

Adverse Reaction % o %
Gastrointestinal disorders
Nausea 19 28 22
Vomiting 6 10 8
Constipation 6 9 5
Diarrhea 5 7 5
General disorders and administration site conditions
Application and instillation 13 36 46
site reactions * *
Edema peripheral™® 1 9 14
Asthenia 3 4 3
Musculoskeletal and connective tissue disorders
Musculoskeletal pain 1 2 2
Arthralgia 7 11 8
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Nervous system disorders

Somnolence 28 32 32
Dizziness 15 23 14
Dyskinesia* 7 14 17
Headache 8 10 8

Paraesthesias/Dysesthesias* 3 5 6

Tremor 3 4 3

Psychiatric disorders

Disturbances in initiating and 6 9 14
maintaining sleep * *

Hallucinations * 3 7 14
Nightmare* 2 3 5

Respiratory, thoracic and mediastinal disorders

Cough 1 3 3

Nasal congestion 0 3 3

Sinus congestion 0 3 2

Skin and subcutaneous tissue disorders

Hyperhidrosis 0 3 1

Erythema 1 3 2

Vascular disorders

Hypertension* | 0 | 3 | 5

*Dose-related

HLT=high level term; MedDRA=Medical Dictionary for Regulatory Activities; PT=preferred
term; SOC=system organ class; TEAEs=treatment-emergent adverse events

* The following selected HLTs were considered and included, if applicable: application and
instillation site reactions, asthenic conditions, and disturbances in initiating and maintaining sleep

The incidence of certain adverse reactions with Neupo treatment was notably increased compared to placebo treatment (i.e.,
Neupro % - placebo % =>5 %) in either the titration or maintenance phases of the Dose-Response trial. During the titration
phase, an increased incidence (in descending order of % treatment difference) was observed for nausea, hallucinations,
constipation, dyskinesia, dizziness. During the maintenance phase, an increased incidence was observed for ASRs, peripheral
edema, and dyskinesia. Some adverse reactions developing in the titration phase persisted (> 7 days) into the maintenance
phase. A notably “persistent” adverse reaction was ASRs.

Adverse Reactions Incidence in Controlled Clinical Studies in Restless Legs Syndrome

The safety evaluation of rotigotine was based on a total of 745 Neupro-treated subjects with RLS who participated in 2
double-blind, placebo-controlled studies with maintenance durations of 6 months. Additional safety information was
collected in earlier short term studies, and 3 open-label extension studies in subjects with RLS.

The incidence of adverse reactions in two randomized, double-blinded, placebo-controlled, fixed-dose trials are shown in
Table 3.

In the two randomized, double-blinded, placebo-controlled, fixed-dose trials for RLS, the most common adverse reactions (>
5 % greater than placebo) for the highest recommended dose of Neupro (3 mg) were application site reactions, nausea,
somnolence, and headache.

In the two Dose-Response, placebo controlled trials, 24 % of Neupro-treated patients treated with the highest recommended
dose (3 mg) discontinued treatment because of adverse reactions, compared with 3 % of patients who received placebo.

Table 3 Incidence of Treatment-Emergent Adverse Reactions in Placebo-Controlled, Trial of Patients with
Restless Legs Syndrome (North American and Foreign Multinational Studies) Where Incidence Was >2 % in 2
mg or 3 mg/24 hours Neupro Groups and Greater Than the Incidence in Placebo-Treated Patients

Adverse Reaction Placebo Neupro Dose
N_I1"7
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0.5 mg/24h 1 mg/24h 2 mg/24h 3 mg/24h
N=99 N=215 N=211 N=220

% % % %
Ear and labyrinth disorders
Vertigo | 1 | 0 | 4 | 3 | 1
Gastrointestinal disorders
Nausea 10 18 15 23 21
Dry mouth* 4 3 3 3 7
Constipation 3 6 3 2 5
Vomiting™* 1 2 2 4 4
Dyspepsia* 1 2 1 2 3
General disorders and administration site conditions
Application and
instillation site reactions
2% 4 23 27 38 43
Asthenic
conditions * * 8 11 7 14 12
Infections and infestations
Nasopharyngitis 7 5 10 7 8
Sinusitis* 1 2 1 2 3
Investigations
Serum ferritin
decreased* 1 2 1 1 2
Musculoskeletal and connective tissue disorders
Muscle spasms | | | 3 | 1 | 4 | 1
Nervous system disorders
Headache 11 21 15 18 16
Somnolence* 4 8 5 8 10
Dizziness 6 7 5 9 6
Psychiatric disorders
Disturbances in
initiating and/or
maintaining sleep * * 3 2 4 3 10
Sleep disorder* | 0 2 3 3
Abnormal dreams* 0 2 1 2 3
Sleep attacks* 0 0 1 0 2
Skin and subcutaneous tissue disorders
Pruritus 3 9 4 3 7
Hyperhidrosis* 2 1 3 5 3
Erythema* 1 1 1 0 2
Vascular disorders
Hypertension* 0 3 1 1 4
Hot flush 1 4 1 3 0

*Dose-related

HLT=high level term; MedDRA=Medical Dictionary for Regulatory Activities; PT=preferred term;
SOC=system organ class

* The following selected HLTs were considered and included, if applicable: application and instillation
site reactions, asthenic conditions (i.e., asthenia, malaise, fatigue), and disturbances in initiating and maintaining sleep.

The incidence of certain adverse reactions with Neupo treatment was notably increased compared to placebo treatment (i.c.,
Neupro % - placebo % => 5 %) in either the titration or maintenance phases of the Dose-Response trial. During the titration
phase, an increased incidence (in descending order of % treatment difference) was observed for ASRs, and disturbances in
initiating and/or maintaining sleep. During the maintenance phase, an increased incidence was observed for ASRs. Some
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adverse reactions developing in the titration phase persisted (> 7 days) into the maintenance phase. These “persistent”
adverse reactions were ASRs, nausea, and disturbances in initiating and/or maintaining sleep.

6.2 Laboratory Changes

Some clinical laboratory analytes were abnormal for patients treated with the highest recommended Neupro dose in the dose-
response trials for patients with early-stage and advanced-stage Parkinson's disease and with RLS.

There was a treatment difference (Neupro % - placebo %) of 6 % for decreased hemoglobin (below the normal reference
range) and of 3 % for decreased hematocrit (below the normal reference range) in patients with early-stage Parkinson's
disease. There was a treatment difference of 4 % for a decreased hemoglobin (below the normal reference range) and of 3 %
for decreased hematocrit (below the normal reference range) in patients with advanced-stage Parkinson's disease. There was a
treatment difference of 3 % for a decreased hemoglobin (below the normal reference range) in patients with RLS. There was
also a treatment difference of 2 % for markedly decreased hemoglobin and hematocrit in patients with advanced Parkinson's
disease and of 1 % for markedly decreased hematocrit in patients with RLS.

There was a treatment difference of 9 % for increased serum BUN (above the normal reference range) in patients with early-
stage Parkinson's disease. There was a treatment difference of 1 % for markedly increased serum BUN in patients with
advanced-stage Parkinson's disease.

There was a treatment difference of 9 % for decreased serum glucose (below the normal reference range) in patients with
early-stage Parkinson's disease and of 3 % in patients with advanced-stage Parkinson's disease. There was a treatment
difference of 1 % for markedly decreased serum glucose in patients with advanced-stage Parkinson's disease.

7 DRUG INTERACTIONS
7.1 Dopamine Antagonists
It is possible that dopamine antagonists, such as antipsychotics or metoclopramide, could diminish the effectiveness of
rotigotine.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Category C

There are no adequate and well-controlled studies in pregnant women. In studies conducted in mice, rats, and rabbits,
rotigotine was shown to have adverse effects on embryo-fetal development when administered during pregnancy at doses
similar to or lower than those used clinically. Neupro should be used during pregnancy only if the potential benefit justifies
the potential risk to the fetus.

Rotigotine administered subcutaneously (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 embryo-fetal death at the high dose. The no-effect dose for embryo-fetal 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 (0.5, 1.5, or 5 mg/kg/day) to
pregnant rats during organogenesis (gestation days 6 through 17) resulted in increased embryo-fetal 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 (5, 10, or 30 mg/kg/day) to pregnant rabbits during
organogenesis (gestation days 7 through 19), an increase in embryo-fetal 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 (0.1, 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 lactation 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.
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8.3 Nursing Mothers
Rotigotine decreases prolactin secretion in humans and could potentially inhibit lactation.

Studies have shown that rotigotine and/or its metabolite(s) are excreted in rat milk. It is not known whether this drug is
excreted in human milk. Because many drugs are excreted in human milk, caution should be exercised when NEUPRO is
administered to a nursing woman.

8.4 Pediatric Use

Safety and effectiveness in pediatric patients for any indication have not been established.

8.5 Geriatric Use

Of subjects treated with Neupro in clinical studies for the treatment of Parkinson’s disease, approximately 50% were 65 years
old and over, and approximately 11% were 75 and over. Among subjects treated with Neupro in clinical studies for the
treatment of RLS, 26% were 65 years and over. No overall differences in safety or effectiveness were observed between these
subjects and younger subjects, and other reported clinical experience has not identified differences in responses between the
elderly and younger patients, but greater sensitivity of some older individuals cannot be ruled out.

No overall differences in plasma levels of rotigotine were observed between patients who were 65 to 80 years old compared
with younger patients receiving the same rotigotine doses.

8.6 Renal Impairment

The effect of renal function on rotigotine pharmacokinetics has been studied in subjects with mild to severe impairment of
renal function including subjects requiring dialysis compared to healthy subjects. There were no relevant changes in
rotigotine plasma concentrations. In subjects with severe renal impairment not on dialysis, (i.e., creatinine clearance 15 to
<30 ml/min), exposure to rotigotine conjugates was doubled. No dosage adjustment is recommended.

8.7 Hepatic Impairment

The effect of impaired hepatic function on the pharmacokinetics of rotigotine has been studied in subjects with moderate
impairment of hepatic function (Child Pugh classification — Grade B). There were no relevant changes in rotigotine plasma
concentrations. No dose adjustment is necessary in subjects with moderate impairment of hepatic function. No information is
available on subjects with severe impairment of hepatic function.

DRUG ABUSE AND DEPENDENCE

9.1 Controlled Substance
Rotigotine is not a controlled substance

9.3 Dependence
Animal studies and human clinical trials with rotigotine did not reveal potential for drug-seeking behavior or physical
dependence.

OVERDOSAGE

Since Neupro is a transdermal system, overdosing is not likely to occur in clinical practice unless patients forget to remove
the previous day’s transdermal system; patients should be advised regarding this possibility.

10.1 Overdose Symptoms

The most likely symptoms of overdose would be those related to the pharmacodynamic profile of a dopamine agonist,
including nausea, vomiting, hypotension, involuntary movements, hallucinations, confusion, convulsions, and other signs of
excessive dopaminergic stimulation.

10.2 Overdose Management

There is no known antidote for overdosage of dopamine agonists. In case of suspected overdose, the excess transdermal
system(s) should immediately be removed from the patient. Concentrations of rotigotine decrease after patch removal. The
terminal half-life of rotigotine is 5 to 7 hours. The pharmacokinetic profile showed a biphasic elimination with an initial half-
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life of 3 hours. If it is necessary to discontinue use of rotigotine after overdose, it should be discontinued gradually to prevent
neuroleptic malignant syndrome [See Warnings and Precautions (5.14)]. The daily dose should be reduced by 2 mg/24 hours
for Parkinson’s disease patients and 1 mg/24 hours for RLS patients with a dose reduction preferably every other day, until
complete withdrawal of rotigotine is achieved. Before completely stopping use of Neupro in the event of an overdose [see
Dosage and Administration (2.3)].

The patient should be monitored closely, including heart rate, heart thythm, and blood pressure. As shown in a study of
renally impaired patients, dialysis is not expected to be beneficial. Treatment of overdose may require general supportive
measures to maintain vital signs.

DESCRIPTION

Neupro is a transdermal system that provides continuous delivery of rotigotine, a non-ergoline dopamine agonist, for 24
hours following application to intact skin.

Neupro is available in six strengths as shown in Table 4.

Table 4 Nominal Dose, Drug Content, and Transdermal System Size

Neupro Nominal Dose Rotigotine Content per System Neupro System Size
1 mg/24 hours 2.25mg 5cm’
2 mg/24 hours 4.5 mg 10 cm®
3 mg/24 hours 6.75 mg 15 cm?
4 mg/24 hours 9 mg 20 cm’
6 mg/24 hours 13.5 mg 30 cm?
8 mg/24 hours 18 mg 40 cm’

The chemical name of rotigotine is (6S)-6-{propyl[2-(2-thienyl)ethyl]amino}-5,6,7,8-tetrahydro-1-naphthalenol. The empirical
formula is C;oH,sNOS. The molecular weight is 315.48. The structural formula for rotigotine is:

OH I\

The asterisk designates the chiral center.

11.1  System Components and Structure

Neupro is a thin, matrix-type transdermal system composed of three layers as shown in Figure 1:

Backing film

Drug matrix

Protective liner

Page 13

Reference ID: 3108299 15



Figure 1: System Schematic

1. A flexible, tan-colored backing film, consisting of an aluminized polyester film coated with a pigment-layer on the outer
side. The backing provides structural support and protection of the drug-loaded adhesive layer from the environment.

2. A self-adhesive drug matrix layer, consisting of the active component rotigotine and the following inactive components:
ascorbyl palmitate, povidone, silicone adhesive, sodium metabisulfite, and dl-alpha-tocopherol.

3. A protective liner, consisting of a transparent fluoropolymer-coated polyester film. This liner protects the adhesive layer
during storage and is removed just prior to application.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Rotigotine is a non-ergoline dopamine agonist. The precise mechanism of action of rotigotine as a treatment for Parkinson’s
disease is unknown, although it is thought to be related to its ability to stimulate dopamine receptors within the caudate-
putamen in the brain. The precise mechanism of action of rotigotine as a treatment for Restless Legs Syndrome is unknown
but is thought to be related to its ability to stimulate dopamine receptors.

12.2  Pharmacodynamics

Cardiac Electrophysiology

There is no indication of a QT/QTc prolonging effect of Neupro in doses up to 24 mg/24 hours. The effects of Neupro at
doses up to 24 mg/24 hours (supratherapeutic doses) on the QT/QTc interval was evaluated in a double-blind, randomized,
placebo- and positive-controlled (moxifloxacin 400 mg IV, single dose) parallel-group trial with an overall treatment period
of 52 days in male and female patients with advanced-stage Parkinson’s disease. Assay sensitivity was confirmed by
significant QTc prolongation by moxifloxacin.

12.3 Pharmacokinetics

On average, approximately 45% of the rotigotine from the patch is released within 24 hours (0.2 mg/cm?). Rotigotine is
primarily eliminated in the urine as inactive conjugates. After removal of the patch, plasma levels decreased with a terminal
half-life of 5 to 7 hours. The pharmacokinetic profile showed a biphasic elimination with an initial half-life of 3 hours.

Absorption and Bioavailability

When single doses of 8 mg/24 hours are applied to the trunk, there is an average lag time of approximately 3 hours until drug
is detected in plasma (range 1 to 8 hours). Ty, typically occurs between 15 to 18 hours post dose but can occur from 4 to 27
hours post dose. However, there is no characteristic peak concentration observed. Rotigotine displays dose-proportionality
over a daily dose range of 1 mg/24 hours to 24 mg/24 hours. In the clinical studies of rotigotine effectiveness, the transdermal
system application site was rotated from day to day (abdomen, thigh, hip, flank, shoulder, or upper arm) and the mean
measured plasma concentrations of rotigotine were stable over the six months of maintenance treatment. Relative
bioavailability for the different application sites at steady-state was evaluated in subjects with Parkinson’s disease. In a single
trial conducted in patients with early-stage Parkinson’s disease differences in bioavailability ranged from less than 1%
(abdomen vs hip) to 46% (shoulder vs thigh) with shoulder application showing higher bioavailability.

Because rotigotine is administered transdermally, food should not affect absorption, and the product may be administered
without regard to the timing of meals.

In a 14-day clinical study with rotigotine administered to healthy subjects, steady-state plasma concentrations were achieved
within 2 to 3 days of daily dosing.
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Figure 2 Average (£95% CI) Neupro Plasma Concentrations in Patients with Early-stage Parkinson’s Disease After
Application of 8 mg/24 hours to 1 of 6 Application Sites (shoulder, upper arm, flank, hip, abdomen, or thigh) on
2 Different Days During the Maintenance Phase
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The weight normalized apparent volume of distribution, (Vd/F), in humans is approximately 84 L/kg after repeated dose
administration.

The binding of rotigotine to human plasma proteins is approximately 92% in vitro and 89.5% in vivo.

Metabolism and Elimination

Rotigotine is extensively metabolized by conjugation and N-dealkylation. After intravenous dosing the predominant
metabolites in human plasma are sulfate conjugates of rotigotine, glucuronide conjugates of rotigotine, sulfate conjugates of
the N-despropyl-rotigotine and conjugates of N-desthienylethyl -rotigotine. Multiple CYP isoenzymes, sulfotransferases and
two UDP-glucuronosyltransferases catalyze the metabolism of rotigotine.

After removal of the patch, plasma levels decreased with a terminal half-life of 5 to 7 hours. The pharmacokinetic profile
showed a biphasic elimination with an initial half-life of 3 hours.

Rotigotine is primarily excreted in urine (~71%) as inactive conjugates of the parent compound and N-desalkyl metabolites.
A smaller proportion is excreted in feces (~23%). The major metabolites found in urine were rotigotine sulfate (16% to
22%of the absorbed dose), rotigotine glucuronide (11% to15%), and N-despropyl-rotigotine sulfate metabolite (14% to 20%)
and N-desthienylethyl-rotigotine sulfate metabolite (10% to 21%). Approximately 11% is renally eliminated as other
metabolites. A small amount of unconjugated rotigotine is renally eliminated (<1% of the absorbed dose).

Drug Interaction Studies

CYP Interactions
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In vitro studies indicate that multiple CYP-isoforms are capable of catalyzing the metabolism of rotigotine. In human liver
microsomes, no extensive inhibition of the metabolism of rotigotine was observed when co-incubated with CYP isoform
specific inhibitors. If an individual CYP isoform is inhibited, other isoforms can catalyze rotigotine metabolism.

Rotigotine, the 5-O-glucuronide and its desalkyl and monohydroxy metabolites were analyzed for interactions with the
human CYP isoenzymes CYP1A2, CYP2C9, CYP2C19, CYP2D6 and CYP3A4 in vitro. Based on these results, no risk for
inhibition of CYP1A2, CYP2C9 and CYP3 A4 catalyzed metabolism of other drugs is predicted at therapeutic rotigotine
concentrations. There is a low risk of inhibition of CYP2C19 and CYP2D6 catalyzed metabolism of other drugs at
therapeutic concentrations.

In human hepatocytes in vitro, there was no indication for induction of CYP1A2, CYP2B6, CYP2C9, CYP2C19 and
CYP3AA4.

Rotigotine is metabolized by multiple sulfotransferases and two UDP-glucuronosyltransferases (UGT1A9 and UGT2B15).
These multiple pathways make it unlikely that inhibition of any one pathway would alter rotigotine concentrations
significantly.

Protein Displacement, Warfarin

In vitro, no potential for displacement of warfarin by rotigotine (and vice versa) from their respective human serum albumin
binding sites was detected.

Digoxin

The effect of rotigotine on the pharmacokinetics of digoxin has been investigated in vitro in Caco-2 cells. Rotigotine did not
influence the P-glycoprotein-mediated transport of digoxin. Therefore, rotigotine would not be expected to affect the
pharmacokinetics of digoxin.

Cimetidine

Co-administration of rotigotine (up to 4 mg/24 hours) with cimetidine (400 mg b.i.d.), an inhibitor of CYP1A2, CYP2C19,
CYP2D6, and CYP3A4, did not alter the steady-state pharmacokinetics of rotigotine in healthy subjects.

Levodopa/Carbidopa

Co-administration of levodopa/carbidopa (100/25 mg b.i.d.) with rotigotine (4 mg/24 hours) had no effect on the steady-state
pharmacokinetics of rotigotine; rotigotine had no effect on the pharmacokinetics of L-levodopa/carbidopa.

Oral Contraception

Co-administration of rotigotine (3 mg/24 hours) did not affect the pharmacodynamics and pharmacokinetics of oral
contraceptives (0.03 mg ethinylestradiol, 0.15 mg levonorgestrel).

Omeprazole

Co-administration of the CYP2C19 selective inhibitor omeprazole (40 mg/day) had no effect on the steady-state
pharmacokinetics of rotigotine (4 mg/24 hours).

12.6  Pharmacokinetics in Special Populations

Hepatic Insufficiency

There were no relevant changes in rotigotine plasma concentrations in subjects with moderate hepatic impairment (Child
Pugh classification — Grade B). No information is available on subjects with severe impairment of hepatic function.

Renal Insufficiency

There were no relevant changes in rotigotine plasma concentrations (up to end stage renal disease requiring hemodialysis). In
subjects with severe renal impairment not on dialysis, (i.e., creatinine clearance 15 to <30 ml/min), exposure to conjugated
rotigotine metabolites was doubled .
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Gender

Female and male subjects and patients had similar plasma concentrations (body weight normalized).

Geriatric Patients

Plasma concentrations of rotigotine in patients 65 to 80 years of age were similar to those in younger patients, approximately
40 to 64 years of age. Although not studied, exposures in older subjects (>80 years) may be higher due to skin changes with

aging.

Pediatric Patients

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

Race

The pharmacokinetic profile was similar in Caucasians, Blacks, and Japanese. No dose adjustment is necessary based on
ethnicity.

12.7 Adhesion

Adhesion was examined in subjects with Parkinson’s disease when patches were applied to rotating sites. Similar results were
observed for the 4 mg/24 hours (20 cm?), 6 mg/24 hours (30 cm?), and 8 mg/24 hours (40 cm?) patches. An adherence of
>90% of the patch surface was observed in 71% to 82% of cases. A partial detachment of >10% was observed in 15% to 24%
of cases. A complete detachment of the patch was observed in 3% to 5% of cases.

NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis

Two-year carcinogenicity studies of rotigotine were conducted in mice at doses of 0, 3, 10, and 30 mg/kg and in rats at doses
of 0, 0.3, 1, and 3 mg/kg; in both studies rotigotine was administered subcutaneously once every 48 hours. No significant
increases in tumors occurred in mice at doses up to 9 times the maximum recommended human dose (MRHD) in Parkinson’s
disease (8 mg/24 hours).

In rats, there were increases in Leydig cell tumors and in uterine tumors (adenocarcinomas, squamous cell carcinomas) at all
doses. The endocrine mechanisms believed to be involved in the production of these tumors in rats are not considered
relevant to humans. Therefore, there were no tumor findings considered relevant to humans at plasma exposures (AUC) up to
4-6 times that in humans at the MRHD.

Mutagenesis

Rotigotine was negative in the in vitro bacterial reverse mutation (Ames) and in the in vivo micronucleus assays. Rotigotine
was mutagenic and clastogenic in the in vivo mouse lymphoma tk assay.

Infertility

When rotigotine was administered subcutaneously (1.5, 5, or 15 mg/kg/day) to female rats prior to and during mating and
continuing through gestation day 7, an absence of implantation was observed at all doses. The lowest dose tested is 2 times
the MRHD on a mg/m*basis. In male rats treated from 70 days prior to and during mating, there was no effect on fertility;
however, a decrease in epididymal sperm motility was observed at the highest dose tested. The no-effect dose (5 mg/kg/day)
is 6 times the MRHD on a mg/m” basis. When rotigotine was administered subcutaneously to female mice at doses of 10, 30,
and 90 mg/kg/day from 2 weeks until 4 days before mating and then at a dose of 6 mg/kg/day (all groups) (approximately 4
times the MRHD on a mg/m? basis) from 3 days before mating until gestation day 7, a markedly reduced (low dose) or
complete absence of implantation (mid and high doses) was observed. The effects on implantation in rodents are thought to
be due to the prolactin-lowering effect of rotigotine. In humans, chorionic gonadotropin, not prolactin, is essential for
implantation.
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13.2 Animal Toxicology and/or Pharmacology

Retinal Pathology: Albino rats: Retinal degeneration was observed in albino rats in a 6-month toxicity study at the highest
dose of rotigotine (plasma exposure [AUC] at least 15 times that in humans at the MRHD. Retinal degeneration was not
observed in the 2-year carcinogenicity studies in albino rat (plasma AUCs up to 4-6 times that in humans at the MRHD) or
albino mouse, or in monkeys treated for 1 year. The potential significance of this effect in humans has not been established,
but cannot be disregarded because disruption of a mechanism that is universally present in vertebrates (i.e., disk shedding)
may be involved.

14 CLINICAL STUDIES

14.1 Parkinson’s Disease

The effectiveness of Neupro in the treatment of the signs and symptoms of idiopathic Parkinson's disease was established in
five parallel group, randomized, double-blind placebo-controlled trials conducted in the U.S. and abroad. Three of these five
trials enrolled patients with early-stage Parkinson's disease (not receiving levodopa), and two enrolled patients with
advanced-stage Parkinson's disease who were receiving levodopa. Depending on trial design, patients underwent a weekly
titration of Neupro in 2 mg/24 hours increments to either the randomized dose or optimal dose. Back titrations by 2 mg/24
hours decrement of Neupro were permitted for intolerable adverse events. Patch application sites were changed on a daily
basis.

Change from baseline in the Unified Parkinson's Disease Rating Scale (UPDRS), parts II + III, served as the primary
outcome assessment measure in the early-stage studies. The UPDRS is a four-part multi-item rating scale intended to
evaluate mentation (part I), Activities of Daily Living (ADL) (part II), motor performance (part III), and complications of
therapy (part IV). Part II of the UPDRS contains 13 questions relating to ADL, which are scored from 0 (normal) to 4
(maximal severity) for a maximum (worst) score of 52. Part III of the UPDRS contains 27 questions (for 14 items) and is
scored as described for part II. Part III is designed to assess the severity of the cardinal motor findings in patients with
Parkinson's disease (e.g., tremor, rigidity, bradykinesia, postural instability, etc.), scored for different body regions, and has a
maximum (worst) score of 108.

Change from baseline in time spent “off” (hours) based on daily diaries was the primary outcome assessment in the two trials
of advanced-stage Parkinson’s disease (with levodopa).

Studies in Patients with Early-Stage Parkinson’s Disease

Patients (N=649) in the three trials of early-stage Parkinson’s disease had limited or no prior exposure to levodopa (off
levodopa for at least 28 days prior to baseline or levodopa use for no more than 6 months). Patients were excluded from the
studies if they had a history of pallidotomy, thalamotomy, deep brain stimulation, or fetal tissue transplant. Patients receiving
selegiline, anticholinergic agents, or amantadine must have been on a stable dose and able to maintain that dose for the
duration of the study.

PD-1

This trial was a multicenter, multinational dose-response study in which 316 early-stage Parkinson's disease patients were
titrated over 4 weeks to their randomized treatment with either placebo or one of four fixed doses of Neupro (2 mg/24 hours,
4 mg/24 hours, 6 mg/24 hours, or 8 mg/24 hours). The patches were applied to the upper abdomen and the sites of
application were rotated on a daily basis.

Patients underwent a weekly titration (increasing the number of 2 mg/24 hours patches or placebo patches at weekly
intervals) over 4 weeks such that the target doses of Neupro were achieved for all groups by the end of 3 weeks and were
administered over the fourth week of the titration phase. Patients then continued on treatment for a 7 week maintenance phase
followed by a down titration during the last week. Two back titrations by a single patch (i.e. 2 mg/24 hours decrement of
Neupro or placebo) at a time were permitted for intolerable adverse events. The mean age of patients was approximately 60
years (range 33 to 83 years; approximately 36% were > 65 years) and the study enrolled more men (62%) than women
(39%). Most patients (85%) were Caucasian and most randomized patients (> 88%) completed the full treatment period.

Mean baseline combined UPDRS (Parts II + III) scores were similar among all treatment groups, between 27.1 and 28.5 for
all groups. The mean change from baseline and difference from placebo for each treatment group is shown in Table 5.
Statistically significant mean changes reflecting dose-related improvement were observed at the three highest doses, and the 6
mg/24 hours and 8 mg/24 hours doses had a similar effect.
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Table 5 PD-1: Mean Change in UPDRS (Parts II + III) from Baseline at End of Treatment for Intent-to-Treat

Population
Treatment Mean Change from Difference from placebo
Baseline
Placebo -1.4 NA
2 mg/24 hours -3.5 -2.1
4 mg/24 hours -4.5 -3.1
6 mg/24 hours -6.3 -4.9
8 mg/24 hours -6.3 -5.0

PD-2

This trial was a randomized, double-blind, multinational, flexible Neupro dose (2 mg/24 hours, 4 mg/24 hours, or 6 mg/24
hours), parallel group study in which 277 early-stage Parkinson's disease patients were assigned (2: 1 ratio) to treatment with
Neupro or placebo for a period up to about 28 weeks. This trial was conducted in 47 sites in North America (U.S. and
Canada). Patches were applied to different body parts including upper or lower abdomen, thigh, hip, flank, shoulder, and/ or
upper arm and patch application sites were to be rotated on a daily basis. Patients underwent a weekly titration (consisting of
2 mg/24 hours increments at weekly intervals) over 3 weeks to a maximal dose of 6 mg/24 hours depending on efficacy and
tolerability, and then received treatment over a 24 week maintenance phase followed by a de-escalation over a period up to 4
days. Back/down titration by a single patch (i.e. 2 mg/24 hours decrement of Neupro or placebo) was permitted during the
titration phase for intolerable adverse events but was not permitted during the maintenance phase (i.e., patients with
intolerable adverse events had to leave the study). Primary efficacy data were collected after a treatment period of up to
approximately 27 weeks.

The mean age of patients was approximately 63 years (range 32 to 86 years; approximately 45% were >65 years),
approximately two-thirds of all patients were men, and nearly all patients were Caucasian. Approximately 90% of patients
randomized to Neupro achieved a maximal daily dose of 6 mg/24 hours; 70% maintained this dose for most (>20 weeks) of
the maintenance phase. Most enrolled patients (>81 %) completed the full treatment period.

Mean baseline combined UPDRS (Parts II + III) was similar in both groups (29.9 Neupro group, 30.0 placebo). Neupro-
treated patients experienced a mean change in the combined UPDRS (Parts II + III) from baseline to end of treatment (end of
treatment week 27 or last visit for patients discontinuing early) of -4.0 (Table 6), and the difference from placebo was
statistically significant.

Table 6 PD-2: Mean Change in UPDRS (Parts II + I1I) from Baseline at End of Treatment for Intent-to-Treat

Population
Treatment Mean Change from Difference from placebo
Baseline
Placebo +1.3 NA
Neupro up to 6 mg/24 -4.0 -5.3
hours

PD-3

This study was a randomized, double-blind multinational, flexible Neupro dose (2 mg/24 hours, 4 mg/24 hours, 6 mg/24
hours, or 8 mg/24 hours), three-arm, parallel-group study using a double-dummy treatment in which 561 early-stage
Parkinson's disease patients were assigned to treatment with either placebo or Neupro or active oral comparator in a ratio of
1: 2: 2 for a period up to about 39 weeks. This study was conducted in up to 81 sites in many countries outside of North
America. Patches were applied to different body parts including upper or lower abdomen, thigh, hip, flank, shoulder, and/ or
upper arm and patch application sites were to be rotated on a daily basis. Treatment with a patch and placebo was given to all
patients in a double-blinded manner such that no one would know the actual treatment (i.e. Neupro, comparator, or placebo).
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Patients underwent a weekly dose escalation/titration of patch (consisting of 2 mg/24 hours increments of Neupro or placebo)
and a dose escalation of capsules of comparator or placebo over 13 weeks (13 week titration was planned for the comparator
treatment) up to a maximal dose of 8 mg/24 hours of Neupro depending on achieving optimal efficacy or intolerability at a
lower dose. Patients randomized to Neupro achieved the maximal dose of 8 mg/24 hours after a 4 week titration if maximal
efficacy and intolerability had not occurred over a 4 week titration period. Patients then received treatment over a 24 week
maintenance phase followed by a de-escalation over a period up to 12 days. A single back titration by a single patch (i.e. 2
mg/24 hours decrement of Neupro or placebo) or capsule was permitted during the titration phase for intolerable adverse
events but was not permitted during the maintenance phase (i.e. patients with intolerable adverse events had to discontinue
from this study). Primary efficacy data were collected after a treatment period of up to approximately 37 weeks of
randomized treatment.

The mean age of patients was approximately 61 years (range 30 -86 years; approximately 41% were >65 years), nearly 60%
of all patients were men, and nearly all patients were Caucasian. About 73% of patients completed the full treatment period.
The mean daily dose of Neupro was just less than 8 mg/24 hours and approximately 90% of patients achieved the maximal
daily dose of 8 mg/24 hours.

Mean baseline combined UPDRS (Parts II + III) was similar across all groups (33.2 Neupro, 31.3 placebo, 32.2 comparator).
Neupro-treated patients experienced a mean change in the combined UPDRS (Parts II + III) from baseline to end of treatment
(end of treatment week 37 or last visit for patients discontinuing early) of -6.8 (Table 11), and the difference from placebo
treated patients showed a mean change from baseline of —2.3 (see Table 7), a difference that was statistically significant.

Table 7 PD-3: Mean Change in UPDRS (Parts II + III) from Baseline at End of Treatment for Intent-to-Treat

Population
Treatment Mean change from Difference from placebo
baseline
Placebo -2.3 NA
Neupro up to 8 mg/24 -6.8 -4.5
hours

Advanced-Stage Parkinson’s Disease

Patients (N=658) in the three trials of Neupro in advanced-stage Parkinson’s disease had to be experiencing “on-off” periods
at baseline, despite treatment with optimal doses of levodopa. Patients continued concomitant levodopa during the trial;
however, reductions in the dosage of levodopa were allowed if patients experienced adverse events that the investigator
considered related to dopaminergic therapy. Patients were excluded from the studies if they had a history of pallidotomy,
thalamotomy, deep brain stimulation, or fetal tissue transplant. Patients receiving selegiline, anticholinergic agents, or
amantadine must have been on a stable dose and able to maintain that dose for the duration of the study. In the North
American trial, COMT-inhibitors were not permitted.

PD-4This trial was a multinational, three-arm, parallel group study in which 351 advanced-stage Parkinson’s disease patients
were titrated over 5 weeks to treatment with either placebo or Neupro (8 mg/24 hours or 12 mg/24 hours) and maintained
treatment for 24 weeks followed by a down titration over the last week. This study was conducted in 55 sites in North
America (U.S. and Canada).

Mean baseline “off” times were similar among all treatment groups (6.4, 6.8, and 6.3 hours for the placebo, Neupro 8 mg/24
hours and 12 mg/24 hours treatment groups, respectively). Neupro-treated patients experienced a mean change in “off” time
from baseline to end of treatment of -2.7 hours for the 8 mg/24 hours treatment arm and -2.1 hours for the 12 mg/24 hours
treatment arm (Table 8), and the difference from placebo was statistically significant for both Neupro doses (8 mg/24 hours,
12 mg/24 hours). Onset of treatment benefit began as early as the first week of treatment.

Table 8 PD-4: Mean Change in “off” time (hours) from Baseline at End of Treatment for Intent-to-Treat Population

Reference ID: 3108299

Treatment Mean Change From Difference from
Baseline placebo
Placebo -0.9 NA
8 mg/24 hours -2.7 -1.8
12 mg/24 hours -2.1 -1.2
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PD-5

This trial was a multinational, flexible dose, three-arm, parallel-group study using a double-dummy treatment in which 506
advanced-stage Parkinson’s disease patients were titrated over 7 weeks to treatment with either Neupro from a minimum
dose of 4 mg/24 hours up to an optimal dose not exceeding 16 mg/24 hours, active oral comparator, or placebo and
maintained treatment for 16 weeks followed by a down titration over 6 days. This study was conducted in 77 sites in many
countries outside of North America.

Mean baseline “off” times were similar among all treatment groups (6.6, 6.2, and 6.0 hours for the placebo, Neupro, and
comparator treatment groups, respectively). Neupro-treated patients experienced a mean 2.5 hour decrease change in “off”
time from baseline to end of treatment (Table 9), and the difference from placebo was statistically significant. Onset of
treatment benefit began as early as the first week of treatment. The optimal Neupro dose was established as 4 mg/24 hours for
2% of patients, 6 mg/24 hours for 6%, 8mg/24 hours for 8%, 10 mg/24 hours for 9%, 12 mg/24 hours for 16%, 14mg/24
hours for 11% and 16mg/24 hours for 44%.

Table 9 PD-5: Mean Change in “off” time (hours) from Baseline at End of Treatment for Intent-to-Treat Population

Treatment Mean Change From Difference from
Baseline placebo
Placebo -0.9 NA
Up to 16 mg/24 hours -2.5 -1.6

14.2 Restless Legs Syndrome

The clinical program included 1309 patients with moderate to severe RLS. The efficacy of Neupro in the treatment of
Restless Legs Syndrome (RLS) was primarily evaluated in 2 fixed-dose, randomized, double-blind, placebo-controlled trials
with maintenance periods of 6 months duration. Patients received Neupro doses ranging from 0.5 mg/24 hours to 3 mg/24
hours or placebo once daily. In these 2 trials, the mean duration of RLS was 2.1 to 3.1 years, mean age was approximately
55 years (range of 19 to 78 years), approximately 68 % were women, and 97% were Caucasian. In both trials, patches were
applied to different application sites including the abdomen, thigh, hip, flank, shoulder, and/or upper arm and patch
application sites were rotated on a daily basis.

The two outcome measures used to assess the effect of treatment as co-primary efficacy endpoints were the International RLS
Rating Scale (IRLS Scale) and a Clinical Global Impression - Improvement (CGI-I) assessment. The IRLS Scale contains 10
items designed to assess the severity of sensory and motor symptoms, sleep disturbance, daytime somnolence, and impact on
activities of daily living and mood associated with RLS. The range of scores is 0 to 40, with 0 being absence of RLS
symptoms and 40 the most severe symptoms. The CGI-I is designed to assess clinical progress (global improvement) on a 7-
point scale.

RLS-1

This trial was a multicenter, 5-arm, parallel-group, fixed-dose trial of Neupro in subjects with moderate-to-severe RLS. A
total of 505 subjects were randomized in this trial, participating at approximately 50 sites in the US. Subjects received
placebo or Neupro (0.5 mg/24 hours, 1 mg/24 hours, 2 mg/24 hours, 3 mg/24 hours). Subjects began treatment at a daily
dosage of 0.5 mg/24 hours Neupro and were titrated over a 4 week period to their assigned daily dose followed by a 6 month
maintenance period and 7 day down titration period.

Mean baseline IRLS sum score were similar among all treatment groups (23.5, 23.1, 23.2, 23.3, and 23.6 for the placebo,
Neupro 0.5 mg/24 hours, 1 mg/24 hours, 2 mg/24 hours, and 3 mg/24 hours groups, respectively). Patients experienced a
mean change in the IRLS sum score from baseline to the end of treatment for each of the 4 Neupro dose groups. The mean
changes from baseline and differences from placebo in IRLS sum score and CGI Item 1 are shown for each treatment group
in Table 10. The difference between the 2 highest treatment groups (2 mg/24 hours and 3 mg/24 hours) and placebo were
statistically significant. Of the Neupro-treated patients, 23% had an IRLS score of 0 compared to 9.1% of placebo patients at
the end of the maintenance period. Onset of treatment benefit was seen with the 1 mg/24 hours dose.

Table 10 RLS-1: ANCOVA Results for Co-primary Endpoints: Change from Baseline to End of Maintenance Period
for Intent-to-Treat Population
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Variable Treatment Mean Change | Difference from
From Baseline placebo
IRLS sum score Placebo -9.0 NA
0.5 mg/24 hours -11.1 -2.2
1 mg/24 hours -11.2 -2.3
2 mg/24 hours -13.5 -4.5
3 mg/24 hours -14.2 -5.2
CGI Item 1 Placebo -1.4 NA
0.5 mg/24 hours -1.8 -0.35
1 mg/24 hours -1.7 -0.32
2 mg/24 hours 2.1 -0.65
3 mg/24 hours 23 -0.90

RLS-2

This trial was a multicenter, 4-arm, parallel-group trial of Neupro in subjects with moderate-to-severe RLS. A total of 458
subjects were randomized in this trial, participating at approximately 50 sites in 8 European countries. Patients received
placebo or Neupro (1 mg/24 hours, 2 mg/24 hours, 3 mg/24 hours). Patients began treatment at a daily dosage of 1 mg/24
hours Neupro and were titrated over a 3 week period to their assigned daily dose followed by a 6 month maintenance period
and 7 day down-titration period.

Mean baseline IRLS sum score were similar among all treatment groups (28.1, 28.1, 28.2, and 28.0 for the placebo, Neupro 1
mg/24 hours, 2 mg/24 hours, and 3 mg/24 hours groups, respectively). Patients experienced a mean change in the IRLS sum
score from baseline to the end of treatment for each of the 3 Neupro dose groups. The mean changes from baseline and
differences from placebo in IRLS sum score and CGI Item 1 are shown for each treatment group in Table 11. The difference
between all 3 treatment groups (1 mg/24 hours, 2 mg/24 hours, and 3 mg/24 hours) and placebo were statistically significant.
Of the Neupro-treated patients, 24% had an IRLS score of 0 compared to 12% of placebo patients at the end of the
maintenance period. Onset of treatment benefit was seen with the 1 mg/24 hours dose.

Table 11 RLS-2: ANCOVA Results for Co-primary Endpoints: Change from Baseline to End of Maintenance Period
for Intent-to-Treat Population
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Variable Treatment | Mean Change | Difference from
From Baseline placebo
IRLS sum score Placebo -8.6 NA

1 mg/24 -13.7 -5.1
hours

2 mg/24 -16.2 -7.5
hours

3 mg/24 -16.8 -8.2
hours

CGI Item 1 Placebo -1.3 NA

1 mg/24 -2.0 -0.76
hours

2 mg/24 -2.4 -1.07
hours

3 mg/24 -2.5 -1.21
hours

16 HOW SUPPLIED/STORAGE AND HANDLING
Each transdermal system is packaged in a separate pouch.

Each strength is available in cartons of 30 transdermal systems.

1 mg/24 hours 30 transdermal systems NDC #50474-801-03

2 mg/24 hours 30 transdermal systems NDC #50474-802-03

3 mg/24 hours 30 transdermal systems NDC #50474-803-03

4 mg/24 hours 30 transdermal systems NDC #50474-804-03

6 mg/24 hours 30 transdermal systems NDC #50474-805-03

8 mg/24 hours 30 transdermal systems NDC #50474-806-03

Store at 20° - 25°C (68° - 77°F); excursions permitted between 15° - 30°C (59° - 86°F). [See USP Controlled Room
Temperature]

Neupro should be stored in the original pouch. Do not store outside of pouch.
Apply the transdermal system immediately upon removal from the pouch. Discard used systems in household trash in a
manner that prevents accidental application or ingestion by children, pets or others.
17 PATIENT COUNSELING INFORMATION
See FDA-approved patient labeling (Patient Information)

17.1  Sulfite Sensitivity

Advise patients about potential for sulfite sensitivity. Neupro contains sodium metabisulfite, which may cause allergic-type
reactions including anaphylactic symptoms and life threatening or less severe asthmatic episodes in certain susceptible
people. An allergy to sulfites is not the same as an allergy to sulfa.

17.2  Falling Asleep During Activities of Daily Living and Somnolence

Advise and alert patients about the potential for sedating effects associated with Neupro, including somnolence and
particularly to the possibility of falling asleep while engaged in activities of daily living. Because somnolence can be a
frequent adverse reaction with potentially serious consequences, patients should neither drive a car nor engage in other
potentially dangerous activities until they have gained sufficient experience with Neupro to gauge whether or not it affects
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their mental and/or motor performance adversely. Patients should be advised that if increased somnolence or new episodes of
falling asleep during activities of daily living (e.g., watching television, passenger in a car, etc.) are experienced at any time
during treatment, they should not drive or participate in potentially dangerous activities until they have contacted their
physician. Patients should not drive, operate machinery, or work at heights during treatment if they have previously
experienced somnolence and/or have fallen asleep without warning prior to use of Neupro.

Because of the possible additive effects, caution should also be used when patients are taking alcohol, sedating medications,
or other CNS depressants (e.g., benzodiazepines, antipsychotics, antidepressants, etc.) in combination with Neupro.

17.3  Hallucinations / Psychotic-Like Behavior

Inform patients that hallucinations and other psychotic-like behavior can occur while taking Neupro and that the elderly are at
a higher risk than younger patients with Parkinson's disease.

17.4  Symptomatic Hypotension

Adpvise patients that they may develop symptomatic (or asymptomatic) hypotension while taking Neupro. Hypotension may
occur more frequently during initial therapy. Accordingly, caution patients against rising rapidly after sitting or lying down,
especially if they have been doing so for prolonged periods and especially at the initiation of treatment with Neupro.

17,5 Syncope

Advise patients about the potential for syncope in patients using dopamine agonists. For this reason, patients should be
alerted to the possibility of syncope while taking Neupro.

17.6  Impulse Control / Compulsive Behaviors

Advise patients that they may experience impulse control and/or compulsive behaviors while taking one or more of the
medications generally used for the treatment of Parkinson’s disease, including Neupro. Although it is not proven that the
medications caused these events, these urges were reported to have stopped in some cases when the dose was reduced or the
medication was stopped. Prescribers should ask patients about the development of new or increased gambling urges, sexual
urges or other urges while being treated with Neupro. Patients should inform their physician if they experience new or
increased gambling urges, increased sexual urges or other intense urges while taking Neupro. Physicians should consider
dose reduction or stopping the medication if a patient develops such urges while taking Neupro.

17.7  Elevation of Blood Pressure and Heart Rate

Advise patients that Neupro can increase blood pressure and heart rate,

17.8  Weight Gain and Fluid Retention

Advise patients that Neupro can cause increased weight and fluid retention manifesting itself as peripheral edema.

17.9 Dyskinesias

Inform patients that Neupro may cause and/or exacerbate pre-existing dyskinesias.

17.10 Application Site Reactions

Inform patients that application site reactions can occur and that the Neupro transdermal system application site should be
rotated on a daily basis. Neupro should not be applied to the same application site more than once every 14 days. Patients
should report persistent application site reaction (of more than a few days), increases in severity, or skin reactions that spread
outside the application site

If there is a skin rash or irritation from the transdermal system, direct sunlight on the area should be avoided until the skin
heals. Exposure could lead to changes in the skin color.

17.11 Melanoma

Advise patients with Parkinson’s disease that they have a higher risk of developing melanoma. Advise patients to monitor for
melanomas frequently and on a regular basis when using Neupro for any indication.
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17.12 Augmentation and Rebound in RLS

Inform patients that Neupro may cause RLS symptoms to have an earlier onset during the day or become worse.

17.13 Magnetic Resonance Imaging and Cardioversion

Inform patients to remove Neupro before undergoing magnetic resonance imaging (MRI) or cardioversion. These procedures
could cause a burn to the site where Neupro is applied.

17.14 Heat Application

Adpvise patients about the potential for heat application to increase drug absorption. Because applying external heat (e.g., a
heating pad, sauna, or hot bath) to the transdermal system may increase the amount of drug absorbed, patients should be
instructed not to apply heating pads or other sources of heat to the area of the transdermal system. Direct sun exposure of the
transdermal system should be avoided.

17.15 Nausea, Vomiting, and Dyspepsia

Inform patients that Neupro causes nausea, vomiting, and general gastrointestinal distress (i.c., dyspepsia/abdominal
discomfort). Nausea and vomiting may occur more frequently during initial therapy and may require dose adjustment.

17.16 Instructions for Use

Instruct patients to wear Neupro continuously for 24 hours. After 24 hours, the patch should be removed and a new one
applied immediately. Patients can choose the most convenient time of day or night to apply Neupro but should be advised to
apply the patch at approximately the same time each day. If a patient forgets to change a patch, a new patch should be applied
as soon as possible and replaced at the usual time the following day.

The application site for Neupro should be moved on a daily basis (for example, 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.

Neupro should be applied immediately after opening the pouch and removing the protective liner. The system should be
pressed firmly in place for 30 seconds, making sure there is good contact, especially around the edges.

Neupro should be applied once daily to clean, dry, and intact skin on the abdomen, thigh, hip, flank, shoulder, or upper arm.
Shave hairy areas at least 3 days prior to applying the patch. Do not apply to areas that could be rubbed by tight clothing, or
under a waistband, to skin folds, or to skin that is red or irritated. Creams, lotions, ointments, oils, and powders should not be
applied to the skin area where Neupro will be placed. Patients should wash their hands to remove any drug and should be
careful not to touch their eyes or any objects.

Instruct patients not to cut or damage Neupro.

Care should be used to avoid dislodging the patch while showering, bathing or during physical activity. If the edges of the
patch lift, Neupro may be taped down with bandage tape. If the patch detaches, a new one may be applied immediately to a
different site. The patient should then change the patch according to their regular schedule.

Removal of the patch: Neupro should always be removed slowly and carefully to avoid irritation. After removal the patch
should be folded over so that it sticks to itself and should be discarded so that children and pets cannot reach it. Wash the site
with soap and water to remove any drug or adhesive. Baby or mineral oil may be used to remove any excess residue. Alcohol
and other solvents (such as nail polish remover) may cause skin irritation and should not be used.

Manufactured for:
UCB, Inc.

Smyrna, GA 30080
Made in Germany
1E
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PATIENT INFORMATION
NEUPRO® [NU pro]
(Rotigotine Transdermal System)

If you have Parkinson’s disease, read this side. If you have Restless Legs Syndrome
(also known as Willis-Ekbom disease), read the other side.

Rx Only

IMPORTANT: NEUPRO is for use on the skin only.

Read this Patient Information leaflet before you start using NEUPRO and each time you get a
refill. There may be new information. This information does not take the place of talking to your
doctor about your medical condition or your treatment.

What is NEUPRO?

NEUPRO is a prescription medicine used to treat signs and symptoms of idiopathic Parkinson’s
disease (PD). Neupro is a patch worn on the skin.

It is not known if NEUPRO is safe and effective in children.
Who should not use NEUPRO?

Do not use NEUPRO if you are allergic to rotigotine or any of the ingredients in NEUPRO. See
the end of this leaflet for a complete list of ingredients in NEUPRO.

What should I tell my doctor before using NEUPRO?
Before you start using NEUPRO, tell your doctor if you:

have breathing problems including asthma.

have daytime sleepiness from a sleep disorder or have unexpected or unpredictable
sleepiness or periods of sleep.

have mental problems such as schizophrenia, bipolar disorder or psychosis.
o feel dizzy, nauseated, sweaty, or faint when you stand up from sitting or lying down.

e drink alcoholic beverages. This may increase your chances of becoming drowsy or sleepy
while using NEUPRO.

e have high or low blood pressure.
¢ have or have had heart problems.

e are preghant or plan to become pregnant. It is not known if NEUPRO will harm your unborn
baby.

e are breastfeeding or plan to breastfeed. It is not known if NEUPRO passes into your
breastmilk. You and your doctor should decide if you will use NEUPRO or breast feed. You
should not do both.

Tell your doctor about all the medicines you take, including prescription and
nonprescription medicines, vitamins and herbal supplements.

NEUPRO and other medicines may affect each other causing side effects. NEUPRO may affect
the way other medicines work, and other medicines may affect how NEUPRO works.

Especially tell your doctor if you take other medicines that can make you sleepy such as sleep
medicines, antidepressants, or antipsychotics.
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Know the medicines you take. Keep a list of them to show your doctor and pharmacist when you
get a new medicine.

How should 1 use NEUPRO for Parkinson’s disease?

Use NEUPRO exactly as your doctor tells you to use it.

NEUPRO comes in 4 different size (dose) patches for Parkinson’s disease. Your doctor should
start you on a low dose of NEUPRO. Your doctor will change the dose weekly until you are
taking the right amount of medicine to control your symptoms. It may take several weeks
before you reach the dose that controls your symptoms best.

Apply NEUPRO 1 time each day at the same time each day.

You may bathe, shower, or swim while wearing a NEUPRO patch. Water may loosen your
NEUPRO patch.

If the edges of the patch lift, you may tape them down with bandaging tape.

If your NEUPRO patch falls off, apply a new NEUPRO patch for the rest of the day. The next
day, apply a new patch at your regular time.

If you miss a dose or forget to change your NEUPRO patch, apply a new NEUPRO patch as
soon as you remember. Replace the NEUPRO patch at your normal time the next day.

Talk to your doctor often about your condition. Do not stop or change your treatment with
NEUPRO without talking to your doctor.

Read the Instructions for Use at the end of this leaflet for specific information about the right
way to apply the NEUPRO patch.

What should I avoid while using NEUPRO?

Do not drive, operate machinery, or do other dangerous activities until you know how
NEUPRO affects you.

Avoid exposing the site where you have applied your NEUPRO patch to heating pads, electric
blankets, heat lamps, saunas, hot tubs, heated water beds, and direct sunlight. Too much
medicine could be absorbed into your body.

Do not use NEUPRO during certain procedures called magnetic resonance imaging (MRI) or
cardioversion. Using NEUPRO during these procedures could cause a burn to the site where
you applied your NEUPRO patch.

Avoid direct sunlight if you get a skin rash or irritation from NEUPRO until your skin heals.
Sun exposure could lead to skin color changes.
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What are the possible side effects of NEUPRO?

NEUPRO can cause serious side effects, including:

severe allergic reactions. NEUPRO contains a sulfite called sodium metabisulfite. Sulfites
can cause severe allergic reactions that are life threatening to some people who are sensitive
to sulfites. An allergy to sulfites is not the same as an allergy to sulfa. People with asthma
are more likely to be allergic to sulfites. Remove your NEUPRO patch right away and call
your doctor if you have swelling of the lips or tongue, chest pain, trouble breathing or
swallowing.

falling asleep during normal activities. You may fall asleep while doing normal activities
such as driving a car, doing physical tasks, or using hazardous machinery while taking
NEUPRO. You may suddenly fall asleep without being drowsy or without warning. This may
result in having accidents. Your chances of falling asleep while doing normal activities while
using NEUPRO are greater if you take other medicines that cause drowsiness. Tell your
doctor right away if this happens. Before starting NEUPRO, be sure to tell your doctor if you
take any medicines that make you drowsy.

hallucinations and other psychotic-like behavior. NEUPRO can cause or worsen
psychotic-like behavior including hallucinations (seeing or hearing things that are not real),
confusion, excessive suspicion, aggressive behavior, agitation, delusional beliefs (believing
things that are not real), and disorganized thinking. The chances of having hallucinations or
these other psychotic-like changes are higher in people with Parkinson’s disease who are
elderly, taking NEUPRO, or taking higher does of NEUPRO. If you have hallucinations or any
of these other psychotic-like changes, talk with your doctor.

changes in blood pressure. NEUPRO can decrease or increase your blood pressure.
Lowering of your blood pressure is of special concern. If you faint or feel dizzy, nauseated,
or sweaty when you stand up from sitting or lying down, this may mean that your blood
pressure is decreased. If you notice this, you should contact your doctor. Also, when
changing position from lying down or sitting to standing up, you should do it carefully and
slowly. Lowering of your blood pressure can happen, especially when you start taking
NEUPRO or when your dose is increased.

fainting. Fainting can occur, and sometimes your heart rate may be decreased. This can
happen especially when you start using NEUPRO or your dose is increased. Tell your doctor if
you faint or feel dizzy.

unusual urges. Some patients using NEUPRO get urges to behave in a way unusual for
them. Examples of this are an unusual urge to gamble or increased sexual urges and
behaviors. If you notice or your family notices that you are developing any unusual
behaviors, talk to your doctor.

changes in heart rate. NEUPRO can increase your heart rate.
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e increased weight and fluid retention can occur in patients using NEUPRO. NEUPRO can
cause your body to keep extra fluid which leads to swelling and weight gain. Tell your doctor
if you have swelling or fluid retention, especially in the ankles or legs or have an unusually
fast increase in weight.

e uncontrolled sudden movements. NEUPRO may cause uncontrolled sudden movements
or make such movements you already have worse or more frequent. Tell your doctor if this
happens. The doses of your anti-Parkinson’s medicine may need to be changed.

e skin site reactions. Skin reactions may occur at the site where you apply NEUPRO. Tell
your doctor if you get a rash, redness, swelling, or itching that will not go away at the skin
site where you have applied NEUPRO.

e skin cancer. Some people with Parkinson’s disease may have an increased chance of
getting a skin cancer called melanoma. People with Parkinson’s disease should have a doctor
check their skin for skin cancer regularly.

The most common side effects of NEUPRO for Parkinson’s disease are application site reactions,
nausea, vomiting, sleepiness, dizziness, loss of appetite, increased sweating, difficulty sleeping,
leg swelling, and uncontrolled, sudden movements of arms or legs.

Tell your doctor if you have any side effect that bothers you or that does not go away.

These are not all the possible side effects of NEUPRO. For more information, ask your doctor or
pharmacist.

Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-
800-FDA-1088.

How should | store NEUPRO?
e Store NEUPRO at 68°F to 77°F (20°C to 25°C).

e Store NEUPRO in its original sealed pouch until use. Do not store NEUPRO outside of the
pouch.

Keep NEUPRO and all medicines out of reach of children and away from pets.
General information about the safe and effective use of NEUPRO.

Medicines are sometimes prescribed for purposes other than those listed in a Patient Information
leaflet. Do not use NEUPRO for a condition for which it was not prescribed. Do not give NEUPRO
to other people even if they have the same symptoms that you have. It may harm them.

This Patient Information leaflet summarizes the most important information about NEUPRO. If
you would like more information, talk with your doctor. You can ask your pharmacist or doctor
for information about NEUPRO that was written for healthcare professionals.

For more information, go to www.neupro.com or call 1-866-822-0068.
What are the ingredients in NEUPRO?

Active ingredient: rotigotine
Inactive ingredients: ascorbyl palmitate, povidone, silicone adhesive, sodium metabisulfite,

and dl-alpha-tocopherol.

INSTRUCTIONS FOR USE
NEUPRO® [NU pro]
(Rotigotine Transdermal System)
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Read the Instructions for Use that come with your NEUPRO before you start using it and each
time you get a refill. There may be new information. This leaflet does not take the place of
talking to your doctor about your medical condition or treatment.

When to apply NEUPRO:

Each NEUPRO patch is sealed in a pouch that protects it until you are ready to apply it. See
Figure A.

/ /7 Figure A

e NEUPRO should be applied right away after removing it from the protective pouch. Do not
damage or cut your NEUPRO patch into smaller pieces.

e Choose the time of day or night that works best for you to apply your NEUPRO patch. Apply
your NEUPRO patch at the same time each day.

e Wear your NEUPRO patch for 24 hours.
e After 24 hours, remove your NEUPRO patch and apply a new one right away to a different
area of your skin.

Where to apply NEUPRO:

e Choose an area of clean, dry, and healthy skin on the stomach, thigh, hip, side of the body
between the ribs and the pelvis (flank), shoulder, or upper arm. See Figure B.

05

A ;TJ Figure B

o Apply your NEUPRO patch to a different place on your skin each day, for example, from the
right side to the left side and from the upper body to the lower body. Your NEUPRO patch
should not be applied to the same area of your skin more than 1 time every 14 days. Apply
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NEUPRO to a different area of skin (only one of the shaded areas in Figure B) each day to
reduce the chance of getting skin irritation.

o If you need to apply your NEUPRO patch to a hairy area, the area should be shaved at least 3
days before applying the patch.

e Avoid applying your NEUPRO patch to areas where it could be rubbed by tight clothing or
under a waistband.

e Avoid applying your NEUPRO patch on skin folds.
e Do not apply your NEUPRO patch to skin that is red, irritated, or injured.

¢ Avoid applying creams, lotions, ointments, oils, and powders to the skin area where your
NEUPRO patch will be placed.

How to apply NEUPRO:

Step 1. Grasp the two sides of the pouch and pull apart. See Figures C and D.

Figuré C Figure D

Step 2. Remove your NEUPRO patch from the pouch. See Figure E.

Figure E

Step 3. Hold your NEUPRO patch with both hands, with the protective liner on top. See
Figure F.
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Figure F

Step 4. Bend the edges of your NEUPRO patch away from you so that the S-shaped cut in the
liner opens up. See Figure G.

Figure G

Step 5. Peel off one half of the protective liner. Do not touch the sticky surface of your
NEUPRO patch because the medicine could come off on your fingers. See Figure H.

Figure H

Step 6. Apply the sticky half of your NEUPRO patch to a clean area of your skin and remove
the remaining liner. See Figures | and J.
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Figure 1 Figure J

Step 7. Press your NEUPRO patch firmly with the palm of your hand for 30 seconds to make
sure there is good contact with your skin, especially around the edges. The warmth of
your hand helps the adhesive on the patch to stick to your skin. Make sure that your
NEUPRO patch is flat against your skin. There should be no bumps or folds in your
NEUPRO patch. See Figure K.

Figure K

Step 8. Wash your hands with soap and water right after handling your NEUPRO patch to
remove any medicine that may have gotten on them. Do not touch your eyes until
after you have washed your hands.

How to Remove NEUPRO:

e Slowly and carefully peel off your used NEUPRO patch. Carefully fold it in half (sticky sides
together) and throw away the folded patch so that children and pets cannot reach it. Your
NEUPRO patch still contains some medicine and could harm a child or pet.

e Gently wash the area with warm water and mild soap to remove any sticky material
(adhesive) that stays on your skin.

¢ Baby or mineral oil may also be used to remove any adhesive. Avoid using alcohol or other
solvents, such as nail polish remover. They may cause your skin to become irritated.

¢ Wash your hands with soap and water.

e You may see mild redness at the site when a patch is removed like when you remove an
adhesive bandage. This redness should go away over time. If irritation or itchiness continues,
tell your doctor.
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This Patient Package Insert and Instructions for Use has been approved by the U.S.
Food and Drug Administration.

Distributed by:

UCB, Inc.
Smyrna, GA 30080

Rev. 1E 04/2012
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PATIENT INFORMATION
NEUPRO® [NU pro]
(Rotigotine Transdermal System)

If you have Restless Legs Syndrome (also known as Willis-Ekbom disease), read this
side. If you have Parkinson’s disease, read the other side.
Rx Only

IMPORTANT: NEUPRO is for use on the skin only.

Read this Patient Information leaflet before you start using NEUPRO and each time you get a
refill. There may be new information. This information does not take the place of talking to your
doctor about your medical condition or your treatment.

What is NEUPRO?

NEUPRO is a prescription medicine used to treat moderate to severe primary Restless Legs
Syndrome (RLS). Neupro is a patch worn on the skin.

It is not known if NEUPRO is safe and effective in children.

Who should not use NEUPRO?

Do not use NEUPRO if you are allergic to rotigotine or any of the ingredients in NEUPRO. See
the end of this leaflet for a complete list of ingredients in NEUPRO.

What should I tell my doctor before using NEUPRO?

Before you start using NEUPRO tell your doctor if you:
¢ have breathing problems including asthma.

¢ have daytime sleepiness from a sleep disorder or have unexpected or unpredictable
sleepiness or periods of sleep.

¢ have mental problems such as schizophrenia, bipolar disorder or psychosis.
o feel dizzy, nauseated, sweaty or faint when you stand up from sitting or lying down.

o drink alcoholic beverages. This may increase your chances of becoming drowsy or sleepy
while using NEUPRO.

e have high or low blood pressure.
¢ have or have had heart problems.

e are pregnhant or plan to become pregnant. It is not known if NEUPRO will harm your unborn
baby.

e are breastfeeding or plan to breastfeed. It is not known if NEUPRO passes into your
breastmilk. You and your doctor should decide if you will use NEUPRO or breast feed. You
should not do both.

Tell your doctor about all the medicines you take, including prescription and
nonprescription medicines, vitamins and herbal supplements.

NEUPRO and other medicines may affect each other causing side effects. NEUPRO may affect
the way other medicines work, and other medicines may affect how NEUPRO works.
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Especially tell your doctor if you take other medicines that can make you sleepy such as sleep
medicines, antidepressants, or antipsychotics.

Know the medicines you take. Keep a list of them to show your doctor and pharmacist when you
get a new medicine.

How should I use NEUPRO for RLS?

Use NEUPRO exactly as your doctor tells you to use it.

NEUPRO comes in 3 different size (dose) patches for RLS. Your doctor should start you on the
lowest dose of NEUPRO. Your doctor may change the dose weekly until you are taking the
right amount of medicine to control your symptoms. It may take several weeks before you
reach the dose that controls your symptoms best.

Apply NEUPRO 1 time each day at the same time each day.

You may bathe, shower, or swim while wearing a NEUPRO patch. Water may loosen your
NEUPRO patch.

If the edges of the patch lift, you may tape them down with bandaging tape.

If your NEUPRO patch falls off, apply a new NEUPRO patch for the rest of the day. The next
day, apply a new patch at your regular time.

If you miss a dose or forget to change your NEUPRO patch, apply a new NEUPRO patch as
soon as you remember. Replace the NEUPRO patch at your normal time the next day.

Talk to your doctor often about your condition. Do not stop or change your treatment with
NEUPRO without talking to your doctor.

Read the Instructions for Use at the end of this leaflet for specific information about the right
way to apply the NEUPRO patch.

What should I avoid while using NEUPRO?

Do not drive, operate machinery, or do other dangerous activities until you know how
NEUPRO affects you.

Avoid exposing the site where you have applied your NEUPRO patch to heating pads, electric
blankets, heat lamps, saunas, hot tubs, heated water beds, and direct sunlight. Too much
medicine could be absorbed into your body.

Do not use NEUPRO during certain medical procedures called magnetic resonance imaging
(MRI) or cardioversion. Using NEUPRO during these procedures could cause a burn to the
site where you applied your NEUPRO patch.

Avoid direct sunlight if you get a skin rash or irritation from NEUPRO until your skin heals.
Sun exposure could lead to skin color changes.

What are the possible side effects of NEUPRO?

NEUPRO can cause serious side effects including:

severe allergic reactions. NEUPRO contains a sulfite called sodium metabisulfite. Sulfites
can cause severe allergic reactions that are life threatening to some people who are sensitive
to sulfites. An allergy to sulfites is not the same as an allergy to sulfa. People with asthma
are more likely to be allergic to sulfites. Remove your NEUPRO patch right away and call
your doctor if you have swelling of the lips or tongue, chest pain, trouble breathing or
swallowing.

falling asleep during normal activities. You may fall asleep while doing normal activities
such as driving a car, doing physical tasks, or using hazardous machinery while taking
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NEUPRO. You may suddenly fall asleep without being drowsy or without warning. This may
result in having accidents. Your chances of falling asleep while doing normal activities while
using NEUPRO are greater if you take other medicines that cause drowsiness. Tell your
doctor right away if this happens. Before starting NEUPRO, be sure to tell your doctor if you
take any medicines that make you drowsy.

¢ changes in blood pressure. NEUPRO can decrease or increase your blood pressure.
Lowering of your blood pressure is of special concern. If you faint or feel dizzy, nauseated,
or sweaty when you stand up from sitting or lying down, this may mean that your blood
pressure is decreased. If you notice this, you should contact your doctor. Also, when
changing position from lying down or sitting to standing up, you should do it carefully and
slowly. Lowering of your blood pressure can happen, especially when you start taking
NEUPRO or when your dose is increased.

¢ fainting. Fainting can occur, and sometimes your heart rate may be decreased. This can
happen especially when you start using NEUPRO or your dose is increased. Tell your doctor if
you faint or feel dizzy.

¢ changes in heart rate. NEUPRO can increase your heart rate.

e skin site reactions. Skin reactions may occur at the site where you apply NEUPRO. Tell
your doctor if you get a rash, redness, swelling, or itching that will not go away at the skin
site where you have applied NEUPRO.

¢ changes in Restless Legs Syndrome symptoms. NEUPRO may cause Restless Legs
Syndrome symptoms to come back (rebound), or become worse or start earlier in the day.

The most common side effects of NEUPRO for Restless Legs Syndrome (RLS) are application site
reactions, nausea, sleepiness, and headache.

Tell your doctor if you have any side effect that bothers you or that does not go away.

These are not all the possible side effects of NEUPRO. For more information, ask your doctor or
pharmacist.

Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-
800-FDA-1088.

How should 1 store NEUPRO?
e Store NEUPRO at 68°F to 77°F (20°C to 25°C).

e Store NEUPRO in its original sealed pouch until use. Do not store NEUPRO outside of the
pouch.

Keep NEUPRO and all medicines out of reach of children and away from pets.
General information about the safe and effective use of NEUPRO.

Medicines are sometimes prescribed for purposes other than those listed in a Patient Information
leaflet. Do not use NEUPRO for a condition for which it was not prescribed. Do not give NEUPRO
to other people even if they have the same symptoms you have. It may harm them.

This Patient Information leaflet summarizes the most important information about NEUPRO. If
you would like more information, talk with your doctor. You can ask your pharmacist or doctor
for information about NEUPRO that was written for healthcare professionals.

For more information, go to www.neupro.com or call 1-866-822-0068.
What are the ingredients in NEUPRO?

Active ingredient: rotigotine
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Inactive ingredients: ascorbyl palmitate, povidone, silicone adhesive, sodium metabisulfite,
and dl-alpha-tocopherol.

INSTRUCTIONS FOR USE
NEUPRO® [NU pro]
(Rotigotine Transdermal System)

Read the Instructions for Use that come with your NEUPRO before you start using it and each
time you get a refill. There may be new information. This leaflet does not take the place of
talking to your doctor about your medical condition or treatment.

When to apply NEUPRO:

Each NEUPRO patch is sealed in a pouch that protects it until you are ready to apply it. See
Figure A.

.

Figure A

¢ NEUPRO should be applied right away after removing it from the protective pouch. Do not
damage or cut your Neupro patch into smaller pieces.

e Choose the time of day or night that works best for you to apply your NEUPRO patch. Apply
your NEUPRO patch at the same time each day.

e Wear your NEUPRO patch for 24 hours.

e After 24 hours, remove your NEUPRO patch and apply a new one right away to a different
area of your skin.

Where to Apply NEUPRO:

¢ Choose an area of clean, dry, and healthy skin on the stomach, thigh, hip, side of the body
between the ribs and the pelvis (flank), shoulder, or upper arm. See Figure B.
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e Apply your NEUPRO patch to a different place on your skin each day, for example, from the
right side to the left side and from the upper body to the lower body. Your NEUPRO patch
should not be applied to the same area of your skin more than 1 time every 14 days. Apply
NEUPRO to a different area of skin (only one of the shaded areas in Figure B) each day to
reduce the chance of getting skin irritation.

o If you need to apply your NEUPRO patch to a hairy area, the area should be shaved at least 3
days before applying the patch.

e Avoid applying your NEUPRO patch to areas where it could be rubbed by tight clothing or
under a waistband.

e Avoid applying your NEUPRO patch on skin folds.

e Do not apply your NEUPRO patch to skin that is red, irritated, or injured.

e Avoid applying creams, lotions, ointments, oils, and powders to the skin area where your
NEUPRO patch will be placed.

How to apply NEUPRO:

Step 1. Grasp the two sides of the pouch and pull apart. See Figures C and D.

Figure C Figure D
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Step 2. Remove your NEUPRO patch from the pouch. See Figure E.

Figure E

Step 3. Hold your NEUPRO patch with both hands, with the protective liner on top. See Figure
F.

Step 4. Bend the edges of your NEUPRO patch away from you so that the S-shaped cut in
the liner opens up. See Figure G.

Figure G
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Step 5. Peel off one half of the protective liner. Do not touch the sticky surface of your
NEUPRO patch because the medicine could come off on your fingers. See Figure H.

,_ }1 e

Figure H

Step 6. Apply the sticky half of your NEUPRO patch to a clean area of your skin and remove
the remaining liner. See Figures I and J.

Figure 1

Figure J

Step 7. Press your NEUPRO patch firmly with the palm of your hand for 30 seconds to make
sure there is good contact with your skin, especially around the edges. The warmth of your
hand helps the adhesive on the patch to stick to your skin. Make sure that your NEUPRO
patch is flat against your skin. There should be no bumps or folds in your NEUPRO patch.

See Figure K

Figure K

Step 8. Wash your hands with soap and water right after handling your NEUPRO patch to
remove any medicine that may have gotten on them. Do not touch your eyes until after you
have washed your hands.
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How to Remove NEUPRO:

o Slowly and carefully peel off your used NEUPRO patch. Carefully fold it in half (sticky sides
together) and throw away the folded patch so that children and pets cannot reach it. Your
NEUPRO patch still contains some medicine and could harm a child or pet.

¢ Gently wash the area with warm water and mild soap to remove any sticky material
(adhesive) that stays on your skin.

e Baby or mineral oil may also be used to remove any adhesive. Avoid using alcohol or other
solvents, such as nail polish remover. They may cause your skin to become irritated.

e Wash your hands with soap and water.

¢ You may see mild redness at the site when a patch is removed like when you remove an
adhesive bandage. This redness should go away over time. If irritation or itchiness continues,
tell your doctor.

This Patient Package Insert and Instructions for Use has been approved by the U.S.
Food and Drug Administration.

Distributed by:
UCB, Inc.
Smyrna, GA 30080

Rev. 1E 04/2012
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This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

RUSSELL G KATZ
04/02/2012

Reference ID: 3108299

45



07 1EHR

1 BERVERE

11 R—F>VY K (PD)

Neupro (1 F IF U AATA) 1%, HEFEME/ S—F% 0 LR O s & OSER OIRIRIZEIG S D,

Neupro DA ZMEIE, FHIAS—F v L gilBHE (VAR RANFEGFH) R OETTHI S —F% Y R
FH (VAR RAPEH) Zxtg e L BEALIEGRER CREl Sh T 5,

1.2 LR FLRLYY REEEE (RLS)

Neupro (B F TF U AEAHHD) 1%, FEENO®EDORREMEL A LA Ly 7 ZIEMBRE (FRFME
RLS) DOIRFRICHEIE S D,

2 R%-RE

Neupro (& 1 A 1 S92, BEFHAIOREw A, MEES, KBRS, B, IS, A0 L
HOIEER TR LT IER 7 BOWICAE T35, BEAHAIE, BEOEHE D BWERIZ, #HIZIEFR T
FERIZHGFT 95, Neupro IZELFAITH D720, AKFIOWIUIZXT 2 BEORE L/, BEE
ICBIR 72 < &5 CT&E 5, THEEOIFFEELE LOREN S SEOFEEEE TIL, HEL
THMBENLR, BT A AT T 5 2 ¢ (F¥EHoRITE S, REFORITIT RS2
E)o R 14 BUWNICHAT LI 57220, 72, IREOLE, HIE-CAER AL
FRE, & DOWKIRTZ TN D A~DOUAHTRET 5 Z &0 KEBOH DA T 2 HLERH D
rerld, 3 AATE TIZEB LMo TR 2 &, BMIHNE, NREZBHE L Chi& 7 4 T —2 R LT
5, EHIZHAMAT 5, Mif%IE 30 M LT CTREIC Lo s 3¢5 (RIS, Lo
MR L TNWDLZ EEERT D), MV B ZENTHERHPINIGEIE, RO X
M E TH LWRES A Z A2 2 &, MFHEZERT 272012, 1 BOUTEER O B 4 [k
9% [BAFHEROEAAEEE O TEEmMITIER, @ LEOEE] OWBHE],

2.1 N—F2VY R
BBN—F2VY R

B N—% 0V UREBE T, 2 mg24 h OB T 5, ARMERH Y, I ORHIIBFEIREE
THEEE, AR OEEES T, 1 HITEIC 2 mg24 h FOMET 5, ISR EIT
4mgR4h Thb, FWAN—F Y JRBFITHT o KR EIL 6 mg24h TH D,

Reference ID: 3108299



EITHANA—F Y UK

HEATHIN—% 2 Y R TIE, 4 mg24 h OB T 22 &N TE D, AOMELKOCIEMETIE T
T, 1 BZTXIT 2 mg24 h TOWMET L, EITHIAA—F Y U WEFITHT 2HEEHEIT
8mg/24h ThH %,

2.2 LA MLARLYY REIEE

1 mg24 h MHRET 5, BEMENRHY, IOLRHIEEDREET L1, AIERORENE
WIGUT, 1HIEIC 1 mg24 h TOHET S, RIEIFEHEIT I mg24h THY, RRHTEHE
1L 3mg24h TH 5,

23 #&5dut

Neupro Z#H IET HF8E, /N—F 0 VU WEBETIIRBIZ 1 BHEZHK2 mg24 h T O&ET
ZENEELY,

£7, RLSEETIIMWAIC 1 BAEZ 1mg4h THORETDZ ENEE LU,
3 FIERUEE

HEfHA] : mF 29 1 mg24h, 2mg24h, 3 mg4h, 4mg24h, 6mg/24h, 8 mg4h

4 EE

1 F AT R ORI 6 LIsBUE O BEAERE D & 2
5 EHERUERALOEE

ARIEZHEWT H2EMEHORBIZOWTE=Z Y 7 T52 L, ZNOLORWERNREBR LI5S
I%, Neupro O E X IZHIERHEHRGERH D,

5.1 WEIRERIE IO 3 B R

Neupro (THEARERIE Td 2 A Z EHMiEET b U v A2 @ H T 5720, BEEZEOmWEAITH LT
TUNAX =G (T 74 7%k, Az End AT L0 REOEERZR E) 25
T DAREMD B 5, —MRERNZIS T 2 HbRERE I3 2 EEZ O AR RIIAATH 5, HHkilE
TR 2 s P3N B X 0 e EAE TEERICHEO b b,

52 BELEIEPOREFEMERE VMER

Neupro ##5 U7 B R OMETTHI S— > v 9, W ONT RLS BFIZHBWT, HEATREES
DZEFAMERDFEO O TEY, HEEOEEF R SICHAT 5L, FRICEST2HbH 5,
ZD X 9 7 $%®§‘< j:zlxﬁl @&’é‘qj L'f’ﬁﬁaﬁ)mu&b %i’b’Cb\fdﬁ\ gﬁb\ﬁEﬂfcﬁ L O)H”JE%H& i L

2 R—Y
Reference ID: 3108299



TEHT, FROBHIEME TEBEL CW LT EMbME SN TND, £, KFHIOFEH
BRI G 1 AFERRICHE SIVIERI S o 7-, RLS BFE x4 & L7-iABRCTlE, Neupro % fix KHEDLE
ME (3 mg24 h) TEEL L72EE D 2% CHIRBEIENRD IR, 7T ¥ Re&kELIZEBET
TRO NIRRT,

BIRZBEE L TORVWEE LW LA, BREMEDS L, B HEEEBES O RREARERAEG] T
IR LT HATT D EEZTWD, LI -> T, AAIOFREGFIR) B4 IR E % (239
L1382 Z & AFHICER LT, BIRIRECIRGUS W THERERICHERR 5 Z &,

fEIRIE Neupro $¢5-BETELFBDO BN D, Neupro g KA E TR E LIZEE L 7 7R %
G LB IR T 2EIROFEBROZ [Neupro BE (%) — 7T BREE (%) ] 1%, BH—%
VYN 16%, HEITHIS—F 2 L 4%, RLS 6% CTh oz, BEIXEHEEMSND £ TRED
IHEHF OMIRCRESCIRKZFR LN N DO THEETHZ &, Neupro 5 HICHENH
DOEER, P OBE, "PMERICEF T 2583 ET 2 L0 B THRET 5 2 &, HIRPER
AIREAR 2 BEfE L TV D B TlE, Neupro OFEGHIZZ B DIEEITER I RN &,

Neupro D5 # AT 20, KRB L 22/ REENH D5 2 L 2 BF I L, #EFHAIONF

FRCHERR e D BEAE R 72 &, Neupro 12 K 2 2% MEMEIRD Y X 7 % E5H S8 2 ERERIZOWTHIC

R T 2MENDH D, AHPICIRKZFE L2 BECHEMN 2242 24 2158 (SFE0aFE Y

72 E) IZEFBOMER- Y — REZRBL L2 BH CTIL@ES, Neupro #H1LT 25 [[HE - A&
(2.3) DESM],

Neupro D5 % ki T 285681, BEEOEIRR EOGREFEI EEICHEFE L L 5 g
%HZ L, Neupro ZET 5 Z & THHAFIEFORBHIER- Y — N2 T TE 50 E D
INZDW T3 72 E WD 720,

53 LR/AEHIRRITE

Neupro # $¢5- L7z #EATH S —% 0 Y Vi BE ISR 2 BT 2 AR ERN @ o 7o, A THI N —
F UV URBFEIZBWT, Neupro i KHERAETHRG LILBHE LT 78R 2 &G LI BHEIC
B DEHORIEDFE [Neupro BE (%) — 7 TEREE (%)] 1F 4% ThY, ZOETFEOH
BIZHEVER Lz, LIRICE 0 G2 dil (RICHEBEHIRE) L7t —% 0 LRk

1%, Neupro ZHAHERHAETREG LIZBEED 3%, 77 RE2EELIZBED 1% THo1-,
SIEIETIRZIC b Sh T b,

o

MR R IC LV, Neupro DL, & 5V MEIHK GBI U ER IS, MAREITEIZ 5 TR
FEDREHARRE - ATEVAALDS B ISR I SUTEAL T 2 Z & AVREhe, ZOMO/—F Y iR
BRI B LTINS RO B 2 LT REMEN B 5, 0 K 5 7 BRH BB N ORETE 2 75
Leaid, =RI0EE, =8, X5, 6L, FemsiTe, KRN, ZCORrofTHE), Rk, 6B
ZL WO TEARTIERD 9 5, 1 DXUTEEDIERD B LD, FHMEITEIO Zh b DEHk

I3 R—Y
Reference ID: 3108299



TREMRTE, BRI OMEITHI N— 0 v U, WONZ RLS BEZ %G & L7 RIRBIRE TIZ HEo
bz,

it 2 AL S 2 ARt & 5 7o, B OREE MR E EH IZI3E S Neupro 5 L7
W, F7o, —EHOHUREMIRIEIT S —F Y R OIER 2 B S, Neupro ORRZ T I D
AREME B D WM AR (7.1) OEZMR],

54  fEfRMEEME

B DR ERER N O R IRER 1235\ T, R NS VS R EEN SR I 2 Y Mo M F M 2 FEE U, FelC ik
HIR PR M SR E A B T 2 DRI TV D, S HIT, N—=F Y UREHE

TITHRAL AT D ROCMERNER T LTS, LD > T, R UZREEEEZ RSO
IN=F Y R LY RLS BETIR@EE, (1) AR E OB X OER 2 HEIZE =4
Uo7 L (RRICEE), Q) 20U AZIZOWTEFICHMTILERH 2,

B D AR OYAEI M (20 mmHg A L) R OPREMIME (10 mmHg BLE) O T
Neupro Z e RHELEM & TG Lo 2B (FW R OMEITH S—% Y 5, I ONT RLS )
TERIZRO B, Neupro #f (%) &7 TR (%) OEZ S%HLT%okoi@i5ﬁW
ML K ORI E ORI, ATEAGE, SENAZ, K OMIENAL N & SEAL A~ DR ZE R I FR &
Nice @EOIHEME (40 mmHg #8) LK OMEEMIMmE (20 mmHg 2L E) OIET b, ﬁﬁ&o
HEATHI =0 Y URBE TERIZED BIL, Neupro B (%) &7 7 RAREE (%) DOZEIL 2%LA
ETHoTz, 20X D 2RUHERIIE K OYEEITE O T X, MEME, SEAL, K OMHEAEDY & 37
PLASDANLE BRI DTz, Sl 7 M E O BIEAR FIXH BRI A 2, F ikl
FRIZHRODNDZ ENb o7z,

FEIMED W, (RALED F e E O SIVEIKINTE 2 R+ 5 6 FF R HEEE AW Tl
Neupro ## 5 L7-2RBETY A7 O LEHNRINT, Neupro Z i KHEREHE CTRE Lf:ﬂg%‘&
7T R e HE L BE BT DRI SOTE SR 2 R T 5 A EFERORBLRD E
[Neupro #f (%) — 7 78RR (%) ] 1%, B AN—F2 Y 05 18%, EITHIN—F 2V K
4%, RLS 1% TH -7z,

$ 5 BHARRTZ BRIR A B R 70 D i B R S B N MR L 2 AT 9~ 2 B 2 BRI LT, AH
AEECHE LS E T, JERMERLE X CER T2 R%H1T25 ) 2273 EF Lz, BERm
JEAR T M O S IR M E 2 R EL 5 U 27103, FRICH BB B L,

55  k

KRR U RIREEN R A2 B 5 O BE TRMNBBDO LN TND Z b, Kz R4 5 Al etk
WCHEET D X9 BEITEET 52 &, Neupro R CITEERMICERLINERBEZH T HHEE
ZERAN L TWDH T, ®EOLMAERBBFITRT 2RO GIXHEEIZTY 2 &,

4 R—
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56 EHHIEES HRETE

JEGIREIZ KD, —RAIZR =Y VIRIEIRIETH 5 T R 2 BIREEHE (Neupro %
) HASOIORAE G IS, RO AETEER), MO, RE, WER EOMRWEEINA L,
FEIARREE 22D 2 LRI ILTWD, —HOIERITIE, Zi b OMEBE)TIEA|ORE T 1L TH
KIDZEMHESNTND, BFIZZOL D RITEHZ R LB L TOWARWEERH 5720
Neupro #%5-HIZRETEEE), MEATTHE, IRE 7R & OEE A H 7212 MﬁXim@LTw@w#%,
BE I B R ICHRT A 2 ENEETH D, Neupro OFELHIZZ O X 5 R@EEINE LT
Batk, ARIOBWMEXIIFILEmEFT 22 & [TBEnTER (17.6) OESM],

57 MEEFRUDBEEIEM

—¥# Neupro ¢ 5-F8F TIX, MEMTOSEAZIR IS 25 O ULHE I M+ (180 mmHg #) K& UV XU
PEAEMIME (105 mmHg #) @O ERBEO bivliz, #EITH S—F 0 Y UREAE T, IOHE I E
75 180 mmHg #H 2 5 U X7 [EHEMZE=RKHEREMNED Neupro #f (%) — 77 BREF
(%)] 2% LS U, yRiEHImTE2Y 105 mmHg #8225V A7 )3 4% E5H L=, RLS A& Tl

PRI EAY 105 mmHg 22 5 U X7 [#GHMZE =K KHEEHED Neupro # (%) — 77
AR (%) ] 23 4% A L7,

B & R ONE S L (20 mmHg BA F) R OWREMIMmE (10 mmHg 2L E) o BRI
Neupro Z e RHESEH ECHR G Lo 2B (RE R OMEITH S—% Y L, I ONZ RLS )
TERIZERD 5, Neupro Bf (%) &7 T7BAREE (%) DOFEF S%AETH-7=, 2Dk Oiiﬂﬂ
M I K ORaR I E O B, B, SEAL, K OMIEAZ > & SERL A~ O RN ZE MR (278D
oo mEERIGEHIME (40 mmHg #) K OWLEMIME (20 mmHg BLE) O EFb, ﬁ%&o
EATH =% 0 Y 2, WONS RLS B THERICHD b, Neupro (%) &7 7 AHE
(%) DFEIL 2%ULETHoT, TO XD 720 L E X WM E o E51%, WEME, 372
Br, S OB B SEALA~ D RALZE BAREIZF86D BT, JelZal <72 1 o B K T 13 B& 70
\ZH R, FTEERFERFFIZOBOOND Z LR oT,

77 B AR IRERER TIE, EATHI N U (Neupro BE 3%%f 77 B AREE 0%) MO RLS
B#E (Neupro Bf 4%xt 77 B AREE 0%) 2BV T, Neupro D AHEREHETORH12 X 0 BITEH
OEMEERBRT DU A7 B EH Lz,

—¥F D Neupro #%5-BE T, MMEMISCNIALIFIZ &R OB (100 F1/50H) 28 b
Too DAERHEIN Y 2 7 [ 5HERZE =R KM SO Neupro B (%) — 77 BFREE (%)] 1
AT S—F% oV R BE T 2% F5- L, RLS BE TIE 5% B L=,

ANz DMERBBEEICEET B0, b0 ME EFEOODHEM MO R 2 %E+T 5 2
&o

F§R—Y
Reference ID: 3108299



58 HEEMRWMIEREITE

R N—F Y R TIE, BEEREERIN (RGBT 10%4% 82 28N) OFRBRIT
Neupro # e KHESEM & TG LB D723 <, Neupro B 2%IZxt L, 77 AR 0% Th -
Too HEATHI S—F 0V U TIE, Neupro #f (ReARHELEHE) 9%, 77 EREE 1% Thole, /S—
XY URBE T, REINREMERIEZ ML 560382 <, —HOEHE T Neupro 5238
BRI 25| SR T 2 AR ST, N—F Y UIRBE E AR L LR T,
REAHIN L2 BB ORETRIFRAREN RSN, LovL, EKRA D o ME LRS- EE
I EEATHBETIE, RRITEIC L DHREREL I TOTWew, \ERRMENET
D AREMEN B B,

Neupro Z ik KHERHE CRE LIZBE L 77 v RE2 &5 LI-BEICBIT 5 RIMEEO R H R
D7 [Neupro #f (%) — 77 BAREE (%) ] 1%, BHIN—F2 Y 0 1%, EITHIN—F2 Y 00
8% Th-oTz, ZIODOHEEREMZEIL, RAHREHEZ RIS HET Neupro 2 5- L7551 S
HIZHER L7z,

5.9 DRXxART—

Neupro 1L LA K80 RS UAEBEORIER Z iR ST, Y AF XY — 25 &k OV XLk
SHELAREMED B D, EITHI S—F Y VIREBEIZBNT, Neupro i KHEREH & THRE L2
BELTITERERG LIEBEIZBIT A VAXF RO —ORBEDZE [Neupro i (%) — 77 &R
B (%)] X 7% THY, ZORAROETIHEDOHEITEWIEK L2, Neupro % g KHELEH&E T
B LUER—BEEHTE, PAFRU—ICI0EBREZPILETHY 2274 EH L7 (Neupro #f
3%XE 7T B AEE0%) .

510 ERBMLRIE

Neupro O —“HER 7 7 £ A3 A ERIGRBRICIHE T, @A (ASR) 177 B Rgh
B XV Neupro 5 EFH TEBICRO LTz, Neupro i KHELEHE TR G LI-BE LTI
REHG L BEICB T 58 ASR OFHED%E [Neupro #f (%) —F TR (%)] 1, &
HI =% 2 U5 15%, TR S—22 ) 295 23%, RLS 39% Ch - 7o, TR OMETH S—F
Y U, WONS RLS B ICEBWT, ASR IZT X TOHEICHOIY HEKFMEEL R L7, ASR
W2 X DE-HIEIE, Neupro # i KHEREH & TG L7 B —F% 0V VB (Neupro Bf 3%xt
7T /AR 0%), ETHI =% Y U HRERE (Neupro B 2%%f 77 B AREE 0%), KUY RLS BF
(Neupro #f 12%%t 77 B HREE 0%) Tidd Hiviz,

Neupro #5-BHE THELL7Z ASR ORNIWENOHEETH -7, ASR OEROER E L
T, BRBVEALEE, V#IE, T2 SFEED K TH o722, KISIFEHTICR/ L TR Y, @
TR T DM EE X e o 72, Neupro OBHZHIMY, SHMEERIG GLBMRE, B LBt
BB, EOFIEREDT LILF—MHEE) OFBIFRIT ASR K VKo7,

6 R—
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Neupro @ BAFERI72 B2 REHIIL 2 FEAM L 7= BE AR BR OFE 8, Neupro DAL 2w H AT LG4
? ASR OFBLZIZ, [F—#AIEK LT L7eBE K0 IRWC LR SN, R
221 % %5 Neupro O K JERAEIER & Mt U7z B RER CI1%, BEAEEIZR O b o
Too BRFEMERE 2t 5 & L7oikBR T, MG % [R)—EBAZ I sfgenE L C o BT BE C O AR
L% ’HEHﬁU 0.5 mg/24 h THNFHALZZ8 8 U ClkaE M L7z & 25, JRFTEIEROG R
ALz, WAL A DL BRI 256, BENEA LGS, BUERUS R 04t
BIE TIEN S THGEE, KAIDOY A7 EXXT 4y NaEdHlid 5 Z &, Neupro [ZBHHEIT 52k
MR ESD RO DG a3 G252 L,

511 EBflE

JEFMRIZ L, R—=% Y BT R L 0 BEAEEZRIET D U X7 BE (8 6 1%)
TLENRENTWD, ZDOU AT ERNR—=F 0V IRICE Db DD, N—F Y IRTERIK
EOHERIZL D DONIRHTH S,

Z DI, WTROBEIGIE TS Neupro ZH5-9 2 BIIRAMEZ M - EHICE=2Y 7
HMEN DD, BIFFEMEL E O R A EE LD EM R ERS a EZ i 5 2 L
FLU,

512 LR FLRARL YT REEED Augmentation X U RBKIRER

Augmentation () &%, BT O RLS JEIRDOEML ZE KT 5. Augmentation 23 E 5 &, 4
FRAVERDTERBART L 0 BEIEL L, 1 AOPOEREIRELADATET 5, nFIAF 288 R
IR VR RIRMEEN IR Augmentation & T D ATREMEN H D,

SBEBLG: &%, TRIREONFIHRICE VA TS RLS FEROEEZEW®RT 5, KBKBLR TR
O & B 5, E7o, KBERGUT PN BRI OF Gk R OB RBES IS &0 4
COMREMNRSH D Z LRARTMTHE S L TND

513 HRHAKBEGE (MR RUEIKRHED

Neupro DNy X2 77 4V NIT VI =0 LEZEGHT D, KERMGEZR o8, BRI
1% (MRD) UFESHIERAME) 2 509 2 AN AR H 2 Hn 3 2 &

514 BHA~ADEFEE

Neupro DEA~DOIRFEEDZEITMFT SN TR, LavL, O FITEA~RE T 5 2 & TR
I BRI 2 Z L RSN T WD, Neupro & REfF L7 2 AN O BB (B A
My, EREAM, MEAT 7, U, @mEORE, KT —F—y F, REHOES AR
E) BB SELRVWE O BEICHRE TS L,

7R—=Y
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5156 HREHILIZHSEESRRUEL

R=F Y VIRIBRIE ORI EE, IR SUIZEE OMIZE & 722 RR 3720, PR R
SEBHE (GEEN, MhlEE, BERRAEZ, BT AR & OV T B MR E 2 R L 3 2) IR
UTZIEERED R E SN TWD, T E BT 5729, Neupro O IEITHEZHR A IZHEL
7o 2 RN [THE-HEl 23) OEBR],

516 #RMMEEHHE

FAA R RS U RIREEER 2 5 U= B8 C, HRAEMERMEIE, iR, Mok, MoREpnE, GO
%K, DIRBIER ENRED LN TWE, OO IHEIZEFOFIIZLVEETAZ L H S
23, SERIZEIET A EIFR L 720,

INHDOEERRIIEAOEMMEE L BET D L EXHNTND, FERMAR K 2 HFRES
ERZNODHEEFEREHEEZTNE I NIARHTH S,

517 ASZ2EDHEE

Mo AR UEREEFHERTHREINTWE LB, &7y PR LBV CRrTF IF U H
FEEHZIInTFIF o L AT =GR THDIRMER E O S0 RENTZ, ZOAIT 14 A
OB MM P IR 2 ITHR LT,

6 &ElEA
LIFORIWERIE, AIRMCED MEEROHEH EOEE] OmEIZFFRT 5,

o HRRREEMEIC XIS DR ME [T KO EoEE] (5.1) OHES ]

o HEAEEETOZIERMER, KOMEHR [MEEROEMN LolE) (5.2) OEZBHE]
o LS/EOMOREMEES [ EROER EoEE) (5.3) OESH]

o JEBEMHRME [MZ2EROER EodRE) (54) OESR]

o b [MEEROEA EoEE] (5.5 OESMR]

o EENHEES /RO TE) [[EE R OMEH EoEE] (5.6) OHEZBM]

o IJE EFROWMEEEM [MEE K OEA EorEE] (5.7) OHESHE]

o REHINEOMRRIFE (M5 KOMER EoEE] (5.8) OHSMR]

o VAFxT— [MEEROMERN EoEE] (5.9 OHESMH]

o EAEAAOS [HEE R OMER EovEE) (5.10) OESR]

o BafE [MEEROEH EoEE] (5.11) OmEEHE]

« RLS @ Augmentation X O BkEL G [[EE L OMEH LR (5.12) OS]
o B [MES KON EoiEE] (5.14) OS]

o FeHHIRICHE S BEEBAKOGEIL [BE RO EodE) (5.15) OEBHE]
o BRHEMAOHE (M5 ROA EodE) (5.16) OES ]

§R—Y
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6.1  ERAREABRAIR

IR ABR O S ITRBRIC K o TRES R D720, & HHEHOBIKRBR CORWER ORBEE R
BRI AT 2 MR 2 6 5 L T BB MU & e 5 L BB B0 % B JEHI O B R T
@E'J'ﬁzﬁﬁ @%{ﬂlg—i& E%tti&j—é Z k &j:wc“dc’if 73‘:1/ \O if:’ %ﬁ%ﬁ%ﬁf@%”ﬁfm @%ﬁfﬁ@@j E| f%"%&)
ECTORMEADOREREELRWIREENH S,

BYN—FV UREBEERMRE LEEBARHARICE T SEERAD IR R

THEMRT T e AR 3 BBk 3~9 » AR (ZBM LI REN—F Y BT 649 B
Z X1 Neupro OLEMZFHI L7, 512, FEIN—F Y L REE LR & Lo EER
B, N OGRS Mk 55k 2 3R & L eVEIC B D R 1E e I L7,

AR AL BT 7 AR SHREEHERBRICB T AEIERORRELE | ISR, FFEHERAE
TH 5D 8mg24 h TORWEHDRIE L R~T,

BN —F Y RBEENRE L —EHEMR 7 7 B A BAHERSHERIZIB VT, Neupro O
RARHELEHE (6 mg24 h) TROLZROOLNLENEH BERENTTEHRLY 5% L@ gl
TERD 1%, B0, ErE, IR, @RS, FEED VW, BRI, Z2TE, RRETH -
77

AR CENWERIC L V5 %2 1k L7-H381%, Neupro # i KHEREHE (6 mg/24 h) THRELT-
BETII 1%, 77t R2&E5ELT-EETIE 6% TH - T,

9 R—Y
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x 1 BHN—F VY UREEERNRE LTS5 AMBHE (AERIGHER) [CEVTARE
TICHBL-BIEROHIEHE (Neupro 6 mg/24 h B 2% L ETHRIBL, M ORBEEN TSR
BEYSUWLEIER)

Neupro AAE
T8N | 2mgie4h | 4mgi4h | 6mg24h | 8mgi24 h
N=64 N=67 N=64 N=65 N=70

Bl{ERA % % % % %
HE L URKEE
IR 0 0 2 3 0
BAES
L 13 34 38 48 41
O - 3 10 16 20 11
RARAR 0 0 2 8
HIERE 0 2 2 3
—fi% - 2HEES S UVBREHEOIKE
i 36 KON N B 5T 19 24 21 34 46
B
I 5 3 8 18 6 13
AR M v i 2 2 3 3 4
REES S UVFERE
RGBT 0 3 5 2 0
il S 5 0 2
BE HESLVUESHE
PG+ 0 2 0 2 4
AR A A
SRR A I ERB 2 3 3
DR HH T I 0 0 2 3 0
{UNE=RT e 0 0 0 2
REBLUXEEE
RARARIR 0 2 2 6 1
RARIOE* 0 0 0 3 3
BEERRSLURESHBES
A I 3 2 3 4
HERES
FEMED 11 21 14 22 20
IRALPED F 0 2 2 2 1
TR * 3 12 14 19 20
E R 0 2
Al b 0 0 0
FEES
ANHRAE 6 5 10 11 7
L 0 0 0 2 3
L T 0 2 3 7
OReY i 0 5 2 0

10 _—
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ARERE S VIERES

PR A | 0 0 0 2 3
FRER, IS & UHEREES

WP M BT 0 2 2 2 0
Lo D*

EEHLUVR THREES

ZITIE 3 3 3 11

KLEE* 3 3 6 5 6
Z D PR E 0 0 0 2

*FH R RY 72 BIE

HLT = {7 7%, MedDRA=Medical Dictionary for Regulatory Activities ([3ES5 I HFEE), PT=4
AGE, SOC=FERIKSIE, TEAE=IHMR FIZHB LA HES

—HEBOENWEH OFEELE [Neupro B (%) — 7 7 BAREE (%) =5%LLE] 1%, HERISTEROH
IR SO IHERF I 23T, Neupro #BRIZ 7 7 B ARBEL D BEEICE D o 72, HE SR H &M
FEIZRO bNTREMIL, BEEORLGHEMEDREVSONLIRIE, B, IR, mEe:,
ASR, FEMWED E VY, 7T, BAAE, HREE Chorz, MEFFHIMPICEHEIZE O b7z El
TEMITE LK Y ASR Th o7z, IR HEL L IcRIER O —MITMERM £ TRee L2 (7
ARILLE), Zhbo TRt BIIEAIL ASR, AR, HEIR, B, #HERF bl

ETHN—F OV VREBEZRNRE LERBMBHARICE T HRERAD RIS

THEMRT 7 v RAERE 3 W5 (EEHERR 2 KB, aEHERR 1 |8, 3~7 » AM)
WZSIN LT T S — % 0 Y U R EE 672 Bl & %15:C Neupro DLZEMEEZFEHH L7, b D
AR TIIVA RAZOFH LTz, 618, EITHIAN—F 0 Y UIRBEZ 5 L LI o R
B, KOG Mikii % 508k 2 B0 DL MBI D e M2 e L=,

MEVEAL —EmER T 2R IREE N &ERRICB I 2EWEHOREREE 2 1R, HHEHE
Toh5H 12mg4 h CORWEHOREBEFE L RT,

EATHI R —F > Y IRRE ARG L L2772 R RS REBRIC BT, Neupro 0 A
EHE (8 mg24 h) THROLEZLBOOLNIRIEH FBEENTTEARLY 5% EEWVRITER)
1%, ASR, Ml fEIR, S CTH-T,

ARERCRIVERIC L W& 5291k L7285 1L, Neupro Zi KHELEAH & (8 mg24 h) THE L7z
BETIE 1%, 77 eReREG LEEETIII%TH T,

1n ==
Reference ID: 3108299
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x2 ETHNR—F OV UREEENEE LTS ERABHR (AERGR
B ICBVLWTAERETICHE L-EMEADOHKIRZE (Neupro 8 mg/24 h B#d 2%LIET
HBL, M ORBEENATSERELIYSVEER)

Neupro AAE
T3ER 8 mg/24 h 12 mg/24 h
N=120 N=118 N=111

Bl{EFA % % %
BlalEE
ELON 19 28 22
I - 6 10 8
(&
T
—fi% - 2HEETS L UVBRSEHREOIKE
1 KON T e GRS @ * 13 36 46
A M e 1 9 14
98 7% 3 4 3
HEERS L UVHEEHBES
B S IR 1 2 2
BA i 7 11
HRREE
TR 28 32 32
VBN F U 15 23 14
U R K F Dk 7 14 17
GIEY) 8 10
B R H SR 3 5
PR 3 4
FHES
PN SERONH e 6 14
55 3 7 14
L 2 3 5
MR ER, MERE & UithRIES
Ik 1 3 3
P 0 3 3
FilSalEe 5 - i 0 3 2
EESLURTHBES
2T 0
RLEE 1 3 2
mEFEE
) I * | 0 | 3 | 5
*H AR A 72 RIE

HLT =&\ 3%, MedDRA=Medical Dictionary for Regulatory Activities (P& HIHESE), PT=3
i, SOC=#ERHIKIME, TEAE=IAME FICHBL LA EES
YT LHSGG, BIRLIERO HLT 2% 8 L Cadiz, TEHB X ONE &GS, [HEI5E],
TR TS X ONMERRME R PR |,

12—
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—EBORMWEH DFRBLFE [Neupro #F (%) — 7 7 BREE (%) =5%LLE] 1%, A &SRO
HAMRT SO IHEFFAR 23UV C, Neupro BEIZ Y 7 B AREEL VBAF ICE - 7o, HHEHARM I &4
FEIZRO LNATRIERIL, BERORGEMANRKRE WL ONGIAIE, &, L%, #EH, A
IRV —, FEEOENTH o7, HEFFHIRPICEEEIZRO b ZAWERIL ASR, KM
i, YAXRT—Th-olo, WEHIRIZREEL LZRIER O —EITHER M E TR L. (7 AR
Plb), 2o TRt BITEHIZ ASR TH 72,

LRAMLRALY T REGRBHBEEZRRE L LBHBHRERICE (T HEHERADORERE

THEMRT T A AR 2 BB HERFBIR 6 - AT (CZIN L7z RLS BARE 745 Bl &5 5
Neupro D ZEMEZFHli L7z, S 512, RLS BHZGE LIy omliEiER, & OIS Mk
PGk 3 5RO S L VBT SR A IE LT,

HEAE AL BT T &R e R IE E B 2 FBRICB I 2EIERH ORRELE 3 1TRT,

RLS & x5 & LIBIERL _HER T 7 & asd M E 25 2 #BRI2HWT, Neupro @
RS AR (3 mg24 h) TRHZ RO ONIENEN GEBERN T TR ED 5% L&V El
fEHD) 1%, ASR, b, #R, SHFETH-T

77w R B RLUGAR 2 RBCRIEAIC X 0 &G4 d1k L2 B#1E, Neupro % KHESEA]
# (3mg24h) TEE LIEBHATIHL24%, 77 ERZEG LILEA TE3I%TH -7,

=3 RLS & #XRE LTS5 ARAMBHE (ARVERERRER) (CEWVTHAETIC
R L-BMEADOFEEZE (Neupro2 mg/24 h BEXIE 3 mg/24 h D 2% U ETHRBL, HhOHFKER
EZNTS5ERBELYSVEIER)

Neupro AE
TR | 05mg24h | 1mgi24h | 2mgi24h | 3mg/24 h
N=217 N=99 N=215 N=211 N=220
g1 % % % % %
BB SFURKESE
Bl 6D F 1 0 4 3 1
BHES
T 10 18 15 23 21
M PN Rz 4 3 3 3 7
(& 3 6 3 2 5
M I 1 2 2 4 4
LR B * 1 2 1 2 3
—fi% - 2HEETES L UVERSEHREOIKE
1 5 & OV G-I 4 23 27 38 43
I S hE 8 11 7 14 12
RREREH K UBHERIE
SLIRTA S |7 5 10 7 8
13 _—

Reference ID: 3108299

13



Al Sl e+ o 2 v 2 s

FRRIRE

37 = ) F g | 2 ] v 1 v ] 2
HERRBLUHEHEBES

A ] 3 | 1 | 4 | 1
iEREE

GIEErA 11 21 15 18 16
TR * 4 8 5 8 10
FFEMED 6 7 5 9 6
FrEE

AIRFS K OEAR 7 * 3 2 4 3 10
el R 1 0 2 3 3
LNsy 2 0 2 1 2 3
HEEE AR 56 1 0 0 1 0 2
EESLURTHBES

Z O FEIE 9 3 7
ZITIE* 2 5

HLBE* 1 1 1 0 2
mEREE

T i * 0 3 1 1

ETY 1 4 1 3

* B AR 72 BIE

HLT = &/ 3%, MedDRA=Medical Dictionary for Regulatory Activities (%3 n#LHIHFEEE), PT=2%
AFE, SOC=2#EBIR3HH

CEMTHGG, BIRLERO HLT #FE L TEDTe, TR IO TGS, THET)E ]
(HES0E, B, 957), [AIRI L OMEIRMERFFRE |,

—HORIWEH D ELZE [Neupro £ (%) — 77 EBAREE (%) =5%LLE] 1%, HERGEEROMH
PAHR SO IHEFFAR 23UV C, Neupro BEIZ Y 7 B ARBEL VBAF ICE - 7o, BRI &8
IR SN TRWERE, BBROBEGRHMENRKRE NS ONDLIEIZ, ASR KT TAIRE LT
MEIRMERIR S | CTh o7z, MERFHIMTIZEHEIZRO SN EERIL ASR Th o7, i HIH
WZHBL LT BIER O —EISMER M £ CRfc L7 (7 BRILLE), 2o THEpket: ) BIERIX
ASR, H.l, TAHRI X OMEIRAERF RS ] CTh o7,

62 MHMKREENEL

B L O T S —F% v 9, WONT RLS BF 234 & LIz HERIGHERIZIE W T, Neupro
TR KPS & TR U7 B CREFRMRA I B 0338 b LTz,

BEREFEZE [Neupro #f (%) — 77 ®RHE (%) ] 1%, FH =% Y U 9REETIE, ~E7 0
B EMEE T IRARGR) 6%, ~~ b7 U w Miid CGEHEETIRAM) 3% Th -7, T
IN=F Y GRBETIE, ~EZ e GREE TIRARG) 4%, ~~ 7 Uy Mg Ok
HEE T RRAM) 3% Codh o7z, RLS BETIEL, ~EZ bl (FEHEE TRAM) 3% Tho
Tzo Fiz, BT AS—F2 Y URBE THBEE RN~ 0 E D KRN~ F 27 U v M O

14 _—
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HEMZEIZIFNFN 2% THY, RLS BETIIHEER~ET /0 B U OB EREIZEIT 1% T
Hol,

RS —% Y U EBAE T, MIEREEREIN CEEE EIRE) ORGRERZEIL 9% Th -
Tz WATHI NN— Y U EE T, BE LM RFEREIMORGHEFET 1% TH o7,

BN —F 0V R BE TIIME 7 R R GEEE TRARR) ORGREZEIT 9% TH Y,
HEATH =0 YV UIRBRE T 3% ThoTz, F7-, HITHI NN—F 0V U EE CIIBEE 72 M
7 RUMERD OB EREZEIX 1% Th o7,

7 EYHEEER

7.1 AN UZRAERE

III

PURBHIRERC A 7 07T 2 RO RS U RIKIEHIER I 0 T 2T O R 2858 S8 5 A
BEMEN S 5

8 HAGEEREA~DEE
8.1  WiE
RFBRBRESEREEC

182 Neupro 59 20 >+l EF B I N BRIIER L T2y, U X, Z vk,
O HFE2HWTEMLZRBRICBWT, vFI3F U 2R E L FEL T CHERFoEic
WHLTEZ A, vaFaAF IR EREELE KT L, W75 Neupro D
HiZ, WWEORX T v EBIRIEITH T 2I(ER 7R Y A7 % BEID & S e S E IO RLT D
Z&,

o FFF 2 (10, 30 i 90 mgkeg/day) ZanBE M (EIR 6~15 A H) 2R TG Lok~
U AT, 30 X090 mg/kg/day THEAVIELE M OE VAR EIRD O3 HHEN EH L, 90 mg/kg/day T
& - BRI TN EH Lz, v~ 2 EZHWEIT -« iR RARNERE TR S -EBEHEIT
N—%//Vﬁmﬁﬁé%ktb%ﬁ%%(Mmm)mnWMh)®ﬁ6H?&ok[w%@ﬁ
(mg/m?®) THE], wFIF (0.5, 1.5 XiE 5 mgkgday) ZEEHES (FE 6~17 HH)
W THEELIEEIRT v b TlE, T XTOHETK - RIRETCENS EF L, f/MEREIX
MRHD % Flal-7- (mg/m® #5), 7 v M+ Z0EEE, aFaFrorns s F KT
TERICERT A EE2 NS, vFITF 2 (5, 10 XiE 30 mgkg/day) ZanBERAEH (MR 7~
19 HE) ISR TFHEG LIZIEE 7YX, 10 X0 30 mg/kg/day THE - R ETEN EF LT,
FEAEHRIE MRHD @ 12 5 Th -7 (mg/m’ #15H),

oF 5 (0.1, 03 Xi% 1 mgkg/day) AR O (MR 6 H H226 HAE% 21 HE)
W TH&EG- L7 v FTIE, 1 mgkgday THAF ((F7 > 8) 1, BHAMORE - 3O HH]

15 R—
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L OEBOMBITEIFRRENRBO N, o, 77 v FOKEFHIZIE, Z0fF (27 > §)
DIEE M OELFITHFREENGE O bivlc, AR LR O AS RS A FENERER TR S - EEH
& (0.3 mg/kg/day) 1% MRHD % FlEl->7- (mg/m’ #1%i),

8.3 XEliF

nFIFATE bOT 0TI F W EINEIT S5 Z 0D, BELO DU A I 5 rTRENED &
50

Sy hEHWERBR T FIF o RN XIZFORPFN I FICBITTAZ LN REATH
5, BFIAF D NORILFA~OBITHIIARHTH 20, FADOL AIRAFITBITTDHZ &
MND, RENIOFRZHIMIKTT 2R GITEEIZITY 2 &,

8.4 INR
NI 2 2 L OE XTI OEISEIZ DOV T HAENL LTV eL,

8.5 STk

m

IN—=F Y PR xS & LT ERRRER TlE, Neupro #5585 OFJ 50%1% 65 LA ETH Y,
) 11%I1% 75 Ll ETh o7z, RLS BELZXR E LIZEKERER TIE, Neupro #5-EH D 26%71°
65 L ETH o7, minEE O MK AT EFEE & 2R EITRO bk o
2o ZOMOEEKRERTYH, BEBREOFMETHEERE LEZTROONRDoT2, P71, —
H O EE TIXAB OB N TIE L TV D AREERH 5,

nFIFUDOMBEFREICONTYH, RAEZ&RE LI-mEEE (65~80 ) L HEFEETE
WP 727213 b e o T,

8.6 BEEEE

WD BEOHEESY (BIEE 20T LIEEERE 2K LT, BEESrFIFo 0
MBI T T B A R L, BRERZ O M 0 F =5 S R A LR bR
wnole, BITEZIT TOWRWEEDFRERE (VL7 F=27 077 AH 15 mL/min UL E
30 mL/min Kif) T, B FTFRAKORERIT 2 (BN, BhEE B TN
Hi 2 BT,

8.7 HEEEE

HEEE OIFFEE R (Child-Pugh 233827 L— K B) &8I, FEENRnF IF o 0RyEhEc
JAZTHBERF U, HEEEFOME 0T IF U REICEHE R ZLITRD b hoT,
HEEOFEEEE CITAREZMET 2 LB T2, BEOFEEREICETIERIIEONT
1,\7‘@@1,\0

16 ~=—
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9 EYIEARUEYKRE

91 REMm=E

0 F IF ATHEIEIZEZ Y L,
93 {RFMH

0 F 3 F & O 72BN L O BR DG R, SEWRBITECH MK T 2 3813 5 nREMEIX
IRENIRIho T,

10 BE®RE

Neupro [FHEAHITH 7=, BEIATH OUAHZ RN LENRWRY, BEZRE CHERE
DFAET B AHEMEITIR Y, BEAAIZ RN LENR WL S B ICEE T2 L,

101 BERSTRADLNHER

Neupro DI EHK LG TR LA DH AREMEOEVIERIT, FAI UZRMBMEEIEOFEH T 07 7 A
JZBET 56 ONRE 2 b, B, Er, Kiff, SREEESD), 2%, $EEL, R E ol
72 RS AFEMERIIC A © IR ZE T B D,

102 BERSITHTHNE

RN UZ R RFB R OB ER G IS 2 MEAITM S THRYy, BERG1REDND HE
X, EOIAAAIZ RN T Z L MAlOHBERIC e FITF U REITKT T 5, mF2F D
JAERINE 5~7 R CTh D, HEMBET 1 7 7 A T TAEEOTEREZ R L, WIHIHE O X
3 CTh oo, WMEBRGRICAANZ T ILT 2 LERH LGE1T, EWEEEZ THT 5720
WaICHELTHIETS 2 (MR RO EoEE] (5.14) omESR], 1 AAEE, —%
Y RIBE TIERAIZ 2 mg/24 h D, RLSABF TIHRAIZ 1 mg/24 h T O%ERITIRIES 5 %
THETDZENEE LV, BEHESGIZEY Neupro Z Wik 5%, ik - HE) (23) OHE
BRI DL,

Ofd, D, MEREZEIKICE=2V 7 T52 L, BEFEBEEZNG L LB TRS
NielBY, BINITAHATRVWEEZBND, BWEKGOWLETIE, A ZVIA 2 RERS
EHDI, — AL XEFHRIEDLERGE L H D,

1M1 BE{FMHMR

Neupro [ZAIAITH VO, B EEICATE 24 BERICHOT- 0, FERMR R U FIRIERIEK T
boHuF AT EFHRICIEET D,

Neupro 13 4 [ZRT 6 AITEDR & D,

17 R—
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x4 RBEHRE AVHSEE MBAFIOYAX

ZBHRE BEAF 1 PO FIFUOEE fhtFIOH 4 X
1 mg/24 h 2.25 mg 5 cm’
2mg/24 h 4.5 mg 10 cm?
3mg/24 h 6.75 mg 15 cm?
4 mg/24 h 9 mg 20 cm’
6 mg/24 h 13.5 mg 30 cm®
8 mg/24 h 18 mg 40 cm’
1 F 3T DIbF4

(6S)-6-{propyl[2-(2-thienyl)ethyl]amino}-5,6,7,8-tetrahydro-1-naphthalenol
5373 CioHosNOS

5y 315.48

7 FIF U OGN

OH l\

N N
EHNIX IR ERT,
1.1 BRfHRIDOMERE V&

Neupro I, LR TEBY, 3EMEOH N~ MY v 7 ZRIPESHITH %,

Ny 77 4 )b

R~ U v oA
R 1 —

1 BASHI DT E X

. RN T T740NE, TAIEZRELERY)ZZAT)IVT )V LOMIlZ H JE CTHRE L
77, FRPED T 4NV LTHD, ZORBIIZFHATHY, KA E2EHTIHHEEZIRET
éo

18 =R—
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2. FEH~= MY v AOREIE, MEETHY, AR (nFaFy) KOy (v Fo
g7 Za)e)n, REe RNy, YU argEH, AZEEM#BET M) VA, Do b3 7 =
n—/\) EEHRT L,

3. RETATST L, RVZATAT A NLOREE T v R RV~ —THE L, EART 1V
LTHD, ZOTAFT—IIRERFITHEE 2 RE L, MATERTCHBET 2,

12 BRPREFHE
121 {EFR%E

B FIFUNIHERMAR RS VR BRREBHE TH D, =%V URICT B EHBEF ORI
RATH DN, MORBIKREHEND RRI SRR AT 5 2 I K VIGRDREFBT 5 &
EZBILTWD, RLS ICRT 2EIEF O A TH D03, RAIUEZREREZT 22 &
IR VIBFIRAERBAT S LB b TWD,

122 RBEER
DEERAEE

Neupro /& 24 mg/24 h D& T QT/QTe ERAEM 2R S 72\, BLOETHI S—F Y IR EHE
ERIGE LI ZHERBEEAL T T B RRREGERTR (B 7 m X 400 mg HEIFRIRA
B 5 WATHERRER (iG] 52 Af) 2%k L C, Neupro [ K 24 mg/24 h (JARHE%L
EEIZHAE)] 25 QT/QTe MIRIZMIET A TN Lz, AT ORI, T T7ndHhi v
2L DB 72 QTe JIERE ChER S vz,

12.3 EYEhhe

AEATRIC G SN D B T2 F o O TR 45%05 24 BERILINICHE SRS (02 mgem), B F =
FAFTEL LTREERLERE LTRTICHRE S D, AT O RIBER (I e R B3R T
L, WRMEEENIE 5~7 B Th o7z, EPERET 07 7 A Ui, “HEEOWKERL, P15
ORI 3 B TH -T2,

RIRRUNAL AT RLSEYF 4

Neupro 8 mg/24 h Z RERICHEE K, 0 F IF o NMETICHRIE SN ETOVET 72 A L
1349 3 W (HEPH 1~8 BE]) ThH D, T L, BEIFEG D I5S~18 BifIE TH 523, 52
5 4~27 R OB E b 5, 127120, FEOH L B — 7 REITERO by, nF I F U RE
I% 1 mg/24 h~24 mg/24 h © HEFHE CHELFINIC LF+25, vFaF o9tz Lz
PRFRBR Cl, Neupro OMGFHIIZEAZEE LCH (EH, KBEES, Bar, MAEE, FEsux b
B, = FIF o OEEMAERRE IR O 6 » AMIChiz) —EThoTo, N—F
VIR B R BUTE R IRIE DRI ANA 4T S, T U T ¢ & AFI OB EAL BN G L7z, 5

19 =R—
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NR—=% UV UREEZNRE LT 1| BBRTIE, M A T AT T 0 OET 1% (B
BEER) DD 46% (BRI KBRS TH Y, E% WCAEFHBED S A T XA ZE VT 4 DNEo T2,

R F STV MAICH B 72, ARAIOWRIIC AT 2 AFORBII A<, LFHRICHIRR < &
5D,

fEFEWERE Icn F AF & 14 AE R G U EBRRER T, Mg 13 501G 5 2~3
HUNIZEFIRREICEE LT,

X 2 BYN—X Y UREEFEFXRICH BN GO 2 BREIEREG 6 & (B&, LB
&, {RIREER, E&ER, REER, KBEER) o 1 EFFIZ Neupro 8 mg/24 h ZBE{H D FEHMmEEFREE
(£95%Cl)

1.6 -

—
N
L

o N
o - N
4 :I

BF3F > (ng/mL)
o
o

—e— 30 HE
—e— 27 HH

O 1 I v 1

0 6 12 18 24
Frfdl (RERDIREFR RN L D)

&
=

ISR 5B O RT OSTAR (VAF) (KETHIE®R) 1340 84 Lkg Th 5,
nFAFrO MEEEEAERIT, invito TIFHI 92%, invivo Tl 89.5%TH 5,
B R U Mt

0F IF U DOREFHIER D NIRRT VF kI Lo TR EN D, nF I3F 0 25k 5%
(2t Mg SN A FENRHWIE, vF IF U OMBIEAIERE O V7 o U iRiAR, N-
W7 a B b-uF TF o OFREEEAE, WS NiFo=LoFl-aFIF o OEEKRTHD,

20 2—
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BFIF L ORBNTIE, EHD CYP T4 Y HA L, 2K NT 27 2T—F, RO 2 MO
UDP-Z Vo m ) vV hT A7 =7 —EnEET 5,

BEATA O FIBERR S A h R BT U, 3T 5~7 BER] Th o7z, B 7 n 7 7 A
AT TARMEDOTERZ7R L, OIHAH OB 3 K Th - 7o,

7 F AT T FICRIEER AR BULEDOREERK Y N-BLT VS G oREER) &L
TIRHPICHEE S LD (BGEOK 71%), #EP~OJEXZ i D7y (823%), RFPICHE
INDFEERHMIL, v F ITF URBIRAEE (RINED 16~22%), nFIF 7N m i
AR (11~15%), N-fi7'm Er-nF I3 F UmmBReE (14~20%), N-fFo=1=FL-aF
IF URBRIAER (10~21%) THD, F 1N%TZOMONRHEH E L CRPICHEES NS, *
7=, YPEOFRE T ITF L (RINED 1%A0) BRPICHEES S,

EYEE R

CYP & O AELER

in vitro BT, HED CYP 74 Y HFA 20830 F 2T ORBUCELGTH 2 LRI TS,
E MRz y—axfnToFIaF L CYP 74 VWA DR ERZ A %
NR—KL7=n, aFIF o ROBERLETRO SN hotz, T7bb, FFED CYP 74
VAL APRAFBINTEH, IO CYP TAVYHFA LI eTFaFrnR@ians Bz bh
5o

aFIFy, D 5-0-7V7 v BBREAR, T A REMEOE e Fax e e b
CYP 71 Y%A & CYPIA2, CYP2C9, CYP2C19, CYP2D6 K (X CYP3A4 & OAHEAEA % in vitro
TIMli L7, ZOREE, WREBEOrF IF 0L, CYPIA2, CYP2C9 & TF CYP3A4 (2L 5o
FANIOMH A BLEET, CYP2C19 &Y CYP2D6 (2 &L 2 thdFEAI D3 & BLE T 5 Al fett b K
Mmool

t M AT Z V= in vitro BREROFES, v F FF 1% CYPLA2, CYP2B6, CYP2C9, CYP2CI9
KON CYP3A4 ik L7pho T,

0F AT RO ANE T VAT =T =B RO 2 MO UDP-Z v ) Y kT AT =
7—% (UGT1A9 KO UGT2B15) IZL VW R# S D, ZOKSICnFAF 3 EBOKE TR
WENDZ LG, W 1 REOEEIC LY v T I F L E R AT 5 AR
Uy,

EAESEMTOUONLT 7 U v OB

invitro IZBWT, & MILET VT I UREEEMLTULT 7V oPhnFaF o Al@ElmIns, Xk
BFAFRUNT 7 ) AACEB SN D FREMEIIOR S o T,

21—
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Tvaxy

Caco-2 #linz AV 7= in vitro FABR T, B F IAF NI I 0 ORYENREIC RITTHELZBET L
oo BFIFUNLPHEREAZN T HY IX T UEHICREEZ RIS R oTe, LIZR-T, aFf
TF NIV X DY BB EE LTI NEEZI LD,

VATV

fEEEWERE I F 2F 2 (Bek 4 mg24 h) & CYP1A2, CYP2C19, CYP2D6 X CYP3A4 DfL
ERTHL AT (400 mg 1 H2[E) ZOFHLIEHR, v AFVidnFaForoEEikiE
DI ENREI B % X S 2o Tz,

LR R iv e RoX

VAR R2YBre R85 (10025 mg 1 H2E]) duaFIFr (4 mgdsh) Z0FH LIRS, LARER
NIFINE RoNFaF AF o OEFERBOEMENRIZEEL KETST, e FIF b LR KD
VB RAROIEYEN B E KT S o Tz,

% L REAT R

rF ATy (3 mg24 h) OFFIE, BREHER (2F =Lz F T V41 0.03 mg, LR/
ZA N LV 015 mg) OFRFEM K OSBRI B Z KT S Rro T,

FRATZ ) —)L

CYP2C19 O ERMWILER TH DA AT T — /L (40 mgday) OPFHIZ, vF ITF
(4 mg/24 h) DEFIREOIMBNREIZ LB L KT I ol

126 HRGRBEKRHAICE T SEMEE
FFEEEE

A ORTFREE R (Child-Pugh 2527 L— K B) Tix, v aF o O i c /2 21k
IRBD N D o T, BEOHEEERFIZHET AERITE O TR,

It

BE

BiE

BREEAE (RS2 LE LT HRYOBEERT 2 ET) T, nFIFromiEfEEC
TEE R BALITRD BN o1, BITEZZ T CWARVWEEDOBEERE (V1L T7F=2 2075
> AN 15 mL/min PA_E 30 mL/min &) TiX, »F I3 F 0GR OREE I 2 I8N L 7=,
=

TR RS N VR O IMAEPIRE (KRECHIE) IIB L TREECh- T,
22—
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=B

R (65~80 %) DIET 0 F I F U EEITEFERE (K 40~64 %) LREETH-TZ,
BRI LTV 72y, S BICER (80 M) OBRE TIX, MEIZHE S REOZEIZ X ViR
BENBINS 5 A REMEN B 5,

INREE
18 iR D/NRIZ BT 5 a0 F IF o oY EREITMET L T,
PN

AA, BAKOAKRAOEYEIE 07 7 A VTHELLT7-, L= ->T, ALY AE2FHE
ERAYAL: A E AN

127 #hEE

N—=F 2 VIRBE BRI, MR OB AL A AT LT E YA S Lo, B A A
4mg24h (20 em®), 6 mg/24 h (30 cm?) % TF8 mg24 h (40 cm®) DFEFITFEITFRD H AL d-
7o BEAHAIZRE O 90%LL EOXEE T 71~82%D BE TR bz, BHIERO 10%% 82 %
72 R 15~24% D BFH TR bivlz, MAIOTERZRFEET 3~5%DEHE THED b
77

13 SFERPRS1EHER
131 HiEtE, RARXERUERUVEERES
FREtt

Y UAKOT y FEHWT 2 FHlOrF AT REERRE LR L2, ~ 7 A0, 3, 10 KO
30 mg/kg, 7 > M2 0, 03, 1 %3 mgkg & 48 Kif] Z L IC PG LT-, ~7 AT, /3—F
Y UIRICKTT DK e B HELE %E(Mmm)8mﬂ4h®9h®mgif@r®%ﬁ4 AR
7 ERITERD Hivie o7z,

7w NCIE, 747 4 > e MROER K OB IS (e, W EROE) ORBIROFEZR LR
TRTOHETRO LN, ZNOLDEEORAER, T v FTIINSWHEENRES L Tns &
NHHR, B hTEEELTWRWEEZXLND, LER-T, b MEBEETSEEX LN DIEE
FrfLi%, MRHD 8 mg/24 h Tt b fifEFIRZE R (AUC) D 4~6 %D AUC £ TR Lo
72

23—
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ZERME

o FIF 0, in vitro FIEEEIHIERE BB (Ames :ABR) K Nin vivo /MEakBR ClrIferERE R %
ARLUTEDY, invivo ¥ 7 A U LN E TK 5 BR CIEZEsRZs B R M M O\ R B EH s 2 R L,

E;E.L\b i:

RELRT M OB N OIER 7 HEETrFaFy (1.5, sxmwr@me)%&T&ﬁbk%
7 v bTIE, HERIZTRTOHETROD LN oTc, B L&/ E (1.5 mgkg/day) |
MRHD @ 2 {5 T -7 (mg/m* #H), ZELHT 70 B b8 FIcuF IF o 2H/E LT v b
TUX, AFFERRIZITEEN e o 72y, BB UICERRNHE (15 mgkg/day) THEER LK 10 ES)
REAME TR L7=, ME/EME (5 mgkg/day) 13 MRHD O 6 (5 ThHh -7 (mg/m’ ), RO 2
AiZ2N5 4 HETE Tldue 29210, 30 X 90 mg/kg/day ##%5 L, ZHELD 3 HETNOEENE 7 H
H ¥ TITARC 6 mgkg/day (mg/m” #15 T MRHD OFJ 4 f7) 25 LM~ 2T, HKIE
BEF RO T 50 (RAR), H20EeiBvbnihrolz (THELKOEHAE) ., FollET
BOONTERICHT LB, nFaFrorus s FARTERICERT S LEZHN5,
b T, BRICVLHEADHENVEANTT BT 7 F o TERIBEEITF R et Th b,

13.2 Y TOFEUABRRV/XITKEHER

MEEREL . 7L 7w b MEREANEE, nFIF 2R AKHE [MRHD TO b ki 5E g
& (AUC) @ 15 f5LL EoisEsh AUC] C 6 » A G (BB L7 re ./ 7y T
bivle, —J4, vFIaFrx 2 FEEs5 GemtEi) L7 re /7y F (MRHD TOE K
MAEF AUC Ok 4~6 (GO 1iEH AUC) KOT L E /<~ A, WS 1 RS LT
TR LN hotz, ZOREOE MIKT HBFENZERITFASLNIZIH TV RN, IS
W IHE T DRSO BN (B ALEEOBIYE) MBS L CW D AREMENH D -0 BET 5 2 L i
TER,

14 BRERFER
141 KN—F2 VYUK

FEFEPE N —F 2 IR OB L OYER DIREIZIS 1T 5 Neupro OB ZINEIE, KE K OV T
L 7o ATREM I E b —HEMR 7 7 At el 5 s crahiz, 5 o o5, 3 BRI
R R—F Y REE (LR R29EGRAD, 2 BBRITEITHI N —F oV U BE (LR RPF
M) Zxtg e LIz CTod 5, Neupro D EIL, RBRT A NG T, 1 I EIZ 2 mg24 h
FTORMEABMTHEXIEEHEE CHELE, BERTERVWAERESNRIALLLAT
Neupro % 2 mg/24 h T OWET 2 = L pVFFal STz, BERHALIIE H A E LTz,

BN —% VB EEZNRE LR BRI, N—F% 2 Y Ve R E (UPDRS) @ Part 11
& Part Il DEFHA 27 OEEIAERTN O OV &% FEFMEEH & L7z, UPDRS X4 >D/—

24 R—Y
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ROAOHER S D EEGHIEE RECThH Y, FErikiE (Part 1), HHEAEEEE (ADL) (Part
1D, SEBFES) (Part 1), B XD OMIE (part IV) ZFFfid 5, Part 11 iZ ADL (B35 13
OEMTHER S, 0 (EH) ~4 (BRbEERES) © 5 BERETRAL, kA (RbLEE) X2
T 52 Th D, Part I 1F/—F Y REH O FEEEER (IRH, G, EEiEE, K80
FIBE5E 72 &) OFEIEE Z RN 2 X5 TV A & Tibh, 27 OER (14 HA)

THERR S AU CTUN D, Part 11 & [AIBRIC 0~4 O 5 BefECERA L, e (b ESE) A= 701L 108 T
Hb,

AT A= o Y R (LA BB 25l Lz 2 BBRTid, BERFENLHEILE
(A7) R OB G-BIEHTD O O 42 FEFHIEE & L7,

BYN—F VY UREBEENRE LI-HER

B S—% o U E xR E Uiz 3 BB, B (649 ) (XL R RZREMIZ Lo
HEh Ty (B 5BLART 28 HLUWNIZEE SN TE LT, Mo E0R SN 6 » AL
T), NIFLAR R HRESN-Z N Rhot-, RERUIE, HIRMEE, Mg, UTh
IRALRE A DIBIRIE 2 AT 2 BEIIRIN LTm, B XU v, Hia ) B, I7r~r 2o
EREINTOWDEHE, ZEHENEREGESNTEY, 2 oiBRiR b I Y s A B2 ik 2 %
R o7,

PD-1

AR I Z MR EERIL A BERSRBRTH Y, BHI—F Y EE 316 B4 77 BT
Neupro [HEH & 4 & (2 mgR4h, 4 mg24h, 6 mg24h, 8§ mg24h) F 1 FHEICEIELIZEND
FHTC, 4 TN Tl Ure, BEAHANT EREESICARGT U, BEAHSALEE B A H L,

Neupro |3 1 3 Z &2 L (Neupro HEAF A 2 mg/24 h 37 7 AR AIOKE A HE<0F), &
BEQHIEIIR O 3 W EK TR E CIZEIHTHEICRIEL, 4 BEICRMTHEORGZZTT-,
Z D%, 7 HEOMERHIM &< 1 B OB 2% TR G2kt Lz, AR TERVWAEE
FRPFBL LI A1E, MifAA (Neupro AEfHAI 2 mg/24 h X7 7 BARMAAD % 1 1 &$ >
2 EET D 2 LT ST, BE OFEEETR 60 ik (FPH 33~83 5%, £ 36%I% 65 il
F) T, B (62%) BtE (39%) L0 Ehodn, KEOEE (85%) NHAANT, KF-0OESE
AALBE (88%LL L) NER G AKX T L,

P& 5-BA%ART O] UPDRS Part II+1I1 A 2 7 13 2% 5B CRRE THo7- (27.1~28.5), K& 5
FEDYH) UPDRS Part I+ A 27 O G-FIAR1D b O E, WS T TR EDELR
SITRT, MEHFEMICHBE R P Z LRI 4, 6 KT8 mg24 h THRD b, HEKFNdEE
RLTZ, 6mgl24h & 8mg4h DFIFFRIEE TH T,

25 R—Y
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x5 PD-1 : Intent-to-Treat ST REM - FH 1+ 51 5 THD UPDRS Part I+l 37 ®
REFIRETA L DFEHELLE

w5 H 5 RRATN S D TS5eHRBLDE
THELE
7T R -1.4 PR/
2 mg/24 h -3.5 -2.1
4 mg/24 h —4.5 -3.1
6 mg/24 h -6.3 —4.9
8 mg/24 h -6.3 -5.0

PD-2

AR T A A b — E B MR EFRILF Neupro /A& (2 mg/24 h, 4 mg/24 h, 6 mg/24 h) WATHE
M ch v, B/ —F% Y UWEE 277 5% Neupro XIL7'7EHRIC 2:1 OFIETHY fF
F, EETR 28 BRIEE Lz, ARBRITALK CRER O F#) O 47 gk CHM L7, Rl
X EREER, FREES, KBRS, B, MRS, JEES, BB A ST RO L, BEAHEALI
fEHZH L7, Neupro X 1 Z &1 2 mg24 h 30 L, AMEROEAEMEICIST T, 36HM
DT TR E 6 mg/24 h & THY L7z, T, 24 BRI O%IZ, &E 4 BRENTT
W L7z, AARTERWAFRERZAREE LA, W IR 1 8 (Neupro BEASF
2mg24 h XT7 7 EARMAAD OBENTFAI SR, MR TRIEFT TSN r o7 (BRE
TERWAFERLRBULCEF TR BRZPIET2), FEAEMEEBICET 57— 213,
BB TR 27 R OF G- B IR L7z,

IR OEHEEITR 63 % (FiPH 32~86 ik, M 45%I% 65 mkLh ) T, K9 2/3 BB, KA
ANTH o7z, Neupro ([ZHEMEZEI T X7z BE DK 90%ITi KHED 6 mg/24 h IZEEL, 70%
TREOMERF I T (20 ) (U HELM LT, KPEOBREEE B1%LL L) Ha&kbH
aR&T LT,

e 5-BiaERT D15 UPDRS Part II+111 A =2 7 (XM CRIFEE T -7- (Neupro £ 29.9, 77 &R
# 30.0), Neupro #EDL G THRE 27 MR OB THRE, UTHFHH ILBE TOREKRLR) O
UPDRS Part II+1II A =7 OFGHIERTD B OB EIT-4.0 THY, 7T VREELE OEITH
FHFHICHE Th o7z (R 6),

26 2—
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x6 PD-2 : Intent-to-Treat ST REM = FH [+ 51 5 THD UPDRS Part I+l 37 ®
REFIRETA L DFEHELLE

58 HE5RERIN S D To5ERBELDE
FEHEILE
7T 'R +1.3 ML
Neupro £z X 6 mg/24 h 4.0 -53

PD-3

AT EME 2L —EHEMERELE Neupro WZH & (2 mg/24 h, 4 mg/24 h, 6 mg/24 h,
8 mg/24 h) 3 BEIATREM X 72 I —RBRTH Y, B —F 0V IEEF 561 HilEx 7T &R,
Neupro, SITFEHGM (B0 RIAD (2 1:222 OEIGTEI T, KETH 39 BE®RE Lz, A&t
BRIk LIS OB EE O RK 81 fiiak THEMi L7z, BEATFNT RREES, TFREES, RORRES, R,
JEES, JRES, R E ST RO L, BN LI mE AR Lz, —EERE (WTho
ARERIE (Neupro, FEEEXIUTIT T EAR) BNEHEINTHDE0G0LRVWEIICTH] T, 2f
BN AI R O T TR 25 Uiz, BA#Hl (Neupro BEATHI 2 me/24 h UL 7 7 B REEAE]D) @
2L oM, WONCEEGB LT T2 ROD 72 AAOHEE 13 BENT TiTo72 (13
T8 O WHE AR T 5L R A IZE 1T 72) . Neupro 1% 8 mg/24 h i KAEE L TEHEDIENEDS
NDHEIEAETE DM EE T L7, Neupro [ZHEEL BT S - BEI, 4 8RO
ISR R RICEEE T, P ORFE LR ORTIVUL, 4 BEEOEHMBIRZICERHETH
% 8 mg24 h IZEGE LT, HWT, 24 BREOMERHIMO®ZIZ, &E 12 BRE2T Tl L 72, &
RCERVAEFEERNREBLL25E1E, W I35 1 B2 (Neupro BEf174] 2 mg/24 h X%
7T R ARIAHED XEh T e ARIOREN 1 BIFFA S, MERREHM SRR S e o e
(AETERVWHEFGLZHEL L BT BRE LT 2), FEAMEFMEBICET 57—
2%, RO 37 M O BAE 2 b G I IEE LT,

BE O RITR 61 . (FiPH 30~86 1%, 9 41%I% 65 mLl L) T, 9 60%23 B, KI-NH
ANToholz, BEDOK B%NEEG WM A% T L7z, Neupro %) 1 HHEIZ 8 mg24 h KLV o
TN ROVRETH Y, BEDH 90%I T KHAED 8 mg/24 h (TR L7,

B 5-Bi4GRTO ) UPDRS Part II+H1I1 A 2 7 (X &RECRIRE TH-72 (Neupro £ 33.2, 77 &R
BE 313, FEHHIREE 32.2), KRG TR (37 WH O G TR, SUIRWIF 1L EE TOREKDE
IKF) ¢> UPDRS Part II+111 A =7 OGBALGERETI D DX ZE L EIT Neupro #£-6.8, 7 7 R
23 TohV, Neupro Ft L 77 EARREOEITHEFMICHAE ThH-T- (7).

27 R—Y
Reference ID: 3108299

27



=7 PD-3 : Intent-to-Treat ST REM = FH [+ 51 5 THD UPDRS Part I+l 37 ®
REFIRETA L DFEHELLE

58 HE5RERIN S D To5ERBELDE
FEHEILE
7T R -2.3 AP
Neupro £z X 8 mg/24 h -6.8 4.5

ETENN—F Y R

HEATHI N—F 0V U (658 ) Axktged L7c 3 BRI, BFITHE GG E#EH RO
VAR RGN T —F 7 K2 A L TWAHRERD -, BF IR IO HED
LA RRZMfERE LT, 7272 L, IRBRE(EERDY RS U2 R RFENSEIC B 2 L e Lo E
FREFBLIGEIE, VAR RSOMNERZHET 2 2 ERFFaI S, RAEKRUE, HIRRIE,
TREBIRITR, UM IR OB RIE L AT 2 BF IR Lz, BLrx U 2>, Hia ) fEH
B, IT7 w2025 INTWLEFEIL, ZEHENEEGEINTEY, Mol FIc
MR WG T 20BN H o7, K THEM L 7B TIX, COMT FEROHFHIZEEL S
7

PD-4

ABRITERR LR 3 BEATREEIRRBR Ch 0, WETHI N—F 0 Y R 351 Billc Y T AR X
Neupro (8 mg/24 h X% 12 mg/24 h) % 5 BRI CTHiEHR G- L, iV T 24 B O#ERFHR 55412
1 IER 2T Tl L 7z, AslBriddek CRER O %) @ 55 figx T L7z,

FGBMARTONY) T4 7 | RIS CRIBRE Ch 72 (77 AR 6.4 FEfH, Neupro 8 mg/24 h
B 6.8 FEf#], Neupro 12 mg/24 h B 6.3 B5f]), Neupro ¢ 5-BE DE LK TRED 47 | KO
HBHBARTD D O EIE 8 mg/24 h BE-2.7 R[], 12 mg/24 h FE2.1 KefiC©H Y, 77 &Rt
EDOETMAERE (8 mg24 h#E, 12 mg24 h#E) & LHEHFMICHE CTho7- (£ 8), 1RED
RITRHY (E51HEB) 26580 b7,

%8 PD-4 : Intent-to-Treat @i REMICH TSR ERTEHD 14 71 BREIOIXREFEIBETIN

SOEHELE
®’EH BEREREIN S0 ToERBEELDE
FHELE
75 R ~0.9 ML
8 mg/24 h 2.7 -1.8
12 mg/24 h 2.1 -12
28 R—
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PD-5

AR T EERLFE AR E 3 BWATEE A 7L I —RBRThH Y, EITH —F Y URBRE
506 51l Neupro (e/NHETH D 4 mg24 h 2 HBAAL T, 16 mg24 h #x AKHEE L CE#EHH
BT, EIEAR (RORAD), X7 T vRE 7 BN THiERS L, 0T 16
DMEFRH 54212 6 HEI2NT TH L7, ARRBRIZACK LA OB E D 77 figk TFhn L7z,

BeHBRRRT O T4 7 | FEEIXERECRIRE Ch -7 (77 BAEE 6.6 FFfE, Neupro #if 6.2
[, FEHIREE 6.0 K§fH]) . Neupro RO G THED 47 K OF G-BRLARTD O OS2 b
BIE-25 FREITHY, 7T ERBEL DOEITFFFRICARE TH-7 (R 9), WEDFITFH
(5 1HE) 268D 57, Neupro ODEmHEIL, 4, 6, 8, 10, 12, 14 }2T* 16 mg/24 h 73
TNZEINERED 2%, 6%, 8%, 9%, 16%, 11%K% TN 44% CHEL L7z,

=9 PD-5 : Intent-to-Treat @i RERMICH T HIRERTED 14 71 BREIOIXRESERBAETIHN

LDTEHELE
"5 B E5REEIN DD ToERBELDE
EHEILE
7R -0.9 B L
Neupro #zK 16 mg/24 h 2.5 -1.6

142 LRRLRLYY REEIREE

HEERE) D D RLS B 1309 BlE K 7 1 7T MIHAANT-, RLS BEEZXIGE LT
Neupro DA ZhM4 % FEAMH L7 FERBIE, BEAERIEAL _EERY 7 2R ER 2 {5
(HEFFEART 6 » AR) T&® o7z, Neupro 0.5 mg/24 h~3 mg24 h X7 7HR %= 1 H 1 [B#HF5 L
oo ZTHH0 2 BBRIZIVT, RLS OFEREEMIRIL 2.1~3.1 £ TH Y, BE OFLFERITA
55 7% (#iPH 19~78 7%) T, K 68%23kctk, 971% AN TH 7z, Wkl e b, WA,
RBBER, B, MIMEES, JEES, RBEEZ Z e oMALICAT U, AMHBALITE A Z R L,

Neupro DOV A B EEANMEFEEE & L CRHMEiT 5 72OV 2 FEEOFEAR 71k
X, EEELVA MU A Ly 7 AEGRRETRE IRLS FEAMREE) e OV R S FN G R — s
(CGI-I) T& %, IRLS FHliREEIT 10 FHH THEAL S 4, RLS (CRE#$ 2, FioiEtk, EshE
W, BEIRPETE, BRI OIRK, WWONT A HEATEEIER Rk 5 B ORE 2T 5, A=
TiX 0 GERZRL) ~40 GRbHEIE) THDH, CGIL 1L 7 RREOFMERETHY, BEDRE
(Bfxry7edths) Zaf i+ 5,

RLS-1

AR, AR D IIED RLS M 255 & LS Himelm 5 BT Neupro [ it
BTH D, A 505 Bl AARBICEEAEI T LTz, ARBRIKEOR 50 M cEi L, B

29 R—
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(277 % AR XIE Neupro (0.5 mg/24 h, 1 mg/24 h, 2 mg/24 h, 3 mg/24 h) %45 L7z, Neupro
1 HAHE 0.5 mg/24 h CTRAAA L, 4 BWREINT CHIGIT 1 B HEICHE L7z, $WT, 6 » HMOHME
FHIM 0%z, 7 B REOBEHEHIH 2% 7 7=,

B G-BAMARTO L) IRLS GEF A a TIX R CRIRE ChH 72 (77 EA, Neupro 0.5 mg/24 h,

1 mg/24h, 2mg/24h }2 ¥ 3 mg/24 h BETEAE4 23,5, 23.1, 23.2, 23.3 &L1123.6), Neupro DA
4 HERET, W& TRFO IRLS AitA =27 (CEUME) 1X&5-BtART & ik LTI L7z, IRLS
BFAa T RO CGI HHHE 1| OGRS OEHEE, WNIT T v RBEL DXEEF G
BINZHE 10 12779, Neupro 2 mg/24 h B K N3 mg/24 h it L 77 B REE L OEITHFZICHEE T
HoT-, HEFFHIRFA TRED IRLS A a7 7 0 Th-o72HEE 1L, Neupro HHEHE TIL23%, 77tk
AEEBEETIL 1% ThH o7, IRENRIL 1 mg24h ODHENHRD BTz,

& 10 RLS-1: #5XEFHHER OS85 H—Intent-to-Treat BT REM 28 1T S HFH
R TROIRSHRBIN - DELLE

FHEEE ‘’E# BRERBRINLD | TS5 ERELEDE
FYELE

IRLS A&t 227 77%R -9.0 ALY
0.5 mg/24 h -11.1 22
1 mg/24 h -11.2 -2.3
2 mg/24 h -13.5 —4.5
3 mg/24 h -14.2 -5.2

CGI ¥ H 1 77%R -1.4 ALY
0.5 mg/24 h -1.8 —0.35
1 mg/24 h -1.7 —0.32
2 mg/24 h -2.1 —0.65
3 mg/24 h -2.3 —0.90

RLS-2

AFERIL, HEEDDEED RLS B x4 & LI Zhusk LA 4 B THMRBR CH 5, 3 458
151 2 AGRBRIC AR 2 BT UTe, ASRBUIERMN 8 E 0K 50 Jiask CHEM L=, BEICT TR
% Neupro (1 mg/24 h, 2 mg/24 h, 3 mg/24 h) %5 L7-, NeuprolZ 1 HH&E 1 mg/24 h TH
L, 3 MG TEAT 1 AAEICHEE Lz, fW\T, 6 » HROMER IR O%IZ, 7 HREO
e 5 R

& 5-BAGERTO ) IRLS G Et A a TR CRBE CTh o7 (77 &R, Neupro 1 mg24 h,

2mg/24 h }2 '3 mg/24 h BECTENZEH 281, 28.1, 282 K (X28.0), Neupro D43 HEMET, &
R THRED IRLS A5t A 27 CEEE) 13485304601 & it U TR T L7z, IRLS &3 A a7 K
CGI THH 1 OEGLAFI D OFHEE, W7 T vREEE OEEZRGREBNCE 11 1R

30 R—
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3, Neupro 43 FIERE (1 mg/24 h, 2 mg/24 h, 3 mg24 h) & 7T wAREEL OEITHFEHICAE
B TCThoT-, HERFHIFMKTERO IRLS A2 7 25 0 Th o 72HEH1E, Neupro £ 55 TiL 24%, 7
TEREEBETILI 2% Th o7, WEDIRIT I mg24h DFENORD LT,

£ 11 RLS-2: £ EMIERDESE D Hi—Intent-to-Treat TR EMIZH (T S #EFHA
R THORSHRBIINLDEILLE

FHEEE rE# BRERBRAINLD | T3 ERBLEDE
FYELE
IRLS it 2 a7 77 R -8.6 ALY
1 mg/24 h -13.7 -5.1
2 mg/24 h -16.2 -7.5
3 mg/24 h -16.8 -8.2
CGIHHHE 1 77 R -1.3 ALY
1 mg/24 h -2.0 —0.76
2 mg/24 h 2.4 —-1.07
3 mg/24 h -2.5 -1.21

16 BE/MATERVEIRWVNLEDZE
GRS IMSICEaZE S TV 5D,

#a O 30 KSR ICIRE ST %,

1 mg/24 h {55 30 BeA Y NDC #50474-801-03
2 mg/24 h 555 30 Bt AV NDC #50474-802-03
3 mg/24 h 555 30 BtV NDC #50474-803-03
4 mg/24 h BEA1F 30 LAY NDC #50474-804-03
6 mg/24 h BEA1F 30 LAY NDC #50474-805-03
8 mg/24 h HEAH# 30 LAY NDC #50474-806-03

20~25°C (68~77°F) TIRHET% = &, PFAHFIL 15~30°C (59~86°F) Th 2 [USP DI
@%E%@Iﬁﬁgﬂgjo

Neupro [IBAEETIT/NEO FERETH 2 L, IMENSH L TRE L TER B R0,

REATF 2 BRI IEAT 45 2 &0 AR ADBMIANT T IFICHEREL, DR~y b
EWFES THRICHE VAT 2D, BIZANTZY LaAnESicToZ &,

17 BEMITIEER
FDA AGRHE OFEF MIT A CE (BEMTER) 22RT52 &,
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171 HRBREBIEICHT 22

HHRRER I X9 DI E D RTREMEIC DWW TEEICH 35 Z &, Neupro (A Z EHAfifilE ) KV
ULEGHT HI20, WEMOBONBFICX L TT VAR KR (77 4 7% —fElk, £
T XII TN K VBEORESEIRZ L) 28T 2N H 5, il 7 Lv
F—FZV T 7 AN T2 T LT — L3 R 5,

172 BEEFDEDOREMEER, RUIEE

Neupro {2 X 2 8EFEM (IR, Rl B AISEES O Z2RAIER e &) o "lREME & B 2R
L, BETHEH>#ETLZ L, HIRIZZBOONLENWEH TERRMRE & 72 & F ARt
& 572, Neupro 2NFEHHFERECHEENGE )R E A2 KT T E 5 &l T & 5+ el
RGNS ETIE, ABEOERR EOMERE M S EREITIEE LRV &, Neupro D5
(IR OGNS B ATEEES (7 L e oS, BE)EICFEFEF L) OFric 722838 H IR =
Y — RBRO N HEEIL, EROZEEL%T 5 E THBE O & OMERA S 1EEICHE
LW &, £z, Neupro OEGANCMIR, XIZRATIKD R WEREROBEEEZ G5 5 A
B, AANOEG I BEEOMER, HROBRE, @prfERCEFE LRV &,

Neupro Z 5 H O, Sl & OPARMRCRINEIERE (XY U7 B e R Y, fuke
W, PO oHR L) LOPHRIE, b OEMZHNBNIIETRY D TN & 5 12 OIEE DS 44
HThHD,

17.3  LARFAEHRETE

Neupro DG HFIZL)T K OE OMOREHRARITEI S BB T D REMNLN H Y, FRT N —F V>
WEEOEEE TIIFEEIRE LV VR PRENZ L 2B ITHATL &,

174 ERMEEME

Neupro DO#5-HITIEMME CUIEMNE) RiME 2B D AlRetEndH 5 2 & 2 BFICHAT
5 L ARIMEFRGIINCAE T D568, o TV DRESHIT > T S dREE B AU
EEERLRNWEIFEET D L, R, HEo TWDHIRIEPREIZ /2 > TV D IRAEZ R IRFFfe T T
WA, N Neupro OFE G CIXIEENMLETH D,

175 %k

RN S BREE OB G HIC kM 2l 2 REENH D 2 LD, Neupro DEGHHERE
THEIBEIHRET L L,
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17.6  EEHIEIEE/SREITED

— RN —F Y UIRTREE (Neupro & &) OHADUIOFHI I LY, EBIHIERREES
SRIEATENSAE C D FREMENR H D 2 L A BEICHIT 5 2 &, FHE b OFEG O R RBIMRITFE
STV, FEAIORE X IEH IR X0 EEh2HEK LZRER b #E ST b, Neupro
B G- O REEETE), PEROTHEZR & OB ANHT 72 I BLUUITTHE L TN e W& ERTILEE ITHER
L, B&E S 6 OEE HEBLUITUE L2 GA R EMICHmE T 5 Z &, Neupro OFHHIZZ
DX D R EE A B L7258, AAOREE TP 2 RET 5 2 L,

17.7  MEEF BTSN
Neupro |ZifiE_EH L QWA Z 5| ZE Z TR S 5 2 L 2B ICHT5 2 &,
17.8  HREEBMRMKKETE

ARISPEIE D EYLAEIR & U THREBIN L OERITRE 3 E C 2 WREMEN & 5 2 L 2 B IZH T 5
ze,

179 PR{ZHRI—
Neupro |LT AF R —ZFI M OV ITEL SFDAEMNHH Z L2 BEICHITH 2 &,
17.10 EAERGL RIS

Neupro HEfFHNZ LD ASR BAEU S HREMENH D70, B 2B AR T AL ERNHDH Z &
ZERFICHHT S L, [R—8002 14 HENIZAET L CTidZe 57220, ASR 3 H LA ERfee 3
L6, RRIENEAL UTGA, KREISBAEENL OIMAIE TIAN - 728561, B IXERIZH)
E9BHZ L,

BERAINC & 5 BB ORI AR L7 a1, 1T 5 £ CRERZ M A IICIRE LTI b
. BWICIRET D & HEREGT 5 L RN,

1711 BRfE

BOEERIET LV AN EATHZ L2 =% Y VRBEIZHIT S5 L, £72, Neupro
G AL, EISELMOT, BAE2EE - EHOICE=2) VT ORERDDL I LR
BECHHAT D Z &,

1712 LR ML R LYY REREEED Augmentation (I8E) RURBRZR

RLS JERD 1 HOHTE Y BREICHBT 255 BT 2L 0005 2 L 2 BFICHIT 52
&O
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Reference ID: 3108299

33



1713 HSEBRIREZE (MRD) RUBESHIBRMEE)

Be ARG gL (MRD SUTERAIERAMENL Neupro MAFHEMLICEMEG 25| & i Z 9 etk n & %
72, TG OREZ FERET DENCAR 2R 9 & 0 BEICIRET L2 L,

17.14 B~DIFEFE

AN B A B2 5 2 & TEANOWINATCHE S D AIREMEN H 5 Z L 2 BHEITHMAT 52 &, AT

FNIAE BB (DA, YU, MIBORERE) 25225 2 & THRAOENPIED BN

DTENDH DI, RAIDMATENINZ S A2 EOBJEN B2 b0 1 5 BEICHRET 52 L,
£, EFBEA~OBREGERIT D L 58T L,

17.15 Fb, BHEWHILERR

Neupro O EGHIZHEL, i, —RALHBEES GHERR, EEATRE) 23534 5 areett
WD L aBEITHIT LI L, BL K ORISR GBS 5 et m <, =
PHEI B BLER G E Y D D,

17.16 BEALOIEE

Neupro (3 24 H#F'aﬁ%%ﬁ'ﬁ LTI 32 10 BEICHRET 5 2 &, 24 RERIZ IS A1 A2 125 L
T, ALV FZE BT 5, BEITE P UK ORME DO RORZ 2k T, maIEE
[ U RFfRTIS HEH?‘%) FERZNCAEY B 2 SN2 8HA1E, T 57200 5 < # LA &2 BB
L, BRFTERZINIE EZ D,

BEATEALIT i R AR5 2 & (B oRIAEY-Y, EYRFORII TR L), [F—MALC 14
HUAPIZEET L Tide 670,

REATANS, INRZBRAE L CRET A T — 2R L2 s, BB 5, Mifr#iT 30 ML
TR LoD A SED BT, BALoPVEELTHD I L2l d2),

Neupro (& 1 H 1 BIASAH9 5, AEAHBALIE, BEHED, RERES, B&ES, MRS, JHH& O LBEit o
WCHIRLIEIERRBIE L T2, KEOHDEMICATT25E61F, 3 AETETIZELH->TH
<o EDVKIRTZTNDENL, ~V bR YT2H50E, LoD 5 KNE, FIRLAPIED & 5
JEIZIZRT LenZ &y BERAZIC 7 U — 2, m—Tay, WE, A0, RNuZ—7e 8 hif
Lz &, BRI T2 THRICHE LI R 2 Wi 2 &, £, FEULHIANCRA L
ERGRNEOERTLZ L,

Neupro [ZH > THEHA LW Z &, F72, B LZMAAIIER Lenz &,
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X TR A, EEPICAM AR NN K OISR T D 2 L, Al OERA D < vz
GaldaE R LT =7 TEET D, MAAIRRBNTZEET, EHITHOENLITHT LA
Al BEAT L, RO FERZNZAA 2R F 2 5,

REAFAI O FIBE - Neupro Z R & X%, HKEBET 5728, $o< W ETEIZITH) Z &,
EHOMAANL, AT Z NN 213 > TR G, NERONy FOFDJEN RO
WCBEFET 5 2 &, BMAHBALIE AR TR, SRAI & KGR &2 YT, SREICRERI N R T 55
HlE, RE—FANRLIRXTNAAANTEERD, TAa— L7 EORA (~=% =2 7Lk
E) ITBERE DI E 725 Z ENHHOTHH LTI 5720,

BUEEH

UCB, Inc.

Smyrna, GA 30080
RA

1E
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1.7 BERERMA—ER

R=F Y IR TR —F Y AEBEREDORIRE - IR E R T D R B BRITREE L LT,
7T AR Y — VIR, 2 ) %y —)UiERRE, Yoo —UEERE, oLy v, ~r
U RAVIVERE, 707 VT FUAUNBENRG D, £z, VANV ALy 7 RIEGEREOZIHE -
EEFT LR E LT T I Y —VIGERE (B v 7n—Lgg) , I Fr
FHNLENL (LIFA ME) Db 5,

Rz & LT T I_F Y — Uil (B 7 m—)LgE, £ 1.7-1) , 777 IFY—)L
W (R 7Ny 7 A LA BE, £ 1.722) , # VIV —)UERIE (& 1.72) , r=n—/If
et (L% 788, & 1.7-3) , h~ov3a ey (£ 1.73) , ~Uv3 U RAULERE (R 1.74) ,
TaEs ) SFURAUAESE (3 1.74) , utoo— R (L% v~ CR 8, # 1.7-5)
TR F o 2 F e (LT F A RE, & 1.7-5) 2aF 3T (£ 1.7-1) LU ORT,
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—IREIB

OF3IF>

77 2 RFV—ILERIEKINY

=a—7m/NyF 2.25mg
=a—7 vy F 45mg

v . 78— L 0.125mg
v . 78— L 0.5mg

R34 =T a5y F omg
=a2—7' /Xy F 13.5mg
=tt£ REHEFEHA S AARN—Y U —A A DS
sR—% 2V U 2003 45 10 H 16 H
AREAH HEENDEEORFEEL A ML ALy R
i JEWGRE (TREEF IERBRIERERE) < 2010 45 1 A
20 H
BiHmER
BELEEA
NS I3
i W71 ATESE R,
OH
e e 74 HaC” S
L¥EE 3
— \ H CIL/I\%—NHz 2HCI- Hy]
H,C
TR R R N S 7] FhE
Za—7uRyF225mg: nFAF L 225mg | B - 7 BE—/VEE 0.125mg 1 ST I XF Y —
K -E2 | ==a—7 1y F 45mg: e F 35 4.5mg JVIRRRE KO & LT 0.125mg
—a—7Bu/NyF 9Img: B F TF 2 9mg B T7r—LEE05mg: 7T INFY—b
=a—7u/yF 135mg: B FIF L 13.5mg | HEAREKFIY & LT 0.5mg
—a—7uRyF225mg, [F/NyTF 45mg IN—=F Y R
c R Y PR HEEENDEEORREEL AR L AL Yy 7
BEE %) CHEENSEEORKIEMEL A ML ALy Z A | JEGERE (TR I R AERE BRE)
b% SEWRE (TR L RRRAEERE)

—a—7uxXyF 9Img, [[F/NyF 13.5mg
c N—F YR

ShAEX L3
RIcEEY
SEALD

IR

LA N A Ly 7 ZEGERE (T R IR AR RENE
) oML, EEEL A LR Ly 7 RIEBERE
W7 v — T OB W L L O BEIEE R r— 1
WS X EEICHEM L, B TBAICD
HFEETH L,

VA NV Ly 7 RGEGERE (P IR RERIE
BERE) oMY, EELVA RV AL Yy JRE
BERERFIE 7V — 7 DB B UE ] OV E JE A A7
— S EEEICFEE L, BRI 8
BB ETH L,
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& 1.7-1 RERM&A—ER (2)
—HREIB oF3IFr 73 3 RF Y —VIERRIRKFIY

AR UH

e

A S R

(==2—7 v /Ny F 225mg, [Fl/Yy F 4.5mg,
F/¢yF 9mg, [F/XyF 13.5mg)

WE, RAZEeFaF L LTLHLE
45mg/ AN BIE U, BB ZBIE L2 6
AMMEIC 1 RS LT4.5 mg o8& LR
Y1 HE9mg~36mg) ZEH 5B, 128,
Ffm, SERIC Z D EEIETE 528, 1 HEX
36mg X RN &,

AFNTE, BB, MEE, MRS, B,
KEEE O WT 0D EH 72 GG L, 24
RefHl I ZBE W R 2 D
THHEENSEEOREELARNL ALY TR
JEBERE (T e IE R AEAE BERE)
(==2—7" vy F 225mg, [A/Yy T 4.5 mg]

W, AEeFIF L LTI HLE
225 mg/ AN BIEU®, DIEfREEBlEE Lan
L 1AM EoMEEHITC1 HELE LT2.25
mg § O UMERF & (BEYE 1 H £ 4.5 mg~6.75
mg) ZEDD, B, Fh, JERICKLVEE
HTE 52, 1| HRIZ 675 mg #8222
k.

AFNIE, ERBEEs, REE, MRS, S,
KEEEE DO WT D EH 72 G ISR L, 24
REHE ISV B 2 5,

1. R—=F 2V PR

B, AT T 2% Y — VIR K Fn
ELTIHZEO02Smg »Hix L, 2HEIZTH
#% 05mg &L, DIGRWAEBZELRND, |1
BEEEIZ 1 BELE LT05mg T 2HE L, #HFF
# (%1 A& 1.5~45mg) 2EDDS, | BE
NTT IR — VIR & LT 1.5mg
KEOEEL 2 [FNCHEI L CHIY &I, 1.5mg
PLEOHAE 3 ENCHE L CTREBEN ST
%o 7ok, M, ERICK D EEHEATE D
2, 1 HEF 45mg 2B RN &,

2. PEENSEEORHBMEL A M LAL YT
ZEMERE (T IL SRR (A

W, BRAICIET T 2% Y — Vil K o
ELT025mg % 1 A 1 [E5E$E 2~3 BERIATICRE
Af59 %, %5431 H 0.125mg LV BISA L,
JERIZEC T 1 H 0.75mg %8B 2 7260 Tl
HRCT A%, #EE 1 EELL o E B
TITH 2 &,
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= 1.7-1

REEMGE—ER (3)

— AR TR OFIFY TS5 3 RE3 Y — UIERE K
o EhEEIA 1. 7= Y U0
(1) KFNID AT & 2 R IERIB 28T 572 | (1) AFOFEG1E, DVENLBEMBL, OR%ED
O, MfTERTXEREE T2 &, (T2, | BHER, HEsER, MmEZEOBIZEE I
HERIARINEE (7)) OHSH) 1TV, EEICHER R (%1 B & 1.5~4.5mg)
) B, 2030 BRIFOOLTL-2Y | S CHETDZ &, [ MESHES) , [#HEA
FRUAHT T, REIDEEHEICSERICES | ARNWER) , TRER omEsR]
THELILTHI L, (2) BHEREREEBE T D EHIE
o X—F Y U AANZ TR KRB B F PR S D,
(1) REIOEGIE, THIE - HE) IZeWDd | BREERE (VL7 F=0 27077 AR
BOLEMAL, A%, SREOKBMHELR, | 50mL/min Kjil) (AR ZHREGT2E, B0 7T
WHALREIR, MESOBIERE T5I2ITV, | 7 ZADERTIT X 0 AF| O3 S -8 03 ik =4
BEEICHERRE (Y1 A& Img~36mg) | D728, RO X 5 5% B ic &by
FOHMETAZE, (1. EEEL (1) | HEUBHREICER L b EEICHE T 5 2
G)) DI, T2. EERIEAMEE 2)(3) | &, i, BHEREEREZICHTLIRKT BE
DOEROT 4. FWER (WEXZEWER 2) | XORXK 1 REIZTEO LY L35, Fi2,
R, B, A%, Il 0EBR) | BITERE D D VTR EE e B R
Q) AFNOEG 21T 28551F, BEOR | TO+LRERRBRIZAVOT, 2ok 5 78
B T LARRD, HaIllBEd | #Foa L CREEZBE LN S EEICER ST
LT E, WiEOBZE, FAIELTLRE | 5228, [ MEERS), TEhE~0#5],
BEIZIHEE L T4S5mg FORET S | [FEYBIE] OESHE]
Zk, (T2, EEARAERNER @) O CCr bk | FIETA | RK1H
HEO T4, gWER (DEXRZENES 3) (mL/min) (ot 8 &=
EMIEERE ) OEBW) LHEE
FEERUR | oS b B DRRIEL 2 hL AL v 7 2 Eix
BICRIET | R (P R GRRE) AN
BERLED AR OG5 &2 IS 2581, BEORE [ 5 0.125mg | +>me
EE EHSCBELARS, Relcldit s o || =0 TR&E | =2 3;?9
& Wk BZAE, FHIE LTI RBEICI LT
HEL LT 225 mg $2ETHI L, 1.5mg LA
(T2, BEARKAWES @) OEKOT4. ;%g”
BITER (DERZRRIE 3)EMIEGR O T
5 ) 50>CCr TH2EE | 012smg | TR
>20 5 x2 [A] &
x2 [m])
1.5m
CCr<20 1; 1B (X)'llmg 1%)5%11g><

CCr : JVvTF=2I YT TR

2. FEENOBEORHEMEL A ML ALy S
AJEERE (T i L S REAE BERE)

BERMEL A ML AL v 7V AEBERICBIT D 1 A
HARFEEE (0.75mg) 1%, /S—F Y UREE
X HEWED, ZLTF= 7 UT T AR
20mL/min PA_E OB HERERRE BE TIXHEO &
FIWD, B HLIWNEZ LT F= 71
T T ADS 20mL/min A 0D i FE e B RE R
BEICBT DARHNOFIIER NPT L
TR, ZhbDOBREFEICHTEAAI O
HAZoWTIE, 1BIR EOFEME L Gt %2 %8
LCHEE WSS 2L, [ MEERE],
E~oks) , [EEpEE] OESK]

=
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= 1.7-1 FEERMAE—EX 4)
—RRO R A oF3IF> T35 2 REY— LIEEEE KDY
(2 £ =L

[
of

ATIR D 72\ N 2238 Y IEIR J OMEIR =3 A B b
ZENHY, FEEMIEREIC LY BEIES
B LIEFIRHRE SN THnDH0T, BEIC
ASH D 225 HIRERR J OMBAREEIZ DWW T L <F
L, AT, BEFoERE, ko
PR, BPTMEESAR A O ERICEE SR
WESHEETLZE, (2. BEELGERMNE
E () oEEO 4. BlER ()EXLGEIME
B 1) Z=HRMER | OES)

ATIRD 72 W JERE IR e OMEIRE N A B D &
LBV FET-ZEEAIEIRSEC L BB B
BRI LEFIRHRE SR TWD DT, BHFICA
Al D 2% 5 AR M OMEIRZE (12 > C L < 3
L. RERAFIZIE, BEEOEE, ko
1B, RITEEEERZ LD ERIEFE SR
FowmETAZ L, [ TEEREARNER] |
TRIER ] oEZM]

23 (ko

BE T

H L7z
&)

(B#E ROBFIITHRELR2NIL) )
1. IR L CW B R[REME D & B iF A
(T6. i, PEw, BRALFEE~OEY

DIEZ)

R NN

2 . AFN DR LIEBUE OBEERE D & %
=1

22 KROBEIZITEE LN L)

(1) 1 X FEEIR L TV D Rl BEMED B 5 @ A
(@ (v 1) &R AR A F MR T,
IERFROIET, AR OBD KO A
FEORTAARD LN TS, ( THEE, i,
BRAFE~OERY ] OHESR) ]

(2) ARHN DR R LHBUE OBEEREO & 5 H
*

FRLDE

=
T

1. EERE RoBRFICIIHEREICEF T2
&)

(1) 417, EREEORBHIER SUIZ S OBEE
JED B 2 BE DER DSBS LT < 72
L ENDD, ] (T2, BEARKMEE (3))
OELQ T4, BERA (HDEKRZLENWER 2) 4
", 2, AR, $EL) OERMR)

Q) BERLMEBRUIZNLOHEROD S
BE DDVRBENHEEIHRET A ERND 5, ]
(3) IR EIEDEE UERP T2 038
%, (2. EEARAEANER 2) OESM) ]
4) HEOHBMEOHLBE [AAlITEL LT
g CcREEINs, £70, ZNHDOERFETOME
FARRER T 72 < BEMIIMAL STV, ]
(5) FiE (5. mE~0&L] OESHR)

1. BEEHRE (ROBFIFERICEGTSZ
&)

(1) 1%, EHEORBMER X ITZEh 6 OB
Bod o ERE UERSBEE IR LT AR
LZE0nHD (THEELREANEE) , TRHUE
A oESR) ]

Q) BHEREEEDH B EE [RIMEHARI LR
FLBREZBENRHY, £, AFNTFEICRF
WCARE IR E LTHRlb s ( THYE - A&l
BT o0 Lozl , TRER) , 5y
] OHESW) ]

(3) BERMRBXIIZENLOMEROD 5 B
#Z [REARRBR LT R2BENLND D
(TEERLARNER), TRER 0ESR) ]
@) KM EREDOBRE DERSEITHZ L85
% ( TEEREARNEE) , TEWER oEz
) ]

(5) mnE [ [EmE~okh ] OESHR]

2. EEREARNEER

(1) AAHzEDT= R U RIBEBEO KRS
I &0 ERAIEIRSIC L BB R AR
LB mESN TV, ERIERZEZZ L
ToIEFI O HRIZ I, BUIROWEE DIRK O & 5 Zeqi
JKEZBD R0 5T G-BRMG% 1 4F
DL ERGE L7 I TR Ll b il &
T\ D, BEIZIIAAKI O 2R HIIEIR & OMEIR
HZOWT LA L, BEFEOER, HiRo
BiE, M EESERE O ERICHEFE ST
WESHRTHZ L, () oKV M4,
BUWERA (DEXZEIEM DZEBOMER) OES
i)

2. EELRERNEE

(1) Z2RMMERSEIC LY ABEF A EZ L
BINHE SN TWD, ZERIIEIR 28 = U72SE
BOFNZE, BEIRCIEEOIRK D X 5 7281k %
ORI Tl DB G-BA6% 1 DL R
W LB TRALZALHRES LT
%o HREFITIIAH) D ZE3 I RENR K OMEIRSE 12D
WTELHH L, ABEOEE, MoRE,
BAITEESEAER A O EEICHERE SRV D
HETosz e, [ 1%, TEWEM) 0ES
il
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REEMGE—ER (5)

OF3IF>

77 2 RFV—ILIERIEKINY

2. BEELGERNEE

Q) KE &= R U RIREBHK O &5
WXV ENSHERMERALND Z ERD D, K
FOBGIIDENSHBL, HFEV, IHL D
Fr, S DD & O FLNLPEARIME O JKEERLAE IR A
RO LG EITIE, WE, RE IR Gk
HOWY R EEITO &,

(3) AAIEAMMOGLS—F 0V H LG LI235
G, VAXRUT, 4R, &8, $EILEORIE
AR LT RDAREMERDH D120, i
SOEIERN & & iz A I, REX
I EE P IEEOBYRAEEIT) Z L, (4.
BUWER (DEKZRENEMR 2) 9%, 24, A
%, $5EL) OTEB)

@) AF OB ESUIPIEIC LY, HEPEE
BEREZFBRT D ENH D20, Bl PIEn
VEIEA XTS5 2 &, (T4, BIWER (1)
BERAREIER 3)EMEIEEEE ] OEBM)

5) KFNEE DT R U RIRETERO &5
2KV IFIIE T (A B9 ATE O B EEEE D FE R
AR 2 fER AR/ LI H b 5T, BRI
Xy TNV EE IRKTRER) |, RIS
OFEEHIFEEE N H®E I TWDE, 2O L5 7%
SERS I LZBAI0T, HE IR 2 ik
T 57 EWMY R EEITO 2 &,

6) VANV ALy 7 AREBERBEIZBWT,

VNt o) ol WAV SN (R B JoF A
£ Y Augmentation (EARFEBLDS 2 FEHLL R %
5, SEROHEE, MO ~OFERIER) 358
OOENDIERHD, TD XD IRIERPRD S
NIBAE, WEITREEPIET 57 L0
Bl B Z1TH 2 &,

(7) RANOUEZ X0 RERER B TI L1255
120, MBS U TAT u A FARFI T
2B I UHNVRBIE T D0, B D WVIEAHA
OEMZ P15 72 &, BRI U TR
B2ITH 2 &, £, KB EZETEELR
ISR LIZBA, 5 WILE AL &
SINFLIR B ER DR DT B A ITIEARF O
FAZESCICPIET D 2 &, 7eds, AL
\ZRIBCHNS SRS b= GAICE, B
KLV RETNL O R ENEET HEENN
HDHOT, BIET D E TRITAN~OEH B
ITHET D L,

(8) AKIDUE Y B 2 DS, HEFT L T2 8 %
BRERTICH T e A & BT L7 E, BRI
Mo BRI 5720, B0 2 ORI
BERF L7-8A 2 RE L2 2 & 2 oo iR

589 BERONELTEEETHZ L,

2. EELGERNEE

Q) BrcHEEMHICIE, HEW, B b2,
SHOEFZEORNMHRMTEICE S IERZ RS
N5 ENHDHDOT, KEOEGIID &G
WL, MESOBEEE it o 2 &, Fi,
IO DRERMDIEH LI BAITIE, JEROFREE
WU T, WEITEE 2 IR 5 7 L o)
RWEZEITHY L, [ TRIER ) OEBR]
(3) EERHBRIZE N T, AFEMoHi —F
VR (LARERSR, fia ) VAl T a T
R, Ruaxy k%) SO LGS, V&
FRVT, LR, SRS ORIERNBE LT
W EBRRBOLNTWD, ZNHOEWERR®
LN B AIE, BEXIERGERIET D L
LB, FMERS RO =8AITE, Bokssh
OB EEEBETHZ L, [ TFAEMER)
TRIER | DIESR]

4) R=F YV UREBFICBNT, AAlORM
BT LY, BEHEEREEHERT D
ZENHHOT, W - PR LERGE T
WIsz L, [ TRWER) omEz]

B, BRMELVA ML ALy S REFEREBRE IS
BT, RN—F%r Y HEAELDLHENMK
W2, Wi L2 Th kv, [ TEREE i)
DIAZ]

(5) VAR R/R3E KRS U RIREENEE 2 & 5
ST —F 2 Y UIRBEIZBW T, EETE
(BN BYAETE O BRI DS BN AR 72k %
BP0 b LT, FHElIX v o 7L A
VIKTIRRE) S AOMERR TUME 2 oD 1 Eh i) 18 5
DESNTWBDT, DX ) RERINIEH
L7zgAIciE, BEXTEEEPIET Rl
I N s

(6) VA MLRLy ZAREBERBEICENT,
AN %G DIz KX U RIREERO L EIZ X
» Augmentation (T DAEIRFEELA 2 BERTLL E
BE D, EROBE, Mo MUE~OERIEK)
NRDOENDZ ENHDHIZD, ZD L) 7iER
DR SN FHACIE, WESUTEEE ikt
L7 EOEGIREEEZHE LD Z &,
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= 1.7-1 FEfERMM—EXK (6)
—RRO R A oF3IF> T35 2 REY— LIEEEE KDY
3. /HE%EH 3. HHEEHA

AAENIE OB (BRI AR R NI vy
o R EEESE) & CYP (CYP2C19, CYPIA2

AFENE, TFEDHTEEE P-450 12 L 210G % 13
EAEZITT, BITIRPICREGED E Pt

%) otasnsg, ( EGEpEire) omEZBR) | Shb,
GrEEE (BFRICEET S ) GrREE (BFRICEET D L)
eH A ERORAEIR - | H%FF - fERRIK T HeH 4 BRI - | B - fEBRIA T
FiE ik 8k
RS UAERAL | RAIOER | A& K33 WFFWE | DAFRY | BF A UEER
T )FTVV | BEFETE | VIEBETH FRENMLTE | 7, R% | 20 LB
A, TFu | BEARD | v, OFHICLY HEME S 53K | ORIERD | Ehb3EAIE D
T =) VR B, i A o 1E A Al WM+ 5Z | FHICLY, X
Hl, Ahsur NEEFLT 5 8B VAFVL, T | ERBDB, | FhHBH0IENT
73 K% TnNnb s, ~ AU | ZDX )| D OEK DR
VA= vy | DAY | MEICERAR [L73i Lacix, | IRME WA
batl T, LB, | #mmT sz AFEWE | 2L, B2UT
LA RS, o | $5ELE R | e D, THZ L, T U AMET S
VAL Ter | fER RN LZEWH D,
AUUHRE, | AR [ TIEmEhhE)
Frs RS, b5, DS R]
TR IR, BHEA TER 3 H58 | P IX 52T
T LX) R T m—)b THEZI | TR0, KAl
B, Y=%3IFK N5, LOPEHICED
% TERHE 5RO AT HE
HnE 26N
2o
R b | AFOER | AR RS v
batl DT 5 | fEENEETH D,
T ) FTY | BEAKS | PRI XY WS
VR, TF | D, o {EH A5
0u7x/) % THEENRD
WA, Abrn %,
3 TIINR, R
ﬁﬁﬁid)i Y
= LN —=F oY [ DAY | MAEIIERANH
A 7, %I, WL END
LR RS, fia | SEERLE o/ | S,
VUK, T | fER TR
FaIZ L3 5 LN
Fr% R b5,
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& 1.741 RERM&—ER (7)
— B BFIFy 73 3 RF Y —VIERRIRKFIY
4. BIfER 4. BIERA

FRLDZE

=
T

c NR—=F VYR

PR=F% v YRBEE R G L LIZEWNE T,
F A K Y& 538k BT 739 Bk
FINEE SN, 95 264 HIIL5 IF KOS T
FERRER D AF B HRED S W% 53R4T
LIz 50 Cch v, FHEFIEITO~ 1,003
BT o7z, D~ 1,003 il 838 51 (83.5%)
IR RO B 2 & RIER SIS Sh
TWb, EREWEML, ARG 572 6
(57.0%) , HE.D» 160 fil (16.0%) , %R 117
B (11.7%) , PAZXIT 11661 (11.6%) ,
IR 90 1 (9.0%) , &M 76 i (7.6%) % T
Hoiz,
THEENSEEOREELARNL ALY TR
JEBERE (TR Ef (R AEAE BERE)

HEEENS BEORFREL AN L ALy 7R
JERERE 2% & LEMNE T, S8 &
DEMBERBRICBWT, 411 Bl A RN &S
SNz, 9B 135 BNEE T ARFER O ARKIFe 58
o R &G RBICBAT Lok 561 Th
D, FHmBIEIIO 546 Bl TH o T2, D546
B 399 5l (73.1%) \ZERRMAIE D BH &5
DEWERNBE SN WD, EREWERIL, &
FAERAL O 193 B (35.3%) , L 189 44
(34.6%) , {EHR 78 f5il (14.3%) , W MAEBHLZ
IPE 41 B (7.5%) , FEIE 40 Bl (7.3%) , &
M40 1 (7.3%) &ETho72,

(1) EX%LEMER

1) ZERMIMEIR (1% A5m) AR 22 283819
MERDZH SN DZERHHDT, ZOLH 72
LA, B, RSO GRS o) 7
WEZITH> L, ([(EE) oEEO 2. &
FREANER (1)) OEBH)

2) YIR (7.6%) , =48 (1%A0) , A% (1%
), SEEL (EEEARH) - OR (FICAHE)
ZH, AR, LRSS DN ZENH DD
T, 2O X I RBAIE, BEXITES &Ik
T5 L L BT, BRI U CHUs G 3K A
TLREOWYRLEEITHIZ L, (2. &
ERHANEE (3)) OESMR)

3) FBEMEMEAE (1%A0) « AR OSBRI &
ixH Ik, &5 W TIEERGUR RO A I
L0, BEERERS DA Z ENH D, Bl
x0TV, B, BEbEE, BEHHEs,
EEOEE, AREEES), W N, AR,
MmEDES), T, MmiF CK (CPK) o L%
N 5 OGS AT ITEMEEEREOER TH
LEREMN D D120, FERES%, WL, Kn
H, KM ZEOBMY LB LT Z &, (T2,
HELEANER @) OESR)

R=F vV IRRE G L LI ENO KR
BRIZI\WNT, FRER] 337 B 242 fil (71.8%)
W ERR AR O R 2 E 0 RERA N #HE ST
W5, EREMERIZ, AT 59 fi
(17.5%) , IR 57 B (16.9%) , W& 57 {51
(16.9%) , MILARE 5561 (16.3%) , %5 52
Bl (15.4%) EThoT-, BKMREDREDHE
HiZBWT, BEEIHNRES Z &idhroT,
(7K FRIRR)
BEFEMEL A N LA Ly 7 RIEGEREERE &5 5 &
L 7= E N O EGRFRBRIC BT, FAEF] 174 5
102 51l (58.6%) \ZEGRARIRAAE D S % 5 LeFIE
HARHE SN TW5, ERRWEMIE, D 52
B (29.9%) , fHEAR 29 1 (16.7%) , FESH 13 4
(7.5%) , BARWE 12 6] (6.9%) FHETHoT,
BRMAEORHEOHBIZBWT, BEEENE
HZLidehotn,  GEFEE
(1) EXGEMEA
1) ZERAEEIR (0.1~5%KW) : Ak 7pu g
FBERDSH S DONDEZERHBHDT, ZDX
D IR AITIE, WiE, IREE TG I O
Il N s
2) W (154%) , =48, $AE, B8 (0.1~
S%A) , SEEL CHEEARH™ ) LR (i
), B, HAE, WM, AL b
HIERBHHOT, ZOXIBEAICIE, WE
XiFEEERIET D L bIC, BEICSE U TH
IR A 9 5 7 E OB RLEEZIT) Z
L.
3) BMHEGRE GEHEAWT ) —Fr v
FRRF BT, RO AR L IR
X0, BHEEESH DD ZERH D, Bl
x0TV, BB, Bk, mEs,
FEOGEE, RNREEESD, W RS, AR
MmEDZER), FiF, MiE CK (CPK) @ 7%
Bd HONGEAITEMEEFEREOER TH D
AREMED D DT, TS, WL, A,
KRR EDOHY LB E2ITH Z &,
TE) MMM SIS R S L O Tl B 7 D HE R
Bl (I PN o B R 3B R B LA o = BILE
)
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= 1.741 REERMR—EX 8)
—RRE BT AFIF> 75 2 REY— LIEERIE KN
2) ZDHDEIEFRA 2) ZDiDEIEFA
FRE/ souu |- 1~5% 1% ’Egg AT DX 5 72 fERD & B?bi’bf_ ZIE, GER
we | PP i i Ol e DY e
W R, AR, CA h=7 . [BIE, , 0.1
i | (10.8%) ot £, LI, (R soppl b | 0% e ey
FoOD . UAZV. RS- F VLR (S, A *
Xk L M D B, oS— sy g | LE]
va EAANE IO - N =r IBIEUE B UE IR
(7.5%) it s (R ok, %g i LIF, SRS, < 9 I,
L AL OAE FAE) | B LR B2 B BEI5
.5 o5, IENRREE T - B [CK (CPK) [{5ebim, 1B
Vet fERR. LA b L %k |5 (7.5%)
2Ly 7 RIEGERE, N P - PRI b7, Bk
7z EEEIEEE R KA H 7 (17.5%) , BETTHE, THRE,
E’Jﬁﬁfﬁ a0 3 PE i Bk IR EB# L, <A
%H— I S (16.8%) ,7:: XA,
. B HY HEV PRI, B
mﬁm@ FERER (12.5%) , [§RGE, sl
S PR BER (5.5%)pR, /R—F oV
Wi B LER. . Wﬁ\ TEEARE, = X L DI,
e (22.5%RANE, [HiE%. Bk, Bk, It
) . UEIHIE #5ORO gL 1R R B AEA [N R PEIR T,
(7.5%) ik, Mg, DNELSE, M R | (83%)  |EIMLIE, MR
e R i
s 7 VR, e, Lo e TR, ROL 0| [0, )
5 [RmE SRR, EE, (K] gs, I, % lia
E
FA) . T E TR [ K R R, FROBi, 7 1 TE 7
2% (I . ARss) (A (122%) , (] E S, Lk, PEAK
1%, Lol R (6.5%) 5, FLRATEEE, BOR, i
[T P, IEREGRD {UE T RRIELR, ( fh 5 19
FERECH % . R BN S, A ), e
B st 6
ERLDE | [WR RN AT P,
= it =, At
= S B |7 . Zb. W HILE B DS, S, A g
s (29.9%) ’r%w;jé B,
MR TRE. RO z I S HR, A L
i e (16.9%) |7 %, Eli
TR AST(GOT) iH A A R
ALT(GPT). ALP. v (11.9%) ,
LGTP @ 5% DR 2 i
lhe s 2 (9.0%)
Pl BUN 5. RHE H KO‘H% R
e LB 5. 57 U 72 RN
Al 1 LT:A . 0
i e i 7T 7
W - ICK KT, R, ] (AiT (GOT)
s (CPK) AU, HhErHei, 15 L o]
% (B B, DR . B LDl E.k:’)*’
s At B e S ESsiih &
NN R I SN i 277 s
i i 17 ki, S I e
O A e | [ A
B VR (G 2 #@gg 1
D N T AT T s N [ E— -, Bt
i R B MHBRR. 13T 0. AE, pm || | R IR BRI, IR
VR, R B, o, R G- HE
F [ . T*}qmﬂfx — CRAHPEVZIE, i
ks ms . Y 4 By [ I, 1 AR,
@%}%9& J%] & V7 %, BT,
) SOk D B AN A % 575 £ iG] EAQP
itk%l%ﬁ 5z a LA oI R W%,
WS D HTIRW BT B RBIER O 7= b B Lo
Eﬂo <
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REEMGE—ER (9)

—HREIB R

OF3IF>

77 2 RFV—ILIERIEKINY

FREDE

2

5 BEE~DERE

— R E R E I A FERENME T LTS O
T, BEOREZEBE LN SERICEESET
Lk,

5 mEE~NDES

(1) "—=F vV PRBE ARG L U BRRER
BN T 65l LD E il CIEREmE I L,
LIV D REAIE IR D FEBLE D 5 OME T 23 7R
HNTNDHDT, BEDOREZBIE LN BIE
BILEGT DL, OREOBHIERDLH b
NEEAICE, R IEsE Tkt s L L
12, MEIZE U CHIRMRE AT 572 80
HWOIRLEEITH Z &,

(2) AFNFFITIRFICRE LB F PRt S
DN, EEE CIIEHEMETLTWAZ LR
£\ T, A& (1 H1H 0.125mg) 755
AT DR EEREFEOREEZBE LN OIE
BTz, [ [EpiE omESH]

6. IR, EiF RILBFE~OES

(1) IR SOTIERE LTV D ATHEME D 3 5 I A
WG LW b, R Ok ATxt4
DIERRBRMN 72 <, AT L TH7R0,
ek, AR ABEMERBR TKRO Z LR S
ncna, ]

) v~ AKRDYT v FOZREERRICENT
MR 7 e 7 7 F U REOIRTIZ B L7z i
ZHEEDIK TR A LT,

2) v U AKRNT v FOE - IBIRFEARBRICE
W, fifEh 7 e T 7 F RO IR L
7= B U PR O BN T B 477,

3) 7 v FOMAERI R OHAZRRBRICK W T
iR 7 e 7 7 F U REDIKTIZEE L2
FLREEC X B AR O AL, FBE KR OHERED
KTFRH LI,

Q) BATOERANIEFES L2 ENEE
LW, R0 53RE53 5856 135 L4 8t
FEEHZ L, [ERRER TAAIE 5% I12im
e S 7 FUOREORTRBED b
O, I SWAME I NI BELRH D, F
7o, BWER (7 v b)) THHFT~OBITHN
mEEInTW5, ]

6. itiF EiE REEE~OERE

(1) 3 XOLAER L TV B ATREE O & 2 I NI
i, BELRWZ &, ERTOmATHT 5
fERARRBR D 22 <, ZEAPEITHESL LT, 72
B, 8% (v ) &#H0AmsAREERER
T, WOZERBEDLINTND, ]

D ZHREROT—EAEMERR (Segl)
(2.5mg/kg) T, METv T 7 FUREDKT
IZESHIRFORK T RRBD LTV D,

2) #ETHM#E G (Segdl)  (1.5mg/kg)
T, MyE7T e T 7 F U REOIKTICESS &7
IR DA DD LTV 5,

3) JEABEM K ORI 5B (SegIIN)
(0.5mg/kg LA L) T, M7 0T 7 F L PRED
KTFICESS HAERKEOIKR FRED 51T
Wb,

Q) BHLPOBANIIHEGT 5 Z L ElET,
e BTRETIEAICERLETIEESES
Z&, [B MZBWTT v T 7 F oW ikl
THZERRESINTEY, Aoz
LAREMENRH D, B, BFER (T ) T
HHHFABITTDHZENBDOENTND, ]

7. NREADEE

IR ARER, #rAER, SR, S
X9 D AL LTy, (R
BRON2WN)

7. NREADES

R AR, B, fLE, SRR
st B MITHEL L TRV, (R
R20)
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— R TR OFIFy T3 2 RFV— LIERIEKIY
8. BEkE 8. BEKRSE
e, fEdK (1) JEIR
AFIOWEF G LY, B, WEH, REEE | AROBERGICLY, B, EH, EEOHE
By, $EELE D RS U ARRMIERICBE Y | &, EihiRg, A%, Bl REZEORERO
DIERDOFBNFHEEIND, RENTHEEND,
L& (2) ML
WEREG RO D GAICIE, BONIARE | FHIERS DN HAITE, PUEMHREOR
FTRTHETL L, HaEBET D, £, BUkE, EEROMBA,
FEARER DY WL & 25/ 10T, PO MR | Wik o S EE, OBERE =X —H ol
HaEBET D, $-, BiROARMEE, OEX | BE L b, N FRHRIELBET L &,
FTog—, MERESOHEYZAEE & HIZ, | 728, MEENTIC LA REFMFTE 20, [T35
— A X FRIE L EE TS 2k, B, R | HEiE] OIESMR]
BT AR CRVWEEZ LN,
9. BRLDEE 9. BRALDIE
i FIRE RN AZ g
(1) BEAHERAL DR JE 230y, BRI LT BA | (1) PTP GEEOEANI PTP > — F M SEY HL
FlZBE 528, 20d, BT 28002 Y | TRAT S 284528, [PTP v — D
FREDFE | —24, v—a IR X—2BAA LWV | BRI XD, WS REREEA~HA L,

2

i

Q) KSR ERET 5728, fE BEAERAL 2 28
2B &,

3) AlEmIZHER Lenwz &,

@) WA E ST GREOER B, HA
M, YT EOZOMOBYR) ITBRE S
WZ &b, BB OEE D L35 EARF O
MAREN EFT28E0NH D, ]

5) AR Z Y IFETU->THEHLRNZ &,
[ I ETEBIT 2 & ARFOE R 3T
ML, mMHREMITTdBE0R1H 5, ]
(6) RANEH > T-#%1%, FITAE LKA % B
ET5H120, Feeo 2 &, FHROVANCHICfR
NN &,

(7) Mift 24 BRI S ARKI DR 23k > T b
DT, FHEAORBNIHESE mZ N LT
O 7=7eF, NEOFELRE DNV EZ AL
BRIIEESTDH L,

TIIFZEFLZE 2 U CHERRIR 225 0 B L 7o A 0F
JEEDFRET D Z MBS TS, ]

(2) AFNIIEIxt L CAREE /=, R ER
IZPTP v — M bW HT L5 ETLHZ &,
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T

10. ZOMOFE

(1) UTFOBEEITH & &I12iE, Bid > TAHA
EhRET DL &,

1) BEXWIERME) (DC MShkREZ) (A ks
XprEhes (AED) % &8l L7254, AFlo
XRRICT VI =T AREEND T2, KFID
HEAFELIC KRG Z B S TRBERH D, ]
2) MRI (BZRERIEMGmIBRE)  [RAIORHRIC
TN =T AREEND T80, REIO BTN
kB ESISEZTBENRH D, ]

3) PTTNI— (EEEEE) [ARORE
NEATIBENLRD S, ]

(2) ZAR R U2 FEEBIEOE5HI,
P RERIRAEE, R, Mok, MoRRimE, O
9, DFRIIES ORBHENES DHE S A ST
%o

(3) 7B Ty M 13 MRBKER F&E L
7RI W T, MBEZEERHE I TN D,

10. ZOMDEE

7 v FOBAFREMRER (24 » AMREERS) I
BT, 2mg/kg/ H DL E O 55 CRIBZMEOHE
MPAHESNTVWD, 72721, B MIBWTR
Bl G Tebi S —% o UF| &R M & o BEE
PEIEERSD SR Do 1= & DR RS A s
INTW5,

w5

WA SCE (%) 2012 4F 11 A B

WA 2011 4 4 AET (35 9 i)
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& 1.7-2 FEERSE—ER (1)
—RRHIR TR 75 2 RFY—)UIERIE KT A1) REy—)LIEREIE
5 4 353y 7 X LA §E 0.375mg R U8E04
o 3Ty 7 A LA §E 1.5mg
=tt£ HAR—=Y B —A A DR AARN—Y U —A A DS
EmEAE 201144 A 22 H 1996 4£ 4 A 16 H
A A
BELEEA 2008 4 6 H
I 5E €
\
RRED | e s W A B
Ny _-S._-NH
. . A\/N"-._I S /"_ — 2
fezpigms | HC OL/ pamne CH:=CH-CH: N * 2HCl
p 5+ 2HCI-H,0 \ N
N 7
FE FE
ITXRY I ALABE037Smg : T INFY— | RIUEE 04 : F VA% Y — LIERIEE LT
K - &2 | VERBREKF I E LT 0.375mg 0.4mg

TNy ALABELSmg : T IRFY—)L
W KT & LT 1.5mg

HEEX [E3h
g

R=F Y P

IR=F Y P

ShEE X (X%h
RIZEET
SHERLD

IE

MEROH

==X

WE L RANIET T 4% Y — VR RRE K
ELTI1 HE0375mgl H 1 [BI&%R DL
HIFU®, 2 WHIC 1 HE% 0.75mg & L, L
BREEBZL2NS, 1 EEEIC]I BREEL
TO0.75mg T OME L, #iFiE (FEHE1 H&E 1S
~45mgl A | BIBEHROKRE) 280D, 7
B, Flr, FERICEVEEEENATE 50, 1
HEIX45mg #8222 &,

W, AT S ) A%y — Ut & LT 1
H 1[5 0.2mg i3 0.4mg % & A% IR A $5-2)
iR, RiEmAEBE LN S LHEBEIZ1 AL
& LT 04mg T oMt L, HFFE (EHE1 A
1.2mg~3.6mg) ZiEHDH, 1 HEMNZ J~LxY
— VIEERIE & L C 0.8mg DFAIL 2 B2/ T
%R NI E%IC, 1.2mg ML EOBRAIL3HE
W CEABROEET D, ok, i, E
Wik EEHERT 5,
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—IREIB

77 2 RF VIR KT

21 REyY—)LIEEIR

RZERUH
EICHEEY
HERLD

IR

(1) AFNOFHL, VENORAL, SR%ED
AR, ALEHER, MESO/MEE 012
TV, EEICHERE (FEE1 HE1.5~4.5mg)
FCHETLSZ L, [ MEERSE), [EER
AR, TEWER) oESR]

(2) BHEREREE BE IR DGk
BHREIEERE (VLT F = 7 U T T AR
30-50mL/min) 21, {RFEBLE 1 EEIEAHF
0.375mg ZFEH &5 L, BENLELREAITIT
BEOWRRE CRBAEL, THLEAER, ME%)
SROBEREICEE LN SEEIC 1 #BEI
0.375mg T+ 5 2 &, ok, K1 HE
X 225mg 95, £/, BITEEEZEEE
RBHREEERE (VLT F = U T T A
23 30mL/min 35) 12k L CIRIRREZ B L e
NOHEBEETH D B 7 1 —/LEE 0.125mg,
[@0.5mg)] ZEEICHEGTDHZ L,

[M#AR), MEEES), TEkhE~0&s),
[SEWEhRE | DIES ]

CCr Behik

(mL/min)

Rk LA
B it

)| E R
B it

4.5mg
(4.5mgx
1 [])

1 H 1[E# | 0.325mgx

CCr 250 5 L

2.25mg
(2.25mg
x1 [A])

1 H 1[E# | 0.125mgx

CCr 230 5 1 [l

CCr : JVT7F=2 7T TR
B) AFO 1 H 1EEREE, TE DT U
MR 2 2 &,

[
of

aBa
=K

BT IK D 22 N ZE 38 PO BERR I OMBEARZGE N A B D
ZENHY FERMIEREIC LY BEIES
WAL LIEBIRMEINTHhD0O T, B3I
AH D 225 BIRENR J OMBAREZEIZ DWW T L <F
L., AFIRAFICE, BEIEOER, ko
PR, BPTERESAR A O ERICHEE SR
WESHEETDZ &, [TEERERBHEER] .
[RIER ) DIESM]

23 (ko

BE I

H L7z
&)

B2 (ROBHEIIIFE LAV L)

(1) G IR R L WA AREMED & B i A
(@ (T v b)) 27T TR R T,
FIRROET, EFRIRER OB K O AR
FEORTRRD HNTWD, (TR, PER,
A FE~OEE ] OWEBH) ]

(2) BHTRE 25T RERBEEREE (717
F =227 V7T A 30mL/min Kiii) D5 HE
FH [BWERARRR LT R2BEARD D,
(THE - AEcEES 268 EoEE), ME
EE ] OESHR) ]

(3) AHIDELIY IR UIBBUE DR D H 5
mE

22 (KROBHEITEELRNI L)

(1) 1 X IFEEIE L TV B A[EEMED & 5 I A
(B (Z >~ ) &RV AmERE AR T,
HAERKEOE TR OBEARREOEK TG 5
naCTnag, (M, ER, FIESE~oks)
DIESMH) ]

Q) AFNDRASY it 7 v = R Ui
BUEDBREIRD B 5 BE
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x 1.7-2 REEMGE—ER (3)
—HREIB T3 I RX Y —LIERIEKFIY 21 REyY—)LIEEIR

FRLDZE

=
T

1. EERE RoBHICTEEREICEF TS
&)

(1) 417, EHEEORBHIERSUIZE S OBEE
JED & 2 B DERSEE IR LT A
L2 ENDD ((TEEREANES] , [TRIE
Hl omEz) ]

(2) BHREREDH 5 BE [RWERANREI LR
FLBREBENRHY, £, KANIEIZRF
WICRERE LCHEbEN D (455, [TH
e AEIZE#ET A A EoEE ), TRIERA],
[SEWEhRE | DESM) ]

Q) BEERLEBRUIZNLOHEROD S
BE (BIERABBR LT R2BENNH D
(TEZEZREARWER), TRIEA) OESHR) ]
@) R ERE D BE DERPEL T Z End
% (TEEARLEARNEE) , TRIEMA 0ES
i) ]

(5) =g [ TElE~okh] oESHR]

1. BEHRE (ROBFIFERERICEEFTSZ
&)

() Kl EESCBRE [(MEKTFTRALNDZ &
BdD, ]

(2) TANAXITZOMEROH 5 BHE [FIE
EHEXILE S BENESH D, ]

(3) TN a— MEFIIZE DOBERRD B 5 BE
[T v z—v & OFAEAER CHEEER AR S
nNaxBENRH DL, ]

4) MR TZE OB & 5 BFE  URAF
PR OIER 2 MRS 2 B8R b 5, ]

(5) A/ —RDEE KL x5 MERELE
bEE2B8ENAH 5, ]

(6) 1%, M, $AE, HE, (74 T8,
REg, HE (LT, 2%, M%) ORIk
XiTEN S OPAEED B 5 BE

(515, ERSENEEIRBLS DL
NdD, BKRBRIZKBITDHBE 37.1% (23
w62 %) ]

(7) EERODEER, BEREE, RER, WMEREL
O WHSREEE T Z N & OB D & % B
# [RWERARRER LB 2bBENWNH 5, ]
(8) miinE ( [EE ~0rE ) OHSMR)
(9) Yahr HAEE R @ EE IV ELLE)  [Yahr
EIEFE DR < 7R D IZHEV, fhoPii—F v v v
FZEHRT 22 enEL 252D, OR, Tf
LORWERPRBLL B 25 205D, KK
BRI IT HREEER : 19.5% 23 61,118 #1) ]
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REEMGE—ER (4)

77 2 RF VIR KT

21 REyY—)LIEEIR

2. EELGERMEE

() BREMERZFICIYEBEESKEZEZ L
T BIBHE I TVWD, BROERZEZ Lz
SEFIDHIZIE, FEIRCEEORKD X 5 22rik
FRDRD T H D WVITERERLEE 1 LU
ERBL-RICHD TRE LA LHEEN
TW5, BEITIIAR D ERAMEIRE OMEIRS
WOWTELHHAL, BEEDOER, MRoBk
VE, BETEESARE A S ERICREFE S TRV
IoEETS L, [ TRIWEA) oEBK]

Q) FrcHEMHNTIE, HFEWV, LB BA,
5B E O SLERM IS < ERB A
LB ENHDDT, KOGV END
BtA L, MESEOBEE 3T 2 &, £z,
IS DORERD I L= AT, SRR OFLE
WU T, B &S 2 k3 5 722 & oY)
RIEEITH Z L, [ TRIEH oHEBHE]

(3) AHNZAMDFN—F Y H] (LR R,
LU A, T E U UEEE, FaXo R
N, B BRY, BLXY LERRE, =Y
I R) EOFA LA, YAXRRTT, 4R,
SEELEDORIEHDRRBL LT N LD 5
T2, TS DRIWERNRS b bhiHac
1, DB R—F Y PEEI ST AK AR X
WFEEERIET B E &I, BHERSALI
EHEIE, UM EOREEZBET L2
Eo [ HAEMEHL , TRIEH oHEZH]

(4) AFNODARWETPIRIC XY, BEHE
=8t (Syndrome malin) Z#FERTHZ &03H 5
DT, W FIEBA LT A XS 2 Z &
[ TRWEH) omEEsH]

(5) VAR R 3L RoR 2 U FRIRVEE) I &
B aNiz =% Y UIRBEIZBW T, R
o (8 AP AETE O B BEAE DR LR S A F 225
ERLICH 20D LT, BRI v 7 v E
M0 RREE) | TR PEBRTTHESE O 1 B i fE
ERPHE SN TNVDEDOT, 20X 9 RIEIRIFE
BUTSEAICE, ME s 2P+ 570 L
WAL EZTH 2 &,

(6) RAIDOHZN L, HigeThsd T2 - v
7 v —/L§E 0.125mg, [[ 0.5mgl L R—Th D
2, E - HERRARD ZLICERETDH I L,
£7-, v+ 7o—/L4€0.125mg, 7 0.5mg]
NOHARFAEI D X 555120, HELHHD
BHAWRETH DM, +oicBE ok fley
LT &, [ THRRAGEE) DB

2. EEGEXNER

(1) AFOEG1E, V(1 B 0.2mg Xid 0.4mg)
NHEEL, BIEL 2T, FICLR, %
HAEORIRROBIER ( TRIER oXEB
) ICEEL, HEICHESE (BEE1H 12mg
~3.6mg) EFTHETDH &,

Q) BB ICIB W TIE, OR, ER%EORIE
AN LGN ERBO LA TND BIlVE

(r
A OEEMR) , 7=, LIFOBETIELR,
ZARE ORIER OFBLE D @ ORI H
T, WL oEETHZ L,

1) Y%, SREOBEROSH 5 BEHE ( TEER
51 OEBH)

2) mfng (MEERS) KO TEE~okh )
DIAZH)

3) Yahr BEEE DN EWEE IV ELLL)
G OHESM)

4 OFI—F YV H (LR RN, iz )
VR, WEET <2V, Rady kX)) &
HLTW2EE ( HRAEH] omEsi)

(3) @, ERHEORIER ( TRIEA) oES
) & 5bhEAIclE, BEXIERS %2 H
BT 2 & EbiC, HEIDG CHURE R & f#
TLEWYRLBEEIT) Z &,

( Mg

(4) AFNOW R « RIS LERGA T, Wi

5T &, [RBRBEXIIHIEIC LY, FEE,
s, WIS, MEOMME, RS

&), TN, SR, fEOEE), T, Mg
CK (CPK) @ EHZ%#JEWK &9 5 Syndrome
malin GEMIEFERE) RHODLNDZENRH D, |
(5) HIJKD A2 IEIR, FEIR, EE - £
) KRR E O T, S620%, HFEWVK
OESNPHERMERAHND Z ERH Y, 228
MEARZEIC LV BBl s i = Le st X
NTW D, ZEFIIREIR & 2 = L7 IER O FIiiE,
BRI E DIRK D L 5 7erik 2580 o 7o
BIRHE ST D, BFITIIAA O ZER I IE
AR OMEIRZEZ DWW T LA L, HEHEOE
iR, Wik OBE, SATEEEARZ E O FEIC
EFESERVWEIEETDHZ L,

(6) LA R S3E RN U RIREENIR A2 & 5
EINTe =%V IRBEFIZBWT, SRR
(I N 2275 0D 7 B8 25 0D 4 L2 AR R 72 0 B %
BZH b b, FEcF vy o 7L a
0 IEFIRAE), 9T ER TTIE S oD 1T Hh il A8 R A
WESNHTWDHDOT, ZOL ) RIERNBFER L
A, WESTEREE P IET 5 7 Pl
RAEEITHIZ L,

1.7 [FIFE A bl —

16

LS




& 1.7-2 RERM&E—EX (5)
— g #94% #5 75 2 RV — LIERIEKEY g R¥y—)LiEEE
3. MEMEA 3. MEMEA

FRLDE

=
T

AFENL, D ARHIEESE P-450 I L 2R %213
EAEZTT, BITRPICREILED F FHE

BHREE (BRISEET S L)

HeH 4 BRI - | B - fEBRIA T
8k
BEEH 26/ | MEKTS | FEEH LT
ERAE S BHND | IERVA, AH
LB D, EOPERIZL Y
R AR R 5RO
FREMEDRE 2 D
b,
T a—)L PEFRER Y | BT IEI 6502 T
W5k | XV, AH
TN d | EopERIcEY
5, fr e (R 0]
FHEMEDRNE 2 D
b,
Tz FT Y| KAOER | AFE ORI
VRIEAL, T | DWW T D | Kb EEFOE
07/ VR | BEARD | ABERTE
A 2o EFNRH 5D,
Pii—x% oV | OxxxTY | BWERRICBT
VAL (VR K| T, 4, % % Bl FE (X
SNy Hiay y | EEELE ORI | 16.8% (66 $1/392
H, HRET7T < | FEREA | 6) Thoiz,
ZYv, Rax | $52En
¥ RX) H5b,

b,
GHEEE (BFRICEET S L)
HHI4 & ERARSELR - | W - fEBRIE T
& A 1E
WFFWE | DAFRY | BF A UEER
FENMLTE | 7, OR% | 20 LB
PEi = D 38 | ORMERD | SNDFEHE D
Al WM+ 52 | fFHICLY, X
VAFUU, T | ERDHD, | FHDHNITWT
~ AU | ZDX Y| D OEK DR
[L73i LA, DR 53 W6 53 8
AFEWE | L, B27U7T
THZ L, T UAPKET T
LI EDRDHDH,
BHFRA TER 3 H58 | BEFIX 52T
73— TAHBZI | X720, AA
N b, EOPERIZL Y
TERHE 5RO AT B
HnE 26N
2o
KRNI U #is | BRAIOER | AFNEL RXIv
batl NEFHT 5 | (FEEETHY,
T ) FTTV | BEAKS | PRI XY WS
VREA, TF | B, HloER AL
u7x/) % THEENRD
HE|, A honm %,
773K, Fv
Y Ky
Lo —X% vy | DR¥FRY | MEICENRHE
A 7, %%, WMEHZEND
LA RN, fi= | $EELEOR] | 2,
VLA, T | MER DR
2RI, TAHZEN
Fr% R b5,
TR IR,
L XY U

e, v =%<
8
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77 2 RF VIR KT

21 REyY—)LIEEIR
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4. BEFA

LR KA AS—F 0 Y VR EE 8 &
L 7- [EREILERER (H AN 83 il % & EoifiiE il
539 f5i]) \ZBWT, 223 BllCAKIRBE STz,
223 B, RIEH S S RERFIET 141 4
(632%) Thoi=, ERBIERIX, HIR 76
5l (34.1%) , HE.O42 6] (18.8%) , FEhMH:D
F 1841 (8.1%) , HERL 1561 (6.7%) , 1
MR 12 6] (5.4%) Thotl-, £77, HAEA
HEHTIX, 35 BHCAKIN RS Sh, BIFERAR
WA SNTIEFNT 21 61 (60.0%) THoTz,
FARRWERIE, HEIR 15 61 (42.9%) , Bl 7
Bl (20.0%) , {EFL4 5] (11.4%) ThoTz,
LR RAPERA A= Y VRBEERR E L
- ENERR SR GREER] 112 #1) TiE, 56 1
AR EE S, 56 Bild, BIER S HE
SHIEFNL 34 B (60.7%) ThHotz, i
BIERAE, BUR 13 #] (232%) , VAFRY
7 64 (10.7%) , 6l (10.7%) , il
6 Bl (10.7%) , BEAI 3B (54%) , F#
PED F 341 (5.4%) , BENLAHEARIIE 3 51 (5.4%)
Tholz, CERRHFER)

(1) EXRGENMEA

1) BRAER (0.1~5%A) : fiJko g
FIERS S 5 Z MDD T, 2O K&
I IRGEITIE, R, RIS P IR
I N s I

2) WIE (72%) , B, wAR, &L (0.1~
S%ATE) , WE EEEARY) 4R (Fi
R, 28, FAE, sl MERH b
HZEWBHLHDT, ZOKHREAITIE, HE
i ERIET S LI, HEIZSE LT
B A AT 57 & oMy R0 E 21T 5
Z &,

3) BMOEGRE WEERHY)  AFIORE
BWESTF IR XY, BYEEREREND Db
ZEMD D, BEETHITATY, BB, EilkkE
OB S, SEOMMEE, FREEES, b
TR, SR, @ OZEE), FIT, {E CK(CPK)
DOEFAENS L ONTHA IR EEEREEED
JER T B FREMEN B B 120, FHH5-1%, Wi
L, &H, KOOSO 20EZ21TH Z
L.

4. EIERA

FEPRARER  FRAER 490 BIh, RIER (FRRMR
O REEB 2 5T) DEINTDIiL 257
Bl (52.45%) Toh iz, ERFIERITER 96
7 (19.59%) , %% 58 F (11.84%) , Hi»48
7 (9.80%) , HESADRIEL 41 (8.37%) HT
Hoiz,

i A RER AT - SRASER 3,212 B, BIFERD
W I 1,041 B (32.41%) Thotz,
F A EIWERIIMBER 468 1 (14.57%) , H.l> 150
T (4.67%) , %% 136 1 (4.23%) , W&A: 73
" (227%) HThot, (FREKTH)
(1) EXZEIEHR

1) ZERAOMEAR (0.1%A5) : AIIKD 724381
MERAH SONDZENHDHDOT, ZOLH7%
LA, JE, REESUIEG P IS oY) A
W ZITH Z &,

2) Syndrome malin (GEMEIEBERE)  (0.1%AKm) -
AR OB ESUIP RIS LY, EEEER
NHOLDLNDZ ERH D, BEEHIITITV,
FE, EakbEE, EHES, SEOMEHE, K
BhEEOES), WeTNEE, SR, MEOZEB), T,
MmiF CK (CPK) O EHERH L bNHEIC
IFEMEGEREOEIR TS 5 /RN 572w,
B&E%, WL, BEH, KOS O#EY)
TRILEEITH Z &,

3) A% (5%LLE) , =4 (0.0~5%K0) ,
AE (0.1~5%K00) - KR, EM8, BAEN
HHEONBEZENHDHDOT, ZDL D IRERN
O ONIGAICE, MR TR 2RI 5
E LB, MBS CHURMREE A T 5 7
EOME 2B AT Z &
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= 1.7-2 RERMR—EX (7)
—RRE BT 735 3 RTY— LIEEIEKFIY A1) REy— LIRS
(2) ZnHhnEIERA (2) ZnHhnEIERA
uTwio@rm%%bm_ ZiE, SR uTwiofM“bm:&)Ebﬂt 2iE, EAR
W05 UGl 2R auE #1795 = W05 UGl 2R auE #1795 =
[ 5% E 0,1~5% | SRR 5%LA 0.1~5% 0.1%  [BEHEAR
[ BUE P BEUE TR = A A B!
R & TLESE, 7 LLNERE, Mk | [Heds L [BEBRNE, HEANONE
— MR &%, % H|RBE PR, MR, 8,
VELE, 3898, & (5, LEEER,
W - Bk WP 55, ﬁ%r CK (CPK) H s
EA W, TR, WA, W, RS B (B, N7, A TR R RO
HE R A L ;w“ E TR, R Y R LE
AKX - oK R RIS, D 1, A AXXUT, R
FEAEE R | (31.9%) ,[F, EEAEE, |h=7, B I, 1A, 9
CrEEY BENE, JBARE, MEUTHE, R iRk, SR, SHE
EIR IR, FofEbass, o, SEEE &, 1EARD,
(7.5%) &R, $f, R, &, I47m B D BRI
CAXRVT, AKX A, F'75‘ I B SHOX, OE RN,
AT B, BRIV, B ), TP A A E
PR F Y, IR G, A IE, 1ETY, M
DEY, S—F R, K PR, B,
V=X AOHIEE H HH
EREETI KNSz, MR I T ik GOT &, GPT
&3 i, EJWE&JEE 5, LDH L&,
EER R, B, ﬁﬁ”‘%, (232 -GTP k5
P, ARKE Lo, B i ik VT F=
W, HKT v A
M i AR, BLAE, AR Wb, & | (i R BRI |3 fER AR
% WE’JF%?ULL,‘ Oy, b, s
BRIHE, AR, Iﬁzlaﬁﬁ%ﬁ, etk o)
M ORZZ, sRGAlTRRER, BH | (RS 5 GETR, MR
PEREEL, #15 S&HHE, e (I S BE
oy, SE, RUTAEE) , /| [F o oo Ty PER, IRE
f:E’J %%%EE z?fn%! AU, HO
N T, SYUWILE, TR,
ﬁﬂiiw& &, RRY lﬂi, CK (CPK) bpm, &2k
= BT, £ S, mvE, SR e VTS
; i, DR D 55 2
EILE L EER AR, HEERA, HE - 7% N
(17.2%) Iﬁm W, i, s | |[) P R ATA T BRI LTS ”f‘ c
s RE, B, B, o vox| | |1E BESUIRE & Uk S Sl ) R R 21T 5 2
(6.1%) P&, AN, NaH:, L,
IR, IEER
[T N
- -GTP -5 A e S
(AST (GOT)
F&, ALT
(GPT) L4,
LDH | 5-%)
A = rea
VR, A
BTV
1=3
N i K B i |55
I Bt EE, EEEMINOETTE, (K
WS A, Lo AN
AR, DRI
WADR i DREH, HEPRBEE], R & QR
EZ
R 4 ﬂér@;&ﬂi PEEliln, T3]
B i I)ﬂz &, MY eV T D
N %F_’Z, Syl
B, EnfE), 12T
v, OB
BETER P10 [ e, i
7, Lol
UJ
) WM SCGER O - 7 m—UEE 0.125mg,
0.5mg WA CEICREINTZHLDOTH DO
AR,
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= 1.7-2

REEMGE—ER (8)

77 2 RF VIR KT

21 REyY—)LIEEIR

5 BEME~DOERE

(1) 65 Ll Eomimg CHEEmmEICH L, SR
LEORMIEIRORBBEENEL 2D ENH D
DT, BEOREEZBRE LA OEEICRET
%L, FREORBMIERD B b b HEI1C
X, BRI G AL TS L b, MBI
I U CHURS R 3R 2 95 7 o) 72 il
BEITHZ &,

(2) RANIEIZIRFUICREAAED F E PR S
DN, T CIEBHRENMETL TS Z &
MDEHNDT, BEOREEZBIE L7203 EEIC
Beh4oz s, [ 3EyHg oESM]

5 EEE~NDKRE

FEARRBIC BV TEmE ICOR, ZREORIE
HOREBR S NMAMAZD 5N THLHDT (R
PEFRBRIC I 1) B FE B 120.5% (42 41,205 %1) ),
BEOREZBE LN ERICKRET S Z
k. B, TNHORWERRH b IzGAIC
W, WEXIIEGERIETHEEBIT, MBI
I CHURE AP 3 2 FH 9~ 2 Sl U) 2R LB 21T 5
&,

6. iR, ER BRIRE~OEE

(1) fEIF FIEIR L WD ATREMED & 5 A
WL, B LRz &, DERFP O AT
HRERRERA 72 <, REMIIMEST L TURuy,
B, B (7 v b)) RO AENER
BRC, WOZENPHLNTND, ]

1) ZHAELOT—HKAHERER (Segl)
(2.5mg/kg) T, MiET0 T 7 F U REDIKRT
IZHESSHITRFORTRRBD LTV,

2) @B HREAE (Segdl) (1.5mg/kg)
T, &7 0T 7 FUREOK IS ALF
TR DB HBRD BTN D,

3) JREEM K OV L W & 53R (Seg D)
(0.5mg/kg LA E) T, i7" v T o FURED
KTFIZESS HARKEOK TAFED HiLT
W5,

Q) BT OIF NTITHRET 5 Z & &dtlS,
LEAETRETIHACEELEZPILSED
&, [ MzBWTT BT 7 F U hrind i)
T5HZERWMESNTEY, Hitowa I+
LAREMER D D, ks, BiER (T ) T
HHHA~BITT D52 ENBDOLNTVD, ]

6. 1iF, ER RIBE~OERE

(1) BRI SUTIERR LT 2 BT REMED & 5 fi AT
i, &ELARNZ L, DHETORANIET S
fERARRBR S 72 <, LML LT, 72
B, 3W (v ) 2RO ARREAREERR
T, WO LEDBBEDLILTND, ]

D) ZHEAELE N —BAEMERBR (Segl)
(0.5mg/kg) T, HAERKEOK FARD BN
Tn5,

2) BRI 53 (SegIl)  (0.3mg/kg)
T, BRAECETHRBED LN TNES,

3) HEMLORAHE G HKE (Seglll)
(0.5mg/kg) T, HERKEOK FARD BN
Tn5,

Q) BRI O AITHEET D 2 L EEHT,
A TRETABAICIRALETILEE S 2
Lo [BER (F v b)) THHFR~BITTD
ZEnRHESNTNS, ]

7. NERFEADERE
IRHAREN, FrAER, IR, PRGNS

7. NERFEADERS
IRHAEREN, #rAalR, LI, ShEG3/hEic

KT DEEVEIMESL LTV, (BEHRRERDY | 33 22 RMEITHEL L T,
72\0)

8. BEHRE

(1) FEfR

AROWERGICLY, B, g, BEOHE
#, EENRZ, OF, B, (RS OREIRD
BN TEIND,

(2) ALE

FEAEIR Y R S N7 58 1T, FURMRTE &K
BExEBEST D, £, BUEH, EEROMLEH,
iR O SRR, DERE =¥ —F 0w ) 7240
BEE b, —RORIFRERIELZET D Z
&L B, MEBHTIC & D= TE 2,
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77 2 RF VIR KT

21 REyY—)LIEEIR
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9. ERLODEE

FEHN A AT

(1) ARANIRBERAICTH B0, Hofzb,
N0 LARNWT, ZOEEEFICRTTS
EoEETs2 &, [(RAIOBRRMEDN Kb,
WERE LD BENRH D, ]

(2) PTP @2E DAL PTP > — b2 HED L
TRHAT XL H5EETHZ L, [PTPV— b
RBAEKIC KD, BEROELATIS RIEREA~TIA L,
T AR - U CHERIAR SO EE G
BHEZ 92 Z e nmEshTnd, ]

(3) AFNTIRE DRBEZLZ TOT W2, IR
EANC PTP ¥ — M HH0 B9 KL H4rEd 5
Z,

8. WRALNDIE

FRAN A AR

PTP WHEDHANLPTP > — M S HY L THR
A+skofREdTHZ L, [PTP v — FOREK
XD, CELATHAREREA~HAL, B
IREEALE R 2 U CHEBIA R SO REE RS IHER
PERT D EnmEI TS, ]

10. Z0MDIEE

7 v FOBASEERER (24 - A RHRESS)
28T, 2mgkg/ H UL RO G & TR
OHEMABME SN TWD, 271, B MW
TARZGLH N —F Y U L gt &
O BIEME LR DR Do T & DR RFBRAEL
ADRHE STV D,

&%

WA 2011 42 4 AT (35 1)

WA 2008 429 Azl (85 7 W)
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* 1.7-3 EERMSR—ER (1)
— kBB 0E=—n—/)LiE#iE ATy
B L% 78025 mg, L& v 7HE 1 mg, F1 3% — UEE 0.25 mg, /3% —/LEE 1.0 mg
R 5E

L% 7HBE 2 mg

ek TS5 e A AT T A RS 7 7 A PRt
AZBREHARB | 2006410 A 20 A PR—% V5 1999 4E 6 H 16 H
BilfEER
BEEEA PR—=F% 2 P 2009 4E 9 A
JBIZE B
\
R L A BB,
| —\wins
H 0 ’]—NH CzH _CHs
P . .-'N N—CHZCHZCHZ*N,\CH
oy - X
| ) H
T - ﬂ/‘: 0 - Hcl H/
3 N, %, M
HCHz
CH2CH:=N (CH2CH=CHz) 2 !
HN
7 g4V a— MEE e
VXY 78025 mg : 1 EPicr = — i | BNV — LEE0.25mg : 1 SEFIcH~ LY v
st 0.285mg (2 E=m—/L & LT 0.25mg) 0.25 mg
BE -8 | V¥ 75 lmg: l SEPICn B om— et | A3 —/VEE 1.0mg: 1 SEFFIC A~ > 1.0

l.14mg (B¥=w—/L & LT Img)
Ly 78 2mg: 1 EPIC 1 B =1 — LRt
228mg (mE=p—/L &t LT 2mg)

mg

ShREX L3
e

IR—=F ) R

IR—=F ) R

F T HA 9

BT T MR

Eu T s F ot FRARE OMRRIALE
ME L LARWGEAIZIRD)
PERRPESLIT /> Wil

ShAEX L3

PR—=F 2 Y IFRIRRICBW T, ERARIFIOIE

RICEEEY FENRD A0 UIRABFEICER H D &5 2
5ERALD LNLBEDOHIIEETHZ L, [ THERK
FE AHNEE] KO TRWER ] omES ]
WE, AR = — L LT1H P e A 4]
0.25mg, 1 H3[E (1 H&H0.75mg) 2HAfsd, | @F, MAZIEI~ LIV & LTl HE
AT HEL L TO075mg T8 E L, 4 | 0.25mg bk, 23 EICIE 1 HE% 0.5mg &
WA BE%Z 3mg & 95, DIGRBBIZEL | L, DGREEEELANRD, 1 HEEC1 H
RRB, BENZSL, 1 BEELTLSmg T2 | & LT O0.5mg T & L, HEFFRZ ED 503,
TEMU EOMBTHEL, MR BE¥ELR | ZEAEIX 1 H3mg &35, WThosED
3~9mg) ZEDDH, WITHOELEREOLES | HAb 1 H 1 EEIS#ROEET 5,
H1H3ENCST., BROFEE5T 5, FLH U E
RE, Flm, ERIC K VBT 2, vy | @ e s F PRI E
sk B U =u—/Lt LTIH& S mg 222N\ & | B a T 7 F itk TEAERE OMERY LS 2
= +T5, WEE L LR WIERIZIRD)

WE, AT 1A 1E (RA—WH) SREk
Ageh& L, 1~v=a ) & LT 1 [E&E 0.25mg
Noiad, DREBRIEREZBIE L b, i
< &b 2BEML EDOMRT I [E&E% 0.25mg 7
OWE L, MERFE (BEYE 1 [EIE 0.25~0.75mg)
EEDD, I, i, FERIC KD EEHEET
H7%, 1O ERIT 1.0mg &7 5,
PEARPEFLIT 53 WA

WE, RAIZA~Lra Y b LT 1.0mg &
BB 1 FOARERICHAOKRET D,
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# 1.7-3 FRERMS—EXR (2)
— kBB 0E=—n—/)LiE#iE ATy

BZERUHA
=IZEET
SHERLD
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DR, EABEHER Bl WEnks) | fEss
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MO T A EEEBETH L,

Q) —IXICZERERERE ST BV THELL, RS D
THALERER N Z < BT 2 ATREMEN B D 72,
BHRBENLEE LV,

(1) ARFBEIL, LEISBHIE L, HEALZRER
(EoL, Wark5E) , ME% OB Z 2170,
BEEICHREE CHET S Z &,

(2) N—=F Y URBEIZB N T, KH O
& - PUERRERGEE, WRTsZ 8, [K
Fl OB AW E L P I XY, HEMEEGRE
(Syndrome malin) "®HLbLNDHZ ERH D
( TRIEH) omEzR) . ]

(3) FERMEFLIF W oMBNI R 53 D BRIZIX

BE e 1% 4 e AN OB G0, FER, HR
, MESENEE LR, 572528, £,
fEIRBH%E 2 BURNICEEGETHZ ENEEL
W, % FRCRE5YA) 1388 41T
VW, BENRRD bNSEAICIE, BERAE L
1752 L, EEICBWTIE EH, W, &
WAHRIEREN D b bt OHRERH D, ]

[
of

aBa
=K

BT IR O 22 N ZE 38 PO BERR I OMBEARZGE N A B D
ZERDHY, FRERMMERIC LY BEIFEEK
PRI LA HRE SN TWE 0T, BFEICK
Hl D 225 Y IEHR J OMEIR 2 (2> W C L < 3
L, AFIRAFIZIE, BEIEOER, Mok
1R, MFTEESARE L5 (EEICEF IR0
ForET &, (THEBEBREARMER] &
O TRIEH) ©ESH)

=2
[

22 (RO

BEIII

HLZ2NZ
&)

22 (ROBEIZITEELRNZ L)

(1) ARAHIDRESY TRk UIBBOE DR D H 5
B

2) IR TR L CW A AREMED & 5 I A
( Ttd, pERR, RImSE~0®& 5| OESBMR)

=® =

BE KROBHFICITEE LRV L)

(1) ZARAFNKT VIRBUEOBREREO H 5 BE
Q) DT I—REICL Y, DIERRIE, O
FpATEN IR K OV Z 4 B IR 9 Be22 % o Dl i
DIFENHER I NTZEFE R OZFOREFOH 5 A
F UEREZEL ST BENNSH D ( [EHHEZ
EAMEE] OESMH) | ]

(3) MR FHIEDBE [FEEHICRS, i
M, GDRFEME, SIENEBTH2EBENRH
%, ]

(4) FEEMm MO BE [FERMICRES, M
FREE, DIERME, SERREAT I BZEN
H5, ]
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—RRO R A OF=—n—)LigfgE ATy
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1. BEHRE ROBFITIEEICESTSZ
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(1) 417, EHEEORBHIER UIZ S OBEE
Db B BFE DERDSEESIFHI LT <725
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Q) BERLEBUIZOHREREOH 5 HBE
[(ARFNIEBER» D OHBIR T2 9]
MRS B, ]

3) IR EIEDEE UERP BT 22 03
%, ]

(4) BEOBEE (FLT7F=2 s VT IR
30mL/2y Kdi) OHDEE [(AFNITEE LTE
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R IT 72 < BEMITFEL STV RV, 2R3,
MAEBENT % =T TV B BEICK LT, BT &
% AEFE OB, ]

(5) WEEOH » B [AAITXELE LT T
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1172 < ZaVEITHEL STV RV, ]
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(5) FEMR T DBEEREDOH L BE [ K83
VS RRAETIE D 72 O R A SLRE DJIEIR TH D
R, Bl RE ST AREERS D, ]
(6) I FAEERE [MFEERTRALND Z &M
H5, ]

(7) BERLMEREITZOMEREOS S B
# [HMECHRMEDHENH D, ]

(8) FHIRMEE N N L s ez L, 16
EIN L OERRBE SIEZRAE 2 e
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JEDHAEA KOG D Z LA Z 0, Fiif
OB IREORF I S fE A T 2 &0, BiR&E
WERkTZenfisnTtnsd, |

(9) HHIFESUTLTHR L TV A RIREME D & B ha A,
7272 L, =% Y UROBEICH LTIk E
LBRWZ ENEFE LW, [ e, e, #5
ImE~O G| OHEZMH]

(10) #=5Lim [ Miltm, PEbs, RS~k 5]
DIEEE]

N

(1) mifi# [ T&is ~ohb ) OS]
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HOWMY I EEIT O Z &,
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2. EELHERMNEE

(1) FEEMABR L e U<, AFlZ2E&TeF Al
Flfe G-H O ORI IAE, BRHEE ORE DL VDO
T, N—=F 2V VI B EFEIEIC O T
T3 7 i RBRAROEMO L & TAFI O
BBt 5 E b, BEMeTIZY 27 L
R T4y beEETSHZLE, [ [BER o
THZ ]

Q) AHNOEMEEE B W TLIERBFIER S S
bhaZ EnbdDT, ®EHT - HEPICLLT
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Mz 2k, [ TRIWER ) omEB]
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®) AIHRHEERE 7 1 5 7 F o LR
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90mL/min Kiwi) ~D#EIE1 H 1[H300mg
EL, AR B 1 8 600mg &3 5208,
HRICEE L CIXRIMERRBRICEE L, BF Rk
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BETH L, FRT, HEEOHEM. H2DWiX
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ERH D, AAIGEH | W35 er
BRI AR F v | R DD,

A4 %

BRI -« FE

B - fabRIA T

HBHIZEHARED
TR MualrE
BeH-BAE T
1T 5581%.
A3 i DN
Hlo H &%
T5HZ L,

J7ik
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(1 H 11E 2405 FIAGEAT) U 2z, b6 38 I B it e
EZDOMPETTF TF ¥ DAUCwu I FCoasld
e RE RN 00.90%% . 1°0.944% T d - 7219,

(EEERRRAE)

1.N—%2V iR
L-dopadE RIS —F 0y Uil 2w g e Lz
HE MBI 128 /5. 17660) 1B WT. AK#Hl
(36mg/H) X7t REREL., WEIFAMEE (FAS.
LOCF) 2B\ TUPDRS (Unified Parkinson's Disease
Rating Scale) Part Il (H #ZE{GEh{E) & Part 1 GEE)HE S
¥ege) o4 EFA 2 7 O (UPDRS Part I +Part A7 2
7)) ZRAFITAH B L7z (3£3)20,
5250 [ R &L i - HERR] - 12080, MERpiR#E © 4058
) o fkfe £ 0 P 5. 3B (14080) 12 B W Ty i SRl 1
®DOUPDRS PartI+MAF A 271X -65+x10. 1D F
(FAS. LOCF) Mo oh, EEGIZBWTHEE
L7280 2580 H 7220,

%3 UPDRS Part I +Part T 45t X 37 DZ{LE (FAS. LOCF)

UPDRS Part I +PartIl &5t B
BE5E#H |8 A7 TIRRICHTBE
N—ZR 741 > | R#EETHRE ZLE (95%Cl)
. 270+ 186+ | 84=
nFIF) 88 118 122 | 97 | 43(70~-17)
. 282% 22+ | 41% p=0002"
IR | 8 122 144 82

a @R = B
b WA K HE0.05 DR E

L-dopalif H#EATHI S —F Vv VB HEE R E LI
HE BB (168 B 5. 41260) 1B WT. AK#Hl
(36mg/H)ix 7o REILE L., BEFAME (FAS,
LOCF) iZB\WTUPDRS Partll ® &1 A2 a7 % #%it %
MICHEBICSRHE L. T2, AHloxa7od#Hida
Voo — U (15mg/ H) ISR LE S v LS
RENT(F4)22,

523 [ (I REi s - MEFRET 120810, MEFR AR [ 4008
1) o ke E P G- 3R (31261) 12 B W T, I ATl I
DUPDRS Partll &5t X 2 713 - 75+ 86D T (FAS.
LOCF) 25 b, BHIFGIZBWTH LR LYE
ARD H N2,

%4 UPDRS Part I &5t X 37 DZ{LE (FAS. LOCF)

UPDRS Partll 45t Bt FEH M
A7 FSEARIC| OE=O—Ju
BER P2 B o WYBE | dTE
Z 4 > | FH{EEF (95%Cl) (95%Cl)
. 258+ | 149% |-109=
BFIF 164 06 | 106 | 81
%6+ | 211% |45% | 04 14
75K 8 | 500 | o | Ton |87~AD | (32~05)"
e e s o PO | p=0156
HE=E=V 65 | T | 4 | 87

a @ TR = (R 2

b o WA EARHECOSDRE (S i ic L %7 IR Zue = — v
L D)

c Lt~ —Y 25

2.HERML X NL ALy T RIERE

BV A ML ALy 7 ZERBEREE NG L L2
0 E ML EGRER (13E 3 5. 28260) 12 BT, AANX
7T REBE L., RMERIIRE (FAS. LOCF)IZBWw
TCIRLS (International Restless Legs Syndrome Study
Group Rating Scale) &l 2 2 7 Z#FHAMICAHEICY®
L 72 (FK5),

5238 M OH SN - SEM. HERHER © 448 1) ke
R 5 (18481 12 B VT, RAIBS-I1C X Y RAEHE
fliEF 2B BIRLSEFI A 2 7 O LEIZ -104+9.1
(FAS. LOCF)TH Y, BEL7=WPER LD,

%5 IRLS&5 X a7 DZ{LE (FAS. LOCF)

- 1Bt

AL E —7a

wse | om IRLSBEFAIT" | 5 4349 52 (95%CI)
>S4 | SmEE = 4.5mg 6.75mg
233+ | 90+ |-143=%

45mg/H 93 53 33 89 ’s .

675mg/H | o1 | P20E | 81%AUOE] (53-03) | (56~06)

. . . _ b — b
o | g5 | 231% [115% [116= p=0030 p=0016
49 | 87 | 82
a o I = BEE A

b o WA K005 D thi e (B TN & VW 72 AT C X 5 75 £ AT
L DOHR)

€35 F-35)
1LIN=F% 2V U REBEMETIVICKT 21EH
()MPTPHERERKEEAR
FTH512X Y. MPTP(1-methyl-4-phenyl-1,2,3,6-
tetrahydropyridine) Ll 2 € < —Fk v MIZBW
TETFLAESEBEOMME R LIz, B, #EB)
eI L TR B2 R Lize Shoowhh
B RARER TH - 7220,
2. fER#F
(RN ZREICKHT B1EH
FTRTCO KRNI VEZHEERSFTZ A4 7 (D~D)ITH L
TRV GBMME LT T= X MGtEZR L7220,
2)RINS > ZBAEFBIER
AW YEGIZ X Y, MPTPH HI NS IR EA SV E
FIW(T 7 FHFN)ITB VT, 3B~ o i ] &
BEFHEFE L2, W2, MEFIVIZBWTA %
JHO TP 512 X 0 . Z ORI R R L7229,

(BB IR 2EEFRmE)

— i
b4

ik

Y
5T

L 7N

[

7 F ¥ ~ (Rotigotine (JAN) )
(6S) -6-{Propyl[2- (thiophen-2-yl) ethyl]lamino}-
5,6,7,8-tetrahydronaphthalen-1-ol

OH

o0

Ht~ kB oBKTHb. NN-YVXF NV FIL
A7 I FIHETRT L, 28 7= (995)I2%%
IR, RIZIFEAEHEIT RV,
94.0~100.0C

HSC
CiH:sNOS

31547

(BRWL EDFEE)
(T2 TRMENTIRET L &,
QUNEOTFRUCHO v, BiRIZRL R nE I A

BT HT L,
(B%#)
Za—708/Ny F2.25mg : 708 (14 x 70)
Za—78/NyF4.5mg . 708 (1 % 70)
—a—70O/NyFomg 708 (1 % 70)
Z—a—7"0/%y F13.5mg : 35K (1% % 35)
(EENXBMRUXEEE KR %)

FEE
DAIARIER] LB R GEMERER), 2012
2)Bird, H. : #N&EHR (5 v MBI B 5LiTHE4T), 2003
3)Port, A. : FLPNE R (R IR H 55k B%) , 2004
4)Port, A.  #EPVE R CBERRRE B2 5-380%), 2004

5) 4 REAN L AL EORE (R T 8 B O S TEAT), 2011
6)Jacobus, J.D.T. : IR (B 7 2 WAL B 288 5
SRR, 2004

7)Cawello, W. et al. : Drug Metab. Dispos., 37 (10), 2055-2060,
2009
8)Schneider, A. : #tNEE (FFEEIWMLEEIC BT 5 72 A ARG R
), 2001
9)Hansen, K. : #ENZE R (e b SULTS7-8 A 5€ 58055%) , 2005
10)Hansen, K. : #LN &R (& F UGT 4 T-HilH) & iREx) , 2005
11)Eagling, V.A.  #EPNEE (& T+ CYPZ TR [ 52 3Uk), 2001

(5)



12) Cawello, W. et al. : Clin. Pharmacokinet., 46 (10), 851-857,
2007

13)Botha, F. : #LNER Gk 2 75 V' — v L oM EAER), 2007

14) Waitzinger, J. . ftNERH (¥ 2 F ¥ ¥ L OMEAE), 2003

15)Duvauchelle, T. : #:NEB (F XY F L oMEER), 2004

16) Waitzinger, J. : #LPN& ¥ (L-dopalit &7 & DM EAE), 2003

17)McPherson, R. @ #: P& H (REIR IV E &V BEAE3E & oM HAE
JH), 2006

18) Sulowicz, W. : #LN ¥ # (B HERERE 5 032 %8), 2004

19) Kupcova, M.V. et al. : #: P& KL (B RERE 5 0 5228), 2004

20) ZJEF Y - AL E AR (L-dopadkb R /S —F ¥V Vi 11/
MAHERER), 2011

21) J A AP E R (L-dopadkb iR /S —F vV Vo 11/
T AH B9 o ke 5 11 P 55- 3%, 2011

22) Wil B 3% | AN E R (L-dopa b AT S —F ¥ v VB
55 MAHEER), 2011

23) I ERE A - AN E R (L-dopa bt HMEATHI S —F ¥ v Vi BH
£ MAHGRER Ok R 042 53k, 2012

2ERERH) HNER (LA ML ALy 7 ZREBREEE S
AHEER), 2011

25) FiGE 3% N ER (LA P L AL v 7 AEREERE BRI
T AHGRBR 0 ik foe 1 1 B 550 , 2011

26)Rose, S. et al. © Behav. Pharmacol,, 18(2), 155-160, 2007

27)Scheller, D. et al. : Naunyn-Schmiedeberg’s Arch. Pharmacol,
379(1), 73-86, 2009

28)Bulluzzi, J.D. I #ENER (S—=F 0V VIV EFTVICHET S
R, 1988

29)Bulluzzi, J.D. : fNER OS—F v YH IV EFIVICHT S
ABi2), 1990

XA
%Eiﬁﬁlﬁ WOMLNEFRITOS T LTS TRl Tk
2w

KRB SH EEERE Y 7 —
T108-8242 HTHRVE X V& FE2-16-4

S 2 N < N B 2 Ay
HEF 0120-189-840
FAX 03-6717-1414

EIRFETT
Q@ oz

Otsuka =x#FRERXH@EADA2-9

(6)
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—a—708 /Xy F 2.25mg
—a1—70 /Ay F 45mg
—a—708 /NYFImg

—a—70 /NyF13.5mg

FT18 (EPa—I)L1)  HEZEZEATHIEREY
BT E(ZEHT 15

1.8 g - xRl ., TRE-BAEl XU
[MfEALEDEE] RERML

RNFHERA R4

1.8 IAH3CE (%)
1



1.8  T%hee - R, THZE - BE] RU MERLEOEE] EERW ... 3
1.8.1 FENEE = SHR T DERTEIRBL. ..o 3
1.8.1.1 TBE R e 3
1.8.1.2 BRI e 3
1.8.2 TR - FIE L DFRTEIRBL. ..o 7
1.8.2.1 FIE m B e 7
1.8.2.2 BT ARIL o 7
1.8.3 MEALDZEE] DRI oo 16

1.8 IAH3CE (%)
2



1.8 Txhee-2R1 ., THE - REI RU TERLOZEE] RERL

1.8.1 [ZhEe - IR DRERH

N

1.8.1.1 Mae - R

IR—=F Y PR
BN D EEORRIEL A P LA L 7 2GR (PR IR REEERE)

fFIfORNEE - BRZ LUTICE#ET 2,
—a—7u/sNyF225mg, /Ny TF 45mg
s R—F Y PR
s EEREIND EEORRRMEL 2 S LR Ly 7 ZGEGERE (PR LR RESEERE)
=a—7nm/NyF 9Img, [/ NvF 13.5mg
c IR—F Y UF

1.81.2 ZEIRH

1.8.1.2.1 IN—F Y UfF

7 FIF U OFPEFHMIIE, S—F Y VR AT GUCEN T IEM L7 EPRERER 1 R
B R OV I i - Pelgoet FRGABR (16 A HICL T o 5-W1) 3 35 & OV i G- Heloet FRGABR 22 & o
fikfoe = i # Gl (52 W O G-HIR) 3 FRBROFE 7 308k & FF Al L 72,

L-dopa FEQFH RN — Y IR I3 1T 2 B & 5 bo i oeh GG I, 26 10/ 10 4H 3R
Q43foon) 13BrC, WXL, “HER, 77 LR BB E LCER L, R
e, 24301 MBI B AR (243]002) T, FEER, JRREREBE LT
% L7z, L-dopa ffFITEITHI S—F 2 v IR ORI 5 Lkt BT 2 3BR T, ZOWNRILH%
iR affoon , R afoo) cho7 243001 HBRITEELL,
TEER, 77U REIAT 2 BRaRR, 24301 R a, “EER, TTER
RO R B = — LA R LT AT 3 RER OB & L CEME Le, RIB G, 243001
Rip ok R GaE 43ffoon) ko 243001 HBr Mk R W% G 243ff002) @
2B, eI B L L CHEM LT,

243.-001 HBorFIF UKL OT T EARRED UPDRS PartH+II &7 AT DNR—RAT A
5 RASTHIRE A~ OB LB L O 7 v AR L D7 (FAS, LOCF) %% 1.8.1.2.1-1 {2 L7z,

UPDRS Part [+ & FHA 27 DO_X—R2 T A LG B EFHIRF~DO LR CEME + FEHE R )
X, B FIFURET-84+9.7, 7T BREET-4.1+82, BLEOHMZE CEMHE + EAERE)
13-4.3 £ 1.4 (95%EFXH-7.0~-1.7) THY, 7Z7EREIIHT 20T IF OB R S
iz (p=0.002) .

1.8 IAH3CE (%)
3



* 1.8.1.2.1-1 UPDRS PartI+MI&HRAI7DNELLERV TS ERBELDE
(FAS, LOCF, 243. 001)

7 “”X%&%ﬁ%@

TR R DE

AR ‘ =
it B 45 BHB 8 Ytz 95%f= 48 X [H

W2 FR ER

Fs T fgg Fs T %g Tty a

. = nFAF 88 270 11.8 - - -

D S - - - -
7 7R 88 282 122 - — —
nFaF 88 18.6 122 88 -84 97

Ie#kermey 0 43 14 70 -17 0.002
FIER 88 242 144 88 41 82

a MAIEE/KE0.05 Dt RE
<ERE S 5.3.5.1-PDO1 : F 11.4-1>

pfE

243 JJJ-001 B> UPDRS Partlll (A2 15) BFEA DT DR—2 T A 20 b B Gl ~DZAL
BT T EREEE D (FAS, LOCF) %% 1.8.1.2.12 2R L7,

UPDRS Partlll (4> f) GFFA T DNX—R T A 2 pbEHEFHRF~DZEb&E ( CEHE + iF
YlF7E) ) 1%, uFITFURET-101+9.0, 7T B RBET44+74, ZALBEOFERZE CEHE + £
HEFRFZ) 1357+ 1.3 (95%[EHHIX[H-8.2~-32) THV, 7T EHRHEICKT L 0T IF U HOEK
AR E N (p<0.001)

243 JJJ-001 B> UPDRS Partlll (A4 15) AFFA 2T DR—2 T A 2 b B i~ D ZAL
BT TR REEEDF (FAS, LOCF) %% 1.8.1.2.1-3 2R L7,

UPDRS Partlll (A > HF) BFF A a7 DR—2 T A B Kl ~D b & CEHfE + Y
W) 1L, vFIFHET-109+8.1, 7T BREHETA45+97 Tholz, 77 vREEL DELE
OREFZE CPHME + BEAERAE) 13-64+ 1.2 (95%EHEXM-8.7~—-4.1) ThHY, 77 wREH
THRF AT UBEOBEIEN RIS (p<0.001)

L-dopa FE(F 48— o v L &G & L 7ok R 1 - 243002 38R, L-dopa
OFFREA T S = oy o kb b Ui 243001 3Bk 0o 243 002 BBRIC I\ T b R4
B L D HMENR R S, THEITAE Uledr oz,

LEXY, Zhig - 2hRE—F 0 VIR ERE LT,

* 1.8.1.2.1-2 UPDRS Partll (F 2B @5 RAT7DELERV TS ERELD
# (FAS, LOCF, 243. 001)

I “‘”X;@ftg’m F SRR L D

Al 7 291 BhRE

K e . fEue fEdE 95%( HEIX

Bt SFEIE e Bl FE)E J A fE BE TR LR

&_x34yﬂif%¥ 86 281 122 - — _ B ~ B - ~
7SkR 8 262 104 - — -

pfE*

. nFHdF 86 18.0 129 86  -10.1 9.0
B HE A R i f 5.7 1.3 82 32 <0.001
FIEAR 8 218 124 86 44 74

a WA EKYE0.05 D t T
<GB 5.3.5.1-PD05 : F 11.4-1>

1.8 IAH3CE (%)
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* 1.8.1.2.1-3 UPDRS Partll (# VBf) AR AT7DERERV TS ERELD
# (FAS, LOCF, 243. 001)

N=AT A PO
A B

g P L pi omsie BE i

NR—z254 uwvFIFr 164 258 10.6 — —
~ 7R 84 256 104 — — —
- nFaFr 164 149 106 164 -109 8.1
S E\/ H~ o — N
RAGHIRY o 8 83 211 140 83 -45 97
a WA EAKAE0.05 D tRE (BT CxtbE W 77 7R & Digk)
<&RIFKE 5.3.5.1-PD06 : 5 11.4-1>

HEfE T RREEL DFE

BRG] BNt

e 95%fE K

wmE rp b PE

-6.4 1.2 -8.7 -4.1 <0.001

1.8.1.2.2 LA RLARL YT REEE

RLS (235 T35 DAL, PEEL EORFENE RLS #5205 L Lz 243]-003
i e O 243 001 BUBROBARIC S VTRIM L 7o, REBEGHEOH LIS T, 243]-003
B O R I 55T i 5 243 004 BB O i & R L 7= 243 003 38R K 0r 243 001
AERD IRLS R A AT ORX—=A T A U EAEFHIRF DL EXR O T T B AREEE O (FAS,
LOCF) %% 1.8.1.22-1 27,

243 J-003 FHERO EFFIIEA T D IRLS AFF AT DR—=R T A U h b R EFHARE ~ D24
b#l%, 77 BRRET9.8+72 CEYME + HUERAE, LATFEER) , 225 mg/HRET-10.7 + 6.3,
45mg/BRET-144+72, 6.75mg/HEET-14.1 +8.8 T, AR TIC LV MEHFEICEERA
BB TRENT (p<0.001) . £7-, I ERBEL 0FIF UKL DL, 225mg/HET
—0.9 (95%(EHEIX[#]-3.6~1.9) , 4.5 mg/ HFET-4.6 (95%(ZHHIX[E-7.3~-1.8) , 6.75 mg/ HFET—4.3

(95%EEIX-7.1~-1.5) THY, TR T 20 F IF 2 4.5 mg/ AREKL N 6.75 mg/ A B
DOEBAE N R ST,

243 J-001 HBROD IRLS £3F 2 27 DR—R T A 0 b Bt IR ~DOZEALRIE, 77 & RRET
~11.6 £8.2, 45 mg/HAET-143+89, 6.75mg/ HHET-146+9.0 Tholo, 7T ERFELrTF I
FUEREE DEIL, 4.5 mg/ HRET-2.8 (95%EHIXH-53~-0.3) , 6.75 mg/HHET-3.1 (95%(5#
X[H]-5.6~-0.6) THV, TR T L0 FIAF 2 4.5 mg/ HEEL O 6.75 mg/ H B OEHE
DIRAE S 3077,

RLS B # XI5 L LTz 243.-004 AR B W IR 512 X 2 G 20D sl <4, i34
Cphvoiz,

UIEXY, Ot DREZFEENSHEDO LA LA L w7 ZJEGERE (T B L RAEREMERE)
ERRE LT,

1.8 IAH3CE (%)
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& 1.8.1.2.21 IRLS A5t RaA7DEILERV TS REELEDE (FAS, LOCF,
243JJ}-003 mur 243] 001)
0 F 2 F R
75 REE
1.125 mg/ A 2.25mg/H 4.5 mg/H 6.75 mg/H
243. 003
EZiINAE 57 55 56 51
NR—2F A 22.8+5.1 23.1£5.6 23.0+4.4 233+6.1
b5 i 13.0+7.9 12.4+6.7 8.6+73 92+74
Pl 98+72 107+63  -144+72  -141+88
TR L DR - -0.9 4.6 -43
95 %1 #E X - 3.6~1.9 -73~-1.8 7.1~-15
pfE® - 0.537 0.001 0.003
2438 001

IR 95 93 94
R—=25 4 23.1+£49 233+53 22.7£5.1
&R IRE 11.5+8.7 9.0+823 81+79
2k -11.6£82 -143+89 -14.6£9.0
TS ERREEE DFE - 2.8 3.1
95% 12 1 [X [ - -5.3~-0.3 -5.6~-0.6
pfig® 0.030 0.016

a MIAEAKLE0.05 Ot T

Gty

WO 2 W=7 T 'R & DLilk)

<& RHFEE 5.3.53-RLSO1 : 5% 3-3-1, 5.3.5.3-PD06 : 3% 1-1, % 1-3 X 0 {Epk>

1.8 IAH3CE (%)
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1.8.2 TA% - AE] DORERNL

1821 R&-HE

e SR i

(==2—7m 8y F225mg, RNy F 45mg, [y F 9Img, [FE/%yF 13.5mg]

W, RAIZIEETFIF UL LTI A 1R4S mg AnSIE L, UBRRREBELRNS 1
HEEIC 1 BEE LT45mg 7 oME UiRiE (¥ 1 HEImg~36mg) ZEDD, 2B,
AR, ERICK VEEHERTEX 528, 1 H&EX36mg #8702 &

AAHNIE, LREEs, MEE, MIEE, B, KEBSOWTOIER 22 BE I L, 24 K
ARV B2 D,

TN D S ORRIEL A B LA L v 7 REERE (PGS L R REREMERE)

(=2—71/3yF225mg, [l7$vF 4.5 mg]

WE, RACIERFIF L LTI HLE225mgH BT U, UBREREBIELARNS 1
HEHLL EORIIEAE &I T 1 HEE LT 225 mg T o8& UERF& (BEHE 1 H & 4.5 mg~6.75 mg)
BEDD, 72F, Fhn, ERICKVEEHEMCTE22%, | HEIZ6.75mg #H R R\2 &,

AFENIIE, EREEs, MEES, MIEES, B, KEESOWTIOIER 22 BE I L, 24 K
AR BE R D,

1.8.2.2 EHZEIRM
1.8.2.2.1 IR—X VY UK
(1) BAfTEIER

AARANL OV A AR B2 x5 & U CEM S 7258 [HRER (SP717) 28\ T, rF 2
F o OMEPIREE, vF TF UM 2~4 BRI BA L, 8 FFE%ICT 7 h—ICB8lE#E LT,
7T bR EEII 200 pg/mL T, 24 KGRI Al A RET D ETRBE LT, 2oL 57
0 FIF U OEYTREEEIE L, BN CEE ST COBKREBR T, BEMEET 1B 1E
LERE L ST,

(2) BhifTBFRE

7 T 0T 24 FERFCHET A OK) 50%23 ik S K D ICARGGE STl Y, &G
LV MAERIBATT D72, 24 FERMAEHRREITHERF SN D, 2O &5 REYHEeD 707 »
ANEEBET D E, WHRERHOREIIRETH L, 728, ENEKRRER CIZAEE ¥ — %%
ERL, BEBEE A BRI 2 E D THRE LT,

(3) BL{TERAL
H A L-dopa FE0FH B/ X —2 0 v Ui RS 2 5P I C5ElE S 4u7- SP630 iR i, v

1.8 IAH3CE (%)
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252 18.0 mg/ H £ RO EFIRREIZ I T 5 572 5 B 5N COERMERED T 21T o 72, £ D
FER, HERERHE R (%5 27 KOV30 HB) OF —# & #HA Li254, HVD CHERER)
OF-EMEOFPHIT 13.95 (M) ~18.71 h (EWEE) , PTF (¥—2 - b7 7 E&E) O
1% 98.1 (EBE) ~127.0% (fIEER) TH Y, aFIF > o MmMEFHREIL 24 K O 5 1Ef
PRBRRYZZTE L TN 2 E DR ST, SP630 RBRODFER L v, WS CILE MRS, ENTIEE
ME iR Qa3 oor) 2o, REAHEBOLT EREE, JH, ME, MUK, B, KEEEO 6 »
e Lz,
L&Y, REfHEsAL 2 BRis, T8, MEHES, MNEE, B, KERMICHRE LT,

(4) wERAE

R U FREB IR O G- BN BLT 2 80, a7 & OELER R A HEE:E % K/ RICT
BIic, BEMEORMOHIRA AR ET 20ERH 0, 243001 B ci, PIlEAR 45 mg
HIZBW TAHFESFRIC LD P IPNIRGEHAISD 1 FITH Y, ZEVEIZKRE BT o T,
243.-001 B ORE R A HIT TN L7z L-dopa FEPFHREWIN—F 0V UREEEZ IR E LT
243 JJJ-001 FBR K O L-dopa DFFHHETTHI S — 3 > L &5t % & Uiz 243001 ST b 4
B &L 4.5 mg/B & L7ciliiiE a2 vy, wlEH&EE L CoZeMERHER I,

PLEDZ &b, N=F%2 Y U JRICBIT 2 AKOWEIHEZ 4.5 mg/HIZEE LTz,

(5) BERKRVEEMRF

W RRFOZ ARG L, HEE A O ERR AR Lo, £72, HRICX 2 A2 A
DOLEB AN L, e R OB R RRR 2 ki Lz, 243001 5Brcid, HmiE 4.5 mg, B9
W 1B & BOE LTSGR, RIS X2 DO 2B INSBIER Sy, T, ERRREEO
ZEN NS QT MR~OREITBD 6T, etk ERE RMEITan &Rl L7,

L-dopa FE{f R S — 2 > v Ll &G & L7z 243001 3B K O L-dopa ff IS TH1 <
=¥ A A G s Uiz 243 001 BT, HAMEREE A Té 5 UPDRS Partll, Part
m, #7#5R Q43f001 D7) iz, ARBEHICE O TR L, =%y LR
REUEE Lo Z &b, ARWEDTE N O b ElE 4.5 mg S UME R RIRE 18RI &1l L7z,
7o, HEME45mg, HERE 1ERERET DL, RRMERFARE TS S 36.0 mg/H £ T 8 jHfH
THEEL, HERMAR A VZREFEHETHLTT7 IF Y — VR 0n B =u— L Of K
RAEF TORERMRNA TN TH 8, 12 R THDHZ L2BE L TH, 8 BMHIELZ4 RHiHEY
[A] & HIlgT L7

LLEDZ EMD, /A=F ) VIR 2 AR O iR Z 4.5 mg, HEREZ 1 ERICERE L
2o

(6) EEMMIFAE
(@) L-dopa EftREHA/N—F 2V URIZEITHEEMME
243JJJ-001 FHBRTIE, 4.5~36.0 mg/H O H RIS\ T —EOIEHETHEBREH « DR

BARET AWEIC LY, FEFMEEH © UPDRS PartI+II&EF A2 7I2BWT 7T B AREE

1.8 IAH3CE (%)
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(X DN BRRES N, e, e F I F URETIX 9.0 mg/ HICEIE L& 5% 20EA XV,
UPDRS Part I +II &7 A 2 7IZBWT T 7 B RERCHT 22035380 biviz, #R s &% H
W2 BEEAIRIROS R OMRFTCIE, 9.0 mg/H & 36.0 mg/H O REMRIIGRIL, TNEH 27.6%
& 788% TdH Y, 9.0 mg/H THI 20%LL LD BRIEMNEI SR MERR ST Z & D, IEERMER
HAEOTRIZ9.0mg/H £& 2 bz,

RIS 7 7 7 A L Ofpgt, BlEEH R Z & © UPDRS PartI+II &5 A 2 7 OZ{LED
HeRe L0, FEMERELZ < O TR L & $ 12 UPDRS Part I+II4FF A 27 O L& &
OZALRNWA L, £-EmAE#E (31.5~36.0 mg/H) £ THEESNWHHRETIE, 36.0 mg/
HICESET—E L TUPDRS Part I+l A F 2 2 7 Db %2R LTz, E5I2, 27.0mg/H 282
THETHZEICED, WIDT20%E0B L 7o - BRE N DEF TIEHHBBO LN &
2D, 27.0mg/ HUL EORBE~EET 5 2 & OBKRNERI ™R SN, £, BRSNS
Prigesot FAGEAER O /3 S FAMRMT CU, B RMERFH B4 36.0 mg/H L 3%E L7 243.-001 R TIE,
SP512 iABR (e KAERFH R 13.5 mg/H) OV SP513 iABR (e KHERFH & 18.0 mg/H) L H7A2D,
HIEFEOFE\ 3 FEOWBRE CEILERER O T 7 REHCRTT 5B KED 5T,

UEDZ EnD, L-dopa FEOFHRH/ S—F 0V UIRICEIT 5 v T I F > OFERENHERH &0
R 36.0 mg/ H N2 Th 5 &l LT,

(b) L-dopa GtRETEA/A—F 2V URIZEITH5EMME

243 J-001 38R K 0 243 001 BRI, WP b r T T T 4.5~36.0 mg/ B O I RAGDHIC
BOWCT—EOLMECTHYRHE [~ OMFFH &2 IRET 2WIMEICL Y, FEFMERCTH S
UPDRS Partll &5t A 27 OZ{LEIZE N T 7 BRI 2 EEENREE S N, 7,
243JJ-001 BT, mF AT LFEROERMFR R VRFEREBE TH I = —
DR ED FIRTH S 15.0 mg/H £ TOHEFIH & v F TF 2 4.5~36.0 mg/H O ] EHiPH T
LV RE S LT,

243 J-001 38 K 0 243 001 MBRO 7 F T URETIE, 9.0 mg/ HICEIEE L4k G 2 B H
XV, UPDRS Partll A5t A 2 7IZB W T 7 7 B REEHIHT 2205580 bz, FIRKGHAE%
AW BAEFIRI OSSR OMETTIE, 9.0 mg/H & 36.0 mg/H O RBEYIRILHFIE, EhEh,
243 f001 BT 17.6% & 71.5%, 243] 001 BB T 22.3% L 77.8%TH Y, 9.0 mg/H THI 20%
D BAFERNE SIS FR D eRE S AL72,

243001 sk O 243001 FHBROFEBISIET 1 7 7 A N ORE, Bl RHDH L O
UPDRS Partll & 2 27 OZ{b EOHER LV, HEEEIFILIZ < OFBRE THEL L b
UPDRS Partll &5+ A2 22 7 O 2 b OV LR/ L, £lomMEd# (31.5~36.0mg/H) £
THY B S8R T, 36.0 mg/HIZE % £ C—H LT UPDRS Partll 53+ 2 =2 7 O 7R
L7ze £77, 270mg/ B2 B2 THET D Z LIZXY, ¥ T30%H I & 72 - -85 E 35860
LRIZZEnD, 27.0mg/ AL EOHBE~EET D Z L OFRRMNERDRIBI T,

PLEDZ &G, L-dopa PERHEITHA S—F 0 Y UIRICBIT 5 0 F I3 F o OFERERHER 21X
9.0 mg/ H ~36.0 mg/ H & ¥ L7z,

1.8 IAH3CE (%)
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(c) ==MH

L-dopa FEOFHFHI N—F >V 2 9H R OY L-dopa FFHEITHA N—2 2 > 2958 O [E N A b i xt
HERBRIC BT 2 A EFS LR 1.822.1-1 TR LT

L-dopa FE{FFH R S — 20 0 v L A kb G & LT Sl b teigoe BB (243 fffo01) 12
B OAEFRZORIEL, vF IFURET 86.7% (78/90 #l) , 77 HREET 72.2% (65/90
) Thotlo, v F IAF URETHIED 2% L2777 B ARRECHEE L T 1%L L@ f
FELL, BHEFOBOVIEIL, TEAR IO PGS, B, WEH, IR, E,
D EE ], RIRE, BAEGER, M7 L7 F o m AR —8n, B, &R, K
PEVARE, P> R ooBEEIN, PRGN, (RERD, K U D A, B & O T B o 72,
ZOOL, uFIFURTT T RBEHCHE U CRERN 5% L@ -AERESE, [EA
FBLOWE FEGEAER) , b, g, IR, (8, RS, AsELRTho T,
L-dopa ffAMEATHI S —F > v VB E 2515 & Lz mlE b i B o # &
43001 X243 001 1281 2 HEFLIIRIL, v F TF UHET 90.6%(231/255 1),
75 REET 79.1% (136/172 f5l) T olz, BF IF LEETRBEN 2%, o7 T+ Rt
IZHHE LT 1% EEio o T A EFEFERIT, BBLERO®mWIAIL, THE A L OV F &GRS,
AIRERZE, b, PAFxU—, TWEEE) , IR, Wik, W7 L7 FrRasdh—t
BN, RAKEGR, R, FEMEO EV, RO E, EE, A, EERTUR, BHiEE, B
ittt Th ot D H L, B FAF U TT T ERBHC I L CHIRN 5% L& 78
FHRGUL, EAB LW PRGNS , B, YAZxY—, TmREkEE) , R, g
HCThotz, nFaAF ULt = — OB TIE Nl X O TREGEARIG] Lk
DEEFEG THEFEORBIRICKE AT R0 T,

L-dopa FEOFHEMI N—F 2V 2 L OY L-dopa PFRHHEITH N— > Y IR O ERIRRBRIC IS 1T
%, BRRRAE, A 2B A L OBRFNCENT, BEEIHOLETEOLEIINE o7z,
U EORER LY, REWOBLED D bR KHERHRIL 36.0 mg/ A & Hl L7z,

1.8 IAH3CE (%)
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£ 1.8.2.2.1-1 L-dopa FEBFRARE/S—F >V UfFR U L-dopa HHREITH/ \—F
UV UROENERLEERBRERICE TAAEER

L-dopadEfif A L-dopafif- i
STV AT S
nFIFr  TTEBR nFIFr  TTER
SRERIRHAE (n = 90) (n = 90) (n=255) (n=172)
FAGE (MedDRA ver 14.0) B % Bl % W % Bl %
o= 78 8.7 65 722 231 90.6 136 79.1
MiRE LY X REE
2 1 1.1 5 2.0 1 0.6
H kR
G 21 233 5 5.6 42 165 12 170
Mg - 14 156 1 1.1 20 7.8 3 1.7
15K 12 133 5 5.6 11 43 3 1.7
=S 3 33 1 0.4 1 0.6
HE R A R 5 2.0 1 0.6
R, 5 2.0 1 0.6
— % - RHEER L OGO R EE
HHB L O TR GRS (EAEE 43 478 20 222 154 604 35 203
A PR 2 22 2 0.8 4 2.3
JEYHE B & OV A BUE
SLHEE % 11 122 15 167 46 180 26 151
BE, PFHBLOLEATHE
RE i faf 5 2.0
R R A
A7 L7 F ok AR FF—E 80 4 4.4 2 2.2 12 47 4 23
{RE R 2 2.2 3 1.2
R A B 2 22 2 0.8
M7 R o RN 2 22 1 1.1 2 0.8 1 0.6
Rtk L Ok E
BRI 5 5.6 12 47 3 1.7
KA ) U AiffE 2 22
BB L O ALk E
B 3 3.3 1 1.1 6 2.4 6 3.5
PR R E
VAXRT— 1 1.1 39 153 8 4.7
FEIED W 4 4.4 11 43 3 1.7
SRR 2 22 9 3.5 3 1.7
IRNEPED F 9 3.5 1 0.6
bRl
MRREE (RAEE 7 7.8 28 110 9 5.2
TR 13 144 4 4.4 23 9.0 3 1.7
AIRIE 6 6.7 2 2.2 6 24 4 2.3
BRI SR, ISR X ONERm R
IZ ik 2 2.2 1 0.4

<5.3.53-PD02 : % 2-2-10, % 2-4-10 XV {ER% >

1.8.2.2.2 LA RLAR LYY REEE
(1) Bh{TE%
IN—=F 2 IR OB ES A S (1.8.2.2.1(1) , 7238, RLS OIEEIKE L TARINTWS

1.8 IAH3CE (%)
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RS2 U BIREEBNIR (77T 2 3% Y —)L) 1F, RLSJERD AIR~DEE Z[E L TR B 5H
RSN TNDZ e D, LLFICAKZ 24 B2 2 L OBERICOWVTRT,

Er ISR 43f001) I RLSJEMR OB, RLS FEROFHEIFR, AR ik E4
® RLS FEROF A BT L I2AE R, EEEO®RWEBRE ORL 6T, < OWBRENY 7 - K
MILIAMZ RLSJERZHE L TWD Z L 2GR LTz, N—RA T A 2RI 5 RLS JER O R
eI, 772 RBET 77K, nF IF > 45mg/HRET 7.3 BEfH], 6.75 mg/HEET 6.2 BRI TH
0, 7T7ERBEHCHE LT, vFIF 4.5 mg/ HEED 0.4 IERE], 6.75 mg/ HEEDS 1.5 BEEFED >
oo HIEHEE - AERA ) 13 08 B ORI IE, 777 B AREEDS 3.6 R, 4.5 mg/ H £ 2.8 IR,
6.75 mg/ HEEDS 1.7 FEH Cdo o 72, RLS SEIR O RFEREH DX — 2 T A b H Y - HERF
13 A ~D02bE CFE + BEEFEZE, URREE 13, 778 ET-41+£50, nFIF
45mg/AMET—4.6+48, 6.75mg/HRET45£45THY, TRXRTORETR—RAT A ZHEEL T
IR IR Lo, £/, nFIF A HERETIE T 7 BRI LT 0.5 R AT 0.4
REREEAE L7, ERLoO FIgRmRiRfIE, RO B 2 0 Rl & LC 7 HM O AR LT
WAHTEDHIZ, RLSFERDBFEEL L TWD HOAZ XIS & LR R AR Lz, £ ORER,
R 2T A D AR - MR 13 B ~OZ L&, 77 B RBET-3.1£4.7 FF[E, 4.5 mg/
HEEC-3.7 £ 4.6 B[], 675 mg/ HRET43 £ 44 THY, T RTCORERETR—RAT 1 (T
Fels U OB R R R348 L=, F72, 45 mg/ HRER D 6.75 mg/ HEET, 772 ARERCx LT
FTIET 0.6 FEE S OY 1.2 IRFFE A L 72,

IEXY, R=RF A ZH UTHERN - #8413 BB T, v Fa3F o SMEFIT
THH 7T RBC e U P R RER 354G L 7=,

NR—=R2 T A NZBT HEEHFEREEERFIC RLS JERDEBL L T HOFIEIE, 77 BARHEET
33.5%, BF3AF 2 45 mg/BRET 22.6%, 6.75mg/HEET283% CTH Y, 77 BREEZHELL T,
4.5 mg/HEET 10.9%, 6.75 mg/HEET 52%(K - 72, AW « MR8 13 H <1k, 778K
BT 15.6%, 4.5mg/BEET 7.7%, 6.75mg/ HEET7.5%TH Y, TR TOELGRETR—RT 1 (1
bhig UCb L7,

N—=2 T A O IRLS Gt A 3 7 3 @O EIE R B 12 & RLSJEIR O PR RFE S R 2 &
DARER, MATHEEF T 7 BREEL Y oF IF U REO ) RLS SER O F-H)EHG RE 0 48
MEF LinoTz,

U bDZ End, uF IF 0 OHELEHAEIT 1 B 1A 24 BFEEGAMTT 5 2ty LB 2 T,
7235, RLS OIREEAOHE & L Tl b ERRME TH 5 augmentation [T ARAI 72 /X3 2R KD
T L0 U 227 BEEKT B AIREMES S STV D 2 b, augmentation Z5E L TH 1

H 118 24 RefHERE AL 92 2 L3 LB 2 T,

(2) BAEfTEFRE S

PR=F Y RO H A SR (1.82.2.12) , 728, EWNEKRBR CIZAERO AL AL

REERBREL, WEREE 2 TR LA R A 2 D TG LTz, ZORE, ENF IR
(243J 001) CITHEF IR O F R OLAMEIC OV TERRINTHE L7228, Wb B 52
PR EIANIRESD DR > T2,

1.8 IAH3CE (%)
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(3) BAfTERL

R—=F 2 F OB 2B (1.8.22.1(3))

(4) wERAE

WIE 58O BRVE, 243.-003 AR OE HEREOYEI & 50 (HEEY - R 18
H) OFEFRLOFEBLEFME L7, 243] 003 3080 R - MR 158 HIcB1 246 M &
FEOB G EIE, 225 mg/HAET225mg/H, 45 mg/HEEL DN 6.75 mg/ HEET 4.5 mg/H TH -7,
HEFEGORBERIL 2.25 mg/ AEET 45.6%, 4.5 mg/BREET 62.1%M 1 6.75 mg/ HRET 61.4%TH
D, FIEHED 2.25 mg/H Th o> 72 2.25 mg/ HFHZ KT L CHIEIH &Y 4.5 mg/H Th -7 4.5 mg/
HEEMN OV 6.75 mg/ HREOHERGORBLRITEm N -T2, HIFEIHEN 4.5 mg/H Th -7 4.5 mg/H
FEATON6.75 mg/ HEET, 2.25 mg/ HERICHK U CHRBLENE N> T AFHGL, o, Et, @i
ERALALEE, IR TH -7,

—J7, 243001 BB TIIVF IO ARBETLYIERE 225 mg/H ERE LTz, TORER,
243001 3B 4.5 mg/ B REK O} 6.75 mg/ FHFICISIT 5 2.25 mg/ H B REO A EHRLOFILEIL,
TNENA463%K VD 43.6%TH Y, 243 003 BRI BT B 225 mg/ H KGR OHEFG OB
RLEAKRTH-T,

Uz s, PlEHEE 225mg/H ERETHZ LICEY, FIENIHBLT HAHEFRDORE
BIREMETT 5 Z RS, AREOmNG 225 mg H ZBGHEERET HZ LidHY &
Hr L 7=,

(5) HEERRUVEEMR

BRI SV CIE, PIlE R & R s 27 5 243 003 3By 243 ] 001 BB T iex
Bt Lz, 243 001 BBRCIE, WLBRAAERS (BOLOIEL) OO0, 243003
B & B WTOBRERELAIEHAES 225 mg/H & L, BIZ45mg/H2 5 6.75 mg/ H ~DH
EfRZ 2 HMERE LT, TOME, VIRHEZ 225mg/BIZEELIZZ LI2L 0, HIbERR
HEFRGOFEBEFL O IET 243003 3B E L TH O NNTET Uiz, —77, HERRICS
WU, Kaplan-Meier #EE1Z & 0 BEBRFNIAE S SR EME LIz 25, 243.—001 R OG-
PRAA 13 M H ORRAERERS ThE) & coRBRSRT, 243003 R0 GG 6 HE (A
RAEFFRE T O BREBIE L 0K, Fc 243001 BB IR R A ZE E L BB

A 138 H < 243 003 B L el LTS 2T o7, LnL, BB 18 B LUK B
B OENINL 2 BB CREREBWVIRO DN ho7- 2 b, HEMRZ 2 B8l & Lz
LA & B B R ONEM DR 5 583 72 <, 243 001 BB T L K OO FE B
KT LERIIAEHEEZ 225mg/HE LizZ bic kb EEZX LN,

WA &% 225 mg/H ERELTEHE, 77 vRISH L TEEEZ R LIZAETH S 4.5 mg/
AXUN6.75mg/H O EAZRET 5 &, HERIX225mg HNEYEE 2 b,

UbDZ ens, aFIF o OWIICHIT 2 ERIX 225 mg/H, HEMRIT 1EMBERET
HZEE LT,

!

1.8 IAH3CE (%)
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(6) 1ZEMMIFHE
(a) B

243 003 #0243 001 HEBROWFHICINTH BT AT 45 mg/ HEER U675 mg/
HEHIIRLS A it A 27 O L BIZBW T 7RISk 2 EMEN RS, B F 2F 4.5 mg/
AKLO6.75mg HITAMHETH S Z & 2fEd L,

45mg/H KN 6.75 mg/ B ODFARR DT 7w RICHTDEE AT 5 &, 243.-003 RERD 4.5
mg/ HH#E KL TN 6.75 mg/ H BE TEALZE41-4.6 (95%(5HHIX[H-7.3~-1.8) K U~4.3 (95% (5 HH X [H]-7.1
~=15) , 243JJJ-001 FBRD 4.5 mg/ BEE K 0 6.75 mg/ B BFCTENZN-2.8 (95%IFHAKRT-5.3~
—-0.3) KO-3.1 (95%EHEX[H-5.6~-0.6) THV, 7T7EHRICxT H72EIL 4.5 mg/ HEEKRD6.75
mg/ HREFCRE 22T o7, —JF, IRLS GtAa 72 25 LoV 7 7 v —7Ti,
243 JJ-003 B D 4.5 mg/ HEEL 6.75 mg/ BRFCENZ-4.1 K065, 243]f-001 ABrezn
Z-53 K75 THY, WTFRORBRICBW L EEEOmWERT ICK T orTFIF
6.75 mg/ H D WMBELED IR STz,

(b) ==

S s R O 43]JJ003 Kot 243]f001) ick T p A ESE S AR 1822241
R LT,

AEFROFEBIRT, vF IFT T 81.4% (294/361 f5l) , 77 B AEET 54.9% (84/153 1)
ThO, aFIF U THEBEREN-T, £7, = F TF > 225 mg/HEET 70.2% (40/57 1) ,
4.5 mg/ HHET 83.0% (127/153 61) , 6.75 mg/HEET 84.1% (127/151 f5l) TH YV, 2.25 mg/HEE
(2T 4.5 mg/ HREA TN 6.75 mg/ A BEIE 10%LL EFRBIRDZm 0T, v F IF OB FOZ
B 2%LL BT 72 ARRE L Wl U CRBLEN 1% E@h > T BEELRIY, BEEOEHWIA
L, TEM A K ONE T RGEALAOS) , SEEEK, IR, WEM, BV, ARV, (IR, 7%
FEDEY, FREORIETH T2, TNHLOHEEHFELZRD I B, uFAF U HORBRNT T
YAREE L il U C 5% L@ o e A EELT, B, DR L O PRGOS, IR,
W, SR Ch o7, £z, HEOHIMIIIENEILESEN L 2F5E, o, EHBLIY
T BGEALS) , IR, EXEDORIETH -7, ZRMEICHOWTIE, HEDESWEEFS,
HIEERAFEFR L ORI &IAFEFLOSHTICB N T, 6.75 mg/H ~DH&EIZH T 58 6
DY AT O KRITRD otz

RLS & Z x4 & UTERRRBR CIE, BRRBRAEE, A 2 A ORFHIBWT, 5T
BOWETEDOEIINE L, BEEOBLE D b a T IF 0 OEAENHERH R 4.5 mg/ B &
W6.75mg/H & L7z,

1.8 IAH3CE (%)
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* 1.8.2.2.2-1 RLS MERNEHLRABHERICE T28EER
uFIF IR
it 2.25mg/H 4.5mg/H 6.75mg/ H

FREBIRH (n=361) (n=57) (n=153) (n=151) (n=153)

FEAGE (MedDRA ver 14.0) B % B % B % B % Bl %
s 294 814 40 702 127 83.0 127 841 84 54.9
Bl

BT 144 399 19 33.3 57 37.3 68  45.0 17 11.1

Mgt 35 9.7 4 7.0 10 6.5 21 13.9 2 1.3

(EEA 11 3.0 2 3.5 6 3.9 3 2.0
—f - EHREERS L OGO R
R KON PGS (ERE 143 39.6 15 26.3 63 41.2 65 43.0 16 10.5

P& 13 3.6 2 3.5 4 2.6 7 4.6 3 2.0
JRYSE RS T OV BE

EUEFED S 69 19.1 12 21.1 27 17.6 30 19.9 26 17.0
TR PR

SR 26 7.2 3 53 16 10.5 7 4.6 1 0.7

RERE D F 11 3.0 2 3.5 6 3.9 3 2.0 3 2.0
e i

fEIR 53 14.7 6 10.5 21 13.7 26 17.2 5 33
MR g BERIS X OVERR IR 5=

5B DO RIE 9 2.5 4 2.6 5 3.3 1 0.7

<5.3.5.3-RLS02 : % 2-2-4, % 2-4-4 X 0 {ERE>

1.8 IAH3CE (%)
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MERLDEE] ORFERM

AHNOIERGAR AR, AR S X, Eak 94 4 H 25 HIERE 606 =10 [ERH
PR SCEOFEEEIC OV T KOV 9 4FE 4 H 25 H 335 607 Sk [ERAERKL O
A B ERRHEEHEICOW T ICHEILL, TiRO L IICRE Lz,

1.8.3

A LR ()

AR E DARAL

(2E

RITIR D 70N JEFERMERR Je OMHRSF S A BN D Z &8 Y, FT-585
RIBEIREIC L 0 BEVEHEGAE Z LR RES N TV L0 T, &
FVAFN D 5 HIRENR K ORI (2D T SFEB L, AAIREAS
(i, BBV O, OB, mATEESERE M D RIS
FEERVEOEET LI L, (2. EREGERMIE (1)) ©
HEO T4, BIER (DEXRGEMER 1) REMBER) OHZM)

AR O EIE CRABMIEIRD RS bz
b, MAMTEB W TEEAIEIRIC LY A
FEREREEZEZ LEFARHLZ L, BV
AT T — 2 o — FORTHNORE
L7,

[*_*E.

22 (ROBHEIZIFERELAEWNIE) ]
1. FRSUTIFR L TS RTEEtED b oA (6. 11ig, EWR
BIREADRE] OHESMR)

2. AKHNOEGIIZ RS LISBUE DAL D & % B

1. LV 2 —RAORE N N A2
T =2y — FORBHENOLRE L
7=,

2. ZAEMEITHT 5 —fRXBIRLIEN QN
T — 2 — PO NOREL
7=,

(%08 - HEICEIET BEALOEE)

LA RV ALy 7 REGRE (PR RAEGRE OBBHE, [EHE
VAR LR Ly 7 ASEGREDFSE 7 /b — DRI S TR HE 2
b M3 E BN L, Rl A OH B 5 =
L.

AN LEEDL A R L AL v 7 AJE
ERE 2 N9 5 72 DITERE Lz,

(A% - AEICEETSHEALOEE)

@ 2 %hREm

(1) AFIOBEFIZ X 2 KGRI 2 RE 5728, BEAEPTIXEE 2 E
T52k, (2. BEELGERMEE (7)) 0HEEH)

() BEFI%, 20~30 BEFDOUVUSTL 0 i LAHT T, AAIA K
JEHIZERIEETD LT L,

@ —F VU

() AR oS, THE - AR Wb aEanrbBtsL, D%
EREORFAER, WLEER, MEZEOBIEE 51470,
[HEICHEEE (E% 1 HE Img~36 mg) FTWETLZ L,
(M. EEHRE (1),Q3) ©HE, 2. EEGERNIEE ),
3)) OEEWY 4. BIER (NEXEGEMER 2 418, =8,
TAE, il 0EZK)

Q) AFOBEZHPIET D548, BEOREZHHICBZR LR
b, MAIEET LI L, WHOBRE, FAIE LTI ABE
WC1HEE L T4Smg ToHETLHZE, (2. EEGER
FEE @) oFEEC T4, BMHEA (DEXAEIER 3) B
fEIERE) OHEHZSM)

@ T EENLEHEDORKREMEL X N LA Ly 7 ZJEERE (TR

(1) AFH % [7)— & AT ic @k L CAT 5
IR REEENEVEE TR
DHNDZ ERORERET —F v
— FOREMNHERE LT,

Q) REOHENEZHERIRIFESE D72
OIZERTE LTz,

() AFlzEOHENSRE LSS, &
BPEDERN T & DA BRIR B TR
OHNTNDZ EMBHRE LT,

Q) —fRIZ PRI U REREEFE O A
PR ST P RS & 0 B E R &
BRTDAEEND D Z NG S
NTHY, ENOEKRRRICHWT
BEMERFEORELRD LN TN D
ZEMBERE LT,

1.8 IAH3CE (%)
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EH EoEE (%)

AR E DARHL

RESEMRRE)

KA 2RI 5561%, BFOREEZ HSIBE LN
b, MAICHETDHZ L, WHOBZE, FHIE LTI HEBE
WIHEELT225mg T olETHZE, (2. BEELGHE
AMGEE ) 0BEEO T4, BHER (DEXLEMER 3) &
MRS OHEBH)

]

1. BERE (ROBFICITERICERETSIL)

(1) W%, SREORMERXIIZN D OBEROH 5 B3 ER
DHESOIRB LT R 20N 5, 1 (T2, EBELGHR
ARGEE 3)) 0HEEO 4. BHER (WEXLZEMEAR 2 4
B =8 HAE #Bi) omEzR)

(2) EEZDEEIIZN G OBHEREO & 5 BF DLEBPHEEN
IHEBTH ZEnb 5, ]

3) EiMEEDOEE UERPSEATHZ NS5, (12, BER

EARMEE 2)) OESR) ]

4) BEOHHEDH HBE [(AFNXFEL LT TR IND,
F7o, ZNOOBETOMPRERIIZR S ZRMEIIMILENTY
QAN

(5) mfE (5. BRE~NDES) OEBHR)

(1) AHIOEFRABICRBWT, 4R, =48
LEORERANRRET L EBRHH
NTEY, FERPEEEZIIHBLR
T RDIENDHHIENLHEEL
7

(2) FHIE K OARF OHES OB AR RBRIZ B
W, LE RO EE G EELNG
OHENTNDHZ ENBHEEL,

(3) RN Dy ZAFAMEENER TS, FEEL
TEH > B I E B T % 2 2 3 AT RE M A
DT L, WNCHFHOTHAES BT
LCHEL,

(4) EEOIEERE ~ORGRBN2
W EMBLRRE LT,

(5) —AZRIEREHLE L TRIELT,

2. EEGEARNIEE

() AHzGDTz R8I B RIER RO 5512 X0 ZEFRHIEIR
B BRI EF AR 2 LA s STV D, ZERHINE
MRZ L 2 L72ER 0 iz, IR E OIRKO X 5 Zefik %
RO IR T B D\ NFI G BARTR 1 LD B L 72 IC410
TRALEFIOHE SN TND, BFITITAA DI HIIER K
OMEIRSFIZHOWT IS L, ABIEOERL, BROBRE &
FTERFERE D ERICUFSERVEHIERT LI &,
((BE) omkO T4, BMER (DEXZEIMER 1) REH
HERR | DHZM)

() AHlaE ol RN UEZRBFEBZEO R G2 XV PR
JERHBNDZEND D, REDOEGIIDERNGHEL, OF
W, SEBL B, S DO EORSIEIKME D JEHERAER 23 ER
WD ONTGAITE, R, AEEUTR GRS o) e s 2
152k,

(3) AFlzfhoFi =%V VHIEGA LIEHA, YAZFXTT,
L, =M, HELEORIERNEE LT D ATREEN H 5
720, ThHORWERNRS bbb oG aIC ik, RETE
kS oy @meiro 2k, (T4, BIER (DEXA
BEMER 2) 418, B8, tAXR, #il oEER)

4) AR OAB AR SUIP IR LY, BEEENASZET S L
B DD, WE - PN ERSEATT 28, (4.
BlERA (W EXGRMEA 3) EMAEERE OEBMR)

(5) AFZEGDT RN UK BEBFE OB EIC XV IwrfEr (#

(1) #EAMTIB W TRIERIMEIRIC L 0 B &)
HEREEZ Lfnd D2 L, WO
WCHHROFRLME S BT L TRIE LT,

(2) RN U RREIhEENX, FRICTRRER
EHRICE S MERME 2 RR ST S 2
EREONTWASZ ML RE L,

Q) EPET—% v — N ROHEEOR
B BEICHELE

@) BEFET—Z L — 2B EICHE
L7,

B) BEFET—F L — F 2B EICHE

1.8 IAH3CE (%)
17




EH EoEE (%)

AR E DARHL

NHJAETE O RS ORISR R 2 I bbb
T, FRRAIC X ¥ LA D IR IRER) | WA O
WEIHIEFEE NG STV D, ZO X 5 REERBHEL L7485
AT, WEIEGERIET 27 MO RAEEITI Z L,

6) LA NLRA Ly 7 AEBEFEREICB N T, AFEE O K83
VERREEBEE OB GIZ LY Augmentation (JEIRFEELDS 2 IR¢H]
UERED, EROBE, MO ~DOIERIZKR) NRD LN
LZERDHBH, ZOXDRIERBED LNTHAITIE, HEX
WG A R IET 57 EEE) R B AT 2k

(7) AR ORI X0 BEER S HEL LI GE120E, LEISTT
2T a4 FARFITH e 2% I VRIS EERT 20, &
DWVEARAOFERE R IET 572 L, SERIZIS U CEy) 2 il %
1752 &, Fiz, MK ZETEAENLUSBREL LI GE,
& 2\ L3 AL LA K SR 7R B JE R SRR DT
WIFAFI OB R Z P IET 52 &, 22k, AR
BRI S DGR HALIZGEITIE, BRI L 0 RBBLERAL O
FENERTHRENANHHOT, BIET S E TRIFN~D
EH BYCITRET 2 2 &,

(8) AFIDUL Y Bz DS, AL T2 RIEIZ R IcHr- Aafl
R &M LI2hE, AROMFREN EFT 5720, Moz
OBITBICHT LA ZBRE L L2 H0ICiHRT D X
DBFRONUFFIHRETLH L,

L7,

6) EEFET—F7 v — P ROEEOR
WEBEICHRE LT,

(7) WEATENC X 2 BRFEIR T332 — i
HIRLE & L TRROE LT,

() Bhif L T2 A& frEw 71287
PR B R L2 35E, ARFI O MR
ENLEFTHZ b, R LENID
X DR AT O 720X E LT,

3. HMEEAR
ABENTEICIEEEE RBRARREL O V7 a Ui EESE) &
CYP (CYP2C19, CYPIA2 %) TR#tEN D, ( (EYFHE] O

Z M)
FEEE BFRISEET S E)
R4 E BREREEK - HBEAHE HE - BIREF
RS AERUA ARNOMERBZWHT D | AFNL R8I R
Tx ) FTUURE | BEALRD D, BETHY, DA
K, 7Frurz )%k 1220 mIEADE
A, A hrurT AR+ 28%
R4 nnd s,
Piot—%0 UF| VAXRVT, DR, | HAEAERH R
VAR RN, Hia ) | AL 0RIERARE | 5208305,
B, T AU | TR 5,
B, Faxs R =
VHEBRY, BELXY
ViR, V=PI R
3

AFN DA HIE S % T L7z,

RN (5 /b S PARNVE Lt b 2Lt

TP A T2 ORE LT,

L OH A= Y HIOFFIC LV 1EM
IR D Z LD DT ORE LT,

4. BlEH
SVACEE AR

NR=F v Y UFREERGE LIZENE DM, S EOER
B GBIV T 739 BlCAKINEE Sz, 95 264 BlILEH
I FH K OVES MLAERRER O AR K 550 b RIZE GBI IT L
M 5T H 0, FHBFIEIE O 1,003 T - 72, D2 1,003
Bl 838 B (83.5%) IZERRIRAE O R 2 ELRIERSRE &

NCW5, EREWERE, #HENLIS 572 61 (57.0%)
L5117 Bl (11.7%)

160 Bl (16.0%) ,

VAXRYT 116 f

AT

R—=F 2V VFRBREER L L ENEE
KRB I EE S X 50 LT,

1.8 IAH3CE (%)
18




EH EoEE (%)

AR E DARHL

(11.6%) , 1EHR 90 51 (9.0%) , M&rt 76 f5l (7.6%) ETh o7z,
ChEENMNSEOEEELA FLALY T RERE (THRBILET
BEREIREE)

PEEEEND BEORFREMEL A N LA Ly J AEREREESE % k5

ELZENE T, SR ORI&R SRV T, 411 il

AEIBEG ST, 95 135 BIEE THHRBEOARFIBR GRS

FB G538 BAT Lo fke i 581 CHh v, FHmEIEULO~ 546

BITH Tz, D546 7F 399 B (73.1%) (CERRIRAE O H

EETRIERANHE SN TW5E, ERANERE, @A

193 f5il (35.3%) , ol 189 il (34.6%) , HHR 78 fil (14.3%) ,

WHRENLE O EE 41 61 (7.5%) , A 40 B (7.3%) , W& 40 {51
(7.3%) & Tholz,
M EXKLEIEA

1) ZERATRERR (1%A5M) : Bk RWERRMERN H 5 bh b 2
EBRHDHOT, ZOXIRGEICE, BE, REXTEEHIE
LM RAEEZITI> L, ([(BE) 0LV T2, BEER
EXEEE (1)) OHEBR)

2) 18 (7.6%) , B8 (1%KW) , AR (1%KH) , #8El O
FEARB®) 4R (RICLE) , B2, BAR, LA bbbh
LZENHDHOT, ZOXIRGEITE, WEXFERGE IR
T5HEEBIT, REIE U CHRBMRIEZHERT 5 7 & oiEt)
RIEETHIZE, (2. EELGERMEE Q) 0HESR)

3) BMEAEERE (1%AKHWM) : AAlOSMABE XTI, H50iT
HERPOREMREOHIC LY, BHERER S Db D T &
DD, BEETSITITY, B, EilklEs, BaKs, 55
OEEE, RNREEED, weNREg, SR, mEOER), RIT,
Mm% CK (CPK) O LEFENH Lo A I EEERE ORE
KTHLAEER S D20, FEEG%, WL, KEH, Ko
WS OWU LB EITHIZ L, (2. BEEGEXRNEE @)

FEEEN L EEDORREL A ML ALY
T ANEAERERE 2 xtg b LT ENEERR
B Ic oS X mE L,

(M EXLZEER
1) AFNOFEIEH TR FE O B
T2 EMBLERE LT,

2) AANIOBIWERTHR (LR , =
1B, TAE, SEELNERO LI LN
HERE LT,

3) ARHFIDOREIVER CEMIE R D B
T2 L BERE L, ok, EWNEKR
BRI ERHURE M I & ORI
L0 EMIEEREARD b,

DIEER)
(2) Z DL EIE B 2) Z DR DB FR

%g SupLL ;g - ﬁﬁ ReFer V) R R O R D B i
¥ @ [BUR (10.8%) 5%, SOMREIEE, UA F=7, matkopE, | | OFREEVA LR Ly 7RG

MBI AR TOED, BAEV, S0 S—F Y UERNE
ER (7.5%) PO FEW, AN (T A, N—F Y BT dE,
AR ), EEE, EEREETE (Eakiypes
e, Bl LAV OK TSR,
B, 9 O, MEARRESE, KA,
EE, LA NLVAL Y 7 AREA
£, RZ2, EEHIEEE R
Ei, sRarEmEEY%) | 2T,
MR R, R, BB, IR
FOPEBRTTIE, KSR, TRIAMH

555

AL [EL (22.5%) [ER, AACRIER, TR, WIERE, B,
8/ pEM (75%) R, IEEORRE L, BBk, ONE, OrEN
B, QW PRPeRE, DN, e

K

&’ N7 M MEE, LS, L aRERR,

2 T LT, AR IfLE

05 WP R, WEMEEERSE (K,

= RS |, %, Loo<b

ik e, ek, [ B
W%, Rl B

Zxg & L ENERRRBRE, WO
WA I EE S & Faf L7z,

1.8 IAH3CE (%)
19




EH EoEE (%)

AR E DARHL

3 R PRSI, HEFR PRI
%
1B 8 B2 O, =ME, AL
fiE
iR R, BOFHTFAH B
[i5d IAST(GOT), ALT(GPT), Al-P,
y -GTP O F R DT ERE
g BUN F&., Rk
a5t IgE B, ABRD U o A E,
-~ U U AIfE
- CK (CPK) [&#h5Lw, R, fEtsime,
R b5 WA, ATEE, DUROR, 26
% B, hEAE, BIETR
b 2 IS5 I VA e T 1 5 i O VA 05 i U VA AR SO D R AV T
B 6L | (49.4%) 9 RE, 8 R AR, AL OND
) G HLBE E,ﬁ%%M%%,@%%MW
il
X)) PEEEK, MRS, MEUNE, FEL, BuK, 13k =
f PEFRIE, (REIC Y, Wi, EsE), F0, EE, N

NIEHI, AR AR, Bt
&, B, BUEOENK

H) 208D R EIIIIHBLE R 2 D 7 EWERAE AT O 2 &,
* L SO HTHED ST D RIVEH D72 DBE A,

5. BfE~NDRE
— W R CITAETERSRE MK T L TV B O T, BE ORIE 2 #1582
LanbEECHRS T2 L,

R O AVEIZB T 5 — AR EIC &
BRE LT,

6. iim EiR BRIBE~OBRS

(1) s AR L CW A AR D & D NITIFE G- LienZ &
Ui O NTHRT D HRRER DS 72 <, LTz LTy
RN, Tek, ARATERERBR RO Z EEI TV D, ]

1) ~UAKROT v hOZRERRIZBNT, MfEF 7T 7 7 F
TR AR T IZ B U 7o MEZ e IR T3 A bz,

2) v UAKRODT v NOIR - R ARBRICKWNT, Eh T e Z
7 F U PRFE O TS B U 72 BRI R OB A A S 37z,

3) 7 v FoOHARACHAERRBICEWC, Mgt 7a s 7 5
RO FICEE U= alEE i L 2 AR O LT, BE &
UHERE DR T A3 B ATz,

Q) TP OWHMUTEEG LRV ENEE LV, Rhe 25T’
42 A3gileftr S5 2 b, [BRRBR CAKIE 514
W7 e T 7 FUOREOIKR TR bivizizw, it
Ml EnsBENRnH D, £, BHFEER (7> ) TILH
PFAOBATRRE SN TS, ]

) BER (T AKLTT v b)) Tl
hre g s FUREORTICASL
IR DR, AAF RO K O
AREFEOEDDBREI LTS Z
EMDERE LT,

Q) BER (7> b)) THLHFR~OBLT
NHREINTWVWDEZ ENLERE LT,

7. NREADEZRE
RHAMREE, BrAEN, LR, $hIR U3/ Nk 5 2t fr
LTV, (RN, )

INREE A G b U T2 AR RER & i L T
WARWZ ENDBRE LT,

1.8 IAH3CE (%)
20




A EOEE ()

BAE DR

8. BEKRS
%, EIR

RS2 R OBERIRIFIC &0 L,

AR OB EREIC LD, EO, W, AREEES), FEEL, K8 | ErE, REEES), sEELEoBBN A
S RN BRI E B E T AIER O BHEATREN | SNBEZEMNORE LR,
Do

IE - e G ICxT 2 — AR I A
WEE LN DN DA WA E ST XTRET D | Lic, ARERETHZ LITLY, Mg
Z &, Hb e FIF U NTESLHITHEET B,
FEER DS A O N2 56121E, PR EOREE2ZBE T2, | £/, v F I F U I3MKEENTIC LV W
F7o, WO REGHE, LDEXE=X—, MEHEZEOWEY L | FrbREISNRVEEZTE LT,
WefE & b b, —RABRERIE L BET 52 L, ol MK
BITIZERACTRWEEZBND,

9. EHLDEFE

R - fERRF

(1) BRI D F2JE 20, TEBIC L T O ARBIEZMAN T 2 &)
BB, W4T 2860zr V—2, u—3 g Iy F—2 %
LW &y

(2) BRI AR T D 7=, RSB EZ LR D 2 &,

3) AMEmEIZEH Lenz &,

(4) WM AR GREDOER B, AL, VU FiREnz
DOBIFR) ([TIRE S TRV L, (Lo B TREARALO
REN ERT 5 EARAOMAREN ERTI2B8EZ0H 5, ]

G) AR EANYIETY->THALRWI &, [N IHTHEBT
5 ERBNOERABHH L, MPEENMETT58Eh1H
%, ]

(6) BAHNEW - T1-%1L, FIIMHE LR EZRET 720, F&k
9L, FHROVANCHICAN AN &,

(7) BEfT 24 BRI B ARIOK B3> TNDH DT, HAFEAOR
FNTEA T ZNRNC LTI Y 72722, NEOFERE DJED72
WE ZAICREITEET L L,

(1) BFRLIENIR E D B 5 G TIEAA
DOREENRT T 2EENALH L Z
EMBRELIL, 7V —LA, B—F
VXUTNY F— AT LT B T
AR OREWENMET T A0 <72
OFRE LT,

Q) AANITRIERBE B D Z b
BE LT,

(3) AHID R ERIBENEN S, KB ORNEG%
BLEEL2B8ZENNHDHT-OBREL
77

@) BEPET XV — NESEBITRE
L7z,

(5) AFl % AV & TY > TR MM E
L7255, B Ds b AR O
AT L, EAOBHMENMET T 58
ENRHDHENLEELR,

(6) AHIDME D —RHNEEFEHE L
TRRE LTz,

(7) BhAE 24 Wefte & AR DG D3 FE - T
WBDT, /INEOFEHUT DR N B 720
XolgixE LT,

u

10. ZDfDEE

(1) AFOIEEERITH L EIT, Jib > TAAZRET D2 L,

1)@EM@ﬁ@Qm%@@£“)[E@W%ﬁ%ﬂ%ﬁ@mm
LA LIZBS, AROIFHRCT VI =T ABREERDIE
W, KﬁU@EEHﬁBM WCAGESI SR TBEAN D D, ]

2) MRI (BEBEXIEIGIIEIE) (AR OKFHRICT VI =0 ARG
END720, KROUEALIC Ak EZSIESEZTBZNRH
%o ]

3) YT T — (MEWRE) [ARIOREN BRI RBThn
H5, ]

(2) ZfAF B8 U RERIEBEOR G I, RIEFRMEE, iR

1

1,2) ¥EFET 2 — F 2B EBICRE
Lz, ARIOZFHRIZIZT VI =T A
NEENTND,

3) MLORETAIDOFEH A BB IR E LTz,
AFNOLFFRIIEIT VI =0 ABNE
EFNTWV5S

Q)m%¢WT 23— NEBRBITHE

1.8 IAH3CE (%)
21




EH EoEE (%)

AR E DARHL

M, Mk, BRACIE, (OBRZE, OFRIESE S ORHMENE A HRED

HINTWD,

(3) 7TE Ty M 13 EERKER TG LZRRICENT,

IRIEPED L STV D,

L7,

(3) SD (T /) Tv REHWEZ 13 H
MR8 GF B T i B E MR BRI B W
T, il R U FRERIETH A
DB MRS PE S AR SR BB (23R
LNTNDZ EDLRE L,

1

Paulus W, Trenkwalder C. Less is more: pathophysiology of dopaminergic-therapy-related
augmentation in restless legs syndrome. Lancet Neurol 2006; 5: 878-86.

1.8 IAH3CE (%)
22




1.9 —RMBMICHRLIXE

(JAN)
AL 22 45 8 H 30 B SRASEAI 0830 55 1 S L vmms iz,

—fREAFR . (AA%)  mFIFr
(& 4)  Rotigotine

b4
(AA4)
(6S)-6-{7 O EINRA(FHT =24 WNTFN|T 2 )Y-56718-T Tk Kunf7x
v-l-A—v
(FE 4)

(6S5)-6-{Propyl[2-(thiophen-2-yl)ethylJamino }-5,6,7,8-tetrahydronaphthalen-1-ol

(INN]
rotigotine (r-INN List 45, WHO Drug Information, Vol. 15, No.1, 2001)

1.9 — I FRICSR D CE
1



1.10 X - FIEFOREEEREHDFT LD

b4, - B4 | (6S)-6-{Propyl[2-(thiophen-2-yl)ethyl]amino}-5,6,7,8-tetrahydronaphthalen-1-ol
OH
HooE R /3
SR _ N

e J M

B -

o R

=a—7usRyF225mg

CR—=F YUY

c EERE NS ORI L R M LA Ly FREBERE (FRER L AR REREMERE)
Z=a—7 Ny F 45mg

s R—X VIR

c PEERE NS ORI L R LA Ly FREBERE (FRER L AR REREMERE)
—a—7uXyF Img

cR—=F VPR
—a—7mNyF 13.5mg

c RX—F VPR

Mik - &

N—F VIR

(Za2—7BmRXyF225mg, =a—71/3yF 45mg, ==2—712/3yF 9mg,
=a—78v/,XyF 13.5mg)

HWE, RAZIEerFIF L LTI H1E4Smg B2 6IE TS, DI 4 852
LG 1 HEEEICI BEE LT45mgd Dfia LR = (%1 H 89 mg~36 mg)
EEDD, 728, Fin, ERICE D EEEBTE 52, 1 HEIX36 mg 22720
e,

AENTIE, LW, REE, R, B, KRR O W0 722 BE I R
L, 24 ReffEICRE D B2 5,

HEERED D EE DR EIEL A b LA Ly VR JEBERE (TR L R REREWERE)
(ma—7u/yF225mg, —=a2—7 /%y F 4.5 mg)

WH, RAIZIEeFIF LTI HE225 mg/ B HIXU®H, DIkREZ 8
BLARND EMU EORFEEZHITT1 HEE LT225 mg T HE LERE (I
# 1 HE45mg~6.75mg) ZED D, 728, Fin, JERICXVEEEETE 553,
1 &L 6.75mg ZHx e\ 2 &,

AANTE, LR, M, MIEE, B, KBSV 0 E 722 58I L,
24 BEEICRE D B2 D,

BISESE DFE E

1.10 738 - BERFOREFREGHOE L0

1




il e O

S5 - 5y B

—a—7uRyF225mg (1 Ay FhicnFIF 225mg &H)
—a—7rRyF45mg I Ny FHICeFIF L 45mg 5H)
—a—7uyF9mg (1 Xy FHlcaFIF > Img &H)
Z—a—7myF 135mg (1 Xy FhicaFaF 2 13.5mg &H)

HA[A] WIS E e/ (mg/kg) KT FRIRA
~ A AP o125
A A% : 500 AP
+ FL :120< AL
i
wte | 0 R e | s | % 7 i 5
13| BT [0, 3, 10, | #: <3 WERED 3 mg/kg/2 HLLEORECIREEEMNN
<A | [ 30, 60 Wit - <3 A3, 30 mgkg2 ALLEOBECHE, AX
mg/kg/2 H | mg/kg2 B | EBYOWL, FREAALNI,
Fy b 13E| KT [0, 1, 3, |HE:<1 MERED 1 mg/kg/2 H UL EORECIRE N
15| 10, 30 I - <1 123, 10 mgkg2 HU EOBETREENRA L
mg/kg2 H | mg/kg2 H | L7z, #ED 3 mg/kg/2 A LLLEORETINH A
B & XA, 10 mgkeg/2 HUL EORE
i P TFENEORENA LN,
2638 | 2 F | 0,0.5,25,| #: 0.5 12.5 mg/kg/2 HEEORE 1 61, M1 FIAET L
i} 12.5 I 2 0.5 7o WERED 2.5 mg/kg/2 H LA EDORETAREE,
mg/kg/2 B | mgkg/2 B | IREHIIPIHID 2 Hiviz, MED 2.5 mg/kg/2
AL EOBECTINROBEENM, HWEOH
INEEKRAS, 12.5 mg/kg/2 FHEE T B /KIE
BH LT,
Hoov | 13| EF 0,025 1, HE: 1 MEHED 4 mg/kg/ HEETAEE, EESFH, A
5] 4mg/kg/H | M- 1 FEIEB OB SUTBAD B T,
mg/kg/H
520 | 2 F | 0,025 1, #: 1 R AEREORE 2 61 (13 mg & 5-F) , M 1
5] 4—16 (B | M : 1 B (16 mg & 5-HE) A3 LT, RIEEOMEHE
PEEUICHS | mgkg/H | TEREHAMAOEZ, M CERERDER D 7
) Lz,
mg/kg/H
IR—=F Y HEENDEED
BRMEL R N LA Ly 7 R ERERE
gl e pg | EIEAZESLE 830 471003 f1=82.8% | BIEMFEBIE 399 il 7546 f1=73.1%
BIVEM ofESHE Bl % BIVEF O FiSH Bl
(e R A A 8 FH AL B 568 3 FH AL B 193
s o A B 160 s 189
DI & %15 116 fERTIR 78
Tp) VAXHTT 114 WAL E S | 41
fBHR 88 SHYR 40
I - 75 I - 40 L
&t A | REREERASHE A - HldE
1.10 T - BEREOREFEEBROE L0

2




ATEHNES

248

FERSE it HA R

AHERE ISP

wiEH

BEGE

AR

BEEHD

3.2.8.1.1 Nomenclature — — — — — Ealik=g s
3.2.8.1.2 Structure — — — — — Bl s
3.25.1.3 General Properties — — — — — FTAlh &
3.2.8.2.1 Manufacturer(s) — — — — — Ealif=g s
3.28.2.2 Description of Manufacturing Process and — — — — — Ealif=g s

Process Controls
3.28.23 Control of Materials — — — — — Ealik=gs
32S.24 Controls of Critical Steps and Intermediates — — — — — FTAlh &
3.28.25 Process Validation and/or Evaluation — — — — — Ealik=gs
3.28.2.6 Manufacturing Process Development — — — — — A=
3.2.5.3.1 Elucidation of Structure and Other — — — — — Ealik=gs]

Characteristics
3.2.8.3.2-01 |[Impurities — — — — — Bl g s
3.2.8.3.2-02 |Forced Degradation Studies — — — — — Ealif=g s
3.2.5.4.1 Specification Raw Material — — — — — BT &
3.2.5.4.2-01 |Analytical procedure - Appearance — — — — — BT &
3.2.8.4.2-02 |Analytical procedure - IR-Spectrum — — — — — Bl &
3.2.5.4.2-03 |Analytical procedure - Specific Rotation — — — — — Bl &
3.2.8.4.2-04 |Analytical procedure - Melting Point DSC — — — — — Ealif=g s

Determination
3.2.8.4.2-05 |Analytical procedure - Heavy Metals — — — — — Ealif=g s
3.2.8.4.2-06 |Analytical procedure - Residual Solvents — — — — — Ealif=g s

1.12 isfHEE—%
1




ATEHNES

248

FERSE it HA R

AHERE ISP

wiEH

BEGE

AR

SEEND
3.2.5.4.2-07 |Analytical procedure - Chiral Purity — — — — — FTAl &
3.2.5.4.2-08 |Analytical procedure - Water Content — — — — — Bl
3.2.5.4.2-09 |Analytical procedure - Residue on Ignition — — — — — FTAlh &
3.2.8.4.2-10 |Analytical procedure - Purity and Assay — — — — — Ealif=g s
3.2.8.4.3-01 |Validation Report - Assay and Purity — — — — — Ealif=g s
3.2.8.4.3-02 |Validation Report - Residual Solvents — — — — — AT A A
3.2.8.4.3-03 |Validation Report - Chiral Purity — — — — — Ealif=g s
32844 Batch Analyses — — — — — A=
3.2.5.4.5-01 |Justification of Specification-1 — — — — — FAh &
3.2.5.4.5-02 |Justification of Specification-2 — — — — — FAl &
3.2.8.5-01 Primary Standard — — — — — Al
3.2.8.5-02 [Secondary Standard — — — — — Al
3.2.5.6 Container Closure System — — — — — Ealif=g s
3.28.7.1 Stability Summary and Conclusions — — — — — S &
3.28.7.2 Post-approval Stability Protocol and Stability — — — — — ST &

Commitment
3.2.8.7.3-01 |[Stability Data — — — — — ST &
3.2.5.7.3-02 |Stability Data (Individual Values) — — — — — ST &
3.2.P.1 Description and Composition of the Drug — — — — — Bl
Product
3.2.P.2.1-01 |Drug Substance — — — — — Bl &

1.12 isfHEE—%
2




AR

RMTEHES 2RIV =& HEREmAARE | HBRERSRT | HES BEE SEEHD
3.2.P.2.1-02 |Excipients — — — — — AT & 44
3.2.P.2.2-01 |Formulation Development — — — — — FT 4 &
3.2.P.2.2-02 |Overages — — — — — Ealif=g s
3.2.P.2.2-03 |Physicochemical and Biological Properties — — — — — Ealif=g s
3.2P.23 Manufacturing Process Development — — — — — Ealif=g s
32.P24 Container Closure System — — — — — Ealif=g s
32.P25 Microbiological Attributes — — — — — Ealif=g s
3.2.P.2.6 Compatibility — — — — — A=
3.2.P.3.1 Manufacturer(s) — — — — — Al
3.2.P.3.2-01 |[Batch Formula — — — — — AT & A
3.2.P.3.2-02 |Specification: Ethanol — — — — — FAl &
3.2.P.3.2-03 |Specification: n-Heptane — — — — — FTAlh &
3.2.P.3.2-04 |Analytical Procedures: Ethanol — — — — — Ealif=g s
3.2.P.3.2-05 |Analytical Procedures: n-Heptane — — — — — S &
3.2.P.3.3-01 |Description of Manufacturing Process — — — — — ST &
3.2.P.3.3-02 [Process Controls — — — — — ST &
3.2.P.33-03 [HEIFRRVIOER-OvbO—IL — — — — — AT il & A
3.2.P.3.4-01 |Controls of Critical Steps and Intermediates — — — — — FfE &
3.2.P.3.4-02 |Intermediate Controls - Viscosity — — — — — ST &
3.2.P.3.4-03 |Intermediate Controls - Solids Content — — — — — S &
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3.2P.35 Process Validation and/or Evaluation — — — — — Ealif=g s

32.P4 Compendial Excipients — — — — — Bl

3.2.P.4.1 Specification: — — — — — FTAlh &
Additive *

3.2P.4.2 Analytical Procedures: — — — — — Ealif=g s
Additived andO *

3.2.P.43 Validation of Analytical Procedures: — — — — — Ealif=g s
Additive[d andO *

32P44 Justification of Specification: — — — — — FTAlh &
AdditiveJ and( *

3.2.P.4.1 Specification: — — — — — Bl
Additived *

3.2P.4.2 Analytical Procedures: — — — — — Ealif=g s
Additived andO *

3.2.P.43 Validation of Analytical Procedures: — — — — — Ealif=g s
Additive[l andO *

32P44 Justification of Specification: — — — — — FTAlh &
AdditiveJ andO *

3.2.P.4.1 Specification: Backing Foil — — — — — FTAlh &

3.2P.4.2 Analytical Procedures: Backing Foil — — — — — Ealif=g s

3.2.P.43 Validation of Analytical Procedures: Backing — — — — — Ealif=g s
Foil

3.2.P.44 Justification of Specification: Backing Foil — — — — — Ealif=g s

32.P.4.1 Specification: Protective Foil — — — — — FTAh &
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3.2P.4.2 Analytical Procedures: Protective Foil — — — — — Ealif=g s
32P43 Validation of Analytical Procedures: — — — — — Bl
Protective Foil
3.2.P4.4 Justification of Specification: Protective Foil — — — — — FT i &
32.P45 Excipients of Human or Animal Origin — — — — — FTAlh &
3.2.P46 ESIps R Ib — — — — — AT A A4
3.2.P.5.1 Specification of Rotigotine Patches — — — — — Ealif=g s
3.2.P.5.2-01 |Analytical procedure - Properties — — — — — FTAlh &
3.2.P.5.2-02 |Analytical procedure - Identity — — — — — Ealif=g s
3.2.P.5.2-03 |Analytical procedure - Peel Adhesion — — — — — Al
3.2.P.5.2-04 |Analytical procedure - Purity — — — — — A=
3.2.P.5.2-05 |Analytical procedure - Content Uniformity — — — — — FAM &
3.2.P.5.2-06 |Analytical procedure - Drug Release — — — — — Al
3.2.P.5.2-07 |Analytical procedure - Assay — — — — — Al
3.2.P.5.2-08 |Analytical procedure - Release Strength — — — — — A=
3.2.P.5.2-09 |Analytical procedure - Crystals — — — — — S &
3.2.P.5.2-10 |Analytical procedure - Residual Solvents — — — — — S &
3.2.P.5.2-11 |Analytical procedure - Tocopherol — — — — — Efh &
3.2.P.5.2-12 |Analytical procedure - Tightness of the — — — — — Bl
Pouches
3.2.P.5.3-01 |Validation Report - Assay and Purity — — — — — Bl
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3.2.P.5.3-02 |Validation Report - Purity (re-validation of the — — — — — Bl
intermediate precision)
3.2.P.5.3-03 |Validation Report - Assay (re-validation of the — — — — — Ealif=g s
intermediate precision)
3.2.P.5.3-04 |Validation Report - Content Uniformity — — — — — Bl
3.2.P.5.3-05 |Validation Report - Drug Release — — — — — Bl
3.2.P.5.3-06 |Validation Report - Drug Release (re- — — — — — FTAl &
validation of the intermediate precision)
3.2.P.5.3-07 |Validation Report - UV Identity — — — — — FTAl &
3.2.P.5.3-08 |Validation Report - Assay All-Rac- — — — — — FAl &
Alphatocopherol
3.2.P.54 Batch Analyses — — — — — Ealif=g s
3.2.P55 Characterization of Impurities — — — — — 5T &
3.2.P.5.6-01 |Justification of Specification-1 — — — — — FmE R
3.2.P.5.6-02 |Justification of Specification-2 — — — — — FmE R
3.2.P.6 Reference Standards or Materials — — — — — Bl
3.2.P.7 Container Closure System — — — — — Bl
3.2.P.8.1 Stability Summary and Conclusion — — — — — Ealif=g s
3.2.P.8.2 Post-approval Stability Protocol and Stability — — — — — Bl
Commitment
3.2.P.8.3-01 |Stability Data 2.25mg INNEGN — — — — — SFmE
3.2.P.8.3-02 |Stability Data 2.25mg INNEGN — — — — — SFmE
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3.2.P.8.3-03 [Stability Data 2.25mg_ — — — — — ;%Egﬁ@
3.2.P.8.3-04 |Stability Data - 2.25mg (Individual values) — — — — — Bl
3.2.P.8.3-05 |Stability Data 4.5mg_ — — — — — BTl &
3.2.P.8.3-06 |Stability Data 4.5mg_ — — — — — FTAlh &
3.2.P.8.3-07 |Stability Data 4.5mg_ — — — — — Bl
3.2.P.8.3-08 |Stability Data - 4.5mg (Individual values) — — — — — Bl
3.2.P.8.3-09 |Stability Data 9mg_ — — — — — Bl
3.2.P.8.3-10 |Stability Data 9mg_ — — — — — Bl
3.2.P.8.3-11 |Stability Data 9mg_ — — — — — Bl
3.2.P.8.3-12 |Stability Data - 9mg (Individual values) — — — — — FTAilh &
3.2.P.8.3-13 |Stability Data 13.5mg _ — — — — — FTAi &
3.2.P.8.3-14 |Stability Data 13.5mg _ — — — — — Ealif=g
3.2.P.8.3-15 |Stability Data 13.5mg _ — — — — — Bk
3.2.P.8.3-16 |Stability Data - 13.5mg (Individual values) — — — — — Ealif=g
3.2.P.8.3-17 |Stability Data - Temperature Stress — — — — — B¢
3.2.P.8.3-18 |Stability Data - Photostability — — — — — Ealik=gs
3.2.P.8.3-19 |Stability Data - In-use Stability — — — — — Ealik=gs
3.2.P.8.3-20 |Stability Data 2.25mg NG (¢ — — — — — S S
3.2.P.8.321 gtgrt;mtsy) Data 2.25mg INEEGN (5 — — — — — Fma R
months)
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3.2.P.8.3-22 |Stability Data 2.25mg NN (18 — — — — — FmE
months) _

3.2.P.8.3-23 |Stability Data - 2.25mg (Individual values, 18 — — — — — FTA &
months)

3.2.P.8.3-24 |Stability Data 4.5mg NN (18 — — — — — SFmE
months)

3.2.P.8.325 |Stability Data 4.5mg NN (18 — — — — — SFmE
months)

3.2.P.8.3-26 |Stability Data 4.5mg NN (18 — — — — — FmE
months) _

3.2.P.8.3-27 |Stability Data - 4.5mg (Individual values, 18 — — — — — FTA &
months)

3.2.P.8.3-28 |Stability Data 9mg I (18 months) — — — — — STl &

3.2.P.8.329 |Stability Data 9mg I (18 months) — — — — — STl &

3.2.P.8.3-30 |Stability Data 9mg I (18 months) — — — — — STl &

3.2.P.8.3-31 |Stability Data - 9mg (Individual values, 18 — — — — — BT &
months) _

3.2.P.8.3-32 |Stability Data 13.5mg NN (15 — — — — — Fma R
months)

3.2.P.8.3-33 |Stability Data 13.5mg NN (15 — — — — — Fma R
months)

3.2.P.8.3-34 |Stability Data 13.5mg NN (15 — — — — — Fma R
months) _

3.2.P.8.3-35 |Stability Data - 13.5mg (Individual values, 18 — — — — — FTA &
months) _

3.2.A1 Facilities and Equipment — — — — — Eafik=g

32.A2 Adventitious Agents Safety Evaluation — — — — — AT 2

3.2A3 Excipients — — — — — Bl

3.3-01 Rational Polymorph Screening for Rotigotine _ wEH — — — —
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3.3-02 Summary Statement to the Antioxidant e i — — — —
Mixture Used for Rotigotine Patch Production 2(i .
4.2.1.1-01 SPM 962, SPM 9141, SPM 9257, SPM 9206: 2 - B ([HREM SEEH
Pharmacology Data 2
Report (PT1014684, PT1014685,
PT1014686, PT1014687
4.2.1.1-02 In Vitro Pharmacology of SPM 962: l_ By |[HHREH A 2
Determination of the Interaction of the
Compound with Various Receptors
4.2.1.1-03 Interaction of SPM 962(Rotigotine) with |- By |[HHREH A 2
Cloned Human Dopamine Receptors:
Determination of Agonistic/Antagonistic
Activity (EC50)
4.2.1.1-04 Interaction of SPM 962 (Rotigotine) with |_ By |[HHREH A
Cloned Human Non-dopamine Receptors:
Determination of Agonistic/Antagonistic
Activity
4.2.1.1-05 The Effects of i.p., Oral, and Transdermal N- _ wEH BN ([HREH SEEH
0923 and N-0924 at Presynaptic and 19i:'.
Postsynaptic D2 Dopamine Receptors in CNS
of Rats, Mice, and Rabbits
4.2.1.1-06 Microdialysis and Striatal Dopamine Release:|Timmerman W HwEHR @5  |European Journal of |Z& & #
Stereoselective Actions of the Enantiomers of 19i:' . Pharmacology
N-0437
4.2.1.1-07 The Enantiomers of the D-2 Dopamine Van der Weide J HwEHR @5  |European Journal of |S& & #
Receptor Agonist N-0437 Discriminate 19i:.. Pharmacology

Between Pre- and Postsynaptic Dopamine
Receptors
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4.2.1.1-08

Effects of Topical Administration of
Dopamine Agonist N-0923 and N-0923 Base
in Rat and Monkey Rotation Tests

4.2.1.1-09

Behavioral Effects of the Dopamine D,
Agonist N-0923 Formulated in a Transdermal
Patch on Rat and Monkey Models of
Parkinson's Disease

4.2.1.1-10

Behavioral Effects of Continuous
Subcutaneous Administration of N-0923, a
Dopamine D, Agonist, in a Rat Model of
Parkinson's Disease

4.2.1.1-11

Therapeutic and Neurologic Effects of N-
0923, a Selective Stereospecific Dopamine
D, Receptor Agonist, on MPTP-induced
Hemiparkinsonism in Monkeys

4.2.1.1-12

Behavioral Effects of i.m. Dopamine D ,
Receptor Agonists N-0923, (+)-PHNO and
Bromocriptine on MPTP-induced
Hemiparkinsonism in Monkeys

4.2.1.1-13

Effects of Daily i.m. Administration of
Dopamine D, Receptor Agonist N-0923 on
MPTP-induced Hemiparkinsonism in
Monkeys

4.2.1.1-14

Final Report on the Actions of Rotigotine on
Locomotor Activity and Disability Scores in
MPTP Treated Common Marmosets
Following Subcutaneous Administration
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Dyskinesias in Rats: Pilot-study on the
Potential Mechanism of L-dopa-induced
Sensitization as a Model of Dyskinesia and
the Potential Interaction by Rotigotine
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4.2.1.1-16

Dyskinesias In Rats: Study on the Potential
Mechanism of L-Dopa-Induced Sensitization
as a Model of Dyskinesia and The Potential
Interaction by Rotigotine
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o

HREH

AT & A

4.2.1.1-17

Pilot-study on the Risk of Inducing
Dyskinesias by Repeated Administration of
Either Pulsatile L-dopa or Rotigotine or by a
Continuous Rotigotine Administration to
Unilaterally 6-OHDA-lesioned Rats
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4.2.1.1-18

- In Vitro Pharmacology -
- Study of Three Compounds -

o
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WA
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4.2.1.1-19

Part A: In Vitro Pharmacology: Study of SPM
9257 and SPM 9206 on Selected Receptors;
Determination of Ki Values

piE)

HREH

AR

4.2.1.1-20

Interactions with Cloned Human Dopamine
Receptors: Determination of
Agonistic/Antagonistic Activity (EC50) for
SPM 9206

4.2.1.1-21

Part B: In Vitro Pharmacology: Study of SPM
9257 and SPM 9206 on Catecholamine
Uptake and Release
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AR

piE)

HREH

FmEH

4.2.1.1-22

In Vitro Pharmacology -Study of SPM 5907
and SPM 8483-
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4.2.1.1-23

Interaction of SPM 8483 with Cloned Human
D4, Dy, D3, D44 and Ds Dopamine
Receptors, Human alpha2B Adrenergic
Receptors and Human 5HT,, Serotonin
Receptors. Interaction of SPM 5907 with
Cloned Human D5 and D5 Dopamine
Receptors. Determination of Agonistic and
Antagonistic Activities of Both Compounds.
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HREH

AT & A

4.2.1.2-01

Evaluation of the Neuroprotective Effects of
Rotigotine in the Acute MPTP-lesioned
Mouse Model of Parkinson's Disease

- AN B

=0

HREH

T & A

4.2.1.2-02

Efficacy of Rotigotine in an Acute MPTP
Mouse Model -Reduction of Cell Death and
Increase of Tyrosine Hydroxylase Staining in
Western Analysis

piE)N

HREH

FmEH

4.2.1.2-03

Neuroprotective Effects of Rotigotine in the
Acute MPTP-lesioned Moude Model of
Parkinson's Disease

piE)

Neuroscience
Letters

SEEN

4.2.1.2-04

Evaluation of a Repeated Administration of
SPM 962 on Spontaneous Motor Activity in
the Rat: Dose Finding Study for the Learned
Helplessness Test
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HREH

WA

4.2.1.2-05

Antidepressant Properties of Rotigotine in
Experimental Models of Depression

Bertaina-Anglade V

pi2)

European Journal of
Pharmacology

SEEH

4.2.1.2-06

Evaluation of SPM 962 in a Model of Learned
Helplessness in the Rat
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4.2.1.2-07

Evaluation of SPM 962 in the Olfactory
Bulbectomized Rat Model of Depression

4.2.1.2-08

SPM 962 (Rotigotine) Evaluation for
Anxiolytic/Antidepressant Activity in the Rat
(s.c. Administration)

4.2.1.2-09

Evaluation of SPM 962 on the Sleep-wake
Cycle in the Rat (Repeated s.c.
Administration)
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4.2.1.2-10

In Vitro Pharmacology:

Human 5-HT,g (Agonist Site) Receptor
Binding Assay

- Study of SPM 962 and SPM 8483 -

4.2.1.3-01

Neuropharmacological Screening of Mice
According to Irwin Following Subcutaneous
Administration of SPM 962 (Safety
Pharmacology Study)

4.2.1.3-02

Examination of the Influence of SPM 962 on
the Spontaneous Motility of Mice Following
Subcutaneous Administration (Safety
Pharmacology Study)

4.2.1.3-03

SPM 962, SPM 9141, SPM 9206 and SPM
9257 Evaluation in the Rotarod Test in the
Rat (S.C. Administration)
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4.2.1.3-04

Examination of the Influence of SPM 962 on
the Nociceptive Behaviour of Mice Following
Subcutaneous Administration -Writhing Test-
(Safety Pharmacology Study)

19N
1

4.2.1.3-05

Examination of the Influence of SPM 962 on
Electroshock-induced Convulsions in Mice
Following Subcutaneous Administration -
Proconvulsive Activity- (Safety
Pharmacology Study)

4.2.1.3-06

Examination of the Influence of SPM 962 on
Pentetrazol-induced Convulsions in Mice
Following Subcutaneous Administration -
Anticonvulsive Activity- (Safety
Pharmacology Study)

4.2.1.3-07

Examination of the Influence of SPM 962 on
the Hexobarbital Sleeping Time in Mice
Following Subcutaneous Administration
(Safety Pharmacology Study)

4.2.1.3-08

Examination of the Influence of SPM 962 on
the Reserpine-reduced Body Temperature in
Mice Following Subcutaneous Administration
(Safety Pharmacology Study)

4.2.1.3-09

Examination of SPM 962 on
Electrophysiological Parameters in the
Isolated Papillary Muscle of the Guinea-pig
(Safety Pharmacology Study)
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4.2.1.3-10

SPM 962: Evaluation of Effect on Cardiac
Action Potential in Isolated Canine Purkinje
Fibres

4.2.1.3-11

Effect of SPM 962 on Cloned hERG
Channels Expressed in Mammalian Cells

4.2.1.3-12

Electrophysiological Examination of Activity
of SPM 962 on the hERG-potassium Channel
Stably Expressed in CHO Cells

4.2.1.3-13

Electrophysiological Examination of Activity
of SPM 962, SPM 10310 and SPM 10311 on
the SCN5A-sodium Channel Expressed in
CHO Cells

4.2.1.3-14

Examination of Rotigotine, SPM 10310, SPM
10311 on L-type Ca’* Inward Current in
Isolated Ventricular Myocytes of the Guinea-
pig (Safety Pharmacology Study)

4.2.1.3-15

Cardiovascular Effects of Dopamine Agonists
N-0923, N-0924, N-0437, Apomorphine and
Bromocriptine in the Anesthetized Rat

4.2.1.3-16

The Cardiovascular Effects of the Dopamine
D, Agonists N-0923, WRC-0012, WRC-0091,
and Bromocriptine in Conscious Rats

4.2.1.3-17

Effects of N-0923, A Selective Dopamine D,
Agonist, on the Cardiovasculature, Behavior
and Prolactin Release in the Conscious Pig-t
ailed Macaque Monkey
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4.2.1.3-18

Cardiovascular Effects Following Intravenous
Administration of Dopamine D, Agonists N-
0923, N-0924, N-0437 and Bromocriptine in
Conscious Monkeys

4.2.1.3-19

Examination of the Influence of SPM 962 on
Several Cardiovascular Parameters and the
Respiration Following Subcutaneous
Administration in Anaesthetised Cynomolgus
Monkeys (Safety Pharmacology Study)

1
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4.2.1.3-20

Examination of the Influence of SPM 962 on
the Diuresis and Saluresis in Rats Following
Subcutaneous Administration (Safety
Pharmacology Study)

4.2.1.3-21

Examination of SPM 962 for Spasmolytic and
Spasmogenic Properties in the Isolated
Guinea Pig lleum (Safety Pharmacology
Study)

4.2.1.3-22

Examination of the Influence of SPM 962 on
Intestinal Motility Following Subcutaneous
Administration (Charcoal Propulsion Test in
the Mouse) (Safety Pharmacology Study)

4.2.1.3-23

Electrophysiological Effects of a Test Item on
the Current Mediated by the hERG-potassium
Channel Stably Expressed in HEK 293 Cells
(Test Item: SPM 8483)

4.2.2.1-01

Preiarative Details of [tetraline(n)->H]N-0923
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Analytical Package [tetrahydronaphthalene-6-

4CISPM-962
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4.2.2.1-03 Repurification Details of

tetrah dronaphthalene-G-MC]SPM-962
4.2.2.1-04 Repuirification Details of

[tetrah dronaphthalene-G-MC]SPM-962
4.2.2.1-05 Preparative Details of

[tetrah dronaphthalene-G-MC]SPM-962
4.2.2.1-06 Purification Details of

[tetrah dronaphthalene-G-MC]SPM-962
4.2.2.1-07 Preparative Details of

[tetrah dronaphthalene-G-MC]SPM-962
4.2.2.1-08 Purification Details of

[tetrah dronaphthalene-G-MC]SPM-962
4.2.2.1-09 Purification Details of

[tetrah dronaphthalene-G-MC]SPM-962
4.2.2.1-10 Preparative Details of [*C]Rotigotine
4.2.2.1-11 Preparative Details of [*C]Rotigotine HCI

Salt
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4.2.2.1-12

Stability Trial Package
[tetrahydronaphthalene-6-"*C]SPM-962

A

4.2.2.1-13 Stability Trial Package
[tetrah dronaphthalene-G-MC]SPM-962
4.2.2.1-14 Stability Trial Package
[tetrah dronaphthalene-G-MC]SPM-962
4.2.2.1-15 Stability Trial Package
[tetrah dronaphthalene-G-MC]SPM-962
4.2.2.1-16 Stability Trial Package
[tetrah dronaphthalene-G-MC]SPM-962
4.2.2.1-17 Determination of N-0923 in Mouse Plasma by
LC/MS/MS
42.2.1-18 Determination of Rotigotine (SPM 962) in
Mouse Plasma by LC/MS/MS
4.2.2.1-19 Determination of N-0923 in Rat Plasma
4.2.2.1-20 Determination of Rotigotine (SPM 962) in Rat
Plasma by LC/MS/MS
4.2.21-21 Validation of an Analytical Assay for the
Determination of SPM 962 in Plasma
4.2.2.1-22 Validation of an Analytical Assay for the

Determination of SPM 8483, SPM 13936 and
SPM 13937 in Plasma
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4.2.2.1-23

Determination of N-0923 in Rabbit Plasma by
LC/MS/MS

=TT

4.2.2.1-24

Determination of N-0923 in Cynomolgus
Monkey Plasma by LC/MS/MS

=TT

4.2.2.1-25

Determination of Rotigotine in Cynomolgus
Monkey Plasma by LC/MS/MS

AHERE ISP

wiEH

BEGE

A

4.2.2.1-26

Determination of Levodopa and Carbidopa in
Rat Plasma by HPLC and EC Detection

4.2.2.1-27

Determination of Levodopa and Carbidopa in
Monkey Plasma by HPLC and EC Detection

4.2.2.1-28

Revalidation of a Competitive
Radioimmunoassay for the Determination of
Prolactin in Rat Plasma in the Concentration
Range of 0.8 - 50.0 ng/mL

4.2.2.1-29

Validation of a Competitive
Radioimmunoassay for the Determination of
Prolactin in Monkey Plasma in the
Concentration Range of 5 - 200 ng/mL

4.2.2.1-30

Validation of LC-ESI-MS/MS Method for the
Determination of Rotigotine in Mouse and
Miniature Pig Plasma

4.2.2.1-31

Validation of LC-ESI-MS/MS Method for the
Determination of Rotigotine in Mouse and
Miniature Pig Skin Homogenate
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BEEHD

AN HtREH STl & #

AN HtREH STl & #

AN HtREH STl & #

AN HtREH STl & ¥

AN HtREH STl & #

Schwarz Pharmali&st HRAEH Bl s
AG

- |Schwarz Pharmal g4} HRAEH Bl s
AG

- :;igigi*ﬁkit‘% ER HREH STl & ¥

:;iiigiﬁit% ER HREH STl &

1.12 isfHEE—%
19




ATEHNES

248

4.2.2.2-01

7-Day Pharmacokinetics Study in Sprague-
Dawley Rats to Compare the Bioavailability

of Two Different SPM 962 Patches (10 cm?)

4.2.2.2-02

14-Day Toxicokinetics Study of SPM 962
Patch by Dermal Application to Spargue-
Dawley Rats

4.2.2.2-03

Exploratory Comparative Pharmacokinetics
of Rotigotine in the Male Sprague-Dawley
Rat Following i) a Single Subcutaneous (3
mg/kg) or Dermal (4.5 mg/animal)
Administration of Rotigotine Prepared as a
Subcutaneous Oil Suspension or Dermal
Patch, ii) a Single Intravenous Administration
(3 mg/kg), iii) a Single and Repeated (Daily
for 3 Days) Dermal Administration of
Rotigotine Prepared as a Dermal Patch (2.5

cm?)

B

4.2.2.2-04

Follow-Up Study to Evaluate the
Pharmacokinetics and the Bioavailability of
Several SPM 962 Non-Patch Formulations in
Sprague-Dawley Rats

4.2.2.2-05

Pilot Study to Evaluate the Pharmacokinetics
and the Bioavailability of Several SPM 962
Formulations in Sprague-Dawley Rats

FERSE it HA R
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4.2.2.2-06

The Disposition of Total Radioactivity in the
Rat Following Single Subcutaneous and

Single Intravenous Administration of [14C]
SPM 962

4.2.2.2-07

7-Day Crossover Pharmacokinetics Study in
Cynomolgus Monkeys to Compare the
Bioavailability of Two Different SPM 962

Patches (2 x 20 cm?)

4.2.2.2-08

14-Day Toxicokinetics Study of SPM 962
Patch by Dermal Application to Cynomolgus
Monkeys

4.2.2.2-09

The Disposition of Total Radioactivity in the
Cynomolgus Monkey Following Single
Subcutaneous and Single Intravenous

Administration of ['*C] SPM 962

4.2.2.2-10

Pharmacokinetics of Several SPM 962 Non-
Patch Formulations in Cynomolgus Monkeys

4.2.2.3-01

The Quantitative Tissue Distribution of Total
Radioactivity in the Rat Following Single

Intravenous Administration of [14C] SPM 962

4.2.2.3-02

The Disposition of Total Radioactivity in the
Rat Following Single Subcutaneous and

Single Intravenous Administration of [3H]-
SPM 962

=&
|
s
W
|
s
|
——

AHERE ISP

wiEH

BEGE

A

SEHEHD
m [HRER STt A
m [HREH BT
B [RAEH EX
m [HRER ETiT
mo [dREH SV &
m [HREH ETiT A
wI [RREH e

1.12 isfHEE—%
21




ATEHNES

248

4.2.2.3-03

Brain Distribution and Metabolism Study in
the Cynomolgus Monkey Following

Intravenous Administration of [14C] SPM 962

FERSE it HA R

4.2.2.3-04

SPM 962(Rotigotine): Exploratory Study -
Penetration in the Skin and Exposure
Following Repeated Dermal Patch

Application (2.5 cm?)

4.2.2.3-05

SPM 962 (Rotigotine): Comparison of the

Local Tissue Distribution (all Dermal Strata)
and Skin Exposure to Drug Related Material
Following Repeated Subcutaneous Dose or

Dermal Patch Application of ['*C]-SPM 962

A

4.2.2.3-06

SPM962 : Pilot study - Penetration in the
Skin and Exposure Following Repeated 3
mg/kg Subcutaneous Dose

4.2.2.3-07

Plasma Protein-Binding of SPM 962 in
Human, Monkey, Rat and Mouse Plasma
Samples

4.2.2.3-08

Plasma and Skin Concentrations of
Rotigotine in Miniature Pigs After Repeated
Application of Rotigotine Patch

4.2.2.4-01

Disposition and Metabolite Identification in
the Rat and Cynomolgus Monkey Following
Intraveneous and Subcutaneous

Administration of ['*C] SPM 962

4.2.2.4-02

Identification of Unknown SPM 962
Metabolites by Mass Spectroscopy

RATERY
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422403 |The Metabolite Profiling and Identification of [N 2 - B |[HAEN SEmE
Samples from Rat and Cynomologus Monkey 2
Studies with ['*C] SPM 962

422404 |In Vitro Metabolism Studies of *C-5PM 962 | ZMI-__ /o |HREW Salilee
with Freshly Isolated Mouse, Rat, Rabbit, 2
Monkey and Human Hepatocytes

422405 |Metabolite Identification Study with *C-sPv | ZMI-__ a  |HRER a4
962 in Freshly Isolated Mouse, Rat, Rabbit, 2
Monkey and Human Hepatocytes

4.2.2.4-06 Investigation of Human Sulfotransferases I- 2 - |Schwarz B ([HREH Ealik=gs]
Involved in the Metabolism of Rotigotine 2 BioSciences

GmbH

4.2.2.4-07 Investigation of Human UDP- l_ 2 - [Schwarz By |[HHREH AT 2
Glucuronosyltransferases Involved in the 2 BioSciences
Metabolism of Rotigotine GmbH

4.2.2.4-08 Investigation of the Human Cytochrome P450|_ 2 - By |[HHREH A 2
Isoforms Involved in the Metabolism of SPM 2
962

422409 |Interaction of the Compounds sPM 962, SPM | #&ii Schwarz B [ERER Sl & R
5907, SPM 9257, SPM 9206 and SPM 9141 2(i . BioSciences
with the Cytochrome P450 Isoenzymes 1A2, GmbH
2C9, 2C19, 2D6 and 3A4

422410 |Characterization of the Mechanism of the | NN $E""i Schwarz BN |HREN Ealik=gs]
Cytochrome P450 2C19 and 2D6 Inhibition 2(i . BioSciences
by SPM 962 GmbH

4.2.2.4-11 Determination of the Cytochrome P450 ] 2 - |Schwarz B |HREN Ealik=gs]
Induction Potential of Rotigotine in Human 2 BioSciences
Hepatocytes GmbH

1.12 isfHEE—%
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4.2.25-01  [[™C-propyl]N-0923 Pilot Excretion and I a5 |HREM SEAH
Metabolite Profiling Studies in Rats

422502  |[“C-thienylethyl]N-0923 Pilot Excretion and | NN B |HRER SEAH
Metabolite Profiling Studies in Rats

422503 |Milk Secretion Study with [“Cl-sPMo62 | /o |HREW Sl
Following Administration to Female Rats

4.2.2.6-01 Protein Binding Displacement Interaction of r Schwarz By |[HREH AT 2
Rotigotine and Warfarin. In-Vitro Study in BioSciences
Human Plasma and Human Serum Albumin. GmbH

4.2.26-02  |Transport of SPM 962 Across Caco-2 l_ 2 - By |[HHREH Bl
Monolayers: Investigation of P-Glycoprotein 2
Involvement

4.2.3.1-01 Single Subcutaneous Toxicity Study of |_ 2 - | REREKRA= (BR [HREH AT 2
Rotigotine (SPM 962) Hydrochloride in Rats 2 #

4.2.3.1-02  |Single Subcutaneous Dose Toxicity Study of l- 2 - BR (R EHR A 2
OPC-243 Hydrochloride in Cynomolgus 2
Monkeys

4.2.3.1-03  |An Investigation of the Effect of Nine Novel _ — By |HHREH SEEN
Compounds in the Irwin Dose-range Study in
the Mouse

4.2.3.1-04 Preliminary Single Dose Subcutaneous r 2 - | REHREHXRAR (BR [(HREH SEEN
Toxicity Study of Rotigotine (SPM 962) 2 #

Hydrochloride in Rats

1.12 isfHEE—%
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4.2.3.2-01

3-Month MTD/DRF Study of SPM 962 by
Subcutaneous Administration to CD-1 Mice

19N
1

4.2.3.2-02

3-Month MTD/DRF Study of SPM 962 by
Subcutaneous Administration to Sprague-
Dawley Rats

4.2.3.2-03

6-Month Chronic Toxicity Study of SPM 962
by Subcutaneous Administration to Sprague-
Dawley Rats

4.2.3.2-04

3-Month Toxicity Study of SPM 962 by
Subcutaneous Administration to Cynomolgus
Monkeys

4.2.3.2-05

12-Month Chronic Toxicity Study of SPM 962
by Subcutaneous Administration to
Cynomolgus Monkeys

4.2.3.2-06

Dose-range-finding Study for a 3-Month
MTD/DRF Study of SPM 962 by
Subcutaneous Administration to CD-1 Mice
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4.2.3.2-07

28-Day Dermal Toxicity Study in Rats; Test
Article N-0923 TDS

FERSE it HA R

4.2.3.2-08

A One-week Intravenous Toxicity Study in
Rats of N0923 Dopamine Agonist

1
1

4.2.3.2-09

A Two-week Intravenous Toxicity Study in
Rats of N0923 Dopamine Agonist

=TT

4.2.3.2-10

A Pilot Study to Determine the Intravenous
Toxicity and to Establish a Suitable High
Dose Level for Subsequent Studies of N-
0923 in the Albino Rat

=TT

4.2.3.2-11

A 28-day Intravenous Toxicity Study of N-
0923 in the Albino Rat

1T

4.2.3.2-12

Effects of Dopamine D, Receptor Agonist N-

0923 on Body Weight and Food Intake in
Rats

4.2.3.2-13

Dose-range-finding Study for a 3-Month
MTD/DRF Study of SPM 962 by
Subcutaneous Administration to Sprague-
Dawley Rats

4.2.3.2-14

N-0923 Preliminary 7-Day Intravenous
Tolerance Study in Cynomolgus Monkeys

4.2.3.2-15

N-0923 Toxicity to Cynomolgus Monkeys by
Repeated Intravenous Administration for 2
Weeks
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4.2.3.2-16

N-0923 Toxicity to Cynomolgus Monkeys by
Repeated Intravenous Administration for 2
Weeks

4.2.3.2-17

A 28-Day Intravenous Toxicity Study of N-
0923 in the Cynomolgus Monkey, With a 28-
Day Recovery Period

4.2.3.2-18

A Pilot Study to Determine the Intravenous
Toxicity and to Establish a Suitable High
Dose Level for Subsequent Studies of N-
0923 in the Cynomolgus Monkey

4.2.3.2-19

Dose-range-finding Study for a 3-Month
Toxicity Study of SPM 962 By Subcutaneous
Administration to Cynomolgus Monkeys

4.2.3.2-20

SPM 962: 3 Day Nasal Administration
Feasibility Study in the Monkey

4.2.3.2-21

2-Week Subacute Local Tolerance Study of
Rotigotine by Intranasal Administration to
Cynomolgus Monkeys

4.2.3.2-22

SPM 962: 28 Day Nasal Administration Local
Toxicity Study in the Monkey With a 2-Week
Treatment-free Period

i %l ! I 11

AHERE ISP

wiEH

BEGE

s
BEEHD

o

HREH

SEEN

&

HREH

SEEN

pi2)N

HREH

SEEN

piE)

HREH

SEEHN

pi0)

#HREH

SEEN

pi2)

#HREH

SEEN

pi0)

HREH

SEEH

1.12 isfHEE—%

27




ATEHNES

248

AEREMEHME | HEREMEISFT

4.2.3.3.1-01

Ames/Salmonella-E.Coli Reverse Mutation
Assay on N-0923

wiEH

BEGE

A

4.2.3.3.1-02

Mutation Assay at the TK Locus in L5178Y
Mouse Lymphoma Cells Using a Microtiter
Cloning Technique (Trifluorothymidine
Resistance) With N-0923 (SPM 962) Free
Base

4.2.3.3.2-01

In Vivo Micronucleus Test With N-0923 in
Mouse Bone Marrow Erythropoietic Cells

4.2.3.3.2-02

In Vivo Micronucleus Test in Mouse Bone
Marrow With N-0923 Re-reading of Slides 48-
hour After Treatment (From Pharmakon
Study Number: 0309FD15.001)

4.2.3.3.2-03

Rotigotine-HCI: Induction of Micronuclei in
the Bone Marrow of Treated Mice

BN

4.2.3.3.2-04

Measurement of Unscheduled DNA Synthesisl_

(UDS) in Rat Hepatocytes Using an In Vivo
Procedure With N-0923 (SPM 962)

4.2.3.4.1-01

104-Week Carcinogenicity Study of SPM 962
by Subcutaneous Administration to CD-1
Mice

5
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4234102 |104-Week Carcinogenicity Study of SPM 962 [N B |[HRER FmE s
by Subcutaneous Administration to Sprague- 2
Dawley Rats

4.2.3.4.2-01 |A Medium-term Skin Carcinogenecity Study I. BN |HREH Bl
of OPC-243 in Mice

4.2.3.4.2-02 |Four-week Repeated Dermal Dose l_ 2 - [ REREEHAR (BR (HREHR AT 2
Toxicokinetics Study of Rotigotine in Female 2 #t
Mice

4.2.3.4.2-03 |Four-week Repeated Dermal Dose Range- l. EAR ((tRER sEEH
finding Study of OPC-243 in Mice

4234301 |6-Month Study on Possible Preneoplastic [N T S e SEZ&H
Changes From SPM 962 Patch by Dermal
Administration to Minipigs

4.2.3.4.3-02 |6-Month Study on Potential Preneoplastic r By |[HHREH SEEN
Changes From SPM 962 Patch by Dermal
Administration to Minipigs

4.2.35.1-01 |Examination of the Influence of SPM 962 on | B [HREH FmE R

the Fertility and Early Embryonic
Development to Implantation of Mice by
Subcutaneous Administration to the Female
Animals of the Fy Generation -In Accordance
With the ICH Guideline 4.1.1- -Segment |
Study-
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4.2.3.5.1-02

Examination of the Influence of SPM 962 on
the Fertility and Early Embryonic
Development to Implantation of Sprague-
Dawley Rats by Subcutaneous Administration
to the Animals of the Fy-generation -Separate
Male and Female Study- -In Accordance With
ICH Guideline 386/95 (4.1.1)- -Segment |
Study-

4.2.3.5.1-03

Dose-range-finding Study for a Study of
Fertility and Early Embryonic Development to
Implantation of CD-1 Mice With SPM 962 by
Subcutaneous Administration

FERSE it HA R

4.2.3.5.1-04

Supplementary Study to Determine the Safe
Dose for SPM 962 to be Given by
Subcutaneous Administration Between
Pairing and Implantation in Mice -Segment |
Study-

4.2.3.5.2-01

Study of Embryo-fetal Development in CD-1
Mice With SPM 962 by Subcutaneous
Administration -In Accordance With the ICH
Guideline 4.1.3- -Embryotoxicity
Study/Segment Il Study-

4.2.3.5.2-02

Rotigotine: Subcutaneous Study of Embryo-
foetal Development in the Mouse

4.2.3.5.2-03

Study of Embryo-fetal Development in Rats
With SPM 962 by Subcutaneous
Administration -Segment Il Study-
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4.2.3.5.2-04 |Study of Embryo-fetal Development in |_ By |HHREH Bl
Rabbits With SPM 962 by Subcutaneous 2
Administration -Segment Il Study-

4.2.3.5.2-05 |Rotigotine: Subcutaneous Study of Embryo- I_ By |[HHREH Balif=g s
foetal Development in the Rabbit

4.2.3.5.2-06 |Determination of Rotigotine by LC-MS/MS l- Schwarz B (HREH BT & A
After Subcutaneous Administration of Biosciences
Rotigotine HCI or Placebo to Female Rabbits GmbH
of the Covance Study No. 0699/062

4.2.3.5.2-07 |Dose-range-finding Study for a Study of |_ By |[HHREH SEEN
Embryo-fetal Development in CD-1 Mice
With SPM 962 by Subcutaneous
Administration

4.2.3.5.2-08 |Dose-range-finding Study for a Study of |_ By |[HHREH SEEN
Embryo-fetal Development in Rats With SPM 2
962 by Subcutaneous Administration

4.2.3.5.2-09 |Dose-range-finding Study for a Study of |_ By |[HHREH SEEN

Embryo-fetal Development in Rabbits With
SPM 962 by Subcutaneous Administration

1.12 isfHEE—%
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4.2.3.5.3-01

Examination of SPM 962 for Effects on the
Pre- and Postnatal Development (Including
Maternal Function) Following Subcutaneous
Administration to the Dams of Rats of the Fg-
generation -In Accordance With the ICH
Guideline 4.1.2- -Segment Il Study-

4.2.3.6-01

Primary Skin Irritation Test (Patch Test) of
SPM 962 Patch in Rabbits -24 h Patch
Application- -Based on EC Guideline B.4. and
OECD Guideline 404-

4.2.3.6-02

Local Tolerance Study of SPM 962 Patch by
Epicutaneous Administration for 4 Weeks to
Rabbits With Intact and Scarified Skin

4.2.3.6-03

Examination of SPM 962 Patch in a Skin
Sensitisation Test in Guinea-pigs According
to E. V. Buehler -According to EC Guideline
B.6. and OECD Guideline 406-

4.2.3.6-04

Photosensitisation Test of SPM 962 Patch
After Repeated Epicutaneous Application to
Guinea-pigs
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4.2.3.6-05

Phototoxicity Study of SPM 962 Patch After
Repeated Epicutaneous Application to
Guinea-pigs
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A
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4.2.3.6-06

Primary Dermal Irritation Study in Rabbits
(Test Material: N-0923)

4.2.3.6-07

Primary Dermal Irritation (Test Article: N-
0923-TDS)

4.2.3.6-08

Primary Skin Irritation (Test Article: N0923
TDS)

4.2.3.6-09

7-Day Dermal Range Finding Study With
SPM 962 in FVB/N Mice

4.2.3.6-10

A 3-Day Continuous Subcutaneous Infusion
Study on N-0923 in Cynomolgus Monkeys

4.2.3.6-11

Examination of SPM 962 Free Base in the
Skin Sensitisation Test in Guinea-pigs
According to Magnusson and Kligman
(Maximisation Test)

-According to EC Guideline B.6. and OECD
Guideline 406-

4.2.3.6-12

Dermal Sensitisation (Buehler Method -
Modified) (Test Article: N0923 TDS)
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4.2.3.6-13

Acute Eye Irritation Study of C707 (SPM 962
HCI), C734, C736 by Instillation Into the
Conjunctival Sac of Rabbits

-According to EC Guideline B.5. and OECD
Guideline 405-

4.2.3.7.2-01

28-Day Immunotoxicological Study of SPM
962 by Repeated Subcutaneous
Administration to CD Rats -Plaque Forming
Colony (PFC) Test-

4.2.3.7.4-01

Cocaine Discrimination in Rats: Evaluation of
Whitby A

4.2.3.7.4-02

Cocaine Discrimination in Squirrel Monkeys:
Evaluation of N0923

4.2.3.7.4-03

Effects of N0923 Pretreatment on I.V.
Cocaine Self-administration in Rhesus
Monkeys

4.2.3.7.6-01

Salmonella Typhimurium Reverse Mutation
Assay With Impurity[] *

4.2.3.7.6-02

Chromosome Aberration Test in Human
Lymphocytes In Vitro With Impurity[] *

4.2.3.7.6-03

Impurityld * Evaluation of Skin Irritation in
SKH-1 Mice Following Repeated Topical
Applications

MOLE

AHERE ISP

wiEH

BEGE

A

SEEND
B/ |[HREN SEEE
m [HRER STt
B/ ([HREH STl E R
By |[HREH AT & A
B/ |[HREN AT & A
w/N |[HREH SEEH
B/ (HREH SEEH
BN ([HREH SEBEN

1.12 isfHEE—%
34




ATEHNES

248

4.2.3.7.6-04

Impurityd * In Vivo Skin Comet Assay in Mice
After Transdermal Application

4.2.3.7.6-05

Dose Range-finding Study in Rats for a
Micronucleus Test (Test Article: PTEHA)
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4.2.3.7.6-06

PTEHA: Induction of Micronuclei in the Bone
Marrow of Treated Rats (Test Article:
PTEHA)

4.2.3.7.6-07

Rotigotine (SPM962) Spiked With .%

Impurity * and
|.% Despropyl Rotigotine (SPM9257):
Mutagenic Activity Study With Salmonella
typhimurim TA 1535, TA 100, TA 1537, TA
98 and TA 102

4.2.3.7.6-08

Rotigotine (SPM962) Spiked With .%
Impurityd * and

|.% Despropyl Rotigotine (SPM9257):

Mouse Lymphoma Mutation Study

4.2.3.7.7-01

Drug Interaction Study Between SPM 962
and a Combination of L-Dopa and Carbidopa
in CD Rats

4.2.3.7.7-02

Drug Interaction Study Between SPM 962
and a Combination of L-Dopa and Carbidopa
in Cynomolgus Monkeys

4.2.3.7.7-03

U.S.P Class V Extractables Study of

Additived * Medical Grade Pressure
Sensitive Adhesive
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4.2.3.7.7-04 |Acute Systemic Toxicity Study With
Additivell * in
Mice
4.2.3.7.7-05

Ninety-day Implant Study of
Medical Grade Pressure Sensitive
Adhesive

Additiver ~ (NN

4.2.3.7.7-06 |Genetic Evaluation of ~ Additive[ *
in Bacterial Reverse Mutation Assays
4.2.3.7.7-07 |Tissue Cell Culture Study of Additive[] * _
Medical Grade Pressure Sensitive
Adhesive (44% in Freon PCA)
4.2.3.7.7-08 |Tissue Cell Culture Study of Additivel] * _
Medical Grade Pressure Sensitive
Adhesive (99% Solids)
4.2.3.7.7-09 |Intracutaneous Irritation Test With
Additived * in
Rabbits
4.2.3.7.7-10 |Pyrogen Test Study of  Additivel] *
Medical Grade Pressure Sensitive
Adhesive
4.2.3.7.7-11 |Bacterial Reverse Mutation Assay of
Additived *
4.2.3.7.7-12 |Guinea Pig Skin Sensitization Study of t

Additiveld *

I
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4.2.3.7.7-13

Feasibility Study in Sprague-Dawley Rats to
Detect Drug Interactions Between SPM 962
and a Combination of Levodopa and
Carbidopa

FERSE it HA R

4.2.3.7.7-14

3-Month Toxicity Study Following
Subcutaneous Application of SPM 962 in CD
Rats -Light- and Electron Microscopic
Investigation of the Eyes (Retina)-

4.2.3.7.7-15

Feasibility Study in Cynomolgus Monkeys to
Detect Drug Interactions Between SPM 962
and a Combination of Levodopa and
Carbidopa

4.2.3.7.7-16

3-Month Toxicity Study Following
Subcutaneous Application of SPM 962 in
Cynomolgus Monkeys - Light- and Electron
Microscopic Investigation of the Eyes
(Retina)-

4.23.7.717

14 Day Acute Intravenous Toxicity in Mice
(Test Article: N-0437 HCI)

4.2.3.7.7-18

Acute Exposure Oral Toxicity Study in Rats
(Test Article: N-0437 HCI)

4.2.3.7.7-19

6 Day Oral Range Finding Study in the Rat
(Test Article: N-0437)
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4.2.3.7.7-20 |28 Day Oral Toxicity Study in the Rat (Test I_ B/ ([HREH sEEH
Article: N-0437)

4.2.3.7.7-21 |14 Day Repeat Dose Intravenous Toxicity I- B ([HREH sEEH
Study in Rats (Test Article: N-0437)

4.2.3.7.722 |Compound N-0437; Preliminary Oral Toxicity [N B |[HRER SEEH
Study in Cynomolgus Monkeys (Single Dose
Administration and Repeated Dosage for 7 or
8 Days)

4.2.3.7.7-23 |Compound N-0437; Toxicity in Cynomolgus I_ BN (HREH sEEH
Monkeys by Repeated Oral Administration for
4 Weeks (28 Days)

4.2.3.7.724 |Acute Eye Toxicity Studies in Rabbitson [N B |[HRER SEEH
Nelson Compound N-0437 HCI (With 0.5%
Chlorobutanol)

4.3-01 Relationship between the inhibition constant |Cheng YC, Prusoff WH — — —  |Biochem Pharmacol —
(K)) and the concentration of inhibitor which 1973;22:3099-108
causes 50 percent inhibition (I5o) of an
enzymatic reaction

4.3-02 Regulation of the activity of striatal Stoof JC, Drukarch B, — — — |Neuroscience. —

cholinergic neurons by dopamine

de Boer P, Westerink
BHC, Groenewegen HJ

1992;47:755-70
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4.3-03

Differential activation by some 2-
aminotetralin derivatives of the receptor
mechanisms in the nucleus accumbens of rat
which mediate hyperactivity and stereotyped
biting

Costall B, Naylor RJ,
Cannon JG, Lee T

Eur J Pharmacol.
1977;41:307-19

SEEHD

4.3-04 Biochemical aspects of dopamine agonists  |Kehr W, Carlsson A, — — — |Adv Neurol. —
Lindqvist M 1975;9:185-95
4.3-05 Experimental models of Parkinson’s disease: [Tolwani RJ, Jakowec — — — |Lab Anim Sci. —
Insights from many models MW, Petzinger GM, 1999;49:363-71
Green S, Waggie K
4.3-06 Chronic parkinsonism in humans due to a Langston JW, Ballard — — — |Science. —
product of meperidine-analog synthesis P, Tetrud JW, Irwin | 1983;219:979-80
4.3-07 A primate model of parkinsonism: Selective |[Burns RS, Chiueh CC, — — — |Proc Natl Acad Sci —
destruction of dopaminergic neurons in the [Markey SP, Ebert MH, USA. 1983;80:4546-
pars compacta of the substantia nigra by N- |Jacobowitz DM, Kopin 50
methyl-4-phenyl-1,2,3,6-tetrahydropyridine  (I1J
4.3-08 Hemiparkinsonism in monkeys after unilateral|Bankiewicz KS, — — — |Life Sci. 1986;39:7- —
internal carotid artery infusion of 1-methyl-4- |Oldfield EH, Chiueh 16
phenyl-1,2,3,6- tetrahydropyridine (MPTP) CC, Doppman JL,
Jacobowitz DM, Kopin
1J
4.3-09 Stereoselective reversal of MPTP-induced Léschmann P-A, Chong — — — |Eur J Pharmacol. —
parkinsonism in the marmoset after dermal |PN, Nomoto M, Tepper 1989;166:373-80
application of N-0437 PG, Horn AS, Jenner
P, et al
4.3-10 Are dopamine receptor agonists Le WD, Jankovic J — — — |Drugs Aging. —
neuroprotective in Parkinson’s disease? 2001;18:389-96
4.3-11 Neuroprotection and dopamine agonists Schapira AHV — — — |Neurology. —

2002:58:59-18
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4.3-12

Dopamine receptors: from structure to
function

Missale C, Nash SR,
Robinson SW, Jaber M,
Caron MG

Physiol Rev.
1998;78:189-225

SEEHD

4.3-13 Pharmacological profiles and clinical effects |Arai H, Minami J — — — [Nihon Yakurigaku —
of ropinirole hydrochloride (ReQuip) Zasshi.
2007;130:313-9
4.3-14 Pharmacology of dopamine agonists in the |Jenner P — — — |Neurology. —
treatment of Parkinson’s disease 2002;58:51-8
4.3-15 ABT431: The diacetyl prodrug of A-86929, a |Shiosaki K, Jenner P, — — — |J Pharmacol Exp —
potent and selective dopamine D, receptor |Asin KE, Britton DR, Ther. 1996;276:150-
agonist: In vitro characterization and effects |Lin CW, Michaelides M, 60
in animal models of Parkinson’s disease et al
4.3-16 ABT-431, a D, receptor agonist prodrug, has |Rascol O, Blin O, — — — |Ann Neurol. —
efficacy in Parkinson’s disease Thalamas C, 1999;45:736-41
Descombes S,
Soubrouillard C, Azulay
P, et al
4.3-17 The dopamine D, agonist SKF 81297 and the|Vermeulen RJ, — — — |Mov Disord. —
dopamine D, agonist LY 171555 act Drukarch B, Sahadat 1994;9:664-72
synergistically to stimulate motor behavior of [MCR, Goosen C,
1-methyl-4-phenyl-1,2,3,6-tetrahydropyridine- | Wolters EC, Stoof JC
lesioned parkinsonian rhesus monkeys
4.3-18 Functional potencies of new antiparkinsonian [Perachon S, Schwartz — — — Eur J Pharmacol. —

drugs at recombinant human dopamine D;,
D, and D; receptors

J-C, Sokoloff P

1999;366:293-300
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4.3-19

Differential actions of antiparkinson agents at
multiple classes of monoaminergic receptor.
I. A multivariate analysis of the binding
profiles of 14 drugs at 21 native and cloned
human receptor subtypes

Millan MJ, Maiofiss L,
Cussac D, Audinot V,
Boutin J-A, Newman-
Tancredi A

J Pharmacol Exp
Ther. 2002;303:791-
804

BEEHOD

4.3-22 Dopamine agonists and neuroprotection in Olanow CW, Jenner P, — — — |Ann Neurol. —
Parkinson’s disease Brooks D 1998;44:S167-74
4.3-23 Dopamine transporter brain imaging to Parkinson Study Group — — — [JAMA. —
assess the effects of pramipexole vs 2002;287:1653-61
levodopa on Parkinson disease progression
4.3-24 Rotigotine transdermal patch for the Boroojerdi B, Wolff — — — |Drugs Today. —
treatment of Parkinson's disease and restless|HM, Braun M, Scheller 2010;46:483-505
legs syndrome DKA
4.3-25 The restless legs syndrome Trenkwalder C, Paulus — — — |Lancet Neurol. —
W, Walters AS 2005;4:465-75
4.3-26 Pathophysiological concepts of restless legs |Paulus W, Dowling P, — — — |Mov Disord. —
syndrome Rijsman R, Stiasny- 2007;22:1451-6
Kolster K, Trenkwalder
C, de Weerd A
4.3-27 Critical review of ropinirole and pramipexole - |Varga LI, Ako-Agugua — — — |J Clin Pharm Ther. —
putative dopamine D;-receptor selective N, Colasante J, 2009;34:493-505
agonists - for the treatment of RLS Hertweck L, Houser T,
Smith J, et al
4.3-28 Summary Basis of Approval for Pramipexole — — — — |NDA No. 020667, —

Dihydrochloride

1997 (Approval)
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4.3-29

Summary Basis of Approval for Cabergoline

NDA No. 020664,
1996 (Approval)

SEEHD

4.3-30 Summary Basis of Approval for Ropinirole — — — — |NDA No. 020658, —
Hydrochloride 1997 (Approval).

4.3-31 Effects of dopamine D-like and D,-like Caine SB, Negus SS, — — |Exp Clin —
agonists in rats trained to discriminate Mello NK, Bergman J Psychopharmacol.
cocaine from saline: influence of 2000;8:404-14
experimental history

4.3-32 The role of dopamine in epilepsy. Starr MS — — — [Synapse. —

1996;22:159-94.

4.3-33 The role of catecholamines in seizure Weinshenker D, Szot P — — — |Pharmacol Ther. —
susceptibility: new results using genetically 2002;94:213-33.
engineered mice.

4.3-34 The D; dopamine receptor: neurobiology and [Levant B. — — — Pharmacol Rev. —
potential clinical relevance. 1997;49:231-52.

4.3-35 Exploring the pharmacology of the pro- Jackson HC, Dickinson — — — |Psychopharmacolog —
convulsant effects of a,-adrenoceptor SL, Nutt DJ y. 1991;105:558-62.
antagonists in mice.

4.3-36 Evaluation of carcinogenicity studies of Friedrich A, Olejniczak — — — |Regul Toxicol —
medicinal products for human use authorised |K Pharmacol. 2011;60:
via the European centralised procedure 225-48.

(1995-2009).
4.3-37 Effects of hyper- and hypoprolactinemia on  |Waeber C, Reymond — — — |Biol Reprod. —

gonadotropin secretion, rat testicular
luteinizing hormone/human chorionic
gonadotropin receptors and testosterone
production by isolated Leydig cells.

0O, Reymond M,
Lemarchand-Beraud T

1983;28: 167-77.
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4.3-38 Leydig cell hyperplasia and adenoma Clegg ED, Cook JC, — — — |Reprod Toxicol. —
formation: mechanisms and relevance to Chapin RE, Foster 1997;11:107-21.
humans. PMD, Daston GP
4.3-39 Localization of luteinizing hormone, follicle- |Wahlstrom T, — — — |J Clin Endocrinol —
stimulating hormone, prolactin, and their Huhtaniemi |, Hovatta Metab. 1983;57:825-
receptors in human and rat testis using O, Seppala M 30.
immunohistochemistry and radioreceptor
assay.
4.3-40 Human relevance of rodent prolactin-induced |Harvey PW — — — |J Appl Toxicol. —
non-genotoxic mammary carcinogenesis: 2005;25:179-83.

prolactin involvement in human breast cancer
and significance for toxicology risk

assessments.

4.3-41 Reproductive toxicity of cabergoline in mice, |Beltrame D, Longo M, — — — |Reprod Toxicol. —
rats, and rabbits. Mazué G. 1996;10:471-83.

5.3.1.2-01 SP581 Schwarz BioSciences |2 A~ k1Y BN ([HREM SEEHN
Bioequivalence evaluation of SPM 962 from |GmbH/UCB 2 A

two different silicone patches in 30 healthy
male volunteers

531401 [N REEEGR AT zo.Elﬁl—= BR  |[AREHE FmE
iv—;—-

LC-MS/MSIZ&AErm#EFROFITF R E R HEREESE
EEZDN)T—3> RR)

531402 ([N REEERR AT zolElEl—= Bl |[CREH A
LC-MS/MSI= &3 OF I FUBERE B RDE HCE: &
BREH 79)

531403 (NN KIFEER T zo.El_r= Bl |[CREH T mE
LC-MS/MSIZ&AErMiEFRMBOFITF (RE El (FEES
AR UEEHK) BEAEED/NAYTF— 3> 23)
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531404 (I ABEERIAT 2m—= Bl [HREH ST A
LC-MS/MSIZ&HEM R EOFIF (RE B HR&E%
EERVEER) ORFELREH )
531405 [N ABEERIRAT 2m—= BER [HREH ST E R
LC-MS/MSIZ & BEIZEHOFIFLDORE HER&ER
1t )
531406 (NG ABHERASH z(.ElEl—= BN |[HNER FmER
LC-MS/MSIZ&HEMMEREOFIF (RE B R&ER
IEARRVIEER) ORBRELRE N )
5.3.1.4-07 RIFREHRKEH 2 A HRER ST & A
LC-MS/MSIZ & BEMIERBOFTF (RE B (&S
ARV ER) BEEREEDEMN)T— )
3y
5.3.1.4-08 |_ Schwarz BioSciences |1 BN |[HRER SEZEH
Determination of N-0923 in human plasma  |GmbH/UCB BH@REEST
X
wiﬁlﬁ
(Addendum 1)
1 A
(Addendum II)
1=l 5
(Addendum
1)
20l =l =
(Addenda 1V,
V)
5.3.1.4-09 I_ Schwarz BioSciences |1 A B ([HREH Bl 2]
Quantitative determination of SPM 962 (N-  |GmbH/UCB A(ERESET
0923) in human plasma by LC-MS/MS %)
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5.3.1.4-10

5.3.1.4-11

5.3.1.4-12

5.3.1.4-13

5.3.1.4-14

5.3.1.4-15

5.3.1.4-16

J

J

|

J

J

J
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LC/MS/MS

MS/MS

LC/MS/MS

in human plasma

plasma by LC-MS/MS

A

AL =& HEREmAARE | HBRERSRT | HES BEE SEHHD
é
Schwarz BioSciences |2 iz G B (HREH Bl 2]
Part I: Quantitative determination of SPM962 |GmbH/UCB (FREZFTH)
in humane urine by LC-MS/MS; Part Il:
Quantitative determination of total
(conjugated) SPM 962 in human urine by
Schwarz BioSciences B ([HREH A 2
Simultaeous determination of despropyl- and |GmbH/UCB
desthienyl-SPM 962 in human urine by LC-
Schwarz BioSciences BN (HREH BT & A
Quantitative determination of total (free and [GmbH/UCB
conjugated) SPM 962 in human plasma by
Schwarz BioSciences BN (HREH ST & A
Quantitative determination of total GmbH/UCB
(conjugated) despropyl- and desthienyl-SPM
962 in human urine by LC-MS/MS
Schwarz BioSciences By |[HREH SEEH
Set-up and validation of two LC-MS/MS GmbH/UCB
methods for the determination of free SPM
962 and total (free and conjugated) SPM 962
Schwarz BioSciences BN (HHREH STl & A
Simultaneous quantitative determination of |GmbH/UCB
despropyl- and desthienyl-SPM 962 in human
Schwarz BioSciences By |[HREH SEEH

Determination of Rotigotine in human plasma
by LC/MS/MS

GmbH/UCB
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Determination of SPM 927 and desmethyl-
SPM 927 concentrations in human plasma
and in human urine and determination of
omeprazole concentrations in human plasma

GmbH/UCB
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é
5.3.1.4-17 I_ Schwarz BioSciences BN |HREN Ealik=gs]
Quantitative determination of free Despropyl- [GmbH/UCB
SPM 962 and free Desthienylethyl-SPM 962
in study samples
5.3.1.4-18 |_ Schwarz BioSciences BN (HREH Bl
Quantitative determination of total Despropyl-|GmbH/UCB (FREEZ5TR
SPM 962 and total Desthienylethyl-SPM 962
in study samples
5.3.1.4-19 Schwarz BioSciences BN (HREH BT & A
Quantitative determination of SPM 962 GmbH/UCB
(Rotigotine) in human plasma by LC-MS/MS
5.3.1.4-20 (870 Schwarz BioSciences Schwarz BN |HREN SEEN
Partial validation of a method for the GmbH/UCB BioSciences
determination of Rotigotine in human plasma GmbH/UCB
in the concentration range between 10 pg/mL
and 2000 pg/mL using the LC-MS/MS system
Quattro micro |l
5.3.1.4-21 871 Schwarz BioSciences |2 A8 |Schwarz BN (HRER SEEN
Partial validation of a method for the GmbH/UCB (3RES L) |BioSciences
determination of Rotigotine in human plasma GmbH/UCB
in the concentration range between 10 pg/mL
and 2000 pg/mL using the LC-MS/MS system
API 3200 Il
5.3.1.4-22 |_ Schwarz BioSciences By |[HREH SEEH
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Absorption and excretion of radioactivity after

single dermal application of [14C]-SPM962 in
healthy human volunteers

GmbH/UCB

RTEMES AL ] HEREMAARE | HARERISAT | |ER aEs SEEHD
531423 | Schwarz BioSciences By [HREN SEEH
Determination of levodopa,3-O-methyldopa |GmbH/UCB
and carbidopa by HPLC-ECD in human
plasma
531424 [N Schwarz BioSciences By [HREN SEEH
Determination of levodopa and carbidopa by |GmbH/UCB
HPLC-ECD in human plasma
5.3.1.4-25 |_ Schwarz BioSciences |2 =] m |HREN sEEH
Identification of SPM 962 Metabolites in GmbH/UCB (FREZFTH)
Human Urine, Plasma and Faeces by HPLC
with Radiochemical and Mass Spectrometric
Detection
5.3.3.1-01 SP717 Schwarz BioSciences k1Y By |[HHREN Ealif=g s
Parallel group trial to evaluate the GmbH/UCB
pharmacokinetics and safety/tolerability of
single-dose treatment with rotigotine CDS
(100m2/4.5mg) in Japanese and Caucasian
healthy subjects
533102 |SP718 Schwarz BioSciences 2ﬂﬁ ~ [F1Y T S T FmE
Parallel-group trial to evaluate the GmbH/UCB 2 A
pharmacokinetics and safety/tolerability of
repeated dose treatment with rotigotine CDS
in 3 different dosages
(5cm?/2.25mg,10cm?/4.5mg, 20cm?/9mg) in
Japanese and Caucasian healthy subjects
5.3.3.1-03  [SP606 Schwarz BioSciences 54 By [HREN SEEN
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5.3.3.1-04

SP610

An open, randomized, two-way-cross-over
study to evaluate absorption, metabolism and
excretion of intravenously administered "*C-
SPM 962 and transdermally applied SPM 962
in healthy young subjects

Schwarz BioSciences
GmbH/UCB
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BEGE

s
SEEHD

2 A~
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5.3.3.3-01

SP671

Open, group-comparison trial to evaluate the
influence of liver impairment on the
pharmacokinetics and safety/tolerability of
multiple dose treatment with rotigotine in
hepatic impaired patients

Schwarz BioSciences
GmbH/UCB

FrafkHE

B

HREH

SEEN

5.3.3.3-02

SP672

Open-label, group comparison investigation
of pharmacokinetics, safety and tolerability of
single dose transdermal treatment with

rotigotine (10cm? patch/4.5mg) in patients
with impaired renal function including patients
requiring dialysis compared to healthy
subjects

Schwarz BioSciences
GmbH/UCB

AANXT, 1\
jj‘l)_

piE)

#HREH

SEEN

5.3.3.3-03

SP630

An open-label, multi-site, randomized trial of
the pharmacokinetics and cardiac safety of
rotigotine transdermal patch (18.0mg) in
subjects with early-stage, idiopathic
Parkinson’s disease

Schwarz BioSciences
GmbH/UCB

&

HREH

SEEN

2 A~
2 A

5.3.3.4-01

SP627

Influence of cimetidine comedication on the
pharmacokinetics of SPM 962 in 12 healthy
subjects

Schwarz BioSciences
GmbH/UCB

XKE, m72UA8
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2 A
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5.3.3.4-02

SP670

Open, randomized, two-fold crossover trial to
evaluate the influence of domperidone on the
pharmacokinetics and safety/tolerability of
multiple dose treatment of rotigotine in young
healthy male subjects

Schwarz BioSciences

GmbH/UCB
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5.3.3.4-03

SP628

Open, parallel-group, drug-drug interaction
trial to evaluate pharmacokinetics of
rotigotine CDS and levodopa/carbidopa in
patients with idiopathic Restless Legs
Syndrome

Schwarz BioSciences

GmbH/UCB

IR

pL)

HREH

sEEH

5.3.3.4-04

SP861

Randomized, double-blind, placebo-
controlled, crossover, multiple-dose trial to
investigate the influence of 6.75mg rotigotine
on the suppression of ovulation by oral
hormonal contraception in healthy female
subjects

Schwarz BioSciences

GmbH/UCB

7

&

HREH

SEEN

5.3.3.4-05

SP862

Open-label, multiple dose trial to investigate
the effects of omeprazole (40mg) on steady-
state pharmacokinetics and safety and
tolerability of rotigotine transdermal patch

(9mg/20cm?) in 40 healthy male subjects

Schwarz BioSciences

GmbH/UCB
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243 001
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5.3.4.2-01

SP864

Double-blind, randomized, placebo- and
positive-controlled, parallel-group trial to
assess the potential electrocardiographic
effects of rotigotine transdermal system up to
120cm?/54.0mg/day in subjects with
advanced-stage idiopathic Parkinson’s
disease: a “thorough” QT/QTc trial

Schwarz BioSciences
GmbH/UCB

AHERE ISP
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s
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2 A

5.3.5.1-PDO1

243 001
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5.3.5.1-PD02

SP506

A multicenter, randomized, double-blind,
placebo-controlled, parallel-group, dose-
ranging study to assess the efficacy, safety,
and tolerability of escalating transdermal
doses of rotigotine (SPM 962) in subjects with
early-stage Parkinson’s disease

Schwarz BioSciences
GmbH/UCB

BAE

ER

HREH

FmEH

5.3.5.1-PD03

SP512

A multi-center, multinational, phase llI,
randomized, double-blind, placebo controlled
trial, of the efficacy and safety of the
rotigotine patch in subjects with early-stage,
idiopathic Parkinson’s disease

Schwarz BioSciences
GmbH/UCB

HhFE, BRI, A
vk, Em77UA,
09547F, KE

piE)

HREH

SEEN

5.3.5.1-PD04

SP513

A multi-center, multinational, phase llI,
randomized, double-blind, double-dummy, 3-
arm parallel group, placebo- and ropinirole-
controlled trial of the efficacy and safety of
the rotigotine CDS patch in subjects with
early-stage idiopathic Parkinson’s disease
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5.3.5.1-PDO07

SP511

Multicenter, double-blind, randomized,
placebo-controlled, 4-arm, parallel-group trial
of SPM 962 TDS in subjects with advanced
stage idiopathic Parkinson’s disease

5.3.5.1-PD08

SP650

A multi-center, multinational, Phase 3,
randomized, doubleblind, parallel group,
placebo-controlled trial of the efficacy and
safety of rotigotine CDS patch (2 target
doses) in subjects with advanced-stage,
idiopathic Parkinson’s disease who are not
well controlled on levodopa

5.3.5.1-PD09

SP515

A multi-center, multinational, phase llI,
randomized, double-blind, double-dummy, 3-
arm parallel group, placebo- and
pramipexole-controlled trial of the efficacy
and safety of rotigotine patch in subjects with
advanced-stage, idiopathic Parkinson’s
disease who are not well controlled on
levodopa
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5.3.5.2-PD03 |SP533 Schwarz BioSciences 1ﬁﬁl ~ |[*kE BN (HRER SEZER
A Single Center, Double-Blind, Placebo- GmbH/UCB 2 R
Controlled, Parallel Group, Does-Ranging
Study to Assess The Safety and Tolerability
Of Transdermal Doses of SPM962
(Rotigotine) in Subjects with Early-Stage
Parkinson’s Disease
5.3.5.2-PD04 |SP591 Schwarz BioSciences 2ﬁﬁ ~ |EE, FIoEm B |LRER SEEH
Parallel, Open-Label, Dose-Escalation Trial |GmbH/UCB 2 )= E, yR7F7
to Assess the Individual Maximal Achievable
Dose (MAD) with Two Titration Schemes for
Transdermal Doses of Rotigotine in Subjects
with Advanced-Stage, Idiopathic Parkinson’s
Disease
5.3.5.2-PD05 [SP5120L AFF, KE By |HHREH SEEN

A multi-center, multinational, phase llI,
randomized, double-blind, placebo controlled
trial, of the efficacy and safety of the
rotigotine CDS patch in subjects with early
stage, idiopathic Parkinson’s disease (Part 1),
and an open-label extension to assess the
safety of long-term treatment of rotigotine
CDS (Part II)

Schwarz BioSciences |2 H~
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SP5130L

A multi-centre, multinational, phase llI,
randomised, double blind, double-dummy, 3-
arm parallel group, placebo-and ropinirole-
controlled, trial of the efficacy and safety of
the rotigotine CDS patch in subjects with
early stage, idiopathic Parkinson’s disease
(Part 1), and an open-label extension to
assess the safety of long-term treatment of
rotigotine CDS (Part II)
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5.3.5.2-PD08

SP6500L

A multi-center, multinational, phase IlI,
randomized, double-blind, parallel group,
placebo controlled trial of the efficacy and
safety of rotigotine CDS patch (2 target
doses) in subjects with advanced stage,
idiopathic Parkinson’s disease who are not
well controlled on levodopa (Part 1) and open-
label extension to assess the safety of long-
term treatment of rotigotine CDS (Part II)
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5.3.5.2-PD09

SP516

A multi-center, multinational, Phase 3, open-
label extension trial to assess the safety of
long-term treatment of rotigotine patch in
subjects with advanced-stage, idiopathic
Parkinson’s disease who are not well
controlled on levodopa
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5.3.5.2-PD10 [SP824 Schwarz BioSciences |2 A~ |XE, ®E By |HREH SEEH
A Phase 3b, open-label, multicenter, GmbH/UCB 2 A
multinational trial to assess the tolerability of
switching subjects from ropinirole,
pramipexole or cabergoline to the rotigotine
transdermal system and its effect on
symptoms in subjects with idiopathic
parkinson’s disease
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5.3.5.3-PD02 | R &M EMTHESE V\—F VYU R) REHREHRA 4 — — BN, #|#REM FmE R
VAN
53.5.3-PD03 |EU 2.7.4(REI/A—F U im) Schwarz BioSciences |20l A — T — SEEH
Summary of Clinical Safety GmbH/UCB (FRESTR)
Early-stage Parkinson's
5.3.5.3-PD04 |EU 2.7.4 GEITHI/X\—F >V 9R) Schwarz BioSciences |2 A — piZ) — SEEH
Summary of Clinical Safety GmbH/UCB A ERESET
Advanced Parkinson's )
5.3.5.3-PD05 | E¥MEEEEDHR S T (BMR) REREHRA R — BA EA  ([HtREH STl & 44
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Ly REIREE)
5.3.5.3-PD07 [BMMEMEMITMESE (\—F2VR) REREHRA R — — EMR, B|1tREH Sl & #
AN
5.3.5.3-PD08 | R & MM EMTHEE (V\—FVUR) REREHRASA — — ER, #ttREH T & 4
44

1.12 isfHEE—%

54




ATEHNES

248

)

FERSE it HA R

AHERE ISP

wiEH

BEGE

A

BEEHND
5.3.5.3-PD09 [HFFIXERH N US—F2VHE, LALR ([ REHEKRASH — EES ER |HREH FmE R
Ly RAEREE)
5.3.5.4-PD01 |243 ]l 002 REHUERR DA 2ﬂﬁ ~ 8% EA  |[HRER FmER
SPM 962 ML-dopa ftATD/A=F VU RwE 2 A
sxxgeL-gmasne 43 oon o
RPAREGHR (RAKRESHER) (PEBRES)
5.3.5.4-PD02 |SP629 Schwarz BioSciences 2!3)51 ~ 1Y B |ARER SEEH
Single-site, placebo-controlled investigation |GmbH/UCB 2 A
of cumulative skin irritation after repetitive
administration of rotigotine transdermal patch
(2.50m2/1 .125mg) to the same skin site in
comparison to multiple administration of
rotigotine transdermal patch
(2.5cm?/1.125mg) to daily rotating skin sites
in healthy subjects
5.3.5.4-PD03 |SP673 Schwarz BioSciences 2ﬂﬁ ~ [F1Y B |ANER SEEH
Two-Site, placebo-controlled investigation of [GmbH/UCB 2 H
skin sensitization after repeated
administration of rotigotine transdermal patch
(2.5cm?/1.125mg) in healthy subjects
5.3.5.4-PD04 |SP534 part1 Schwarz BioSciences *E B ([HREH sEEH

A Single Center, Double-blind, Placebo-
Controlled, Parallel Group, Dose-ranging
Study to Assess the Safety and Tolerability to
Transdermal Doses of SPM 962 (Rotigotine)
in Subjects with Early-stage Parkinson’s
Disease
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1 A

1.12 isfHEE—%

55




ATEHNES

248

)

AERE

5.3.5.4-PD05

SP534 part2

A Single Center, Double-Blind, Placebo-
Controlled, Parallel Group, Dose-Ranging
Study to Assess the Safety and Tolerability to
Transdermal Doses of SPM 962 (Rotigotine)
in Subjects with Early-Stage Parkinson’s
Disease
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5.3.5.1-
RLS03

SP709

Multi-center, double-blind, randomized,
placebo-controlled, six-arm, parallel-group,
dose-finding trial to determine efficacy, safety
and tolerability of five different transdermal
doses of rotigotine in subjects with idiopathic
restless legs syndrome

Schwarz BioSciences
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5.3.5.1-
RLS04

SP790

A multi-center, randomized, double-blind,
placebo-controlled, four-arm parallel-group
trial to investigate the efficacy and safety of
three different transdermal doses of rotigotine
in subjects with idiopathic restless legs
syndrome
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RLS05

SP792

A multicenter, randomized, double-blind,
placebo-controlled, 5-arm parallel-group trial
to investigate the efficacy and safety of 4
different transdermal doses of rotigotine in
subjects with idiopathic Restless Legs
Syndrome

Schwarz BioSciences
GmbH/UCB
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5.3.5.1-
RLS06

SP794

A multicenter, double-blind, randomized,
placebo-controlled, two-arm, parallel-group,
sleep lab trial to investigate the efficacy and
safety of transdermal rotigotine in subjects
with idiopathic restless legs syndrome

Schwarz BioSciences
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2

KE

=0

HREH

SEEN

5.3.5.2-
RLS01

243 004

SPM 962 DL AR ALY REIRE BEE R
geL-%% 1axE 2430 003) D#s
REREHR (RAREHR)

REREHRA R

N

BX N

piZ)

HREH

SEEN

5.3.5.2-
RLS02

SP710

An open-label extension trial to determine
safety and tolerability of long-term
transdermal application of rotigotine in
subjects with idiopathic restless legs
syndrome

Schwarz BioSciences
GmbH/UCB
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5.3.5.2-
RLS03

SP791

An open-label extension trial to investigate
the safety and tolerability of long-term
treatment with transdermal rotigotine in
subjects with idiopathic Restless Legs
Syndrome
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5.3.5.2- SP793 Schwarz BioSciences |2 A~ [XE By [HREN SEEN
RLS04 An open-label extension trial to investigate  [GmbH/UCB 2 A

the safety and tolerability of long-term

treatment with transdermal rotigotine in

subjects with idiopathic Restless Legs
5.3.5.3- AR ERITHREE (LA ALY RER | KIFEEKF A =1t — — EMA, E|#REM FmE R
Rl SO1 £) A
5.3.5.3- REUMERITHREE (LA ALY RIER | KIFEEKFR A =1t — — EMA, E|#REM FmE R
Rl S02 £) v
5.3.5.3- EU 2.7.4(RLS) Schwarz BioSciences |2 A — mot — sEEH
RLS03 Summary of Clinical Safety RLS GmbH/UCB B ERESE®T

B

5.3.5.3- AR ERITHRESE (LA ALY RER | KIFEEKR A =1t — — BN, #B|fREM FmE R
RLS04 i) AN
5.3.5.3- TEMMEBTMEE (LA ALY REE | KIFHEK 1T — — BN, #B|HREM FmE R
RLS05 ) 5
5.3.5.4- Augmentation Assessment Report REFHREHRKX S 2 EE:S BR (R EHR A 2
RLSO1 for Long-term Extension Trial from Late A (EREST

Phasell of SPM 962 in Patients with )

Restless Legs Syndrome
5.3.5.4- AUGMENTATION OF RESTLESS LEGS Schwarz BioSciences |2 A &/t B |[HHREH SEEN
RLS02 SYNDROME IN A 5-YEAR OPEN-LABEL GmbH/UCB A (ERESET

CLINICAL TRIAL (SP710): )

A RETROSPECTIVE ANALYSIS BY

AUGMENTATION EXPERTS
5.3.5.4- AUGMENTATION OF RESTLESS LEGS Schwarz BioSciences |2 Al &5 B |[HHREH SEEN
RLS03 SYNDROME IN CLINICAL TRIALS SP791 |GmbH/UCB A (EREST

AND SP793: )

A RETROSPECTIVE ANALYSIS BY
AUGMENTATION EXPERTS
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5.3.5.4- AUGMENTATION OF RESTLESS LEGS Schwarz BioSciences |2 TN BN |[HRER SEEH
RLS04 SYNDROME IN CLINICAL TRIALS SP790 GmbH/UCB
AND SP792: A RETROSPECTIVE &)
ANALYSIS BY AUGMENTATION EXPERTS
5.3.6-01 Serial number 01 Schwarz BioSciences — B — SEER
PERIODIC SAFETY UPDATE REPORT FOR|GmbH/UCB
ROTIGOTINE
5.3.6-02 Serial number 02 Schwarz BioSciences — T AN — SEEH
PERIODIC SAFETY UPDATE REPORT FOR|GmbH/UCB
ROTIGOTINE
5.3.6-03 Serial number 03 Schwarz BioSciences — p)Y — SEEH
PERIODIC SAFETY UPDATE REPORT FOR|GmbH/UCB
ROTIGOTINE
5.3.6-04 Serial number 04 Schwarz BioSciences |2 A~ — B — SEEH
PERIODIC SAFETY UPDATE REPORT FOR|GmbH/UCB 2 A
ROTIGOTINE o E)E
H5ERR)
5.3.6-05 Serial number 05 Schwarz BioSciences |2 A~ — T AN — SEER
PERIODIC SAFETY UPDATE REPORT FOR|GmbH/UCB 2 )|
ROTIGOTINE coll=ll =
H5ER)
5.3.6-06 Periodic Safety Update Report Nr. 06 Schwarz BioSciences |2 A~ — i AN — SEEH
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s EE |
B5ERR)
5.3.6-07 Periodic Safety Update Report Nr. 07 Schwarz BioSciences |2 A~ — AN — sEEH
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5.3.6-09 Periodic Safety Update Report Nr. 09 Schwarz BioSciences |2 A~ — i AN — SEEH
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5.3.6-10 Periodic Safety Update Report Nr. 10 Schwarz BioSciences |2 A~ — AN — SEEN
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5.3.6-11 Periodic Safety Update Report Nr. 11 Schwarz BioSciences |2 A~ — AN — SEEH
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5.3.6-12 Periodic Safety Update Report Nr. 12 Schwarz BioSciences |2 A~ — TN — SEEH
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53.72-PD [BI#EA—EX — — — ER  |HHREH FHmE R
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53.7.4-RLS |BERBREREE—ERX — — — BR (R ER Ealifeg s

5.3.7.5-RLS |ERERIREEDEHE — — — BR (R ER Ealif=g s

5.4.1-01 Potential of transdermal drug delivery in Pfeiffer RF — — — |Drugs Aging 2002; —
Parkinson's disease 19: 561-70.

5.4.1-02 Parkinson’s disease first of two parts Lang AE, Lozano AM — — — N Engl J Med 1998; —

339: 1044-53.

5.4.1-03 ER20 FEEFEHABEREEBRINNE: |BEEFBHE — — — —
IN—F20R)

5.4.1-04 EBMOartTrERY AN fz/A—F2 VU fm | BAA. KE £3B 4. — — —  |RE:HHSEFEA; —
N 2001. p. 5-9.

5.4.1-05 Aromatic amino acids and modification of Cotzias GC, Van Woert — — — N Engl J Med 1967, —
parkinsonism MH, Schiffer LM. 276: 374-9.

5.4.1-06 Frequency of levodopa-related dyskinesias |Ahlskog JE, Muenter — — — |Mov Disord 2001; —
and motor fluctuations as estimated from the |MD. 16: 448-58.
cumulative literature

5.4.1-07 “On-off” effects in patients with Parkinson’s |Marsden CD, Parkes — — — |Lancet 1976; 1: 292- —
disease on chronic levodopa therapy JD. 6.

5.4.1-08 The evolution and origin of motor Obeso JA, Rodriguez- — — — Neurology 2000; 55 —

complications in Parkinson’s disease

Oroz MC, Chana P,
Lara G, Rodriguez M,
Olanow CW.

Suppl 4: 13-20.
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5.4.1-09 Adverse effects of levodopa. In: Olanow CW, [Fahn S. — — — |Lancs, UK: —
Lieberman AN, eds. The scientific basis for Parthenon

the treatment of Parkinson’s disease

Publishing Group;
1992. p.89-112.

54.1-10 Levodopa motor complications in Parkinson’s [Obeso JA, Olanow CW, — — — |Trends Neurosci —
disease Nutt JG. 2000; 23 Suppl: S2-
7.
5.4.1-11 A five-year study of the incidence of Rascol O, Brooks DJ, — — — N Engl J Med 2000; —
dyskinesia in patients with early Parkinson's [Korczyn AD, De Deyn 342: 1484-91.
disease who were treated with ropinirole or  [PP, Clarke CE, Lang
levodopa AE.056 Study Group.
54.1-12 Pramipexole vs levodopa as initial treatment |Parkinson Study Group. — — — |JAMA 2000; 284: —
for Parkinson disease: a randomized 1931-8.
controlled trial
54.113 Adjuncts to levodopa therapy dopamine Poewe W. — — — |Neurology 1998; 50 —
agonists suppl 6: S23-6.
5.4.1-14 An algorithm (decision tree) for the Olanow CW, Watts RL, — — — |Neurology 2001; 56 —
management of Parkinson's disease (2001): [Koller WC. Suppl 5: S1-88.
treatment guidelines
5.4.1-15 IN—FDIRDBBEAARTA 5 KEER £ F — — — [N FVUERE —
AARSA (T RA—
IT423V). KR
EFERT;2003. p.
310-21.
5.4.1-16 BEBE. InN—FUVURBEAANIIY |BRAEEZEE BB, — — —  |EREFEER; —
2011 TI—F VY iRBEN 2011. p. 52-100.
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5.4.1-17

The causes of Parkinson's disease are being
unraveled and rational neuroprotective
therapy is close to reality

Marsden CD, Olanow
CW.

Ann Neurol 1998; 44
Suppl 1: S189-96

SEEHD

5.4.1-18 Dopamine agonists and neuroprotection in Olanow CW, Jenner P, — — — |Ann Neurol 1998; 44 —
Parkinson's disease Brooks D. Suppl 1: S167-74.
5.4.1-19 A rationale for dopamine agonists as primary [Olanow CW. — — — |Can J Neurol Sci —
therapy for Parkinson's disease 1992; 19 Suppl: 108-
12
5.4.1-20 Restless legs syndrome Ekbom KA. — — — |Neurology 1960; 10: —
868-73.
5.4.1-21 Restless legs syndrome: clinicoetiologic Ondo W, Jankovic J. — — — |Neurology 1996; 47: —
correlates 1435-41.
5.4.1-22 Toward a better definition of the restless legs | The International — — — |Mov Disord 1995; —
syndrome Restless Legs 10: 634-42.
Syndrome Study
Group.
5.4.1-23 Restless legs syndrome Ondo WG. — — — |Neurol Clin 2005; —
23: 1165-85.
5.4.1-24 Prevalence and risk factors of RLS in an Rothdach AJ, — — — |Memory and —
elderly population: the MEMO study Trenkwalder C, Morbidity in
Haberstock J, Keil U, Augsburg Elderly.
Berger K. Neurology 2000; 54:
10R4-8
5.4.1-25 Restless legs syndrome prevalence and Allen RP, Walters AS, — — — |Arch Intern Med —
impact: REST general population study Montplaisir J, et al. 2005; 165: 1286-92.
5.4.1-26 Prevalence of restless legs syndrome in Inoue Y, Oka Y, — — — |Sleep Med 2005; 6 —

Japanese general population

Nomura T, Nakashima
K.

Suppl 2: S70-1.
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5.4.1-27

Prevalence of restless legs syndrome in non-
institutionalized Japanese elderly

Mizuno S, Miyaoka T,
Inagaki T, Horiguchi J.

Psychiatry Clin
Neurosci 2005; 59:
461-5.

SEEHD

5.4.1-28 An algorithm for the management of restless [Silber MH, Ehrenberg — — — |Mayo Clin Proc —
legs syndrome BL, Allen RP, 2004; 79: 916-22.
Buchfuhrer MJ, Earley
CJ, Hening WA, et al.
5.4.1-29 An update on the dopaminergic treatment of |Restless Legs — — — | Sleep 2004; 27: 560- —
restless legs syndrome and periodic limb Syndrome Task Force 83.
movement disorder of the Standards of
Practice Committee of
the American Academy
of Sleep Medicine.
5.4.1-30 Practice parameters for the treatment of Chesson AL Jr, Wise — — — |Sleep 1999; 22: 961- —
restless legs syndrome and periodic limb M, Davila D, Johnson 8.
movement disorder S, Littner M, Anderson
WM, et al.
5.4.1-31 Diagnostic standards for dopaminergic The International — — — |Sleep Med 2007; 5: —
augmentation of restless legs syndrome: Restless Legs 520-30.
report from a World Association of Sleep Syndrome Study
Medicine-International Restless Legs Group.
Syndrome Study Group consensus
conference at the Max Planck Institute
5.4.1-32 Treatment of restless legs syndrome: an Trenkwalder C, Hening — — — |Mov Disord 2008; —

evidence-based review and implications for
clinical practice

WA, Montagna P,
Oertel WH, Allen RP,
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