]

2 = RIRSYPI=ZK

BUAE, bOETHHTREZR I v 732X MI6MEHL. Z2TIEZ 06 KL
2009 SEIHAE IR R ER T @ rotigotine IZDOWTDILEF Y A %R 5.

n JAaEJUTF>

2001 FELEDIET > X

IVFY AL 7‘)3‘1%&1), IVFY A [//\\‘)1/11'/‘)§7$&2~8)Y IEFVALXNVIA3
W, TUFUALANUVNA4HEY, TEFY ALV 28D % 5.

HARSA MEREESDIER

A. B

a. BEN-FPVURBEIIHT BIMEMR

BELLARTH LD, FBINWE LCUIHERTE LW OS=F 0V VIFHEETA K
T4 22002 HEERL).

FBBISHICTHMARZ 2179 & EHEWICHEYRD 578, BiREL 7ues ) 75
YHL-FSTHIRLZSIRIIZED 14 FHO 7= 3K Eh, 7uEs ) 7F Tk
& BAG L 7B o BB i REC S A R B & ONEE) & BRE O FEBIIHNC oW T, B IIRE
o iz?,

252, B TaEs Y FF v H B0 piribedil (BASERFETFED X3 7 a=
Ab) EL-FARLoH#EEEoRBEHRE DD, B2 5 00HIZE LT Unified
Parkinson’s Disease Rating Scale (UPDRS) D IZOWTIX 2 HEMICHEE IR o 72
WS, RRHNIREIIIZ DWW Tl piribedil A D, BUIFPEHA QLTS piribedil # D135 78
EEREN DRIt 0L H 5.

INSHIZENIR, BHHMBHREL LToTuEs ) 7F V20w TIREBBERE L )
B, EHAHERNHIO NS, L-F/HERLTHERA L T2 R,

—7, 2001 FEOHETH % VHEFRL LB L 2R BE2H 0, # 10 FOFEBETL -
FOSHMGEHR L DS 70 €7 ) 7F VTHIAL L- F2S8ZMAHEICBWT, BERPR
Mol oMEbH oY,

b. EITH/N—F2 VY RBEIIHT BXEMR (L-F/NEDOGHREE)
AR OS=F 2V IHIBHEITA BT 4 22002 0 HZ&H R L).
0¥ =u— )& QIR % piribedil & OIEKREO 2 H Y, wIhdbTuEsY



6

FIRE U —FVUREEFMEADBMMEEZEME

TF HEE R REUGER R TSI R S EAUREN. bAEOTF -5 & LTI,
TUEZ)TF v, TITIRFY—N, TI7REL-FREDIHRBIHY, TuE
INTFETTIREY = VIZRASEOERERZ R LY.

L-Ffadon e LTHTF I —N-0-*F VEEBEE (COMT) HEHKTDH S tol-
capone L 7OEZ ) FF U ERLTY FO 3HOLERERTIX, ZNEFNDOIHEY T off i
Mo % R 72, L- K230 &E Tl tolcapone X7 2 E 27 1) 7F VIZH Y, PDQ-39
12X % QOL §Hili Tl tolcapone 23RNV T FiZ-7z. =0 & ARV & oA ERIT 2
ozl

HEATHI S —F 2V VRIS T 570 E 2 ) 7F VI2OWTLEBIEIRG ERH T3
WIS &) T— 5135\,

c. tDEMEDAHEL
(1) ARVTY) Y FTIRFY— N RV ITYF:TuErYyrFr :a¥=ua—j
=12mg:1mg:1mg:10mg: 4 mg”
(2 THEZYTF vV ARLITY) Vv iRVITY F:FF5IRFY—)L=225mg: 4
mg : 125 mg : 45 mg"
(3) "ITY F:AHNNTY)Y=075mg:26mg, 7TREZYTF v iHhxXVT)
=85mg : 28 mg'®
(4) 77V TSF Y 1 TFINRFY—=69:1, RVITYF:TFTIRFY—)
=09:1, B¥=-—uo—): FI3IRFY—)=15:1"
(5) FFIIRFY—):TUEY)SF > =324mg : 1775 mg”
(6) 7uE2) FF >~ :piribedil=1:10DIFHIA1:5 LD b Lo
HEOEYMHE,I SEONZHERT, 220, bAEOTOESZ ) 7F U fillEE &
FLTWBDHDE LTIX(3)Shiraishi®, (5)Mizuno”, (6)Tan® (¥ ¥ HR—I) SDOH
HBIEAZBREEZOND.

d. ZOMmOHR

EVESBHIEOFAE LRI T ZBMIMRE S ), kL LTI eESZ ) TF U D
HNEASESHA S NY, BRICHT 2 =u—LE, L-FS, JaEsy 7+
v, o XREDRERBLHY, u¥=u—), L-FX, TOEZY FFVIEFA%ED
MR ERLED.

e. N—F >V URETIHIZNR

T T T AN R L HIERE OS—F 2V VIHRBETA FF4 2 2002 Hh H2EH %
L).

THEZ) TF U OMBREEERIC OV TIMBRE B R EHRR TR ENT WA, 78—
F UV URBEIZOWTO L DIF R\,



gy NN=yrFIdZAN T
B. R&

FIRHE OS—=F VY VIREETA K4 22002 »5EHERL).

MR OWALEHER, BEEH 25 ORMEIRICABEPLETH 505, HEL DDA
QIIFRETH 5. HERD MK, M, RERGHEEO G sH 5 &
WHEET 5. NI X MEEEZRS Z EBEIO 6N 5.

2001 E L RO & LCid, BEAWTH 2705, AR FNRI Y TI=ZX PTAHALR
B UDIEABYE D MG H 5. SOV TIERVTY FOET—/HT 5. Zofl, L
RIS OMEOH 5N T L THEZ Y TF 2, LLFYr, n¥=a—), i
ay yEE Ty Y roEYHRSRIRE aEHCcEE, TeEs ) STy, L F
Y o Ikiz X ) OERZEAL, R EACHE, O K4 (cardiovascular reflex; CVR)
DYEDH LN, ) YHE, Ty Yy OHIETIE CVR TYHEDNHY, n=m—
VTR e drolz e SN, M OPDOHERBEEDNALNELEIE, PRCELE
=) Y IPBEEERDbNS.

SOITHEAHTH 525, RHEMMTIROBEEICH T 2ME b H D, PoXi—F v Ui
ORNVITY KN, Tuaxs ) S+, lisuride, ANV ITY ¥, piribedil, L-F2%, 7<=~
FYV, Ba) YEIIOWTKHREEIATWER, FY93IXFY—), n¥=o—)l, 7o
E7 )T F U CEREMEROFEIERDVFE L, HEITRETHLHILE, Ty VTR
JERN D &, BROERIE FXI V7T MoloEEH E L Cl#T s E
NP/ T (AR

F 72, ARFNTOIETEAE 2 ZE T AR H 5 DT, FII V7 IR FOFE—ER
WLII LW EDNN—F Y VIRBHETA F T4 ¥ 2002 1B EIN TV 5.

C. EBR~NDItH

TREZ)TF X, BMEHEEE LCRESPICHEITH S L3R m Ly, 7
NReF VY URHICOVTHMD K83 7 T= & MR L TET, EEERG SR I
%5,

D. SEBRFIEhBINEHIR

—=F 2 VIRIREATA T4 2002 EFEARIC, SEES—F 0V YHBEIIHT S
RRVEE G T 2 D%, EiE 2 & LRI 3 2 MET s %
Thb. Tz, N=F UV URERMPLOLEL-FNETRES ) TF v L OB
WZoWT, EEHERSGERI R & & b2, EEEPHEOFEBIHIRIRIZ OV T ORI FHIC
T HMEDUETH 5.

uzy

2001 ELEDIETF > X
IEFYALNNVIDRIHEY, TEFYALRVINSHY, TEF AL




8 ZBIR T —FVVURREFMEBEOBAWE LM
M2 45, TEF ALV 10 P2, 287 A LRV 2 H#l9 ¢
Hol:, WMHEOFMRGEEFEIC R 572V T FRrEEMRINIVTI=ZAMNTAD
NBOFBEREEICET 230, EHEWHREEICHTL2HO0TH o7z FHFWRIRDS
BWEBDLNTOAEARTH > TOEMFWRENA SN L & T 2HEY, HHEFIGIE
ELTORMEZRTIE D% Shiz.

HA R4 MEREERDHER
A FxhiE

a. BEIN-F2VURBEIIHT IMERRE

AR ON=% 2V VIREBRTA K4 22002 5% H R L),

AT FOFERREEIG L - K o)A & a2 2. RUIGRHEE & U CGEREAPRHE O #Iii
MEDBREINTWS (PERMOPET ikB#).

2001 SEDEDO T E Ty A E LTI, N—F VYV UHOEERBRE L ToNVITY R
& L-F otk cdH 5 PERMOPET ildtin i b s vz, 34EMofmpgEc, <
VT FERE L - FOSHARE L D & EiE 2 BB G PHE XA B R L, YAFATITOR
ERLEFBIEP o WIRRETH LY. T2 BEBIGELTVWRVWEZEZONS
50 pg/ H OB T/ —F 0 YIFOWERE I L720EG, 77 v RICHBE L CRak#mic
ARETIEGho72500, L-FBSRBEZESCELIENTELL I WMEYEH 5.
X512, RGEBEFZ LEEADO MRI/MRS 2 X M0 513, B S—F 2y ViiBE
THLONLHED, AT FERGICINHUEBINL L VIHII|EDHZY. AT Fid
NR=F Y VIFORIEHRE L LT, EHPPIROEPSIIEHTH S LfmI N
Bk T B L) ROFRIREEZR D) A7 LR E ZEE LGRS LETH S,

b. ETHN—F 2V U REEICHT IWMEMR (L-FNEDOHFHREE

AR OS=F 2 VIREHTA K T4 2 2002 0 HEHE R L).

HEATH S —F 0y YIRS BT 2B IRSGER R, EEEIHEICBIT S off IR O
WCHRITH 5.

BT €Ty AL LT, BREDPSPEEDS—F Y VIRBBE BN TRLITY FO
SEWBEIME SN2, SORKENS, AT Fo T1/21F 21 BT, }*VyTY FT
VbW B R K283 Vil (continuous dopaminergic stimulation; CDS) B2 D -
EoIEWAERTE D LML TNET.

COMT FHE#TH 5 tolcapone &, 7OEZ Y FF &~ T FO 3D LB
IZOWTIETHES ) 7F Y OEH TR,

c. TOMDOzHFE

FEERED & FIED /S —F 7 IRREBNI T 2 B ROV T FORIRIZE T 2 % ik
F =T TRVRBEP 0SB, AT Fokb iRk 12mg/HE FBRETHHDT,
DEEOHEP S I ETELRVEHETH . EEEROLH, L- FSOREREH



gos RNSYPIZZRN 9
HEICALNZZAY, FEORVENEHN L LTUE, EHRZOMBEITOTwEY,

XS IIHRREREEOYER R DML I N TVDE, FEME N A—F 0 v ViBEHE TV TY
F3mg/HFESGIZLVEESALN, YVTFTFI74NVENDSERZsEHmsShTw
50 (S TMAE 4 % CQ4-12 [MERRER EDBIIZ L) § 55 ] O (185 H) BMH).

MENRICRE T BRI OWTIE, 727 F 79 A THHETo T ARERH L. Zhilk
L, VT FICIERERG B R IZ 2V EHRINTHEY M 43 CQ4e-1
[HENE, FEEREEOBHHIEE D T55] O (146 H) SH).

RIBERBIC B3 A2 MGG T, R EDO LW L - P3G R0 8 —F 0 VIRREGI
FTHRVITY FETTIREY = VD LSRRI L LBABENOMNANTEL»H L. 2
M X IUTT SR & D ICRABERE 2 L S &9, BeTHH L EN?. L-FexR)y
T FEORBHEBL DD, WTNOEY D BAREICENE L2727, Thbb, <X
VT FIERABERE ORI 2 Wl EPEDSR V.

d. N—F 2V REITIHEINRE

TR T Y AN CHERRE OS—F 2V VIRERATA N7 4 > 2002 20 HAHE 7
L). RIS BT 2 EATIHEIRRICOWTIE, AWTH L5 [T FE L-FRoff
M G-RE L L - FYHOER G0 & ORICHIRILIEMICBE§ 2 2B A N5 5] DD
HbhH., I E XVvT) FEL-FOFHEGHRETIEN Y 7 —X¥iHEE vy T
F VIREO ERDH Y, PUREH Z#F9 5 BT, ~va ) SO E M T ReMEDS
mENTT.

B. &2t

TITRE OS=F 2 VIRIERITA K54 22002 628 E 2 1L).

NRFEFI DM ALERER, FEEH 25 ORMEIRICRBEPLETH 505, HELDOIER
IFIFRETHSH. 727201, REWL O %2 ZE T 2 TRERHL0T, F8I v
TIZAMOHE—FPEE LI L W EH—F 2 VIRIGHETA K74 >~ 2002 1287
ENTWD, BTS2, I3 BE T2 L)1, LEFEECHET2E=41) ¥
TIWUETH 5.

ZEBSIRIRICEE S 2B DR S /2. ZOHEICET ARHFHYICoOVwTIEARRE [7 o
EBZ7)7F V] OE, FAHE 1 ECQI-11-O [Hi3—F vV VREORIEH & 20Xt
FAIMT A —22 5 HEIR ] (88 H) TR 7z#) THS7%, ~v TV FTOZIEMMEIRD M
FERIAYTH 5.

BT IESRE LB L Cid, 2001 4E2 5 2008 4 % TORMIIHEBAIZEAY 9 b 5. 2 DIFH
IERIEGE, BHL L a—RESROMIDTH L. bOEICE T 0T Fo 1 HEK
a3t L L TR E 2O T, N0 HEOA TR EHODEDR? S OMEVHHTH
% %% 723, Rasmussen H*|Z XL, MRENFIEIZZ 5O A TOLFEEREE ORI
EOBRNBHE L LTI, D2 a— L X 2REPSLETH L. ZNOOMETIE, ~
VIY RED AN TY) ¥ TOLETBIEDBEN R & A9R SN, Yamamoto



10 FIFE 7 —FYUREEFIBEEOEME ST

LI G R GBI R VIR, DEABIEOMELS S 55 L ER L. At
OWETRIEMR I NI V7T TR P ASDIRABAE & B 5 LG b 0o~
T FOBREGEIN X > TR LEOBHRENE 252 LY, KEEEWHL2%E
BLEIE R WET 20N R EDH L. DIERERAE BT 28, BHICoOwTdktihE
2, DIEARHEOHMIC X 228051, fi— L RERE . LrLadss, SuvT
)RR ANV T Y OFG I X D IERPERT L2 L dIESNTE D, MEBEZ <
LTI —IZE ) AKREZ BN LEGIC3&EGZRIEL, #8288 E0HETH
L. DRSS A3 22 2 EIConTIEE IME 18 CQL-11-@ [Hi/i—F
¥V VIREORIWER & Z O FIIMAp—OEAEGE] 0 (91 H) 223w, 2
NOLDWmLNHELNE T LE, HAMEZEROBE L ROKmE VL. Tabb,
FARKNRI V7T IR MRELENET L2 8, HTLIHAICIZOZa-%2EI2L 5
BZF) VITHRETH S,

C. EBR~NDILHA

AT FIZERRRER S, =% vV Vo RIAESE, #THomERa v bo—
WELTHEHTHS. LaL, Lk L7OBAREREDGBREEDsH %720, HHT 5612
LT I—CLBE=F) VIPRETHL. B, =) Y TOHEIIOWTIEHAE
MRRAZOFETIIVTY R, NV T) Y 2BG LS, DEREE, O, O
BRI 72 EORBUTEE T A L £ DI, BIE2S 3~6 2 HHE ERRIEL 728
NEHZRET D), BLUOZOKIZ6~12 0 HICTE, HEFR, OHxa—, M X
BREICEYVRFEORNZ L E2HRT S, FLMERRIITELZIEITLIE, LLT
w5,

D. SEBRFIEhB3NEEH

=% 2V VIR A BT 4 2 2002 L RARIS, EEE S—F 2V YIRS 574
T e AT 2R AP R, BB NRE L-EBEBICHT 2 WS LETH
. Tl N=F UV UHERMPLOLBEBEL-FNERVTY FEDOPHRZEIIONT
EERERGE R R L & B, EE A IHE O FBIHIR ROV T ORI FHISH T 5 B
DUETH5.

syt

2001 FELIEDIET > R
B U 7200 T L Wil id 2w,




g2y M=yrIXH N

A4 R4 AMEREEDRER
A Bz
a. BHAIN—-X VU RBEIIHNT IHEDR
HR OS=F 2V VIR A KT 4 2 2002 HEH R L).
MBI B W, AR 7aE2 ) 7F V2B, HhERO 2 > - sfE
BIEBNCOWTITAR LM CTE S,

L OETEHN—F 2V RBE IS T AXEMDR (L-F/NEDBAERE)
ﬁ)dJ OS=F ) VIR A K54 22002 0 HZEHE R L).
L-F X OB HFETIIHMBE L D AL 2205, FREEOBEVIEFIZOWT, ¥
JRF Y= VIEERIMEDE L, wearing off DERIE D REIN TS

B. &M
Gh ON—=F UV VIRIBBETA K54 22002 5 EHR L),
H i RS ORIVER 3 72 v,

C. EBRR~NDICH
=% UV VIRIERIA F54 22002 b8 E 2, BB X ORIEOH#EITH S—F
VYV UHBEICHEA.

D. S#RFEhaNZHE1E

IN—=F ) VIREETA BT 4 22002 & [FERIC, BB/ S—F 2V VRIS %4
e BRECET 2RBEND 2L, BRENRE L-EWESRICET 2RV LETDH
5.

. e

2001 FELIEDIET > X
IEFVALARVIA2|E®, TEF VALV IHFR2HPY, Z8F U A LNV
A5, ZEF Y ALNVNHHEBITEE L T T ALRV VAR TH -
7z, WEOFMRISIEEGTEIC L > 2 ZAR NI VT T2 M TAHA LN L OFRIERE I
T550, EPYIBEICHET L0, ERPENWIREZEIZHTLDOTHo 72 EWk
HOBET, AV TY) v EREREEZFR LTS 77 ) A~ Yy 2 lT5L, 7
NI YO ERES LA T 52 EATRENP,
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Hlm T —FVIREEFMEEAOBMIEELZEM

HA KZ A AMAERER RO

A. Bt

a. BHAIN—-X VU RBEIIHNT IHEDR

AR OS=F 2V VIRIBENA K54 22002 2 HEF R L),

BT EF AL LT, IRNVITY Y, TTIIRFY—), noua—rondanr
DEINRI YT TR MA L= Ko THIEE GG L 72556 Ofli 2B 3 5 SCIRIIG IR DS s
SNz, ThCEkBE, VAFAVTORBBEHYRIZIVTRO FRI Ly 7TIT=2AMTH
ALNTZH, VAFAITOBBREICEHLTANVITY YIET7T7IRFY— ko=
O—IZ4h), ZTHS 3FEED F/SI Y7 T2 MIS—F UV VIEOEBE IR RN
ZDOWTIEL-F/IH L 2 EARENED. Zoftl, XV T) UM L-FXTH—F
VI UWOERE G LA (L bEBRESMRFCE S XD L-F o8&l
HHVIIHETE L) S5EBOWMEL R ERAZY. oKD Inzelberg 5% L [T,
BEEED ) 273 AV T YEETRVA, JERGERD R L - FSBICE L L0
bDOTH-72". T4bb, FHIS—F 2 VIS 2 HEMEIHERIND A, Hibd
5% &9 OB IEAEZ: &0 1) A 7 LR L 2 B L I2GHERSLETH 5.

b. EITHN—F >V U REBEICHT IERR (L-F/NEDBAEE)

AR OS=F 2V VIRIEHETA K4 22002 00 H5EF R L).

HIEF Yy AELT, TV AR EORBRRE, mHARINLVTY) Y OFEMEIC
M3 28 A3 v 7I= 2 boBHICET 2B b,

IV ARV EDWERBETIX, hNVTY T V¥ RS off D FEME, VA
¥ A V7 O, UPDRS O 54K, QOL o EicB L CIidFMREICSE®E L2 L
L, BEREIAINVITY VDIEIDPT I ARV E)VEPoT T, TV 5 IR DI
I DRIRFEBHSE L, BWERP D %o 72%. AT yEHEOEBAIEICET 5
HRMEOME TIE, #VTY YA 20me/H E TR WEEE L2RBRTH 54%, F
BPG5E13 1278 mg IS L, EREFHFEEZBDOTWEY, EEMRII V7T ML
HARNTY) EDOBMIC L BT S—F 0V VRISHT AL 0y MFEEH L. IO
2HIBEHE, L-F2XFHOFEIC22b 5T, EEHEROWHICHEHZ 728 0w) b D
THs"., TOPHIEICOWTIE, MBI TH 2 2 & LFHGEHH 2D w2 &
5, BROTIOWTIIHMRELFD 72\,

c. fLDEYE DRI BB

Linazasoro 5% Takahashi &%, Shiraishi'® 5 ®#EIz>VWTIE, AETOE2 )
7F oE GH) Tkl n¥=u—l, 733IRFV—)l, HXLVITY Y% roti-
gotine IZ—BEY VB2 OWEDHH (TETF Y ALV, ZRENOY Y HRIER
IFC, T B Z T rotigotine DI ) BEREDE o7z L LTWEY, ) Bzt
RKIIR IR,



g2y RN=ZyXIXH 13

£1 FNIDTIZZMOHAEH

R/XI>7d=ZX b RE | HE HE | HE
aE=—0—JLbmg/H 2 4 6 8~9
7T INFY—)bmg/H 0.5 1.0 15 2.0
AN mg/H 0.8 1.5 2~25 3.0
rotigotine mg/ B 2 4 6 8

6EHSRNDZ L.

d. Z0MOzHFR

BEIR B A RDRIC oW TIE, AW L 2MEEH 5. Chickbr Ty v
BeHZ X D IEREWEZ R L, BIRMIEEE L2V o0, BHEEEHOPE S %
UPDRS O L L HICARICKLTBY, 4HOMEPLEL SNAY, RO
RRZBWAIIE, ANV TY) UPEEHIZERATD L.

B. R&M

FIFRE OS—F 2V VIRIEEAA BS54 22002 00 H5EH 2 L).

72720, ARG O 2 BT 2RSS H L DT, PRI VT TR O R
WRREF LBV EDN=F VY VIREBT A FI4 22002 128 EhTwb, F72,
2L IR IC B3 2 R DB S e

MBE R oM ALEEIR, FGEH 20 ORHERICABALETH AP, EELZDDOE%
CIEIFRETH L. BHEMICHENT 258 EABREICET 225 ) ¥ P LET
H5.

R IR OB I3 2 REPICOVTRAETOE Y ) FF O THR

DS BE IS D W TIEAREAN T FOEB X O TH#H 1 % CQL-11-® [Hii—F
¥V YREORER & Z ORI — O EE] OB (91 H) 2RI hw. %
B, LEBIABIEOFAEFEIX, AV T) FED ANV TY) U TREBRENE W Z & 3R
ENTHEY, IVESECESY) Y IPLETH 5.

C. EBRR~NDICH
HANT) VIR S, S—F TV VIFORIEEE, TR Y ba—
WVHELTHHTHA. BHTAEACIZLII—ICLBEZSY) VB LETH L.

D. SEBRFIEhB3NEEIHE

IN—=F ) VRREEATA BT A4 22002 EFRARIS, SEE S—F 0V VIHICNT A R4E
L EHEICHT 2R D%, BlE LR e L-EYHRBICET 2RESLETH
. F7z, N=F vV RS0 mL-FNE ARV TY) Y EDRHEEIIOW
T, EEEIRGGERN R L L DI, EESIHE OB R IOV TORMFHZICHT 2
Bt b LETH 5.



14 BIR W —F UV UREEFIMEEAOENECLEMN

H TIINRXZY—-I

2001 FELIEDIET > X
ITEFYALRVIHFIHFOBO 2 VF U A LRV A 14 2B 15y 2
LAV T AT 11 $jO10AUBE6D - 7 Wy 2 LAV VAT 11 BB Th o 720 #iEoE
RIS R 0 72 MR RNRI V7 T2 A P TAHALNLLRFEEEICHT 5 b0, 3
WD BRZICHT S b0, FEHAHMRIIHT LD TH o7z,

HARZA MERZERDMER
A B

AR OS=% 2V VIRIBENA BS54 2 2002 0 HZEF R L),

N—=F VY VIHOREEHIEL L O, EITHIS—F Y VIHOBESELE LT, L-F3
EDOREMEAVR SNz, 2001 FELRIR SN2 ¥ T Y A% TRblR T,

KB 5 v & 2L TH 5 CALM-PD il % b L \2kkx T 2fr bz,
CALM-PD iRERIZ /X —F 0V VIRIEHET A FI4 ~ 2002 12 TICRERSI N TS 28, 7
WIN—F 2y VRIS 2 WEMBABENE 77 IXF Y=V L- S0 EE 5 THA
L, ADL #f2 X ) WCHEYHBEOMMN, 77 IRFY - VHTIEH LM 5 L-F3
OB AR LITHA T, —WREHlEHHE 2 8 & HRED Bl L L72HBRTH 5.

CALM-PD #BRICH T 2 M EE X T O—212, L-FMEABOYAF AT 7O
BERERTRMEPDH L. CNICEEE, TTIRFY—NVTHIBELTS, L-F/STH
BBLTH L-FBBBROIAF A YT ORAERIGHEE - 72%. T/, EHH
BHEDRBIICIX, wearing off E VAF ATV THEMEZLE L AONLgGAEL, EH5h—D
DRVHONLGERDH L. JVAF AT TH wearing off IZA U THELFERTIX, E
JEEDE L L- R E5E/PE otz T IRF Y NVEFGHTEIVAFAY T ORI
EHIE R, 72, 65 L EOFEBIRETIX wearing off DFEH L Ao 72,

NFE, PHAEICHET 2RMBBORFE DY, T7VHR, TITH CANR=Zv IR
TIRIFIZFSEORMENE L A2 RO ENEY. FEANCBTL2HELH Y, HR)
EENEY. WEIZHT AT, KMEDIES AL - F/3D bioavailability 255 W25,
TIINFY =NV L-FROEYBHRISEEL RIZTST, 77 IXFY - VOEYHE
itk e HIFIFRE—TH o727,

PRI T 57T IRFV— VORI, VT FERSETEL0B%9%0 G
PRI 0 U TR RATR N & 2 MG - 727,

IDNIKRLTOT T IRFY —VOEHEICHT 2 HE L L, 7Ty F=70HEIE
H L7280, EakE 9 DAY, L- 2SR FICH 2EMO ) 2I2xt§ 2 5501 %
BARZZHDDNH L. EHIH)OETHL LNV T VL DRERED H Y, Hamilton
IORETAITHUTICUWE LIEBET T IRF Y — WIS 2 572,

QOL T 2bDTIE, I IRFY =D L-FXNTHBERGB LR =%
VUIRICBIT ABE D H. QOL @il % & PD quality of life scale (PDQUALIF) &



g2y R)N=ZyFIZXH 15

EuroQol visual analogue scale (VAS) TAT- T\ 525, HEBBEEINIZ R
QOL ORI, LY LEERI~4EIILb L, TIIRFY—VTHRIAELZIZH) N
AEICEWET B LD, Fijik L7z CALM-PD B2 S8 S /R E LT, RS
%1, 2EHEVAFATVTOLWIEIDNQOLIZRIFT, 3, 44EHICEVAFAIYT E
QOL L DA E LRI L 22LTHb0LH2Y.

2RIV PT VAR —IZHT A S SN, CALM-PD BTl SCIT DHL
DABMETIXL-FEGHLIDL T I IRFY - VHDOITZI PEP -7 —F, Bl
N=F UV URRICTBHT T IRF V=& L- RO HBEOS A OB B WS
EN/e, SNICXBEL-FRETTIRFY—WVIFRABEDIZ) AL - K88 T T 2Rk
ML DS, RTI-32 XY AL T OREHYE L, BEEIHEOFKIRLIER L OB T
HEHEINTWBEY,

a. BEAN—FD VU RBEIIHT IWEMR
AR OS=F 2V VIREHRTA K4 2 2002 OEHERL).
24 FRDBIMAD - 7.

=D T I IRF Y- Ve g — )V TOHMMBH IS R A IHESE RS & v
5 HDTY, BIBAIEH 2 4E T 30% IZ wearing off ZF2 T\ 4. wearing off #/R L 724iE
BI#EIEX UPDRS A 2 7HEWEINDH - 72, F72, WFEAGEL 77 I_XF Y —UHhL-
F2STRMGT 2B S SITBMEN, 77 IRFY—VHTEIZAFA T TORBR
wearing off DFEHP AV %, L-FAAETIEIT L ABROEHI DL EHE I NP,
MNRBETH B 05, T7INRFY—NVHEETOEIOVTOERNEICET2HMEDLDH D,
G B IRRE, SEBhAE )T, 9 2, ADL, QOL O T ENA SN2 L ¥ N 5% Inzelberg 5%
DAZTFIYAZOWTET TEARED ANV TY YOI (11 H) THRL Zhb
OHE, QOL 22 WMET L E, 77 IXRFY—NVITRANN—F v VRHEFEITEHT
Hb. LL, thlbd2HP#ER, ZEOER 53 %RES 288, HErkkEED
BHICHAET 2 LEEDH 5.

b. ETHN—F 2V UREBEICHT IWMEMR (L-FNEDOHAEE

B OS=F 2V VIREHIA K54 22002 5EFRL).

FEATHI N —F 2V VIRIZD W T off KEfH O 4 & BAETL, L - F/3oOMEI B o,
HAHERE VY TH L. 72, Mo K83 07 T= R Tl on RO EEYEIR O 1
HETIERZWD, 79 IRFY—NVTRAERICWE LR L. SOIETHIA—F Y ¥
WRICHT 2 RBER 2D L. —DEDPEPST, TIIRFY—VETUES) S
FUOERBICE D, WEROIFEHEEZRLEY. b9 —Did rotigotine & ? LI ER
T, off R DAY RN IE W H B CIHLEEs RO S, P37 T=Z b 2 A
HIZOWTIRANVTY Y OEHHE T TIgihsz. ETH—F 0y VRIctd 577
=N#y—wiﬂ—#yyyﬁ*$ﬁ4F?%ymmamﬁ’ﬁmf%é L2 L, E

HE AL HAamiR, Z2RMIEIR, X S5 BR T A mEhE, REMEREE ORI
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HY2LEDPD L.

c. fhDEYEDHELL P HHE R

Linazasoro &', Takahashi 5%, LeWitt 52OV T T TIIARETOES ) 7F
OB GH) LA T) O (11 H) Ti#h-R7z. rotigotine & ®ILIKAEKIL rotigo-
tine DTN S.

d. ZOMmOMR

SUIREREIC BT AT TCIE, ANV TY FomE (7 H) Tie#li L7 Rektorova 5212
X%, FABRENOEBII R WET S L O, Brusa bV X 2 HSFERCM, attentional-
executive function, FHEEHIEDEALME I N TS, Lo L, FEMI20 6L BRS
n, F7z, WETVA B EHIEICREZ ) dd 5700, famodid L.

e. N—F 2V U REITIHEIZNR
TR T Y AN CHERRE OS—F 2V VIRERATA N7 4 ¥ 2002 20 5 HE
L).

B. &2

3% 4 OS—F VY VIRIBHTA K94 2 2002 hHEH R L).

NRBE R OMEALEEIR, FOEH 25 ORHERICABALETH AP, EELRDDIE%
v LA L, HAGEIRT, Ze3RMENR, s T Bk s, saEtEREE T, KRR

JE7 7% EORWEHN T I IXFY =V TRMO R8I V7 T2 MK ) @V D S 2
EDRMEINTEBY, ThOHICHBELTTIIRFY - VEMHTLLENDHSH. HPH
WCHETAHEIAYTFI AN 1ITHDY, 7I73IXFy—Leut=a—VIRHTO
Yit, HHhMIROMY 221375 R L T498, hbosEye L- M3k
L-FREMICI LT 206 & EN72Y. Zoffl, TEFYALNVOEWIRLIZ L0572
ZERMBEIR OB IS T 2T IC oW TRARE T e E 2 ) FF Y0 (5 H) Ttk L
7o, 350, BIME 12 CQI-11-O© [His—F ¥V YIREDRIEM & Z ORI H
—%%%@mjwﬁ(%ﬁ)%ﬁﬁéntw

C. BBERNDICH
7T IRF Y — VIR S, S—F 0V VIROREREE, ETPoERT Vb
O—VELELTHEHNTHS. Larl, J:ﬂ_’l,t(%ﬂé HHssie, 2278y MElR, @rB)rEtTs)
Rk, SHPEREEORIERY S 5720, HHTA5ECIEE=8) Y I PLETH L. £
PR TH 2 0T, BREEDOD L EEREEE T imM’FJﬂL‘EEL“(ﬁHﬂE#%F%ﬁil‘n“f

o i
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D. SHERFIEhBINEEIR
IN—=F 2 VIRIEHRATA N7 4 2 2002 & AR, SEE/ S—F 2V YIS %4
T AT 2 B2, HlE 2N R E LEBE T 2 MEPLETDH
B, T, N=F TV UHRHNPLOLEL-FRET T INRF Y =)V EDOPHFREICD
WC, EEPEIRSER R E & BT, B EPHE DO FEBIIHIRI ROV TORM PRI §
LA LETH 5.

n or—o-Jv

2001 ELIEOIET > X
IUEFYALANL IR 4|EBSD . T EF U ALV IH 4SS s
LAV AS 8 FROIMEB) T Uy 2 L RJVIVAS 5 RSB s E S P L TR
EEEBARR L ST 5D 0, EFEFEICGSTEMR NIV TIZANTALR
BT REEEICHT 2 b0, BREEICHT 20, BRI RIICHTLI0%ET
Hol.

4 R4 AMNEREES DR
A Bz

a. BEN-FPVIUREBEIIHT BSMEMR

AR OS=F 2V VIREETA BT A4 22002 054 F R L).

2001 AELAREDO 7 ¥ A % TREICAR Y.

IR=F 2 VIR A F T4 22002 Tl 2B —F 0y Vi EICn Y =0 —
W L-FNTHBELZRB L2 EO 54 H, 10 4FHOME G S N7z, 58 HOHE
TR0 — VTHELRELZHOIEZ I B TVAF AT T ORBBD VDS, L-F3
EMRHEZOMPIIHEE L. 72, EHRITOLF IO =0 — VLIS L-F
RNEEDIE) Do Tz, Ldl, YAFAVTORBZIOE =0 — )V THIGLZHET3
FERBLEDLZENTERLD, 10FHOEETIE, PEAOBHHRAEL Ro727%, vE=
O— )V TI AF A YT, PEEOD wearing off DRIV h ol b, WMEEH
{2 UPDRS @ ADL A 27 & PDQ-39, Clinical Global Impression Scale (CGI), Epworth
Sleepiness Scale (ESS) TIZENA LN LGN EATRENTVWED., ZhbDHEIC
I, TR S—F 0y URBEICIZu Y=o —VIZE T, 7 wearingoff ¥ A F
AYTORBEFHTESL, LON=F 2 VIREBETA FF4 2 2002 ISRt s hi-$
HIZI0FIZhZDAETH-72] LWz b, AL, 77 3IXRFY—IVOEHTMNIA
F/NI 7 T2 PHAWRETH > T, MIHEDS < UPDRS 2 2 7 A EWIERI T,
wearing off P EUIEL Z LI ETRETH B,

FHGHICB T2 0 20— VOBEHIRIRKICET2b0bH 5. ZhiZihiX, v
Eom— VI ERRE IS LT E2 ) 7F 2, L-FRLREABRICEHTHZY. &
UGB T F > = v 7 OFHli 247 ) SLEB R RERBRIC L 2 MET b H D, nE o — )L idshE
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ERRE L O L, ARARREIC DU EN D D WD 5.

HRBRHEIC L 2METIE, IR®ATT, ADLAAT7TOEBELZWELRD, L-F3%
L% 31% OEFITRT 5 Z LB TELLINDY.

Eollu¥=o—)y 24 KEFRBEHEE (RS OIMKERICH T 2855, 24
R R SE I R OB R  — B L7z E A /R L728%, Cmax (&#HE L ) HEMHET
Hotz®. BIIS—F 20 VRO GRS,

NS DOEFRRBAE RS, B — VIR N—F 0y ViREREL LTHHTD
5. 2L, #Bib¥5 59 ZEIWEHICEEL THET2L%E03H 5.

b. EITHAN—F >V U REBEICHT WMERR (L-F/NEDBRAER)

HR OS=F 2V VIR A KT 4 22002 58 H R L).

2001 EELIED T 7 ZE T REDMEY) TH 5.

DAEERPS, v¥=ua— VT 7 2 RIFHBICHE L T UPDRS #8227 &
ADL 2372 RICYEE L, off MM T2 2 LASTE, MW S—F 2V ViFOEH)
BERE, ADLUGEICHHTH 5 L o ssd 5™,

TREZYTF U EORBRETIE, ¥ — BT Es ) FFIIHLT
UPDRS D3, off B¢ o 4 T - 7238,

S5, BHEvE=u—N (~36mg/H) OHEDH Y, wearing off, YAF XY
T OREBEIHHTY, EAMTHTR apomorphine WA ZIRE X AR L REBEN
725

S HlZu¥=u—)b 24 R FeelE R O R RER S /71, UPDRS #E)d L 08 ADL
AT TOYE, PDQ-39 D FMIHH TOREEZED, L-FXTH4a vy ba—vTi
TWARWEITII =% 2V VIROREIREGEICHEHTH B Z LR EN/7.

HEATHI S —F VY U OEB RS IC O Y =0 — VAR CTH . ST IZ b AT E
TROLN TV ARVWEHAROAMEITREINTEY, SBRETREHTHS. B, fif
MIZH7zoTIE, Rl 2 L9 REWEHICEEL THHT 2 LE0H 5.

c. fDEYLEDHELL P HEHER

Linazasoro 5%, Inzelberg 5%, LeWitt 5", Stocchi 522>V Tidfiod K783
YTIZARMDHTT TILHBRz, s¥ou— Ve 7uEs ) 7FyOf&EICEHLT
Giménez-Roldan 5V OHMENH Y, ¥ =u— Lol I BL VAR THY, s¥=g—
W/ 77 ) TF oY BEZIIE2: 1 PFEE L EOHENDH L. Z Dl rotigotine
Smg/H:mE=—u—)L12mg/HA MY T L LEDOHELH L™,

WEEICOWTOMET & LT, B E BV EE e OB 1), #HiE
EOF VR EORIEHD IR LREE 25 2 WIEEICIFIHTE 2.
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K4 22002 TNTHEA, Z0OHBT—5ORPRICOVTwmHEINTVS. LaL,
L-FSCHEBEBBL-HLD S, O a— L CElEE A L7203 D 2S5k
ISR CTORMY AAMMETIZBETH S Z L IZFHETH A0, 72, ®F-dopa PET %1t
Wi TIToTd, BIZFEROMREIHROND Z & RSN,
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%4 OS—F VY VIREBRTA K54 22002 5L H 2 L)

F/RI vy 7T=APCTHEHIRTVS, HYBIKR, 22R0OEIRZ & oOEREE, &6k
ITEIRESE, WA E ISR ETRETHAHY,. TRHICOVWTRTTICAE RN RI V7 T
Z A POMOEHTHRNZ, T2, HIMHE 1ECQI-11-O [Hi3—F ¥V ViRE ORI
& 20X RIIMA—2RWIER] O B8 H) dBRINv. m¥=o— LHMIIC
B35 b 0T, HEMREEI L2 5 D SR TEBMEIRAZ W Shkb,

LDREEEICOWTIIAREZERSI VTP IToZA N, RV TY FOETHRRF938 g
U=V X BOREEEEOREI, ERERE T LD 5.
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0¥ o0 — VIZERRRER 2 S, =% vy VIR0 RMEESE, EIToERa v be—
MCERTH D, HHICHIzoTIE, FRI VT IT=AMo—FRNEEHICTT2E=%
)Y THBUETHD.
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IR=F YV VIRIREATA F T4 22002 L [FARIZ, SEES—F 0V VI %A
PEE BT 2 ExA D 7% <, a2 R e L EWERICHE T 2 M SLETH
5. Tl N=F Y UHERHMrSOLBL-FREuY - e LD
T, EEPEIRCGGERIR & & b1, BESIHEORIIHIR R IOV TORMPFHZRICHT S
Bt b LETH 5.

rotigotine

rotigotine (BRI D KX VZBEARY 77 4 73 _XCTlkta b= ¥ 5-HTn THMEKICIT

TIZAMEEEZ, 7RV F) Y ap ZERICIET v T2 A MEEE AT HIELMRE
NIV T7IT=AMT, IWMIHITH L. B TIERI N—F 2V VIHORREE L TRES
WMEH ST, BELPETREERABT TH 5205, Bt hd I el PHEINS
72D TG, BHAFTA L2002 EOZE T Y A, TEFYALNLITH
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1. Eshi¥rr

BEAID RS V2B 75 4 T3 XTUTBANEDSH Y, 83 ¥ D 2B/ E, I
Ds ZERITBAMED S . ATEEEBER, ARAL BRI T hE, v T AT S &
DY F TABBO BN VZFRITHT 27 TR MEESRD SN TV 5. I TIE
L-F283EPERMIICB VT, UPDRS-I, MT7 5 L RIIHT HEMUEDFEL D SN
F 72, L-F2%EH T T rotigotine Mifd 12 & 0 BB S HRI R & off R O HAHEAFRD 5
N, 7I9IRFY—NWVIZELETHLILIREN. TRHOFBRITID, HCKRTIHHE
MBIOL-FARJEH T TOMHPRRIN TS

2. IR

WA AL X ZWIND AR HZ NI EAREINT WA, FEHMTICL ) &EL5ED
40~50% WL S A, HERIRGA 2 2~4 IR IR TA LN, MHRED LA 2.
WD AZEH T, O B NSO GAAE . L2 S 3R 7 (ML B M 2 i
L. By EscidsiiRim, e s, ok, SURNIEME, RBIRE RSO m5sZ L
HHEDPO LTV 5

3. mARE, FEHA

45 mg WS C Tmax (& 43 R, T1/2 13 24 KER, 7Y — rotigotine & LT
11516 pg/mL, #2 rotigotine & LT 61496 pg/mL T&H o 72. 1 BIEKHIC X b, A e
FITIF 24 R A AR & ERE 2. e G5 THREE G 08 mg D4, Tmax &
21109 K¢ [, Cmax 1 1202058 ng/mL, AUC it 708+43ng/mL - hr, T1/2 i
501+ 1.10 KEf Td o 72, BFREEEE, HREERE EEEAOH TIZEDHEIIIRE %
ERII o7

4. U
FEAHRBIFTH Y, FvrurBiagzzd, Yebed vk N-f7oe
VAR, N-JiF = v F VR, RERDER PR S 5.

5. Bt
B2 L7238 il TH 5.

A4 R4 AMAEREES DGR

A ﬁ:dﬂﬁ

R

Mok TR E N T 225, BRRBOMEIZZIIEL v, BRI S—F 0y ViiB
LTI S =% Vv UiOREE L L CHERFEROFEEIREN TS, BIERIX
RRI Y7 T2 b LTOMLRHER, DFVE, MAHBEERRIELRDLOTH 5.
HHEFBREOHEHEEICHT2HE LD Y, M2 me/HOMETE L 4 mg/HORE D
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TIEWEHICE L T3S AR L, Eer R REOREEICHET 2 MEbH 2%,

rotigotine (Z4FA ZEIWEH & L CTIZMEE S UG A3 % 25, O LERK QT R IZ
DVWTHMEDH Y, FFRICHEIE RV, o KX V7 T=X b TALNS L) 2 REH
F GBI B, BANRERIICE T 25, =% 0 VIREITTRIICE T 5
HRE L Cld .

a. BHAIN—-X> VU RBEIIHT 2WMEDR

AR

RIS —F 0V VRIS T 26T 2512 38D 5. Jankovic 5%, Watts
59Nz X T HE G & O rotigotine 12 & ) UPDRS-1I, Motk 0, 20% =
1% 48%, CGI b A2t L7z, Parkinson Study Group™ Tl rotigotine 4.5~18 mg/H
FCHIRRE R FHA VT, RV ADL LEBifE o2 Bz BIERE L
TR RRI Y7 T=A & LTOMEEHERISMZ T, B8O K8 FUG % 8D T 5.
Bz I8 BB I E D S TH 5.

WIEN L EM M OBERRBTH 5720, RMMEIAATH 5.

b. EITHN—F >V U REBEICHT IERR (L-F/NEDBRAEE)

AR

TIEREMBE LAEN 1M, 7I9IRFV N EDBRES 1#HdbE. 7%
AE3FHE & L7235k E PREFER Bk & ' IZN, rotigotine 8 mg/H & 16 mg/HE 7 J %
RTORBKRETH L. ZORRTIZT T L RIZILRFEIERE T off Kl D ki & off B
BEPEROYGE, VAFATT D% on RHOERFEEISHDO S5N72A, 8mg & 16
mg KGRI ABEEIR e o72". 77 IXF Y — VL OEKRE (CLEO-
PATRA-PD #%) Tlx, 79 I XF vV — )UK L 72 rotigotine DIEHLEARE N TW
5. FHHTE H I off Rl 0 fiie & BHEEOEM, VAR Y —RThHb. ZORKENS
I rotigotine 1295 mg/H=753IXF V=) 31 mg/HTH->72".

c. fRDEHEDHE IR EEFER

Giladi 5™iz& 0¥ =0 — )L & DR (rotigotine Smg/H=0¥t¢ =10 —) 12
mg/H), LeWitt 52X 20 B2 REEDH 555, T HI2D0 TR TICMBIE Thih
7.

B. &2t

AN,

DOETIZERRB P 0720, FiTL7cHE 2w, BIEHE LTI FRIry7T=2
b & L TOHLEERZ EDITZ I, B EBR R RS 238 5. rotigotine 2 S OFLE B
IS L 2 Db D% hnizw, HEEEET 5.
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IRABVETH L. Tz, DVETIIEHRRBERICH 5729, BIEHOBRBERE? LW

H,

1)

2)

3)

4)

5)

6)

7)

8)

9)

10)

11)

12)

13)

14)

HEVIFRIREINE ZEVUETH 5.

Deane KH, Spieker S, Clarke CE. Catechol-O-methyltransferase inhibitors versus active comparators
for levodopa-induced complications in Parkinson’s disease. Cochrane Database Syst Rev. 2004; (4):
CD004553.

Katzenschlager R, Head ], Schrag A, et al. Fourteen-year final report of the randomized PDRG-UK
trial comparing three initial treatments in PD. Neurology. 2008; 71(7): 474-480.

Lees AJ, Katzenschlager R, Head J, et al. Ten-year follow-up of three different initial treatments in de—-
novo PD: a randomized trial. Neurology. 2001; 57 (9): 1687-1694.

Castro-Caldas A, Delwaide P, Jost W, et al. The Parkinson-Control study:a l-year randomized,
double-blind trial comparing piribedil (150 mg/day) with bromocriptine (25 mg/day)in early combina-
tion with levodopa in Parkinson's disease. Mov Disord. 2006; 21 (4): 500-509.

Mizuno Y, Yanagisawa N, Kuno S, et al. Randomized, double-blind study of pramipexole with placebo
and bromocriptine in advanced Parkinson's disease. Mov Disord. 2003; 18 (10): 1149-1156.

Tan EK, Ratnagopal P, Han SY, et al. Piribedil and bromocriptine in Parkinson’s disease: a single-blind
crossover study. Acta Neurol Scand. 2003; 107 (3): 202-206.

Schrag A, Keens J, Warner J; Ropinirole Study Group. Ropinirole for the treatment of tremor in early
Parkinson'’s disease. Eur J Neurol. 2002; 9(3): 253-257.

Brunt ER, Brooks DJ, Korczyn AD, et al; 043 Study Group. A six-month multicentre, double-blind,
bromocriptine-controlled study of the safety and efficacy of ropinirole in the treatment of patients with
Parkinson’s disease not optimally controlled by L-dopa. ] Neural Transm. 2002; 109 (4): 489-502.
Linazasoro G; Spanish Dopamine Agonists Study Group. Conversion from dopamine agonists to
cabergoline: an open-label trial in 128 patients with advanced Parkinson disease. Clin Neuropharmacol.
2008; 31(1): 19-24.

Linazasoro G; Spanish Dopamine Agonists Study Group. Conversion from dopamine agonists to
pramipexole: an open-label trial in 227 patients with advanced Parkinson’s disease, ] Neurol. 2004; 251
(3):335-339.

Giménez-Roldan S, Esteban EM, Mateo D. Switching from bromocriptine to ropinirole in patients with
advanced Parkinson’s disease: open label pilot responses to three different dose-ratios. Clin
Neuropharmacol. 2001; 24 (6): 346-351.

Montastruc JL, Desboeuf K, Lapeyre-Mestre M, et al. Long-term mortality results of the randomized
controlled study comparing bromocriptine to which levodopa was later added with levodopa alone in
previously untreated patients with Parkinson's disease. Mov Disord. 2001; 16(3): 511-514.

Takahashi H, Nogawa S, Tachibana H, et al. Pramipexole safely replaces ergot dopamine agonists with
either rapid or slow switching. ] Int Med Res. 2008; 36(1): 106-114.

Takubo H, Harada T, Hashimoto T, et al. A collaborative study on the malignant syndrome in
Parkinson'’s disease and related disorders. Parkinsonism Relat Disord. 2003; 9 (Suppl 1): S31-41.



15)

16)

17)

18)

19)

20)

21)

22)

23)

24)

25)

26)

27)

28)

29)

30)

3D

32)

33)

34)

35)

36)

g2g RIS 23

Montastruc JL, Brefel-Courbon C, Senard JM, et al. Sleep attacks and antiparkinsonian drugs: a pilot
prospective pharmacoepidemiologic study. Clin Neuropharmacol. 2001; 24 (3): 181-183.

Shiraishi M, Kamo T, Hotta M, et al. Usefulness of switching to cabergoline from other dopamine
agonists in patients with advanced Parkinson’s disease. J Neural Transm. 2004; 111 (6): 725-732.
Korchounov A, Kessler KR, Schipper HI. Differential effects of various treatment combinations on
cardiovascular dysfunction in patients with Parkinson's disease. Acta Neurol Scand. 2004; 109(1): 45-
51.

Corvol JC, Anzouan-Kacou ]JB, Fauveau E, et al. Heart valve regurgitation, pergolide use, and
parkinson disease: an observational study and meta-analysis. Arch Neurol. 2007; 64 (12): 1721-1726.
Simonis G, Fuhrmann JT, Strasser RH. Meta-analysis of heart valve abnormalities in Parkinson’s
disease patients treated with dopamine agonists. Mov Disord. 2007; 22(13): 1936-1942.

Oertel WH, Wolters E, Sampaio C, et al. Pergolide versus levodopa monotherapy in early Parkinson’s
disease patients: The PELMOPET study. Mov Disord. 2006; 21 (3): 343-353.

Comella CL, Morrissey M, Janko K. Nocturnal activity with nighttime pergolide in Parkinson disease: a
controlled study using actigraphy. Neurology. 2005; 64 (8): 1450-1451.

Rektorova I, Rektor I, Bares M, et al. Cognitive performance in people with Parkinson’s disease and
mild or moderate depression: effects of dopamine agonists in an add-on to L-dopa therapy. Eur J
Neurol. 2005; 12(1): 9-15.

Navan P, Findley L], Undy MB, et al. A randomly assigned double-blind cross-over study examining
the relative anti-parkinsonian tremor effects of pramipexole and pergolide. Eur ] Neurol. 2005; 12(1):
1-8.

Grosset K, Grosset D, Lees A; Parkinson’s Disease Research Group of the United Kingdom. Trial of
subtherapeutic pergolide in de novo Parkinson’s disease. Mov Disord. 2005; 20(3): 363-366.

Arnold G, Gasser T, Storch A, et al. High doses of pergolide improve clinical global impression in
advanced Parkinson's disease: —a preliminary open label study. Arch Gerontol Geriatr. 2005; 41 (3):
239-253.

Pohanka M, Kanovsky P, Bares M, et al. The long-lasting improvement of sexual dysfunction in
patients with advanced, fluctuating Parkinson’s disease induced by pergolide: evidence from the
results of an open, prospective, one-year trial. Parkinsonism Relat Disord. 2005; 11 (8): 509-512.
Chalimoniuk M, Stepien A, Strosznajder JB. Pergolide mesylate, a dopaminergic receptor agonist,
applied with L-DOPA enhances serum antioxidant enzyme activity in Parkinson disease. Clin
Neuropharmacol 2004; 27 (5): 223-229.

Yamashiro K, Komine-Kobayashi M, Hatano T, et al. The frequency of cardiac valvular regurgitation
in Parkinson’s disease. Mov Disord. 2008; 23(7): 935-941.

Lucetti C, Del Dotto P, Gambaccini G, et al. Influences of dopaminergic treatment on motor cortex in
Parkinson disease: a MRI/MRS study. Mov Disord. 2007; 22(15): 2170-2175.

Ruzicka E, Linkova H, Penicka M, et al. Low incidence of restrictive valvulopathy in patients with
Parkinson'’s disease on moderate dose of pergolide. ] Neurol. 2007; 254 (11): 1575-1578.

Junghanns S, Fuhrmann JT, Simonis G, et al. Valvular heart disease in Parkinson's disease patients
treated with dopamine agonists: a reader-blinded monocenter echocardiography study. Mov Disord.
2007; 22(2): 234-238.

Schade R, Andersohn F, Suissa S, et al. Dopamine agonists and the risk of cardiac-valve regurgitation.
N Engl J Med. 2007; 356 (1): 29-38.

Zanettini R, Antonini A, Gatto G, et al. Valvular heart disease and the use of dopamine agonists for
Parkinson'’s disease. N Engl ] Med. 2007; 356 (1): 39-46.

Rasmussen VG, Poulsen SH, Dupont E, et al. Heart valve disease associated with treatment with ergot-
derived dopamine agonists: a clinical and echocardiographic study of patients with Parkinson’s disease.
J Intern Med. 2008; 263 (1): 90-98.

Yamamoto M, Uesugi T, Nakayama T. Dopamine agonists and cardiac valvulopathy in Parkinson
disease: a case-control study. Neurology. 2006; 67 (7): 1225-1229.

Brusa L, Tiraboschi P, Koch G, et al. Pergolide effect on cognitive functions in early-mild Parkinson’s



24

% 1R

PN—F 2V VRBEEFMREDBNM ER2M

37)

38)

39)

40)

41)

42)

43)

44)

45)

46)

47)

48)

49)

50)

51)

52)

53)

54)

55)

56)

disease. ] Neural Transm. 2005; 112(2): 231-237.

Thalamas C, Rajman I, Kulisevsky ], et al. Pergolide: multiple-dose pharmacokinetics in patients with
mild to moderate Parkinson disease. Clin Neuropharmacol. 2005; 28 (3): 120-125.

Inzelberg R, Schechtman E, Nisipeanu P. Cabergoline, pramipexole and ropinirole used as
monotherapy in early Parkinson's disease: an evidence-based comparison. Drugs Aging. 2003; 20(11):
847-855.

Deuschl G, Vaitkus A, Fox GC, et al. Efficacy and tolerability of Entacapone versus Cabergoline in
parkinsonian patients suffering from wearing-off. Mov Disord. 2007; 22 (11): 1550-1555.

Bracco F, Battaglia A, Chouza C, et al. The long-acting dopamine receptor agonist cabergoline in early
Parkinson’s disease: final results of a 5-year, double-blind, levodopa-controlled study. CNS Drugs.
2004; 18(11): 733-746.

LeWitt PA, Boroojerdi B, MacMahon D, et al. Overnight switch from oral dopaminergic agonists to
transdermal rotigotine patch in subjects with Parkinson disease. Clin Neuropharmacol. 2007; 30 (5):
256-265.

Odin P, Oehlwein C, Storch A, et al. Efficacy and safety of high-dose cabergoline in Parkinson’s disease.
Acta Neurol Scand. 2006; 113(1): 18-24.

Hogl B, Rothdach A, Wetter TC, et al. The effect of cabergoline on sleep, periodic leg movements in
sleep, and early morning motor function in patients with Parkinson’s disease.
Neuropsychopharmacology. 2003; 28 (10): 1866-1870.

Stocchi F, Berardelli A, Vacca L, et al. Combination of two different dopamine agonists in the
management of Parkinson’s disease. Neurol Sci. 2002; 23 (Suppl 2): S115-116.

Nakatsuka A, Nagai M, Yabe H, et al. Effect of clarithromycin on the pharmacokinetics of cabergoline
in healthy controls and in patients with Parkinson's disease. ] Pharmacol Sci. 2006; 100(1): 59-64.
Etminan M, Samii A, Takkouche B, et al. Increased risk of somnolence with the new dopamine agonists
in patients with Parkinson’s disease: a meta-analysis of randomised controlled trials. Drug Saf. 2001; 24
(11): 863-868.

Biglan KM, Holloway RG Jr, McDermott MP, et al; Parkinson Study Group CALM-PD Investigators.
Risk factors for somnolence, edema, and hallucinations in early Parkinson disease. Neurology. 2007; 69
(2):187-195.

Constantinescu R, Romer M, McDermott MP, et al; CALM-PD Investigators of the Parkinson Study
Group. Impact of pramipexole on the onset of levodopa-related dyskinesias. Mov Disord. 2007; 22(9):
1317-1319.

Poewe WH, Rascol O, Quinn N, et al; SP 515 Investigators. Efficacy of pramipexole and transdermal
rotigotine in advanced Parkinson’s disease:a double-blind, double-dummy, randomised controlled
trial. Lancet Neurol. 2007; 6 (6): 513-520.

Parkinson Study Group. Pramipexole in levodopa-treated Parkinson disease patients of African, Asian,
and Hispanic heritage. Clin Neuropharmacol. 2007; 30(2): 72-85.

Thomas A, Bonanni L, Di Iorio A, et al. End-of-dose deterioration in non ergolinic dopamine agonist
monotherapy of Parkinson’s disease. ] Neurol. 2006; 253(12): 1633-1639.

Noyes K, Dick AW, Holloway RG; Parkinson Study Group. Pramipexole versus levodopa in patients
with early Parkinson’s disease: effect on generic and disease-specific quality of life. Value Health. 2006;
9(1): 28-38.

Holloway RG, Shoulson I, Fahn S, et al. Pramipexole vs levodopa as initial treatment for Parkinson
disease: a 4-year randomized controlled trial. Arch Neurol. 2004; 61 (7): 1044-1053.

Navan P, Findley L], Jeffs JA, et al. Randomized, double-blind, 3-month parallel study of the effects of
pramipexole, pergolide, and placebo on Parkinsonian tremor. Mov Disord. 2003; 18 (11): 1324-1331.
Navan P, Findley L], Jeffs JA, et al. Double-blind, single-dose, cross-over study of the effects of
pramipexole, pergolide, and placebo on rest tremor and UPDRS part Il in Parkinson’s disease. Mov
Disord. 2003; 18(2): 176-180.

Wong KS, Lu CS, Shan DE, et al. Efficacy, safety, and tolerability of pramipexole in untreated and
levodopa-treated patients with Parkinson's disease. J Neurol Sci. 2003; 216(1): 81-87.



57)

58)

59)

60)

61)

62)

63)

64)

65)

66)

67)

68)

69)

70)

71)

72)

73)

74)

75)

76)

77)

78)

79)

g2y R)N=ZUPIZXN 25

Pogarell O, Gasser T, van Hilten JJ, et al. Pramipexole in patients with Parkinson’s disease and marked
drug resistant tremor: a randomised, double blind, placebo controlled multicentre study. ] Neurol
Neurosurg Psychiatry. 2002; 72(6): 713-720.

Fedorova NV, Chigir IP. Use of the dopamine receptor agonist Mirapex in the treatment of Parkinson’s
disease. Neurosci Behav Physiol. 2007; 37 (6): 539-546.

Lemke MR, Brecht HM, Koester J, et al. Effects of the dopamine agonist pramipexole on depression,
anhedonia and motor functioning in Parkinson's disease. ] Neurol Sci. 2006; 248 (1-2): 266-270.
Barone P, Scarzella L, Marconi R, et al. Pramipexole versus sertraline in the treatment of depression in
Parkinson’s disease: a national multicenter parallel-group randomized study. ] Neurol. 2006; 253 (5):
601-607.

Moller JC, Oertel WH, Koster J, et al. Long-term efficacy and safety of pramipexole in advanced
Parkinson'’s disease: results from a European multicenter trial. Mov Disord. 2005; 20(5): 602-610.
Rektorova I, Rektor I, Bares M, et al. Pramipexole and pergolide in the treatment of depression in
Parkinson’s disease: a national multicentre prospective randomized study. Eur J Neurol. 2003; 10(4):
399-406.

Parkinson Study Group. Dopamine transporter brain imaging to assess the effects of pramipexole vs
levodopa on Parkinson disease progression. JAMA. 2002; 287 (13): 1653-1661.

Guttman M, Stewart D, Hussey D, et al. Influence of L-dopa and pramipexole on striatal dopamine
transporter in early PD. Neurology. 2001; 56 (11): 1559-1564.

Hauser RA, McDermott MP, Messing S. Factors associated with the development of motor fluctuations
and dyskinesias in Parkinson disease. Arch Neurol. 2006; 63(12): 1756-1760.

Kumru H, Santamaria J, Valldeoriola F, et al. Increase in body weight after pramipexole treatment in
Parkinson’s disease. Mov Disord. 2006; 21 (11): 1972-1974.

Lemke MR, Brecht HM, Koester ], et al. Anhedonia, depression, and motor functioning in Parkinson’s
disease during treatment with pramipexole. ] Neuropsychiatry Clin Neurosci. 2005; 17 (2): 214-220.
Marras C, Lang A, Krahn M, et al; Parkinson Study Group. Quality of life in early Parkinson’s disease:
impact of dyskinesias and motor fluctuations. Mov Disord. 2004; 19(1): 22-28.

Brusa L, Bassi A, Stefani A, et al. Pramipexole in comparison to I-dopa: a neuropsychological study. ]
Neural Transm. 2003; 110(4): 373-380.

Kompoliti K, Adler CH, Raman R, et al. Gender and pramipexole effects on levodopa pharmacokinetics
and pharmacodynamics. Neurology. 2002; 58 (9): 1418-1422.

Nirenberg MJ, Waters C. Compulsive eating and weight gain related to dopamine agonist use. Mov
Disord. 2006; 21 (4): 524-529.

Dodd ML, Klos K], Bower JH, et al. Pathological gambling caused by drugs used to treat Parkinson
disease. Arch Neurol. 2005; 62(9): 1377-1381.

Chacon J. [Systemic review and meta—analysis of tolerability and safety between different titration
regimes of ropinirol dose in the treatment of Parkinson's disease]. Neurologia. 2007; 22 (10): 882-894.
Giladi N, Boroojerdi B, Korczyn AD, et al. Rotigotine transdermal patch in early Parkinson’s disease: a
randomized, double-blind, controlled study versus placebo and ropinirole. Mov Disord. 2007; 22(16):
2398-2404.

Hauser RA, Rascol O, Korczyn AD, et al. Ten-year follow-up of Parkinson’s disease patients
randomized to initial therapy with ropinirole or levodopa. Mov Disord. 2007; 22(16): 2409-2417.
Mizuno Y, Abe T, Hasegawa K, et al; STRONG Study Group. Ropinirole is effective on motor function
when used as an adjunct to levodopa in Parkinson’s disease: STRONG study. Mov Disord. 2007; 22(13):
1860-1865.

Pahwa R, Stacy MA, Factor SA, et al; EASE-PD Adjunct Study Investigators. Ropinirole 24-hour
prolonged release: randomized, controlled study in advanced Parkinson disease. Neurology. 2007; 68
(14):1108-1115.

Rascol O, Brooks DJ, Korczyn AD, et al; 056 Study Group. Development of dyskinesias in a 5-year trial
of ropinirole and L-dopa. Mov Disord. 2006; 21 (11): 1844-1850.

Whone AL, Bailey DL, Remy P, et al. A technique for standardized central analysis of 6-(18) F-fluoro-



26

% 1R

PN—F 2V VRBEEFMREDBNM ER2M

80)

31)

82)

83)

84)

85)

86)

87)

83)

89)

90)

91)

92)

93)

94)

95)

L-DOPA PET data from a multicenter study. J Nucl Med. 2004; 45(7): 1135-1145.

Whone AL, Watts RL, Stoessl A]J, et al; REAL-PET Study Group. Slower progression of Parkinson’s
disease with ropinirole versus levodopa: The REAL-PET study. Ann Neurol. 2003; 54(1): 93-101.

Im JH, Ha JH, Cho IS, et al. Ropinirole as an adjunct to levodopa in the treatment of Parkinson’s disease:
a 16-week bromocriptine controlled study. J Neurol. 2003; 250 (1): 90-96.

Rakshi JS, Pavese N, Uema T, et al. A comparison of the progression of early Parkinson’s disease in
patients started on ropinirole or L-dopa: an 18F-dopa PET study. ] Neural Transm. 2002; 109 (12):
1433-1443.

Singer C, Lamb ], Ellis A, et al; Sumanirole for Early Parkinson’s Disease Study Group. A comparison of
sumanirole versus placebo or ropinirole for the treatment of patients with early Parkinson’s disease.
Mov Disord. 2007; 22(4): 476-482.

Barone P, Lamb ], Ellis A, et al. Sumanirole versus placebo or ropinirole for the adjunctive treatment of
patients with advanced Parkinson’s disease. Mov Disord. 2007; 22(4): 483-489.

Tompson DJ, Vearer D. Steady-state pharmacokinetic properties of a 24-hour prolonged-release
formulation of ropinirole: results of two randomized studies in patients with Parkinson’s disease. Clin
Ther. 2007; 29 (12): 2654-2666.

Cristina S, Zangaglia R, Mancini F, et al. High-dose ropinirole in advanced Parkinson’s disease with
severe dyskinesias. Clin Neuropharmacol. 2003; 26 (3): 146-150.

Miingersdorf M, Sommer U, Sommer M, et al. High-dose therapy with ropinirole in patients with
Parkinson’s disease. ] Neural Transm. 2001; 108(11): 1309-1317.

Badarny S, Stern A, Susel Z, et al. Effect of ropinirole on visuo-motor test in newly diagnosed
Parkinson's disease patients. Acta Neurol Scand. 2006; 113(5): 294-300.

Reichmann H, Angersbach D, Buchwald B. [Practical experience on improving activities of daily
living competence in Parkinson's patients treated with ropinirole. Results of a applied study] .
Nervenarzt. 2005; 76 (10): 1239-1240, 1242-1245.

Malik M, Andreas JO, Hnatkova K, et al. Thorough QT/QTc study in patients with advanced
Parkinson'’s disease: cardiac safety of rotigotine. Clin Pharmacol Ther. 2008; 84 (5): 595-603.

Jankovic J, Watts RL, Martin W, et al. Transdermal rotigotine: double-blind, placebo-controlled trial in
Parkinson disease. Arch Neurol. 2007; 64 (5): 676-682.

LeWitt PA, Lyons KE, Pahwa R; SP 650 Study Group. Advanced Parkinson disease treated with
rotigotine transdermal system: PREFER Study. Neurology. 2007; 63(16): 1262-1267.

Watts RL, Jankovic J, Waters C, et al. Randomized, blind, controlled trial of transdermal rotigotine in
early Parkinson disease. Neurology. 2007; 68 (4): 272-276.

Parkinson Study Group. A controlled trial of rotigotine monotherapy in early Parkinson’s disease. Arch
Neurol. 2003; 60(10): 1721-1728.

Babic T, Boothmann B, Polivka J, et al. Rotigotine transdermal patch enables rapid titration to effective
doses in advanced-stage idiopathic Parkinson disease: subanalysis of a parallel group, open-label,
dose-escalation study. Clin Neuropharmacol. 2006; 29 (4): 238-242.



