78 (862) B K

BERER (COMT) BHEETH L. HE, L-

K= & F S @BEYOEHFE, £
FE, T 2IEES LIT0V T, (kB
LDV R C EMEAORITEBEICL 2
HHAZEBRZ D EICL-EETHo 2.

1970 4B EE D & KM R AT
bbb EH12%, IhooRBRERICED
WY EME A TS K91k o7z,
INOLOBKRBEET— 7 IZERTE—-FTH
D, OIEA N bR EDMO—RIRER
EREBEIC, N—F UV VIFIZOWTS EBM
WZHl o 7B EESRKRDONE XDl oT.
EBM & EEZFEOER (ZEFVR) %
b Lz, BEMORBRPLEFERRAS ORI, BE

OFFIRPLMERED 3 ODERICERE L ERE

BT 720 D—EDITERETH Y. F
Z“ibbh, EBM ZFBHRRRZ S LITLL
BEFLOEREZHIE L, BRREORL
ELTOIET Y ARBLRPLIT)IERTH
5. EBM L WIHBEILI-T, EMROE
RPLBEOMEBRPLERLZ E LY D research
evidence DEXEESNLERETHH LT HME
mA»H 5D, AFD EBM &1E, research
evidence BEFOMBIMEIZ LD X ITHIG
THEPEEEE L CHIT LEBT L ER
THA. EBM ZIIBRREEFLETH L.
N—=F VY URIZOWT D, BIEAASNT
v %5  Unified Parkinson’s Disease Rating
Scale (UPDRS) 2% Fahn 5% |2 X 0 #£18 &
h, FEETA NPEETEBRBS N L
72 L, Fahn 5® UPDRS Zvb W 5 IEEE)
FERPVAF AV TICHETA2EEN PR
&, BEOHEEEEE (ADL) & UPDRS
OFMiE & DBMICTEBERRONBE Z L ED
5, Goetz H7I2X ) I b ORMER % HHE
3 X< UPDRS OHEIEE T, HE
SFETEEEFMEITOIO0H 5.
IN—F 2V VIFICBIT 5 EBM OEREICD
WCORMBRE DA, Thbb—Fry ¥

BRNEF 655 45

Wik, FFMEASENBELSNERETSH 2

BIUESORE, FEBRELRRY, BE
DERPEUEDE 2 FIZESWCHELT
BIY FHRA Y MHEL, SREE % BMER
iZh b, ZD7-®, UPDRS #flHl 4 DBEEZED
FMICHWEELTD, =Y MRS Y MR
TAOMMEAL LB EETH L. S5,
LR — /72 SE Y0 W TR SR
BB, TRRBTFA VARENSRS
ERTHRBDONEL, TET VAL
EEMEE N, FORE, BWEFHEESNT
WREWTHIMEIMEL Y, FLVEYD
FMAHL AV I THLI L bEBESL L
THEITHNS.

Qlanow 5@ 7 )b Z L OAfE & R

AR L7=Z& &, fEBhld 5 WIdREERENC
Hlo 728 —=F% 2V VIRDOWBREDY, HHERE
®» EBM KEMROBER LM THRILL7
Olanow & @ decision tree (7T X L)
2001 fEIC LY, WESTA FTA VIRl 7
BEEANCER L, 204 V594 T,
RVECRTLHTIETFT VR (T TES—
VY VROBHEIHEORBEE) T
L7z8g, 1o &) 7 v AL L Bt
MAHRRZLTVWD, TATY ZAIZADIZ
BIRL7BEED ) L 0hhh o 2HAIC
ROFE, SHLIZROFERIRINTEY,
BREBCTHEALRT W, 32bh, N—F

VYV VREME TR DIRERERIRL T

WIFAZ &I A, N—=F VY VIRIZARE
PENI2D, N=F Y VREMEICL L%
Erziiohzeifitd s, 2o7nrT
YRALZHE) Z LI L) —EDEEL ~NIUHT
HRTES., $bbEME, EEMELH
Y, TOFA FIL k) EYEROE
BERLERW2BERIIERI LN TE, N—F
VI URDREEORMEN b LR
bils.,



(2010,4)

R R A% et T

1 N—F2VRIIH D L-F—/FREOEESHFENEE I X v 3H)

- 179(863)

Study

Prevalence of
complication

Length of study

Method of evaluation

Rajput et al, 1984
Poewe et al, 1986

Hely et al, 1994

Montastruc et al, 1994
Dupont et al, 1996
Parkinson Study Group, 1996

(DATATOP)

Koller et al, 1999
(Sinemet CR First)

Rascol et al, 2000
Parkinson Study Group, 2000

10% fluctuations
25% dyskinesias

52% wearing off
54% dyskinesias

41% wearing off
55% dyskinesias

40% wearing off
56% dyskinesias

59% fluctuations
41% dyskinesias

50% wearing off
30% dyskinesias

20% wearing off
20% dyskinesias

45% dyskinesias
30% dyskinesias

5 years Physician evaluation

6 years Webster Scale
Medified Columbia Scale

5 years Modified Columbia Scale
Dyskinesia Scale
Physician evaluation

5 years Columbia Scale
UPDRS

5 years UPDRS, part 4

2 years Physiciaﬁ evaluation
UPDRS, part 4

5 years Patient diary
Physician—recorded questionnaire

5 years UPDRS, dyskinesia scale

2 years Physician determination
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Choreiform dyskinesias

l

Peak dose dyskinesia

A

l

Diphasic dyskinesia

l

'

'

Substitute immediate for
controlled release levodopa

Convert from controlled
release levodopa to immediate
release levodopa

—

— Review —
Neuropsychiatric problems
— Behavioral impairment

!

Remove selegiline

- ™
l Increase dose of
: dopaminergic agent
4 L i
Lower individual dose- of
levodopa /
\ e J o~ : ~
l "Review use of COMT
. o TN inhibitors
Concomitantly decrease /
~levodopa and add or
increase dopamine agonist S A
~ Restrict levodopa/carbidopa
p / — to several early and/’c?r
Consider antidyskinetic agents midday doses at appropriately
such as amantadine timed intervals

.

1 ‘T |
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Consider surgéry

Consider surQery

PHEZBNEH TN, b7 5 L EFRKRE
DYELNVHERT57% F FORBICEI L
HTEREDBRENB LI, &6
2, ¥R V7 I=R MORIERTH 5EL
PR T BRAY D 2IE, SHEZA 2,
2 PR RE 2 B IEARAEIE 72 & ORI B EHRE O
BhELI7u—X7 vy 7TE3N. TDD,
L-K— SR ToroBTHS I L ERT
IEFVADRKRD LN, KEEARTDH S
ELLDOPA (Early versus Later Levodopa
Therapy in Parkinson Disease) #B&®Y 29T
b7z, ELLDOPA RERIZEHINN—-F Y
SR B LN —SOEMEER LSO

T, H2ART LI L-F—UTHERE
12 UPDRS ORBAEZHEL, 40 ATH
ELTd 42 AT COBREBHMOM TIHER)
BRI T, L2arLl, K2BITRT
£ L-F—,%1 B#E5ED® 600mg T,
BERBHE 1 EUNTH > TH wearing-
off HEORIFICIAEEIZVWDOD, ¥
AFAVTEERICEEECEAL TV AS.
ELLDOPA B LEEXH I YTV
ZiE, L-F— N3 BHEROEFICEH TS
2k, KETEYAFF VT HRMICEE
T 572951 HRF5 8T 150~300mg THE
ERIET 5 L RRENLZETHD. &



(2010,4)

2 ELLDOPA B Crk® X v 31/H)

OB SRV VR - B DR -

81 (865)

A L-F—/XD3R

"Adverse Event  Placebo (N=90)
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f2 6 10 14 18 22 26 30 34 38?42 46
Baseline Week Withdrawal
of study drug

B L-F—/NC &2 REABR TRE L EREHIEDEE

" 150mg/day (N==92) 300mg/day (N=88) 600mg/day (N=91)
number (percent)

Levodopa P Value for Trend

Dopaminergic effects

Dyskinesia 3 (3.3) 3 (3.3)
Dystonia 19 (21.1) 19 (20.7)
Freezing of gait 13 (14.4) 9 (9.8)
On—off ' 3 (3.3) 1 (1.1)
Wearing off 12 (13.3) 15 (16.3)

2 (2.3) 15 (16.5) <0.001
14 (15.9) 12 (13.2) 0.30
6 (6.8) 5 (5.5) 0.15
0 3 (3.3) 0.26
16 (18.2) 27 (29.7) 0.06
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bromoarpline, levodopa, piribedil — © very rare
pargolide . rare
capergoling, pramipexols, ropinirole : uncommon

apomorphine, «—dihydroergocryptine, lisuride,
quinagolide . associated with somnolences
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Drug

. Coenzyme Q10
Vitamin D
Levetiracétam
Syn 115

Safinamide

Aplindore
Methylphenidate

Isradipine

Vis5i2
Sch 420814
Neu 120

Kynurenine

Acts on mitochondria

Vitamin

Complex

Adenosine 2A [A(2A) ] receptor antagonists

MAO-B/glutamate release and Na* and Ca*"
channels inhibitor

Partial DA agonists
Inhibits catecholamine reuptake

L—type Ca®* channel blocker

Levodopa
A(2A) receptor antagonists
NMDA modulator MAO—B/GSK—3/ inhibitor

NMDA antagonists

Improved mitochondrial function
Unknown in PD

Complex

A(2A) receptor inhibition

Complex

Dopamine receptor stimulation
Increased dopamine level

Reduced excitotoxicity ;
improve mitochondrial function

Dopaminergic stimulation
Decreased receptors activation
Complex

Inhibition of excitotoxicity

Mechanism of action Effects Clinical effect
Nicotine Nicotine receptor agonist Inhibit a—synucléin aggregation Improved motor symptoms, reduced dyskinesia
inosine Antioxidants Decreased free radical production Slow progression
Creatine Acts on mitochondria Improved energy homeostasis Slow progression
Folic acid Essential vitamin Decreased homocysteine Ievels’ Slow progression
Fipamezole a2 adrenergic receptor antagonists a2 receptor inhibition Réduced dyskinesia

Slow progression
Improved motor symptoms
Reduced dyskinesia
Imbroved motor symptoms

Improved motor symptoms ; slow progression

Improved motor symptoms
Improved gait and attention deficit

Reduced dyskinesia

Improved motor symptoms

Improved motor symptoms ; reduced dyskinesia:
Improved motor symptoms ; reduced dyskinésia

Reduced dyskinesia

MAO—-B : monoamine oxidase B, Na' : sodium, Ca®": calcium, DA : dopamine agonists, NMDA @ N-methyl-D-aspartic acid,
GSK—=34 ' glycogen synthase kinase 38
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* Unified Huntington Disease Rating Scale (UHDRS).
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partment of Neurology, National Hospital Organization, Sagamihara National Hospital, Sagamihara, Kanagawa

228-8522, Japan.
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muscle contractions, usually producing twisting and
repetitive movements or abnormal postures or positions.
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