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Addressing Motor Fluctuations
and Dyskinesia: How Fixed Dose
Combination Contributes to
Smoother Motor Control
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waz 10-15 U wunmz wearing off Usennaiosas 50
wagiouaz 70 MUAINU
Tayvnddny 2 Usznsieafiun1ie wearing off

1. Wunmeiignuestaniliidedelsdosninung
(under-recognize) 91N318918UBY Rastgardani Tara e
ANy ANUWLWITAT Frontiers in Neurology 2019 WU
guassAlunAfdaden1iy wearing off A nsdeansil
ladwanzay nadfe wnndonvlilanugUle uaziUle
pnaldlavenunng wien1sussergensialiauysal
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gharanuan UPDRS Fafi 36 taelumsitedulibosar 43.9
waz 3) WUUNAERU wearing off questionnaire ax38lu
myidadulaseas 57.1
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sUn 1 Off-time options for Parkinson’s disease (MDS/EAN summary recommendation)

Off-Time options for Parkinson’s disease

MDS/EAN summary recom

DAAs

Non-ergot DAAs
(pramipexole IR/ER,
ropinirole IR/PR,
rotigotine,
apomorphine sc)

Fist-line, oral L-dopa/DDI COMT-I MOA-BI

Entacapone,
opicapone
(Combination
LD/COMTI, Stalevo)

Rasagiline,
Safinamide,
Sonizamide

Standard formulation

Nadiction /Extended release

-0.93 h/day to - 1.8
h/d, compare to
placebo

ERvs IR (-1.17 to -2.3
hr/d)

1.2h/dto-2.1 hr
compare to placebo

-0.84h/d compare to

Off-time reduction
placebo

Excessive daytime
Short half life has sleepiness

motor complication, N/V

dizziness, drowsiness |Hallucination, ICD
Sleep attacks

Well-tolerate, may
occurrence of
dizziness, postural
hypotension,
somnolence

Well-tolerate,
Dyskinesia

Urine discoloration
Hepatic concern

Fabbi M et la. Neurol Ther (2023) 12:391-424

Asifine COMT-inhibitor %38 entacapone 200 fiadnsu 33ufuen levodopa annsalluuuuvendasiy
(single pill, fixed dose combination) welvifUaelsanisiuduasain § compliance A nAudenendaney
waneq vin e1dasuilugns levodopa + carbidopa + entacapone @081 stalevo® il &1 stalevo® fnanavunn

MuAINUUIATELET levodopa dmsuluusewmelnedivunnen stalevo® 100, 150 wag 200 (U7 2)
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2 #1 stalevo® ANAWVUINAINIUINVDIY levodopa

#1 Flexibility with different dose of Stalevo

STALEVO® (triple combination of levodopa /carbidiopa /entacapone)

12.5 mg
carbidopa

50 mg
levodopa

200 mg
entacapone

75 mg 100 mg

18.75 mg
carbidopa

75 mg
levodopa

200 mg
entacapone

25 mg
carbidopa

100 mg
levodopa

200 mg
entacapone

o

31.25mg
carbidopa

125 mg
levodopa

200 mg
entacapone

37.5 mg
carbidopa

150 mg
levodopa

200 mg
entacapone

43.75 mg
carbidopa

175 mg
levodopa

200 mg
entacapone

175 mg 200 mg

‘iii 299

50 mg
carbidopa

200 mg
levodopa

200 mg
entacapone

AM13AUIM levodopa equivalent dose (LED) %3
yunadniusmueden levodopa gleldsuluusasiu
dduen levodopa + benserazide [Win 250 (50/200)
findn$u] 2zfvwinen levodopa 200 fiadniu veuriien
levodopa + carbidopa [idin 125 (25/100) fiadnsy uay
250 (25/250) fiaansu] azdlvune levodopa 100 wag
250 $iadnsu gUaelasuen levodopa + benserazide Tu
JULUYU modified release (MR) %39 immediate release
(IR) vw1nvee1 levodopa AILINAILNTAMMIEY 0.7

#A1 levodopa equivalent dose (LED) Iuﬂﬂwﬁiﬁ%’u
entacapone iuw1n levodopa vieldsuiduendingy
stalevo® 1ileNs1UvLNINYRS levodopa ot Tignseen
conversion factor fie 1.33 Aagilusuinvessn LED
nsnsiu LED #iuselews] wielilduuiadeuvesen
levodopa gafiuly

Lﬁanliﬂwéfauﬂ?iaumﬂm levodopa t8uen stalevo®
wABIAAVUINUDY levodopa dose asnsali 9In5I89U
999 Linazasoro G WagAmMz ANNWIWINTENT Furopean
Journal Neurology U a.A. 2008 way Jongkyu P Lamuy
ARusiluasans Neurology India U a.f. 2017 WUIINT
Tiuunn levodopa ey Turwadeiulinunade usiriae
Tuuneswenaiinne dyskinesia Wuduthe fay iUl
fiflnng wearing off usldiln1nz dyskinesia ﬁ@uma
liddudpsanvuinuesen levodopa sietu lunsdldieans

wWasululden stalevo®  defeseislunisldizuen comtan
TondalnAe 1) fihefiiane dyskinesia Fasanuuimnen
levodopa Tuusiaziu 2) 1unen levodopa dose fafu ad
A1 800 dadnsu 3) ;:Jﬂ:]aﬁﬁmwmmﬁuﬁ'}Lﬁamﬁauvh
(orthostatic hypotension) wiaviasids way 4) Eﬁﬂwﬁﬁ
Tayvlsadiuguuse

lunsalthelden levodopa + benserazide wiifeanTs
Wasud stalevo® Fsesusznavvesenih carbidopa axdl
nadeluy 99n5189UY09 Koller W uazmug asdiunluy
215873 Journal of Neural Transmission U @./. 2005
WUINSLiLE entacapone Iuéﬂwﬁiﬁ%ﬂ levodopa +
benserazide (LB) lauszandnmlnalfesiu levodopa +
carbidopa (LC) (E‘Uﬁ 3)
,@ nsEANEN entacapone "luﬁﬂwﬁlﬁ%’u levodopa

+ benserazide (LB) fiu levodopa + carbidopa (LC)

#4: LD/Carbidopar (LC) vs LD/Benzalazide (LB) switch to Stalevo, any
problems?

Changes in UPDRS Il and Ill scores in
patients randomized to entacapone or
placebo and using levodopa/benserazide
(LB) or levodopa/carbidopa (LC)
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m Entacapone
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“Adding the entacarpone to LB or LC
are the same efficacy.

We can switch Madopar (LB) ->
Stalevo (LC/COMTI)
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e Ertacapone
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Koller, W., et al. Journal of neural transmission 112 (2005): 221-230.
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Tnglawzn1siine nsanemungvsvauey (nocturnal
off time) MNTBNUNaNSANwIRauAludunsueu
TughelsannsAudusiee1luy triple therapy 38Nl
g1 fixed dose combination U84 levodopa/carbidopa/
entacapone (stalevo®) g Park KW Wamug asaiun
Tuansans Journal of Movement Disorders U a.A. 2020
Wudﬂﬂﬂwﬁlﬁ%m stalevo® wanN1sUTELIUNITUDUSE
ALY total Parkinson’s disease sleep scale (PDSS)
Atuogaiideddymeadn pvalue <0.001 Wi Tnns
anANYBINME akinesia VauzuoU Feviliann1iz sleep
fragmentation wazwuinnIzUsUliNdy (insomnia)
UssiluannAsliuy PDSS items 2 Lag item 4 anas
ae9lidudIAYy A1 p-value = 0.005 Way p-value <0.001
AUEU uenanni A1 rapid eye movement behavior
disorders (RBD) Usgtiluainaztuu PDSS item 6 Wag RBD

screening questionnaire (RBDSQ) fitupenaditfuddamia
af# A1 p-value = 0.002 waz p-value <0.001 AUAIRU
sreeuiiirudenadasiunsineues Keisuke S wazanse
fiffuilusans Jounal of Parkinson’s disease U a.f. 2021
finuinmsldien stalevo® uUsyanSamiksu motor wax
non-motor  TneamesnunsuewmdU sy nmaer sty
J28¥ sleep onset kag sleep maintenance kagaANISLAA
N1 RBD

nNsAnelag Nissinen H tazaay ARunlusans
European Journal of Neurology U a.f.. 2009 Wuh lefnnu
namssnuldiduszezna 5 U nguifthelsmnsfuduiiinng
wearing off #l§¥uns add on en entacapone g levodopa/
DDCI Tunelu 6 Wheusn (early add on group) tausgluasil
V98INTINU motor (motor symptoms) N1l add on
Tun1e1ds (late add on group) uLadiaunisli entacapone
ruasunisdiiulsa (natural history) 3UT 4

gﬂﬁ 4 Early versus delayed initiation of entacapone in levodopa-treated patients with Parkinson’s disease

#6: Early versus delayed. initiation of entacapone in
levodopa-treated patients with PD

Study Design
¢ Pooled analysis of 3 RCTs + b-year
open-label extensions
¢ PD patients with wearing-off on
levodopa/DDCI
¢ Groups:
e - Early-start: entacapone from
baseline
¢ « Delayed-start: placebo 6 months -
entacapone
Participants
e n = 488 patients included

» Early-start group: —1.66 improvement in UPDRS IlI
vs delayed start (p < 0.05)
+ Benefit sustained up to 5 years
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P = 0.016 over 0-5 years
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| —— Levodopa/DOC and entacapone = = = Levodopa/DDCI and placebo ]

Nissinen et al. European Journal of Neurology 2009, 16: 1305-1311
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