Ahe
human health care

Juds:3udsIN1snanl 2566
aurAuUs:zaandngqnnads:inAlng

sounu  USWEN 1018 (Us:inAlng) uasifinmae 9110
IUBUURNNNSUSSYNWIAU 1304

Clinical benefits of

monoamine oxidase-B inhibitors
plus channel blockers

In Parkinson’s disease:
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Mﬁnmi%'ﬂ‘le}ﬂiﬂw]%ﬁué’ﬂui’]ﬁ]qﬁu [the current standard care for Parkinson disease (PD)] Us¢naunag 5 agnq

- n3¥hwilaunislden (medications)

- msvdnsnwilagnisldaunsal (device-aided therapies)

« M9inenInd1Un [physical therapy (rehabilitation)]

« N99Y1AINTINUIUR [occupational therapy (rehabilitation)]
« mstUansya [speech therapy (rehabilitation)]

m3snelaen1slden (medical treatment) tlunissnwdtrelsansivdunnszey liiaduluszesdu vieszuziing

Imaﬁlﬁﬂ‘uﬂiﬂwﬁﬁuﬁuﬁwmEJﬂ’sj:lI Toun mj:ll levodopa/DDCI, dopamine agonists, MOA-B inhibitors, COMT inhibitors,
anticholinergics way amantadine tJugu



anslaunfiu (dopamine) Sanuifiendestune Bassiven
vadlsamsiudu dusu astandudunidunissnem
lsalnedslden  1sasnisadisiarnsinalsvesansinudu
(dopamine synthesis and degradation) flanswadu Ao
tyrosine hydroxylase mﬂﬁugﬂl,aﬂ%ﬁ tyrosine hydroxylase
Wasuliduans Ldopa @wns Ldopa lunszuadeni
\Juansitanunsasiu blood brain barrier I Tnedigaiim
Ao large amino acid transporter 1 amﬁy’ums L-dopa
TuszuuUsvamanunaisazgnioulesl dopa decarboxylase
Wasuduansianiiiy - JeanstavifiulusyuuUszamaunan
\Huanseongnindnlunissnulsamsiudu Tnensdudu
ffulatily  (dopamine receptors) anslaunduazgn
Matelneeulysl monoamine oxidase (MAO) B uay
catechol-O-methyl transferase (COMT) Fadudiun
oInssnwlsannsiudulaensvauvuans L-dopa %39
sy iUl vieliosueulsiihaeansiniiu
fio COMT-inhibitors #3a MAO-B inhibitor tiules

misldenlungs MAO-B inhibitor Tugelsannsiudiy
wiadu 3 szeu Ae

. mslenfisssifeuiiosnuainsvedsanisiudu
mﬂqumﬂ (symptomatic monotherapy) éikA 81 rasagiline
ae selegiline

. asldenfiethdaasuainendusniiiednwients
Pduliinnn  uilinevausssenisshvdiseniisaiuiien
(symptomatic adjunct therapy) lauA ©1 rasagiline uag
81 zonisamide

. mslfeniiethdmaiuainediusniiiedneennis
MIUBLNBTUUTUTIUTULTY (significant motor fluctuation)

oA &1 rasagiline, zonisamide 9139 safinamide

gildlunissnunlsawnsiuduiiiinnag motor fluc-
tuations laun

- 87 rasagiline ﬁﬂalﬂﬂﬂiaaﬂqwéLLUU irreversible
MAO-B inhibitors

- 81 zonisamide ﬁﬂalﬂﬂﬁiaaﬂqwéLLUU reversible
MAO-B inhibitors Lag
a sulfonamide group uwazdueniildlunissnwilsraudn

channel blockers contains

(antiepileptic agent)
- #1 safinamide dinalnn1seangnduuu reversible
MAQO-B inhibitors W& channel blockers

81 safinamide

finalnn1seangys 2 o714 (dual mechanism of action)
N dopamine &% non-dopamine G‘fﬂ‘ﬁ 1) 19 dopamine
Wuelungy MAO-B inhibitors Afim NS mnzann (highly
selective) Tasunndnendadu q lunquidieadu leun
91 selegiline uwaven rasagiline wazilu fully reversiole
MAO-B uaz 2) 119 non-dopamine annsadudsnamdsens
ﬁaﬂszamﬂgmmm (inhibition of glutamate release) 1o
‘c’nﬁqﬂ%‘lﬂu sodium channel blocker tae NMDA antagonist
Jaflauantfndeiuen amantadine 1 safinamide aadulad
flen . Uszane 2-6 Falug feszevaunaniely 1 dUan
Juiulustuludenyszanasoras 88 ManelagnIswunTueaTy
Tnedugmtlaanztdosnindevar 10 ldwunissumunisvineu
¥ee CYPA50 fifn3edinUszin 22 dalue (aglura

20-30 F2l39)

fvdngiuan 4 msAnuidu clinical trial  Sudu
Usedninmeesen safinamide  lunsShwlsanisiuduuuu
add-on therapy Augn levodopa lugthelsawnsAududidl
2192 motor fluctuation A® N1SAN®Y Clinical trial 016,
018, SETTLE Japanese
msfneildly clinical trail wsifunsszauainudaudiuain

windgideangenulsanisiuduielladuniuilunislden

Clinical  trial LAy wazildn 1

safinamide

msAnwdl 1 Tae Borgohain R wavemy Aduwly
135819 Movement Disorders 2014 (Safinamide Clinical
study 016) 19y Randomized trial of Safinamide add-on
to levodopa in Parkinson’s disease with motor fluctuation
vmsfnwn 24 dUawi Tugthewnsfuduiiinng  motor
fluctuations d1uau 669 Au wiseraaiasilu 3 ngu fe
1) 165081 safinamide 100 fadnsusodu 41w 224 Au
2) 195uen safinamide 50 fiadnsusoTu 91U 223 AU LAz
3) lasuewaen 222 au fyagfvdn (primary end point)
Ao izEJznmﬁEmaaﬂqwéimmli’mmﬂm‘zmﬁaulmﬂm%ﬁ
(total on time with no or non-troublesome dyskinesia)
NAMISANY (GUA 1) WU nguenanasinstildiuen safina-
mide fiszpzaiienfigndlagUsiaainnisaadoulmiaund
mugﬁu (increased total on time without troublesome
dyskinesia) LLazﬁizEJzL’Jﬁﬂﬁhiﬁf]VléEﬂﬁﬂﬁd (decreased off

time)



sUfl 1 wamsAnw Safinamide clinical study 016:

Total on time with no or non-troublesome dyskinesia

RESEARCH ARTICLE

Randomized Trial of Safinamide Add-On to Levodopa in
Parkinson's Disease With Motor Fluctuations

Safinamide (study 016)

669 PD patients
100 mg - 224 patients
50 mg - 223 patients
Placebo - 222 patients|

24 weeks

The addition of safinamide in patients
with PD and motor fluctuations

P
L 11

¢ Increased total on time without
L - " troublesome dyskinesia

® Decreased off time

® Improved parkinsonism
Primary endpoint * Total ON time with no or non-troublesome dyskinesia
Borgohain R, etal. Mov Disord 2014;29(2):229-37.

msAnwdl 2 Tae Borgohain R uazAy ALl
219815 Movement Disorders 2014 (Safinamide Clini-
cal Study 018) Ju Two-year, Randomized, controlled
study of Safinamide add-on to levodopa in mid to
late Parkinson’s disease ¥N15AnEIRDANNITANYY 016
@n1sdnw 016 @nwr 6 Wew) Tnensfinwn 018 ¥nas
Aamuenanadasroluan 18 Wou saieEy 24 Wou wie
2 ¥ ?NLﬂumiﬁﬂwﬁwsmﬂwﬁﬂ'saiiﬂwﬁﬁuﬁuﬁﬁmm
wUsUsIUYBISTULUNBLDS (Parkinson disease with motor
fluctuations) aneanadasdiua 544 au uwuadu 3 nau
fio 1) l95uen safinamide 100 fadnsusieTu d1uIu
180 Au 2) lasusn safinamide 50 fadnsumeiu 1w
189 AU way 3) lasugwaen 1 175 Au Jqnefvan
(primary end point) #® AadsrenzuLUNIsUAELLUAS
yosmsedeulmAnUn@ [Total score of the dyskinesia
rating scale (DRS)] Wpifiuszvinagnginisfinun (end point
¥03N3An 018) AugaRwLTasNIsAny (baseline 09
AM5ANYI 016) HANISANYINUI 81 safinamide Tunslagwuy
add on s¥Ere13 (long-term treatment) TugUhemisiudu
SruEnanfiesseriiefiinnuulsusiuvesssuvLeLnes
(mid-to-late PD with motor fluctuation) Tyiifnanudes
YoIsifinnny  dyskinesia  Wlewleufuananasinsiilasu
gmaen (JUA 2) uazwuindosar 36 veseranasinslungy
fil§suen safinamide A 100 fadnfudetu awse
ann1Ig  dyskinesia mﬂqﬂﬁmﬁuaq dlawieuiuevaen

agslitdAIsadia (p value 0.0317)

gﬂﬁ 2 Wan15ANYI Safinamide clinical study 018: Total
score of the dyskinesia rating scale

RESEARCH ARTIGLE

Safinamide (study 018)

544 PD patients
100 mg - 180 patients
50mg - 189 patients
Placebo - 175 patients|

24 months ***

Study 016 sudvors The addition of safinamide in mid-to-late Parkinson’s disease with
motor fluctuations

¢ Long-term safinamide treatment did not increase the risk of
dyskinesia compared to the placebo group.

A/ « Safinamide at a dose of 100 mg per day improved dyskinesia

in patients with more severe dyskinesia at baseline (3% of

— o me e patients) compared to the placebo group (P=0.0317).

Primary endpoint * mean change from baseline (at Study 016 start) to an endpoint of the total score of the
Dyskinesia Rating Scale (DRS) during ON time
Borgohain R, et al. Mov Disord 2014;29(10):1273-80.

msAnwil 3 Tne Shapira A wazanie ARLWlLINTANS
JAMA Neurology 2017 (SETTLE trial) %38 Assessment of
safety and efficacy of safinamide as a levodopa adjunct
in patients with Parkinson disease and motor fluctuation:
a randomized trial Fnwiluenanadasisansiuduiifiszoziaa
valngwsen (off-time) ununth 1.5 dalussietu anenanasiag
F1uu 549 Ay wuadu 2 nqu dredadiu 1 de 1 fe
1) 185U safinamide wua 100 Tadnuseiu $1uu 274 Ay
uaz 2) lesuemaen 31uu 275 au laedigeedndn (primary
endpoint) Suszeznanfiendonslneusaannisadeulm
faun@ (daily on time without troublesome dyskinesia)
Anvndusseznan 24 et wamsanwnudn Ussansam
90381 safinamide lunsliuuusiuiuen levododa Yaediu
sreznmiiefigylneunannnsiadeulnfisund (improved
on time without troublesome dyskinesia) Lazivanszes
nanfiusIANgYden (reduced wearing off) (gﬂ*f?‘i 3)

g‘d‘ﬁ 3 wan1sAnw1 SETTLE trial: Daily on time without

troublesome dyskinesia

1 orgnsimestian | CUNCALTR

as aLevodopa Adjunct in Patients With Parkinson Disease
and Motor Fluctuations
A Randomized Clinical Trial

Safinamide (SETTLE)

549 PD patients > 1.5 off hour per day
Safinamide - 274 patients
Placebo - 275 patients

24 weeks

Safinamide is an effective adjunct to levodopa
in patients with PD and motor fluctuations

® Improved on time without troublesome
dyskinesia

TR EEE] :
Time, vk ® Reduced wearing off

o 202 2w ;s 20 7
[ - A
Primary endpoint * daily “on” time without troublesome dyskinesia

Shapira A, et al. Mov Disord 2017;74(2):216-24.




mMsAnwfl 4 Tne Hattori N uazAniz ARNWILAISENS
Parkinsonism and Related Disorders 2020 (Japanese study)
3® Efficacy and safety of safinamide as an add-on
therapy to L-dopa for patients with Parkinson’s disease:
a randomized, double-blind, placebo-controlled, phase
I/l study @nwluenanadasussmaguilifulsaniAudu
duau 349 au wdadu 3 nqu de 1) lisue safinamide
100 fadndusiofu d1uau 128 au 2) lAsuen safinamide
50 fiadnsuredu dawau 131 AU waz 3) lAsusIasn
U 136 AU lneligneAvanuaINIsAne (primary endpoint)
fo szuznafionfignilasusierainnisindeulminunily
wAazIu (daily on time without troublesome dyskinesia)
vnsfnwunn 24 dUansi wamsnwimudn nguitleiuen
safinamide  I¥afninnguiléfuemasnedsiiteddmaata

Tngnguitlasuen safinamide wu1n 100 fadnsusiedu asld

Han1sinwdAndngulasuen safinamide 50 fiadinsusiaiu
el TaoaunguiildSuenaznulszansnmaniiemaoniu
Frusing q Suldun nsiuturesssesnaniiodondluuses u
(increased daily on-time) amssamawammﬁmwmqwé
(decreased off-time) wagn3iiAn UPDRS duil 3 (130523174
NoLmas (motor examination-on phase)] (E‘U‘ﬁ a)

3U17i 4 wan1sAnen Japanese study: Daily on time without
troublesome dyskinesia, off time and UPDRS part |l
(on phase)

Safinamide (Japanese)

[s————— =
ki i
£l

ide as an addon therapy 0 LDOPA for )
st A ndomized, dowpebind,phacsbo- o

349 PD patients
100 mg - 128 patients
50 mg - 131 patients
Placebo - 136 patients|

24 weeks

ihiko Yamameoto', Yuji Sasagawa’, Masahiro Nomo'~,

UPDRS Part i (ON phase)
Safinamide is an effective adjunct to

levodopa in patients with PD and
motor fluctuations

e Giais: B OFF time. G

o Increased on time
© Decreased off time
© Improved UPDRS Il

Primary endpoint * daily “on” time without troublesome dyskinesia

Hattori N, et al. Parkinsonism Relat Disord 2020;75:17-23

nsfinufl 5 lne Stocchi F wazang ARuWlLINgaNs
NPJ Parkinson’s Disease 2022 (Delphi consensus) #3®
A European Delphi Consensus Tuszagndsaingdignain
(post marketing survey) ﬁfqmﬂizaﬂﬁﬁawﬁaﬁumua (con-
sensus) Tunsliien safinamide $nwilsamsiuduloaegiBemy
malsansindeulmiinund (Movement disorder specialist)
1w 119 au Tunivglsy nUsewmednnd dange waidey

AU wosudl @l podm3Y Lazlulsasuaun tnefiansan
MNUIEANENNTelUNT A®IeINITNmeIRes  (motor
symptom) WagNataREsyNmMuLewes (motor complications)
sufsensiilalinisuewes (non-motor symptoms) wag
ANANEIN  nsTuniuaudawdady 6 dade Ae
1) Glutamate role 2) Introduction on fluctuation 3) Efficacy
4) Quality of life 5) Safety uag 6) Target population 910
Foaguveaunmdfidorgmiadiulsamiiudulyiguniua
2U19@AARDINUIN 81 safinamide HUsznsawlunisan
1NSRAUNANISSEUUNOIMBS  anANLUSUSIUTDITEUL
vewed iiuannmdin duensitldlissuuuemes wui
91928 liNTUBUNAY  ANUBRWNGY 15Ul WazAINUIn

AU kaviimulanniy

wandidny 5 Usznisiuwndarmsuiieadunislden
safinamide

- 7ild3miy (Concomitant usage) enivhaldsau
fugn safinamide #o gilungu MAO-B inhibitor \flesann
pnaneliiinn1e hypertensive crisis #58012% serotonin
syndrome wazeniimsuanidedunislisausven safinamide
o pethidine, dextromethorphan, sympathomimetic
drugs SSRIs, SNRIs Wag tricyclic antldepressants UBNIN
i psvanideamsulsnuemsuiesiaiifans tyramine
g9 Wy emsndinaes uagenmssuady

. fihefifllsadu : Tsafusziuidntien (mild hepatic
impairment) @usaldelamuund sesuliunas (moderate
hepatic impairment) awsaldenls  ualiansuine1ag
Wi 50 HadnIusiatu dmSuseAUIULSY (severe hepatic
impairment) laiuugtilwlgen

. fheiillsale aansaldeildmuuni Taglidndu
FRsUTuILIALN

. \lofthespsiunsenenaay (general anesthesia)
\flosane safinamide 18w reversible MAO-B inhibitors
Jauugdlivenen 5 Ju Aeumsnueaay

. mawasugnaneilungy MAO-B inhibitor faduan
\Ju safinamide anunsaAsuléviud (overnight switching)
Faumnsnaanedu 9 fesmgeedaniudunaediees
14 Yu feuduemitgUasads

a3y

81 Safinamide 1Ju reversible MAO-B inhibitor plus
channel blockers Isi’ﬂumi%’ﬂ‘mQ‘L’hdﬁﬂwﬁﬁué’uﬁﬁmm
wUsUTIuvessyuLLemes laeldiasuiuen levodopa 1Hu
giifiszansnmuaziinudasnde



