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AT 1

A ZHAFEE SRS Foste AS 2=, IS o] AV e IS A3 93] A= A
AA &5 7158 FASAY £ ASE A dstE WHoRA,

7] A= MDS-UPDRS Part IT1elA 57 olite] Wtz ¥ =d das Ak e s dF5H e vt
o] & d3he] 3 fAaxE M%h, At A A oS F S ol de xEgstn

(a) k1] MDS-UPDRS Part 11T &% 74} "4e] 7ha A,

() @ap), 92 BA, 44, £ T, & B, &0 Aa-ged 99, W
WA, oAl deful, WA, ma B4, AA g, M, & DY, s 2
w Wl A%7Ich, m Elok HuF skt olge] A A

(c) M&s 7HA;

471 ZEpAFRE Eo]l A UIFT 1000-5000 mgs 3-55F tA o Fojdhs A Edehs, W,

AL QoA , 7] BAke] 5 AAF Ae] A Ade] Id AR F floF thiH] Aol 4%, 17%, 18%, 24%,
25%, 33%, 35%, 39%, 45%, 52%, 63%, 64%, 68%, 71%, 74%, 76% Wi 109% /M-S T, WY,

T% 3

ALl QoA , 7] B FE HAR AR 2 Aol 1d AR F A gl HoE 186, 248, 255,
s

33%, 35% W 45% NS xZE

AT 4

A3 5
A8l dolA, A7) MAE &9 Fak-oby olgow A, Wy,

A7 6

rr
P
tlo
e
N
Hl

WA A5E T o= g ol qlojx, JHAlel Bimolnl SAITEAl ("MAO") AEAIE Folst
%LO}: Hhe

H ) [<2 =0}

o]

H:l 2

A3 7
Alegol AoIA, 7] MAO As| A7} MAO-B A&l A1, .
AT 8

AT WA A7 T o= @ ol AolA, 7] ZepAulFe] Ay FolE=, WL

379 9
SO 1000-5000 ng& 3-55 (FAOE Telshe AL ET@eht TebAdlFH $WE A Folshs A
& EsE, e Aol AL Ei S0 WS Ade] A AANA ¥ BRE F4 BE B
.
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A9el slojA, 7] ¥ /I AZAAA A e FUEE, W,
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A9l A, A7) ¥ FFIF FETFAA {4 ke FUEE, wE.
273 12
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A9F WA AI13F T o= & Fell glojA, 7] ZeAdlFTo] A FoiE=, WU,
AT® 15

SAUFRE 1000-5000 mgs 3-5F {HAO® Fosh= SEhs
S ¥t A= Asbo] Y EE 1 A3 fde] dx ACA A JeS s

3T 16
157l holA, 7] A= AA 7Sl E4o] fle, .
ATE 7

A5l oA, 7] A 7Iee] ML E2EE A H7E (MoCAOl ofsl ¥, 7Nd2 MoCa H A
ZellA 0.2 o], WH.

273 18
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7% 20

A5 WA A998 5 o= g Fell sdolA, A7) WA= AE FAAAeIAY, 371 2 ool PDE ZIHhH
AAY E= o]l MAO-B AsfiAlz A5 4 Sl=, Wi,

A7 21

A WA A20% T o= 7 Fol oA, A7) WA= ATl 65 kg oldolar, ZepA VS-S &% 4500 mg
O 434 13] 7tFo R Fouws WY

AT 22

A A A20% T o= F el lojA, 7] JHAl= AFol 65 kg mvkolar, THAUIFTE 8% 3500 mg
O 4F0 18] Ao R Bt Wy,

7% 23

AT WA A208 F ol= & Fel glolA, 7] A= FAE 1500 mg §FOR 4F AR Fojuwbe=, W
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AT 24

A1 WA A248 F o= 3 ol JojA, AV MAlE ZHAUFES 450 13] HF o7 Holk 5233 T
oul=  HpH

-, H .
AT 25
A1 WA A248 F o= 3 gl oA, A7) ARV A, P

A3 26

(a) MDS-UPDRS Part IITellA 5% ol/4te] Wtz au=v] dej= A3k Aol ols) d5 %= npek Zo] 3

& Age] 7Y Ha, e
(b) o5 5 st oS EFste &% 7159 At AA
i. #Ake] MDS-UPDRS Part 111 &% HAF A9 ha Ad;

i, Wby, 9= ¥A, A7, &1 Ty, & B3, &9 Iud-god £x9,
UHA, oAl dojuyr], Ba, B FA, AA b, AA, & ", 7
ol 3o %473, e ol HE T s o) e Al A

iii. Aes 714,

71 ZEpAF R So]l A UIFT 1000-5000 mgs 3-5F tA o Fojdhs A Eodehs, W,
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4
2wy, P,

A% 30

A26% A A29F T o= F Foll SlojA, A7V] ZepAulFHo]l AWl Folu=, W,

7% 31

A1268 WA A0 F o= g Foll oA, A Fizelwl SAThAl ("MAO") AFAE Flse & F7b
2 ¥ghats, .

AT 32

A1 holA, 7] MAO A A1 71 MAO-B A e AlIQl, .

7% 33

267 WA A% T o= 7 ol S) AAE 28 FA )AL, A 29 oJule] PDE gty
A = o]l MAO-B AsiAl= Ak A S, WU,
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N
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Z)® oz 7, WY A" EE F5 23 ae Bargol W
PDJ Mg 24 (o, FE gol, BeH @ $23)el uld Bl oA olgrbsEth. e, AFAA A
A nEaY b dde] A4e AEAE Ao 9FE 598 AP g Agelrh. e A
A 89 BHOR su, hFaWst 2y AR ASHA AP RFE AR el AFH aTH

ATt

d SHoA, B e s TAgEE §HS Foste AL ¥FsE gE Aol IAY e 91
& 23 ggo] = AN F VTS FABAY B AE AAAIIE WS AFsy, A7 A=
MDS-UPDRS Part IIIolA 5% ojie] Walz W= =d Al At A dol 23] dSE = nie} #o] 3l&

%71 Ast AAe 8] F v ol xFs:
(a) 3=ke] MDS-UPDRS Part 111 &% AAF A49 4 A4,

(b) Zal7], 9= %A, 44, &7t F=7], & 57, &9 -39 29 (pronation-supination
movements of hand), ¥7te F=e7], vg] WHA (leg agility), 2&polA] dojur], B3, w3 54, =
A ebRA AAl, & g™, s ul @8] E (rest tremor amplitude), 7FHQlS Wl €@l &7, T
= ZaloF A% (Hoehn and Yahr Stage) & &l o]Ae] Asl X4; ==

(c) M&T MA;
718 T S8 T A YIS 1000-5000 mgd 3-55 (Ao w sl
thH] 2ol 18%, 24%, 25%, 33%, 35% L 45% 7R oltt.
2}

A, B oo Ay FEYE 1000-5000 mgS 3-55 A oR Ee)s
S EFeh=, IE Aol Y e ol A el A JHAA
H

g zbo) A A E ALY EE F7bE
AT FAEAY e S
I77F 1594 (premotor cortex)ollA] AW AY = F7HET

A "ol AL 3 Tar—‘E Z7] FH-E 23 FA (magnetic resonance-arterial spin labeling, MRI-

E e SHel, B o3we EehAulFe 1000-5000 ngd 355 (A0 et ZepAUFE Sus A
of Folshs AS EFshe, W& Aol QAL EE HNE AF 9ol Y AN 94 A5E A
= ogye AFEn

o2 oA, & uhdl s ZegavFE §HS T3t 31e Edste I Ago] JIAY &=
71& A3 9ol e MAdA &F 7IeE FASAY e AHSE A = 3

A= MDS-UPDRS Part IT1IelA 5% o]/de] wWsle &= =d A= Al Aol 938 dTHE= H}Q} Zol
AR

Ao I Aas xFstaL, Ask AdL v T skt ol s EdskaL:

(a) 32+¢] MDS-UPDRS Part 111 &% ZAF A9 A A4,

o) Webrl, A B4, 44, b FEU), & B4, &0 AUA-8904 §49, Wi FE], o
WA, oA dofubl, A, ma BA, AA g, A, £ 9, hnde o €99 E, slugs

W oEe] A&7k, EE Bk HE F sht ol Ash Ad; Et

s

(c) A5z 714
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o714, ZEAdFY 2 SAEIE )

AR e AL, A= —ﬂr{%}" AE %5-94 o}8 (mild motor-predominant subtype), AF-o}Al o}3
(diffuse-malignant subtype) = %%‘ o} (intermediate subtype) @A Xt om,
-, MAl= I71E A gat-ob ofg oz HokE Aot}

dE W] AS-, S 5 AA Ao A AAdLe 1d A5 F A div] Hojk 4%, 17%, 18%, 24%,
, 33%, 35%, 39%, 45%, 52%, 63%, 64%, 68%, 71%, 74%, 76% X 109% /A4S EE s},

A%, sapAuFTe G FoE,

1m

ZAI U= 1000-5000 mgs 3-5F HAo=

b

Do
a
# 4

e
4
o
i
o

45 el A, 2 e RA ] MAO-B AdAle FolE F7tR 2en

a5 el A, e AR FARACIAY, #A 29 oliell PDE AdEAAY = o]l NA-B A A
e

A el A, A ATl 65 kg ol dolal, ZEAUIFTE 8% 4500 mgo 2 450 13] (Mo ol
Hl =

b=t

A e B, MAE ATl 65 kghth Wom, ZepA TS &7 3500 mgo® 45l 13] Ao w &
of =t}

a5 el A, AMAle FAE 8% 1500 mgo 2 45 (HAoR Fonkst)

A el A, AMARE 4ol 18] b o' Aol 523 LEAUF TS Foj st

A el A, A EAd el

e SR, i W AA ZeAlFE S Fojdhs AS EFehHs e ARkl I EE 3t
A= A% o] e MAE Anshs IS Alwsn, A7) Ane 7S 2t

(a) MDS-UPDRS Part I1TellA 5% oo} wistz das=d] dels ARk Add o8 5= nteb o] 3
N Ao 13 P, T

0) B F sht ole EFshe £F J15e) As A

(i) 3tx}e] MDS-UPDRS Part I1I &5 A A4 A AA;

(ii) @apr], d= 24, 44, &= Fug7], & &4, £9 Idud-g994d ¥4, e F=7], o
gl WA, gatelA dojurl, B, Ba A, A g, A, & EY, vhigls uf "yle) £ skl
S W "o A&7, BE EQoF A F sk o]t At A<
(iii) A&F MA
o714, T FEE 89 ZEAYF 1000-5000 mgS 3-55 tA o E3He)

Y EE TR ol¥oRA TEHGNS

[e)
o
AR el A, B £F P A5 ga Ade 1A AR F 9ok o] Hojw 45, 176, 18%, 24%,
25%, 33%, 35%, 39%, 45%, 52%, 63%, 64%, 68%, 71%, 74%, 76% T 109% N8 EE3SIcE,

A e A, ZepplFwE Ao Foidn

A el A, 2o RA MA-B AsAle]l Fole F7bR Eeen

A B A4S, AWAE As FAEAIAY, HA 26 odl PDE AGE ALY Ei= o] el MAO-B A SiAl
= Ase A dd

A e A, MARE ATl 65 kg ololar, 450l 13] Ao w LA UFHE 8% 4500 ngl® 7o
=t

AR e A, A= ATl 65 kgBth wton, 450 13] tAow ZeAUFTS &% 3500 g2 F
=]
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A5 e A9, JAE 47 Ao SAE 1500 mg §H o2 Font=t),

A5 e A9, JAE 450 18] tFom Hojk 5233t LA TS Tt

AR e Ag-, MAE Gtk

EHe] 7l

T 18 Ho|AgQl R E 525744 & MDS-UPDRS A4 (Part I, II 2 II1)e W3S HoF=th. 44 PD &2
MAEE #xb= SAH PD A& 7H/\1 oM A wpA e ERA] ettt A, foF o ol 2 X E oA ul
o] ~ghelo 2 HE 5250l MDS-UPDRS ¥ 4= (Part I, II 2 II1) W3/} $HHA Gaas 2ot (8¢ &
2% ¢FE -14.0%, -1.30, 80% CI=(—3 18, 0.58); A& £F: -21.5%, -2.02, 80% CI=(-4.21, 0.18); &=
T -6.6%, -0.62, 80% CI=(-2.82, 1.58)). == 80% CIS F A3}, MDS-UPDRS, &% #of 33l =34
&Y 55 FHE.

= ol seblol A 52%F7HA) NoCA 5 NS RelFTh NoCA (REE A WA 308 Amoln], A
FS5% A Aol § $4Fe ovad, BRAon, TZepuFg-An B wolswkel Ao
1A MG, EEAFE-A R SR MoCA Aol A A ekt

832 CGI-TolA 525l ghate] otz 919 vl SQlds RojErh. &5 &3 sl dnbd 1 7id
( 1

ox, 4y Hi
N
- DN
%y

oz

X]"F CGI-D)ell w8 ZA Tl 542 d3d ME7F YeEbT)

E 4+ PGI-CAlA 527l #xteo] o3l 97 7Av ERIES HolFn., 4% &5 FoolA Fxte] Awbzl W
3l A4 (Patient Global Impression of Change, PGI-C)oll thell Z&}Ad|Fo] 54l dAd 257} et
bie=

E b= Y dF WstE qu = MRI-ASL (R7] 39— =3 34]) 84S yed Aeolth, AL o &
T dFE Y, AN o 92 59 d/E Yeidd. f1eoF A= ol agd (AR ) div]
525 ER7L AU EF/} AUl 2= wlo] =gl (PR ) Y] 5252 dR{7F SIS, 9]
N2 = ZEAMTY (ZEF/ALEF) o2 A5g dA AAY ABEMERRYH 5351, ovAE #AA FH

E 7Av= @7 H7b (site rating)ol] wE wlo]xgfdel A 5257k ZF MDS-UPDRS Part III WstE YERd Ao
2, & 7159 AE #E2ALS AT (Y 8% 50 -25.0%, -1.44, 80% CI=(-2.83, -0.06); A
Q

a2k 3 -33.8%, -1.88, 80% CI=(-3.49, -0.27); &= 53 -18.2%, -1.02, 80% CI=(-2.64, 0.61)). =
5734 PD ARE MAS X+ 344 PD ARE JMAEH] A e A HEAZEA] e gk, gl 80% CIE
EA| g

E BE 9 Hrld wE wojagkelo A 5257b4 & MDS-UPDRS Part III W32 veld Aew &% 7159
Aets FaAPE Asder (B &% % -35.0%, -1.88, 80% CI= (-3.31, -0.45); A&F FF:

-45.4%, -2.44, 80% CI=(-4.09, -0.78); &% FF: -24.7%, -1.33, 80% CI=(-2.99, 0.34)). ZZA|HFH&
MDS-UPDRS Part IIIo| w3t =< H7F B4 1d X8 & 9ok mlus] &% 7155 3507F4 A stE 7HAsk
o =34 PD ARE NAIS BX e 44 PD A= AAISH] A e 2R ZFesith. vl 80% CIE

5 28 AFEe] wSo] iAo R oules AR g AAN dEo] EAFHE Ko
T2 A H7lolA MDS-UPDRS Part 1119 Hojx 53 HAE=d A= AlZte] &) 454

oky} Hlws)] ZEAUFH-AE FAM Ao gndE 2% R WP
e NS =2t (5% 8% 5 MR=0.82, 80% CI=0.64-0.99; A& <=3: HR=0.77, 80% CI=0.63-
.96; al&7F 4% HR=0.87, C1=0.70-1.07). #Wald CI/A74. B3 &3F 242 ALF 4ot} (I, AlF3;
T Aol g3le] TE NS T A%

s ?Fr

[e} [e] H
T 9% Ho|zglell A 525744 MEse] & AAE Uekd Aow, Aes o] A ow gstHe A
og IlEy. aw Az= @ H7FIA 525 HoF o ZeAUlFT-AE @Atell A Ho] Azl o2 FE 9
AEz dse] dis BRIUG (5T &F FF: -27.06, -0.75, 80% CI=(-1.62, 0.11); AE&EF F&F:
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-38.3%, -1.07, 80% CI=(-2.07, -0.07); &= FF: -15.7%, -0.44, 80% CI=(-1.45, 0.56)). && &= ¥4
AR Aol CL, Al= 53k MDS-UPDRS, £ el @3le] Sghe en o7 A=,

o

102 MDS-UPDRS Part IIIel] wtEwW MAO-B A &fjAl-x5 2 Shak-okd Ar-z 3 oA A3k 2so] o wEA
ZES HAFEY, 44 PD AEE A FAE S PD AE NS A e HJ—E%ﬂ R
Hi= 80% CIE AT, A2 v 2 o]

0/

e o
A O/, A, %, ol <60 vs =60, 4, DaT-SPECT 317} A% vl (T2 AHow oafz}% W g
2 ERER
>

MN

s rlr oo
l

2 o 2 o

gk Rbj=), wle]z~ekl MDS-UPDRS
(pre-specified exploratory analysis)®]|t}. k
DaT-SPECT, @+ x| W& #HFEH GFFGS o] &3t
MDS-UPDRS, & “d°ll 3+3]-&3% PD &+

E 11A, 11B % 110 ZeAHIFHE o] &3 ARl Aske] ehshe A o] o whe ZAllA o st
Al wEEs Hogn. 44 P ARS IR &A= S84 PD A HAE] A mEAEE b
Fofget. whs 80% ClE FEAIRY. 42 thaat 22 el g MRS 7Iwke 2 g wo] ekl
A MAO-B AsiAl (0/X), A&, F, wo] <60 vs =60, ¥, DaT-SPECT ¥z} A3t vl & (= JdHow 4%
& s el wigk W), we] ~ekel MDS-UPDRS d%% He dEXQE. %?&—%%} A AR - Al B
A EAolvk. =65 kgl A9 4500 mg; <65 kgol - 3500 mg. CI, A1¥%F; DaT-SPECT, © 4 ¥ W= 7
FH dS29S o83 mupvl EJNAZE E4 NAO-B, Emopwl SAERA] B MDS—UPDRS, e gl ohs-%
§Hel PD S A= MRM, E-adt 29 A 545 PD, 931 dS

T 124, 12B B 12CE
Bl A BRlE S EO#%E}.

°1-'
o,
N
s
2
>
Y,
of\
i,
ja
Iz
o
i
)
An)
o
EN
%
ml
i
rir
Y,

& Aeo] W A Ty F

E 134, 13B ® 13C= ZePAUIFHE o] &3 ddAQ Askel ¢hske tAd 5 SN wEA =
AAA o EeA dEEs Boley. S84 PD A 3 ]@

B2 AN A= S PD AR RAE] A whkA et

W7 gelgnt. B 80% CI15 AT, F4S thyd 28 el gk MRS 7|REe. = et wo]

gl A MAO-B AslAl (0/X), X &, 3, o] <60 vs =60, A8, DaT-SPECT 2z} A vl & (F= IAH

o7 &S W= Rl gk wk)S), wlo]x~gkel MDS-UPDRS Wl-S-H = A=FQE, 3-8 EAL Abd-H

Alg gy BAdolt), >65 kgl A% 4500 mg; <65 kg A% 3500 mg. CI, A1 ¢%k; DaT-SPECT, @ Fx}

WE AFH GE2YS o83 =9 EdA¥E 24 MAO-B, Eiolwl 2AthAl B; MDS-UPDRS, % ol
3-F5E PD 539 = MRM, E3-a7 29 wkE 545 PD, & FE

= k)
g &71 DP?#H e RS v S dES A5, o B/Es A (o, 28 108 2a)s
= ARFE ] QIZMSHE Ao &mol 3 Flojth

ool o SHolA, TeAdlFEe, S AES 7 AN 5 Ve s 7Hﬁ5}7 v, FAAZI A

= A3HE wF7] 98] ol gErh. 2 W o

A HAARA T Foll FI-F3E sy + ZX (MDS-UPDRS) Part IIIoJt}., ¥ wbrgo] =

oA, MDS-UPDRS Part I11%& €% S35 #H7l (site rated assessment)o|t}. & Wgo] T}

MDS-UPDRS Part III:E %< 55 #H7} (centrally rated assessment)o|th. 371 A3k #Ad &5 Z4L %
et (M5T), I8F, w3be 99 W, 9= 14, 24 9 2ygS xS, 2wyl o SHoA, =

a}/\hﬂzmo MDS-UPDRS Part ITIellA &5 Xafe] tigh 4o omgl= ofstz X S

2 o] b2 SHdA, AT 7] FE- 23 X (MRI-ASL) ®sld & HrleH=, ¥ dF
=1 { st7] flal ol gHh. B wwe A SWHolA, H3 HYPd AFH 71 AESH 7)A
Ao A EaA 22 (dopaminergic terminal)e] A 2 q-A1YF

2

CEAT R A2 Fo) W Gl ¥ BF ANS 94

T B gy g2 SHdA, ZAFE2 St A Q1A e S FASIAY EE AEy] $§] o] &HT).
2 oo o SWHdA, Zxs Gl A Vs 7Y, 2EFHE AX #H7F MeCA)e AXE AR A
(cognitive complaint)E 7}A 3 QYA v EAH o2 MMSE (Mini-Mental State Exam)ollA] A HE AS B
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[0080] oo gde SHEER g Eoprt
[e)

MoCAE 30% HZolW, HE7l H&5E QA Aol 53 A
2 QA7) §lthe AE v},

00811 A7) BH-F9 23 BA ORI-ASLAS dde] os BAus o AFE olgdl, ¥ A A0S AT 4
k. B oagel O SWelM, ZepAUFRe ol§% AR §WE Bl ¥ AR A%E ZolAu, A5

UoEE S 5 AT B oagel 9 Sweld, sSle sl sk Ads gan 714 ARl U@ o

9 HEEV A, HRT

[0082] ool o SWoA], ZepAlulFS o] &3 AR &R 1A SHdA A WA FRE vRete] b
9] 1A 715E FASAY, MAAY e ASE WE 4 drk. 2 dge] o FHdeA, AdA] 752 MoCA
Bt o8] ARSI, o2 5o], ZEAUIFES MoCAdl ola) A4 ulel Zo] <A 71%S 0.1, 0.2,
0.3, 0.4, 0.5, 0.6, 0.7, 0.8, 0.9, 1, 1.1, 1.2, 1.3, 1.4, 1.5, 1.6, 1.7, 1.8, 1.9, 2, 2.1, 2.2, 2.3,
2.4, 2.5, 2.6, 2.7, 2.8, 2.9, 3, 3.1, 3.2, 3.3, 3.4, 3.5, 3.6, 3.7, 3.8, 3.9, 4, 4.1, 4.2, 4.3, 4.4,
4.5, 4.6, 4.7, 4.8, 4.9, 5, 5.1, 5.2, 5.3, 5.4, 5.5, 5.6, 5.7, 5.8, 5.9, 6, 6.1, 6.2, 6.3, 6.4, 6.5,
6.6, 6.7, 6.8, 6.9, 7, 7.1, 7.2, 7.3, 7.4, 7.5, 7.6, 7.7, 7.8, 7.9, 8, 8.1, 8.2, 8.3, 8.4, 8.5, 8.6,
8.7, 8.8, 8.9, 9, 9.1, 9.2, 9.3, 9.4, 9.5, 9.6, 9.7, 9.8, 9.9, 10, 10.1, 10.2, 10.3, 10.4, 10.5, 10.6,
10.7, 10.8, 10.9, 11, 11.1, 11.2, 11.3, 11.4, 11.5, 11.6, 11.7, 11.8, 11.9, 12, 12.1, 12.2, 12.3,
12.4, 12.5, 12.6, 12.7, 12.8, 12.9, 13, 13.1, 13.2, 13.3, 13.4, 13.5, 13.6, 13.7, 13.8, 13.9, 14,
14.1, 14.2, 14.3, 14.4, 14,5, 14.6, 14.7, 14.8, 14.9, 15, 15.1, 15.2, 15.3, 15.4, 15.5, 15.6, 15.7,
15.8, 15.9, 16, 16.1, 16.2, 16.3, 16.4, 16.5, 16.6, 16.7, 16.8, 16.9, 17, 17.1, 17.2, 17.3, 17.4,
17.5, 17.6, 17.7, 17.8, 17.9, 18, 18.1, 18.2, 18.3, 18.4, 18.5, 18.6, 18.7, 18.8, 18.9, 19, 19.1,
19.2, 19.3, 19.4, 19.5, 19.6, 19.7, 19.8, 19.9, 20, 20.1, 20.2, 20.3, 20.4, 20.5, 20.6, 20.7, 20.8,
20.9, 21, 21.1, 21.2, 21.3, 21.4, 21.5, 21.6, 21.7, 21.8, 21.9, 22, 22.1, 22.2, 22.3, 22.4, 22.5,
22.6, 22.7, 22.8, 22.9, 23, 23.1, 23.2, 23.3, 23.4, 23.5, 23.6, 23.7, 23.8, 23.9, 24, 24.1, 24.2,
24.3, 24.4, 24.5, 24.6, 24.7, 24.8, 24.9, 25, 25.1, 25.2, 25.3, 25.4, 25.5, 25.6, 25.7, 25.8, 25.9,
26, 26.1, 26.2, 26.3, 26.4, 26.5, 26.6, 26.7, 26.8, 26.9, 27, 27.1, 27.2, 27.3, 27.4, 27.5, 27.6,
27.7, 27.8, 27.9, 28, 28.1, 28.2, 28.3, 28.4, 28.5, 28.6, 28.7, 28.8, 28.9, 29, 29.1, 29.2, 29.3,

29.4, 29.5, 29.6, 29.7, 29.8, 29.9, T+ 30; =¥ AHojx 0.1, FHojx 0.2, Aol 0.3, HoJk 0.4, Ho
Aol 0.6, X 0.7, o= 0.8, HoJx 0.9, Hojk 1, Aol 1.1, HoJx 1.2, FHoJx 1.3,

HolE 1.4, FAoX 1.5, A% 1.6, A= 1.7, Holx 1.8, Fox 1.9, Holx 2, Holk 2.1, FoJ=
2, Aojx 2.3, A% 2.4, Holx 2.5, Hol&x 2.6, A& 2.7, FHojx 2.8, Holx 2.9, Holk 3, Hof
1, Aojx 3.2, Hojk 3.3, Hojx 3.4, Aok 3.5, HoJx 3.6, Hojx 3.7, Holk 3.8, Hojx 3.9,
Hol% 4, Ho|XZ 4.1, Fo|XE 4.2, Fo|XE 4.3, Fo|XE 4.4, HoJ&E 4.5, Holx 4.6, Holx 4.7, HoJ&
4.8, o 4.9, Hojx 5, HoJx 5.1, HoJx 5.2, Ho]x 5.3, Holx 5.4, Holx 5.5, Holx 5.6, o
Hoj& 5.8, FoJ&x 5.9, o= 6, % 6.1, X 6.2, X 6.3, X 6.4, % 6.5,

HolE 6.6, FoXE 6.7, FoXE 6.8, AHox 6.9, Holx 7, Holx 7.1, FoJx 7.2, HolE 7.3, FoJx
4, A& 7.5, AHox 7.6, Holx 7.7, Ho|&x 7.8, FoJx 7.9, FHoJx 8, HoJx 8.1, FHoJx 8.2, Hf
% 8.3, Holx 8.4, Holx 8.5, HolE 8.6, HolE 8.7, Ho& 8.8, FoJx 8.9, FHojxE 9, HoJx 9.1,
HolE 9.2, A& 9.3, HolE 9.4, FoJ& 9.5, HolE 9.6, FoJ& 9.7, HolE 9.8, Fojx 9.9, HoJx
HolE 10.1, Holx 10.2, Fo%E 10.3, FoJx 10.4, AHoj% 10.5, HolE 10.6, Fol% 10.7, FJ=
10.8, Folx 10.9, Holx 11, HoJx 11.1, % 11.2, FoXE 11.3, FoXE 11.4, Fox 11.5, Ho=
11.6, Fox 11.7, Hojx 11.8, Hojx 11.9, Hoj% 12, FoXE 12.1, FoXE 12.2, Fox 12.3, Ho=
12.4, Aox 12.5, HoXE 12.6, HoJx 12.7, A% 12.8, Holx 12.9, Hox 13, FHolx 13.1, Ho|x
13.2, Hoj&x 13.3, Hol&x 13.4, HolZ 13.5, Fo|&E 13.6, FoJ% 13.7, Hoj% 13.8, Hoj&x 13.9, Hol=
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14, Aolx 14.1, A 14.2, HoE 14.3, HE 14.4, HE 14.5, Ho|E 14.6, Ho|%E 14.7, Ho|&
14.8, Aok 14.9, HAojx 15, HoJx 15.1, AHol& 15.2, Aolk 15.3, Hoj& 15.4, Hoj% 15.5, A%
15.6, Aok 15.7, HoJ= 15.8, Hol= 15.9, FHol% 16, ok 16.1, FoJk 16.2, Y= 16.3, Ho=
16.4, AHol% 16.5, Hoj&= 16.6, Zolx= 16.7, FHol% 16.8, Hol% 16.9, FoJ% 17, Hojx 17.1, Hol=
17.2, Holx 17.3, Hol% 17.4, Aok 17.5, AHol%E 17.6, Hol% 17.7, Holx 17.8, Hol% 17.9, HolL
18, Aok 18.1, Aolkx 18.2, HoJx 18.3, AHol& 18.4, Aok 18.5, Aolk& 18.6, Hojx 18.7, A%
18.8, Zol% 18.9, Holx 19, FHol% 19.1, FHol% 19.2, Hol% 19.3, FHol% 19.4, Holx 19.5, ZHol%
19.6, Aok 19.7, HoJ= 19.8, Holx 19.9, FHol% 20, FHol% 20.1, FoJ%E 20.2, Y= 20.3, Ho=
20.4, A= 20.5, A% 20.6, FoJE 20.7, FoJE 20.8, FHolx 20.9, FHolk 21, FHolx 21.1, HojE
21.2, Aol& 21.3, Hol& 21.4, Ho|& 21.5, Ho|E 21.6, HE 21.7, A& 21.8, A& 21.9, Hojx
22, Hol® 22,1, Hol& 22.2, Hol& 22.3, Hol& 22.4, Holk 22.5 Holk 226, Hojx 22.7, Holx
22.8, HoJ® 22.9, Holx 23, Holk 23.1, Hol& 23.2, Holk 23.3, Holk 23.4, Hoj& 23.5, Hojx
23.6, HoJE 23.7, Hol& 23.8, Hol& 23.9, Hol& 24, Holk 24.1, Hol& 24.2, Hol& 24.3, Hojx
24.4, HoE 24,5, Ho|& 24.6, Hol& 24.7, Hol& 24.8, Hol& 24.9, Holk 25 Holx 25.1, Holx
25.2, Aolk 25.3, Hoj& 254, A% 255, Aok 25.6, Aok 25.7, HoJE 258 Hojx 259, Holk
26, Aojx 26.1, Aok 26.2, Folk 26.3, A% 26.4, Ho]%E 26.5, Aok 26.6, Holk 26.7, Hoj%
26.8, HoJE 26.9, Hol& 27, Holk 27.1, Hol& 27.2, Holk 27.3, Hol& 27.4, Hoj& 27.5, Hojx
27.6, Aol®= 27.7, AHolx 27.8, Ho]x 27.9, Holk 28 ZHojx 28.1, ok 28.2, FHojx 28.3, FHolk
28.4, Aojx 28.5, Aok 28.6, Aojk 28.7, Hojx 28.8, Aok 28.9, o]k 29, FHolk 29.1, Hoj%
29.2, Aojx 29.3, Aok 29.4, HoJk 29.5, Ao 29.6, o= 29.7, Aok 29.8, T Hoj= 29.9 /N
A k.

e g2, ZeAUFEHES MoCAel o SAE = vkek o] 1A 7]%S 0.10%, 0.20%, 0.30%, 0.40%, 0.50%,
0.60%, 0.70%, 0.80%, 0.90%, 1.00%, 1.10%, 1.20%, 1.30%, 1.40%, 1.50%, 1.60%, 1.70%, 1.80%, 1.90%,
2.00%, 2.10%, 2.20%, 2.30%, 2.40%, 2.50%, 2.60%, 2.70%, 2.80%, 2.90%, 3.00%, 3.10%, 3.20%, 3.30%,
3.40%, 3.50%, 3.60%, 3.70%, 3.80%, 3.90%, 4.00%, 4.10%, 4.20%, 4.30%, 4.40%, 4.50%, 4.60%, 4.70%,
4.80%, 4.90%, 5.00%, 5.10%, 5.20%, 5.30%, 5.40%, 5.50%, 5.60%, 5.70%, 5.80%, 5.90%, 6.00%, 6.10%,
6.20%, 6.30%, 6.40%, 6.50%, 6.60%, 6.70%, 6.80%, 6.90%, 7.00%, 7.10%, 7.20%, 7.30%, 7.40%, 7.50%,
7.60%, 7.70%, 7.80%, 7.90%, 8.00%, 8.10%, 8.20%, 8.30%, 8.40%, 8.50%, 8.60%, 8.70%, 8.80%, 8.90%,
9.00%, 9.10%, 9.20%, 9.30%, 9.40%, 9.50%, 9.60%, 9.70%, 9.80%, 9.90%, 10.00%, 10.10%, 10.20%, 10.30%,
10.40%, 10.50%, 10.60%, 10.70%, 10.80%, 10.90%, 11.00%, 11.10%, 11.20%, 11.30%, 11.40%, 11.50%,
11.60%, 11.70%, 11.80%, 11.90%, 12.00%, 12.10%, 12.20%, 12.30%, 12.40%, 12.50%, 12.60%, 12.70%,
12.80%, 12.90%, 13.00%, 13.10%, 13.20%, 13.30%, 13.40%, 13.50%, 13.60%, 13.70%, 13.80%, 13.90%,
14.00%, 14.10%, 14.20%, 14.30%, 14.40%, 14.50%, 14.60%, 14.70%, 14.80%, 14.90%, 15.00%, 15.10%,
15.20%, 15.30%, 15.40%, 15.50%, 15.60%, 15.70%, 15.80%, 15.90%, 16.00%, 16.10%, 16.20%, 16.30%,
16.40%, 16.50%, 16.60%, 16.70%, 16.80%, 16.90%, 17.00%, 17.10%, 17.20%, 17.30%, 17.40%, 17.50%,
17.60%, 17.70%, 17.80%, 17.90%, 18.00%, 18.10%, 18.20%, 18.30%, 18.40%, 18.50%, 18.60%, 18.70%,
18.80%, 18.90%, 19.00%, 19.10%, 19.20%, 19.30%, 19.40%, 19.50%, 19.60%, 19.70%, 19.80%, 19.90%,
20.00%, 20.10%, 20.20%, 20.30%, 20.40%, 20.50%, 20.60%, 20.70%, 20.80%, 20.90%, 21.00%, 21.10%,
21.20%, 21.30%, 21.40%, 21.50%, 21.60%, 21.70%, 21.80%, 21.90%, 22.00%, 22.10%, 22.20%, 22.30%,
22.40%, 22.50%, 22.60%, 22.70%, 22.80%, 22.90%, 23.00%, 23.10%, 23.20%, 23.30%, 23.40%, 23.50%,
23.60%, 23.70%, 23.80%, 23.90%, 24.00%, 24.10%, 24.20%, 24.30%, 24.40%, 24.50%, 24.60%, 24.70%,
24.80%, 24.90%, 25.00%, 26%, 27%, 28%, 29%, 30%, 31%, 32%, 33%, 34%, 35%, 36%, 37%, 38%, 39%, 40%,
41%, 42%, 43%, 44%, 45%, 46%, 47%, 48%, 49%, 50%, 51%, 52%, 53%, 54%, 55%, 56%, 57%, 58%, 59%, 60%,
61%, 62%, 63%, 64%, 65%, 66%, 67%, 63%, 69%, 70%, 71%, 72%, 73%, 74%, 75%, 76%, 7%, 78%, 7%, 80%,
81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% T
100%; T+ Holx 0.10%, Zol% 0.20%, A% 0.30%, Zol% 0.40%, ZHol% 0.50%, Zol% 0.60%, 2 ol%
0.70%, Aol%= 0.80%, #Hol% 0.90%, Zol%= 1.00%, ZHol% 1.10%, 2Hol%= 1.20%, Zol% 1.30%, Zol%
1.40%, #Aol% 1.50%, Zol%= 1.60%, ZHoj% 1.70%, Zol%= 1.80%, ZHol% 1.90%, ZHo]&%= 2.00%, #ol&w
2.10%, Hol%= 2.20%, Hol% 2.30%, Zol%= 2.40%, FHol% 2.50%, Holw= 2.60%, Hol%m 2.70%, ZH ol
2.80%, HoJ%= 2.90%, HoAE 3.00%, HoI%E 3.10%, HoJE 3.20%, HolXE 3.30%, Holm 3.40%, FHoj%
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10%, Hol%
.80%, Aoj=
.50%, Zo]w
20%, Hol%
.90%, Aoj=
.60%, Hoj=

.50%, ZHo]w
20%, Aol%
.90%, Aoj=
.60%, Aoj=
.30%, Aoj=
.00%, A=
70%, Ao]w

.60%, Aoj=
.30%, Aoj=
.00%, Aoj=
0%, Ao]w
A40%, Hol%
10%, Hol%
.80%, Aoj=

0%, Aolw
A40%, Hol%
10%, Hol%
.80%, Aoj=
.50%,
20%, Aol%
90%, HoJ= 8.00%, o=

.80%, Aoj=
50%, ZHo]w
20%, Aol%
.90%, Aoj=
.60%,
.30%, Aoj=

.90%, Aoj=
.60%, Aoj=
.30%, Aoj=
.00%, Aoj=
J70%, Ao]w
A0%, Hol%
J10%, Holw 8.20%, AHol% 8.30%, FHol:
A40%, Aolx 8.50%, HoX 8.60% AL 8.70%, HoJE 8.80%, HoJE 8.90%, HoJE 9.00%, A=
0%, Aolm 9.20%, Hol% 9.30%, AHol% 9.40%, ZHol% 9.50%, ZHol%= 9.60%, Hol% 9.70%, ZHo]%
80%, Aol%= 9.90%, Aol% 10.00%, Zol%E 10.10%, AHol% 10.20%, Hol% 10.30%, Hol%E 10.40%, A%
10.50%, Zol% 10.60%, Zol&%= 10.70%, Zol&%= 10.80%, HoI%= 10.90%, FoJ% 11.00%, Hol% 11.10%, 2o
T 11.20%, Aol% 11.30%, Aol% 11.40%, Zol% 11.50%, Zol% 11.60%, Zol% 11.70%, Zo]l%= 11.80%, %
ol% 11.90%, Hol% 12.00%, HoJ%= 12.10%, Hol% 12.20%, A% 12.30%, ZHol% 12.40%, Hol%E 12.50%,
Hol% 12.60%, HoJE 12.70%, HoE 12.80%, HAE 12.90%, HoE 13.00%, HE 13.10%, Ho%
13.20%, Zol% 13.30%, Zol&= 13.40%, Hol&= 13.50%, AoJ%= 13.60%, FoJ% 13.70%, Hol% 13.80%, %o
T 13.90%, Aol% 14.00%, AHol% 14.10%, Zol% 14.20%, Zol% 14.30%, Zol% 14.40%, Zo]% 14.50%, %
ol% 14.60%, A% 14.70%, A% 14.80%, Hol%E 14.90%, A% 15.00%, Hol% 15.10%, Zol% 15.20%,
Hol% 15.30%, HoJE 15.40%, HE 15.50%, HAE 15.60%, HAE 15.70%, HAE 15.80%, Ho%
15.90%, Zol% 16.00%, Zol&= 16.10%, Hol&%= 16.20%, AoJ% 16.30%, FoJ% 16.40%, Hol% 16.50%, 2o
T 16.60%, Aol% 16.70%, Aol% 16.80%, Zol% 16.90%, Zol% 17.00%, ZHol% 17.10%, Zol% 17.20%, %
ol% 17.30%, FHol% 17.40%, Zol% 17.50%, Zol% 17.60%, Hol% 17.70%, Zol% 17.80%, Zol% 17.90%,
Aol 18.00%, HolE 18.10%, HoE 18.20%, HoE 18.30%, HoJE 18.40%, HoE 18.50%, Ho%
18.60%, Zol% 18.70%, Zol&%= 18.80%, Zol&%= 18.90%, AoI%= 19.00%, FoJ% 19.10%, % 19.20%, %o
T 19.30%, Aol% 19.40%, AHol% 19.50%, Zol% 19.60%, Zol% 19.70%, Zol% 19.80%, Zol% 19.90%, %
o]% 20.00%, Fol% 20.10%, Zol% 20.20%, Zol% 20.30%, Hol% 20.40%, Zol% 20.50%, Zol% 20.60%,
Aol 20.70%, AT 20.80%, HE 20.90%, HAE 21.00%, HAE 21.10%, HAE 21.20%, Ho%
21.30%, HoJ% 21.40%, Hol% 21.50%, Hol% 21.60%, A% 21.70%, ZHol%= 21.80%, Hoj%= 21.90%, o
T 22.00%, Aok 22.10%, AHol% 22.20%, ol 22.30%, Zo]% 22.40%, ZHol% 22.50%, AHol% 22.60%, %
o%= 22.70%, FHol% 22.80%, Zolm 22.90%, Zo]% 23.00%, Hol% 23.10%, Zol% 23.20%, 2ol 23.30%,
Aol 23.40%, HoE 23.50%, HE 23.60%, HAE 23.70%, HoE 23.80%, HAE 23.90%, A%
24.00%, HoJ%E 24.10%, Hol% 24.20%, Hol% 24.30%, Hol% 24.40%, Hol%= 24.50%, HoJ%= 24.60%, o
T 24.70%, Aok 24.80%, Aol% 24.90%, Zol% 25.00%, Zol% 26%, AHolm 27%, Hol% 28%, Zo]% 29%,
Aoj&= 30%, A% 31%, Aok 32%, Aol 33%, HojE 34%, A% 35%, A% 36%, A% 37%, A=
38%, AoJ% 39%, Hol% 40%, Hol% 41%, Hol% 42%, Hol% 43%, Ho]% 44%, Zol% 45%, HoJ% 46%, 2]
o|% 47%, Hol% 48%, ol 49%, Holw 50%, Zolw 51%, Zolw 526, Zol% 53%, AHolw 54%, AHolw
55%, Aol 56%, A% 57%, HoJ= 58%, %= 59%, A= 60%, HolE 61%, Yo% 62%, Hol= 63%, &

T 64%, HAE 65%, ZHoE 66%, Hol% 67%, Hol%E 68%, Hol%E 69%, HolE 70%, HoJE 71%, Hol%E
72%, HolZ 73%, X 74%, HoJ= 75%, Ho% 76%, A= T7%, Holk 78%, HoJX 79%, Hol= 80%, &

= 81%, Aok 82%, AHoj= 83%, Xk 84%, Aol 85%, A% 86%, Xk 87%, Aol 88%, A=
89%, Aol 90%, A% 91%, Hoj= 92%, %= 93%, A= 94%, Aok 95%, HoJ% 96%, HoJ= 97%, &

5 08% e Holx 99% /MAE ¢ gltt.

.00%, Aoj=
J70%, Ao]w
A0%, Hol%
10%, Hol=
.80%, Aoj=
.50%, Zo]w

© © 0 N N U e e W
© 0 NN o Ul oA W
© 0 NN o Ul oA W

i)

2

k1
0 o N e Ul Ol e W

i)

2

k1
© L N G A W
0N D O e
© N U

EA o]8ow AFA7IIA st AL ofYARE, ZgAUF T g =4 AlFEEY 3 R AAoluF
of FFav Al BHE 2 27 75 MHAoR ojoA, X VTS MAT & Ut of&y, T YT
2 Nagdozy ANk (LO-=2dUZd HELTY] AMAEPS AMPA7|a; e AAdBAE #A=351H,
54 AlFEERlel Uit REE QX 75s MAT & k. volrl, TEAWFE Foo] gt &% 7%
Heve 03 99& B ForA QA Ves AYste I 58S #I3sax ste #dxe 78S *HE
4= 9dtt.

ot o] toket ZdoA, TS 89S oF A YIFEY 1000-5000 mgS 3-5F HF o I}
£ SdoA, ZgAUFY #HE 3F, 45 e 55 M e Yo FHog 7Ed niel o] Foiy

2t 5000
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Az o A A A (GI-S)E 28 S5 HERA, 74 HE= Frieed, 289 5% (CGI-S)

AEt 1 (34, A ohmA @)l 7 U As ok #4)9 wke WS olguth AwA 94 A

A% (CGI-DE Q¥ Age FFEs A4S Grhshe A e, @49 AwHel wah A5 (PEI-0)%

i& Aol Aol Ael A7 el sk Axed . ol pel A 44 1 A% ag (GI-1/PGI-
ko

= 1 (w5 @ol /Hdg) oA 7 (v etshe) ] melolvk. CGI-1 2 PGI-ColA &A= A5 5-74 (5,
“Zl* obs, "wlg olsh @ Wl Hzel o) os RAW

R e o AT, Tl R 54 ArEAdel 35 % 3dong
WE W el @4 SR olojd, ¥ ARE 2 F Ao velt, ZeAUTEE o8
dERe] AAHBS AWAYIL L0E AABDAZ AFen, 54 A

E- 7H/K~]6L 2= o)},

T

o
9,
o
il
)
e
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N
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ﬂ>~l_,
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N
I~

Nog

o
>
129

o

o [ R (S
it
=
o,
ey
fiu)
=
s
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o,

B
N
OW 1m

o
i)
of,
5 2
= 1o
R
I
=)
M2
AU
>
(e
= o
-{gl Bl
m,d N
o [
hine3 ok
oz
e
[kl ®
mE
]
E =

\d
(2o
9

AN e

o |

T
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N

)
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>

N
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e

(@2}
N
)

o ¢k 1000, 2000, 3000, 4000 EE%% 5000 mg< §£§}§}t+.

Wk o] t}2 Zwol A, MDS-UPDRS Part 111 3H1&
ﬁﬂ-§4ﬂ4.°‘% oA, Al ZEg AT &HS
71 of IAY = & A o] e A=

A Y S-S MDS-UPDRS Part 1110l &J&) =A45+& whs} 1%, 2%, 3%, 4%, 5%, 6%,
%, 8%, 9%, 10%, 11%, 12%, 13%, 14%, 15%, 16%, 17%, 18%, 19%, 20%, 21%, 22%, 23%, 24%, 25%, 26%, 27%,
28%, 29%, 30%, 31%, 32%, 33%, 34%, 35%, 36%, 37%, 38%, 3%, 40%, 41%, 42%, 43%, 44%, 45%, 46%, 47%,
48%, 49%, 50%, 51%, 52%, 53%, 54%, 55%, 56%, 57%, 58%, 5%, 60%, 61%, 62%, 63%, 64%, 65%, 66%, 67%,
68%, 69%, 70%, 71%, 72%, 73%, 74%, 75%, 76%, 77%, 78%, 7%, 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%,
88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% FEE= 100%; FEE Hojx 1%, Aok 26, Hoj%
3%, Hol% 4%, Hol% 5%, Hol% 6%, HOE 7%, Hol%w 8%, ZHoE 9%, Hol%E 10%, HoJE 11%, Hoj%E
12%, Hol% 13%, Hol% 14%, ZHo]% 15%, Hol% 16%, Zo% 17%, Zol% 18%, HoJ% 19%, Zol%= 20%, &
o% 21%, AHol% 226, HoJ%E 23%, Ho|E 24%, Ho|E 25%, HOE 26%, A% 27%, ZHo|%E 285, FHolw
20%, HoJ% 30%, Zol% 31%, HoJ%E 32%, Zol% 33%, Hol% 34%, Ho]E 35%, Hol% 36%, Hol%E 37%, 7
o% 38%, Aok 39%, HoJ%E 40%, HoJE 41%, HolE 42%, Zo|% 43%, ZHo|%E 44%, FHo|%E 45%, FHo|w
46%, HOJE 47%, FHo|% 48%, HoJ%E 49%, Zol%E 50%, Hol%E 51%, ZHoJE 52%, Hol% 53%, Hol%E 54%, 7
ol% 55%, Zol% 56%, HoJ%E 57%, Zo]E 58%, ZoE 5%, ZoE 60%, ZoAE 61%, % 626, ZHol%
63%, ZOJ%E 64%, Zol% 65%, HoJ%E 66%, A% 67%, Hol%E 68%, ZHOJE 69%, Hol% 70%, HOE 71%, 7
o% 720, Aok 73%, HoJ% 74%, HoJE 75%, HAE 76%, A% 7%, ZHAE 78%, ZHo|% 79%, FHolw
80%, ZoJ% 81%, Zol% 82%, HoJ% 83%, Zol% 84%, Hol% 85%, Zo]% 86%, Hol% 87%, Zol% 88%, %
ol% 89%, Hol% 90%, HoJ%E 91%, Hol% 92%, Zol%E 93%, Zo|% 94%, Zol% 95%, ZHo|% 96%, FHolw
97%, Aol 98%, Aol 99% T Aok 100% ¢+3e 5 QlT).

2
NI T D
Mo

e d= 4&41 e 1d AR MDS-UPDRS Part 1119] Fot 7} ZeA ¥ vlus &% 7F

A= 35% 9s}sk 4= 9lom | F MDS-UPDRS Part III |7} = 1 1d o} 5

T . obed, < o] &3], MDS-UPDRS Part 111 ¥4 &5 #HANY FALARA Hrlstes oAl
: MesS AT 5 o,

o = T

g SHAA, ZFANFEE o] &3, Al ZEAUTY SHE FAste AS xFetd, dlE dFto] 9l
A EE 91E A3 3o de JMACA &F 71T s FAAIIAY B ddHoR ougle 25 o5t
APF = des S JAAZ = ok, B e g7s 2k 18S gAAZ = oy, 92 So] ¢
o gugle &5 43R Y=Y Al AE AAAZ F k. A3 e faE, dF 59
MDS-UPDRS Part I1IolA Hoj= 58 AL =d Aee A7k A& o8 d5E 4 Urt.

2 o] tekgt SdeA, ZepAdF S ZEAUFE 1000-5000 mgS 3-55 (HA o= x gty A
ZH A ZEAYFY e A gFE oF 1000, 2000, 3000, 4000 EE 5000 mgS 35, 45 EE 5F
HA0 7 B AL B B Frdon v)ew ulel o] Fosts AS ¥t}

2w g ZdelA, 2 wHe @29 MDS-UPDRS Part 111 &% A A48 AMsAY, 2/xs
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=871, & 7, &9 ﬂ‘ﬂﬂ 3l

[¢)
ot A ZHA, ALA

RE 7

H, AN de], naA, wa A, A4 A, A% 9

usig W mYel A%, mE Bk A% F sk ol4% AN & Anh e, ¥ wwel g
KeR = %
=

o
Eol Holx 10%, A% 156, Aol 20%, #o1%= 25%, #¢]
Aot w3, &F 71Ee SAL, dE S50, AMe

=
A -

gejol Wy 54 2082 PHE 2P A5E E£gAE 049 2% A5l o
!

2 ode] the ZwelA, MDS-UPDRS Part 117} 541¢ 483 B8 &% 24< B7ehs €5 750 o
g Aol A FRA, ZeAUFRE o) g, MM ZehAUFYE $UL Folshs AL EFtl, 3
¢ Agte] QL B S A 919e] Qi 159 A%t daAZ F Aok A B,

e
Z AU F - MDS-UPDRS Part IIIe]l <3l SA4=&E vtet o]l &% 7|5 AstE 1%, 2%, 3%, 4%, 5%, 6%,
7%, 8%, 9%, 10%, 11%, 12%, 13%, 14%, 15%, 16%, 17%, 18%, 19%, 20%, 21%, 22%, 23%, 24%, 25%, 26%, 27%,
28%, 29%, 30%, 31%, 32%, 33%, 34%, 35%, 36%, 37%, 38%, 39%, 40%, 41%, 42%, 43%, 44%, 45%, 46%, 47%,
48%, 49%, 50%, 51%, 52%, 53%, 54%, 55%, 56%, 57%, 58%, 59%, 60%, 61%, 62%, 63%, 64%, 65%, 66%, 67%,
68%, 69%, 70%, 71%, 72%, 73%, T4%, 75%, 76%, 77%, 78%, 79%, 80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%,
88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99%, 100%, 101%, 102%, 103%, 104%, 105%, 106%,
107%, 108%, 109%, 110%, 111%, 112%, 113%, 114%, 115%, 116%, 117%, 118%, 119%, 120%, 121%, 122%, 123%,
124%, 125%, 126%, 127%, 128%, 129%, 130%, 131%, 132%, 133%, 134%, 135%, 136%, 137%, 138%, 139% W=+
140%; H=E Holk 1%, A% 2%, Hol% 3%, Holk 4%, o]k 56, 2ok 6%, Zo|& 7%, Aok 8%, # o
T 9%, Ho®E 10%, Hol% 11%, Hol%E 126, HoE 13%, HAE 14%, HAE 15%, A% 16%, A% 17%,
Hol% 18%, HoJ%E 19%, HoJE 20%, HAE 21%, HoE 226, Ho|E 23%, Ho|&E 24%, Ho|E 256, Ho]%
26%, HOJ%E 27%, HolX 28%, HolWE 29%, Holm= 30%, Hol% 31%, HoJw= 32%, HolRE 33%, Hoj% 34%, F
oE 35%, Holm 36%, HoJE 37%, HoE 38%, HAE 39%, HAE 40%, HAE 41%, Ho|E 424, Holm
43%, HOJIE 44%, HolX= 45%, HOIXE 46%, HolwE 47%, Hol% 48%, HoJw= 49%, Hol%E 50%, HoJ%= 51%, F
oE 52%, Hol& 53%, HoJE 54%, HE 55%, HAE 56%, HAE 57%, HoE 58%, Ho|E 59%, Holm
60%, A 61%, HolX 62%, FI%T 63%, XX 64%, Fo%T 65%, HOJE 66%, HA%E 67%, o= 68%, 2
AL 69%, A% 70%, AL 71%, HAX 72%, HAX 73%, HoJE T4%, HoX 75%, HolX 76%, Aol
7%, A% 78%, XX 79%, HoI% 80%, HoE 81%, Hol%T 82%, HoJ& 83%, Hol%T 84%, HoJ&= 85%, Z
o 86%, Aok 87%, Aol 88%, HoJk 89%, AL 90%, HolE 91%, Hox 92%, Holk 93%, Aol
94%, HoJ:= 95%, Hol% 96%, HoJWE 97%, Zolx 98%, HoJWE 99%, Zolx 100%, Zol% 101%, Zol% 102%,
Aol 103%, Zol% 104%, Hol% 105%, Aol% 106%, Hol% 107%, Zol&%= 108%, 2ol%= 109%, 2o]%= 110%,
Aol % 111%, Aol% 112%, AHol% 113%, AHol% 114%, AHol% 115%, Aol% 1166, Zol% 117%, Zo]l% 118%,
Aol &= 119%, AHol% 120%, AHol% 121%, AHol% 122%, AHol% 123%, Aok 124%, Zo]l% 125%, Zo]l% 126,
Aol 127%, ol 128%, Hol% 129%, Aok 130%, #Hol% 131%, Zol&% 132%, Zol% 133%, 2o]% 134%,

Aol E 135%, Zol% 136%, Ho]% 137%, Hol%E 138%, Ho]% 139% E= ZHol% 140% 7+AAZA 4 ).

e d2, ZeAFEe 1d X85 $ MDS-UPDRS Part I119] % 37} S4oA 1<k div] &5 7% AstE
35% £33k = 9lom | & MDS-UPDRS Part 111 7} =Ao)A m A& F 9ok i) 25¢% 434 = 9}, of
<8, ZFAUFHEHE o] &3, MDS-UPDRS Part 111 9 <% Ao FAHL 24 Hrlsles g71E de] F

£ FY F e AEES AN AUk,

e
NI\
o
o
>
K
i
>,
=
N
)
o
2
:?:
=
20
|
i
>,
=
N
)
oo
T
[o
—m
o
o
rlr
P
[o
Hd
ot
o
0
o
ny
o
X
o
(o]

o
>
e Ho I
oft
~N
lo ol
o
Ho
B

nj

g o g A Y|F 1000-5000 mge 3-55 7t .
S FETE ok 1000, 2000, 3000, 4000 ZEE 5000 mgs 35, 4F T

2 gy 2 Sy, E wHe 3kxpe] MDS-UPDRS Part 111 &% AAF A4S /jAdsAY, Z/xe=
daly], d= ¥4, 4%, &g F=E7], & 52, £ A=A 4, drie F=E7], e Uy
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B EAET. AR AGe A, A oF 5% olskrt Al W SRERA AT

AR AP AL, dAE oF 5 mg/mL WA <F 100 mg/mL B e FE2 EA3T. dF AP A5, dA=
°F 5 mg/mL WA °F 50 mg/mL R s=E EAGT. 5 AF A, FAE °F 25 mg/ml WA °F 50
mg/mL W9 =R EAgT. odE 5o, FAE ¢F 3545 mg/ml EE ¢F 40 mg/ml FEE EAGTH. FA =
50 mg/vteld WA °F 500 mg/vlold HE 1 o] o] e A FoF FHEjE AlTE 5 vk, FA = oF 40 mg/
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A, dE Eol, d2EH, SAUCIE 2 AlEY e ol

2437 sl A" AFel AR, dF AP oF 5.5 WA oF 7 ¥l pH, & E°], pl 5.5, 5.6,
5.7, 5.8, 5.9, 6.0, 6.1, 6.2, 6.3, 6.4, 6.5, 6.6, 6.7, 6.8, 6.9 == 7.0 A3 L
5.5 WA <k .50}, A APL pH oF 6.00]aL, T2 AFE pH oF 6.50|tF. U
E 924 i SAYlE ZAE oF 10 mM WA oF 30 ml MY %, 492 5
ml FEZ EATT. AR AJEHE $F5Al= AF A|EYHE @48 2
mM A F 20 mM 9 L oF 2 mM A k6 mM B TR Ege),

Al el
e

A FF L/EE TYLEE EY¥dEs, faARA, WE, EE o] 23S ¥
FA, sARZETA B/EE 3 2AARA ol&dY. dE 5o, A% AP oF 220 mi A
°F 260 mM WHe] FEE EAstE EdFZE, oF 220 mM WA oF 260 mil W99 FER EAEE T
EE OF 20 oM WA oF 40 mM WIS =R EAStE FraEsaek oF 200 mM WA F 220 oM M9 F=
Adte P EY EFES T AN AP oF 230 mM EE 240 Ml FEE EAEE EYTRAE 29
o 71eF AFEe ok 230 mM T 240 mM BEE EAeE I RAE 23S, 7)E AFS ok 50 M =
EAeE ARzt oF 200 Ml FER EAcE wUEe] 3=
o

H
Aok ARzt oF 212 M FEE EASE TYES] £3E

ofN

AL A o8 # #d

Z4 WA °F 0.05 = (PS20)S 33T}, PS20-& 9R4 A A
ol A A 5 Q= E 208 9k 0.01% WA oF
0.05% H9le wrz & . B 5o, EEE 0.005%, 0.01%, 0.015%, 0.02%, 0.025%, 0.03%,
0.035%, 0.04%, 0.045% H=& 0.05%Y < ATh. ditd oz, X AFPoA, Ei=Ho]E 20 ¢F °F 0.05
g/L, 0.1 g/L, 0.15 g/L, 0.2 g/L, 0.25 g/L, 0.3 g/L, 0.35 g/L, 0.4 g/L, 0.45 g/L ¥£¥= 0.5 g/L ¥ *
TR EAFT. 97 AFLS 0.2 g/L (F, 0.163 mol/L) L& ZgiEH0E 20 E3H3r).

AAA] AY (N, TAAZE7] A e SAURFT F AFAE)S pl &F 5.5 WA o 7 WIS EHo=
st , (a) °F 10 mg/ml WA °F 50 mg/ml e Fx9], ZAUFE e A 9E49] 7)Het, AYo] E=
A7bstEl WA, s oo Adel sl 949 SolFog AAstE oo v (b) oF 10 mM WA °F 30 mM
HAY s EAetE AolEYolE ¢hEAl e SAMOIE $EAlL () °F 220 mM WA °F 260 mM 1€
TR EA%= EUEaEs, oF 220 M A oF 260 mM HY S wEE EASE AR E oF 20 mM WA 9
40 mM WH9Y R EAeE FaR29 oF 220 mM WA ¢k 260 oM B FEE EAeE B EIE
2HE Aduss sy o) 9/ 2 EEE ("ER/EFEE"); 2 (D) 9F 0.005 FZF% WA F 0.05 T W
o sz EA5tE FTAZEHOIE 208 X3S, oE 50, A¥L (a) AEHE 1, 2, 3 = 99 714
H ool Al NG9S 7 A AEMF 4, 5, 6 T 109 71D oln At AES AR FHE -2 go)
A3 B e -2y go)Al glo] e, oF 40 mg/ul FEE EASHE, A (b) ¢k 20 nM F%E9 Alo]

EfolE =4 (¢) 9F 230 mM %29 EFTEA; (d) 2F 0.02% 559 Zg A=W oE 208 3T 4 o
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(PASADENA, Clinical Trial No. NCT03100149).
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L
T=

DA,

OM]E] =,

FEEH] =

5ol

T 1=

MA ] e Aol Eer

_
T=

JJr

s A,

d& £o], dEl=Z¥E (entacopone) HE&
MAO-b A&l A,
3 -= YA (anticholinergic agent)

A, e

. AN olelgh 71E

7HXﬂ o= 7hAlel As

of wet FAE 3500 mg T 4500 mg (ALEF)OR 45 pAo R A Fosglon, A Fo] 65 kg Huel
MAe 2 £F 02, 65 kg o] MAde £ £z T35t A2 19 ZfAldls 33 FoI7F 2000
mgS Folsta, Aedo=r &3 &5 3500 mg B 4500 mgell =@ wj7bx] 2000 mg e 1 o]doR FUIE
dE A Fogs Fosigity. Folv= 1d (525)7F A&, 1 3, floF o A WA 27 @A
A5 89 2% F e Fostu z7] A9 1E 44 MAE o)d7} AR 54 XNEE AL A
st AR 71S FAESIT. AlEe A WA Fdels A EREIE ofueEl AlF oY FAE o] &t
AX A5 3&sA 5, 971E d3lef gig b2 xli% & 8-3FA 3k,
E 1. I1 A ARAA #x9] o] 28l §F
F 1
ok A &% G AA A
(n=105)" (n=105)" (n=106)"

Yol, A 59.9 (8.7) 60.3 (8.8) 59.4 (9.8) 59.9 (9.1)

A (D)
Al 213 (67.4)

G4 N (%) 71 (67.6) 71 (67.6) 71 (67.0)

4 N (%) 34 (32.4) 34 (32.4) 35 (33.0)
A% (kg) 75.74 (14.48) 78.02 (13.66) 76.17 (13.03)

Hy (SD)
2% 713 9.9 (6.8) 10.2 (6.3) 10.1 (6.5) 10.1 (6.5)

He (SD)
MAO-Bi

0 38 (36.2) 38 (36.2) 39 (36.8) 115 (36.4)

X 67 (63.8) 67 (63.8) 67 (63.2) 201 (63.6)
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[0142]

[0143]

[0144]

ZIHSdl 10-2023-0086674

THHES A|Zkdjo)t,
2ol A|Ao MAO-Bi < A9)

w
= A

HNE-EEH
Fak-okgd 15 (14.3) 21 (20.0) 23 (21.7) 59 (18.7)
AL 5 A 39 (37.1) 28 (26.7) 39 (36.8) 106 (33.5)
5= 51 (48.6) 56 (53.3) 44 (41.5) 151 (47.8)
MDS-UPDRS & 32.01 (12.98) 31.49 (13.32) 30.75 (12.10) 31.41 (12.78)
A (D)
MDS-UPDRS Part III 21.54 (9.11) 21.90 (9.14) 20.97 (8.81) 21.47 (9.00)
He (SD)
MDS-UPDRS Part II 5.55 (4.09) 4.94 (3.99) 5.50 (4.07) 5.33 (4.04)
A (D)
MDS-UPDRS Part I 4,91 (3.71) 4.64 (4.16) 4.27 (3.57) 4.61 (3.83)
He (SD)
HY 55 ¥HF
I (%) 20 (19.0) 29 (27.6) 29 (27.4) 78 (24.7)
1 (% 85 (81.0) 76 (72.4) 77 (72.6) 238 (75.3)
MoCA & A 27.83 (2.01) 27.97 (1.94) 27.81 (2.15)
He (SD)
SCOPA-AUT 7.68 (5.36) 7.95 (5.83) 8.52 (5.93)
He (SD)
PDSS-2 9.41 (6.41) 8.57 (6.21) 8.49 (5.94)
Hy (SD)
REM 9 &
¥ (=5) 24 (22.9%) 34 (32.4%) 27 (25.7%)
=74 (<5) 81 (77.1%) 71 (67.6%) 78 (74.3%)
SE-ADL B
=3 104 (99.0%) 104 (100%) 106 (100%)
H-=¢ 1 (1.0%) 0 0
CGI-S 3.05 (0.63) 3.05 (0.63) 3.06 (0.64)
A (D)
PDQ-39 10.08 (7.06) 9.59 (7.54) 9.36 (6.82)
Hy (SD)
DaT-SPECT &4+ 1.06 (0.30) 1.04 (0.33) 1.08 (0.34)
Hy (SD)
52%¢] B7l7lss dolgE 76 (72.4) 75 (73.5) 73 (70.9) 224 (70.9)
A Ba
ine QoF BAl 7ldsle FA7kA & UEdY. 95 1S V|Eo 2 S,

H7} 2718 dHolHE 44 PD ABE JlAE #xF, MAO-BiolA Z71 (A7) wo]~
18 ooz HFHrTt,
H&Y, Hoehn and Yahr; MAO-Bi, Ei-o}%l £AJthA] B A &lAl; MDS-UPDRS, &% Ao &3] E3te PD 53 H&E
PD, #71<& A3, D, FHA

A SRS Ao el Yal 4915
T Fekoll 9% 3 FF Am TEOA H=
(5 1-2). 5 4 AE 140] mausglon, Ag
doxth (& 2 A%).

o
[\&]
%
A
oX

tolg &

bl drie] AE w

—~

92%)°] stk

F 59 AEE= RalE X

Z 2
$1%F A8 18 AA g
(n=105) (n=105) (n=106) (n=316)
AE & A= 411 428 549 1388
XA AE F AT (57 5)+* 0 0 0 0
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[0145]

[0146]

[0147]

[0148]

[0149]

[0150]
[0151]
[0152]
[0153]
[0154]
[0155]
[0156]

[0157]

[0158]

[0159]

SIHS31 10-2023-0086674

AE 87 (82.9) 98 (93.3) 97 (91.5) 282 (89.2)
SAE 5 (4.8) 7 (6.7) 8 (7.5) 20 (6.3)
S5 3-4 AR 8 (7.6) 4 (3.8) 8 (7.5) 20 (6.3)
g H3 e Fo FToR oozl 1(0.9) 2 (1.9) 5 (4.7) 8 (2.5)
AE
e 5949 IRR 17 (16.2) 20 (19.0) 36 (33.9) 73 (23.1)
=3 1-2 IRR 17 (16.2) 20 (19.0) 35 (33) 72 (22.8)
=3 3 IRR 0 0 1(0.9) 1(0.3)
w AR TR0l S5 1290, 55 4 AE (A Am)E & 11 Bugda, AF Ages T Ao 3t
FEAY (g ). 7P s BuE (51.0%) S5 3-4 ARE 8 Fd - 9 & 21 2 (1.9%)(
ZHAYFH-AE o e §lS) F B - 18 I A 29 (L9 (AEF o T A A= 8
)l
T 92 € ASS 7I$o 2 gvh. Al ke A At A A AEAd "ekE FI'E gyd 49 A
R-&F AERF FAlHET
Ao A AE ANA AN BLE AEZF of gl s A9 SRt Algegi)
A F S de] W= AFAl, AAClA Sde ARV A 2 AS A9 wii Al
AE, o4 Ab#l; IRR, -3 wbg; SAE, 743k AE.

12} 248 wo]Atel o]Z & MAO-B AAR XEWAL T B e %x7] PDE 7 FAVIAE (H&Y
SE 1 2 IDolA 525 $1oF ] ZEAUF% &%5S, MDS UPDRS & A<= (Parts I, II 2 1119 gH)elA

I o
wloj~ekel oin] Wtz SA k= vhel o], W7t

[S)
b= Aollet.

e
[0

22F HAL Hlo]xElel o]FZE MAO-B AfAR AEWALU Eie XE8Wx e 27] PDE /MR AVMAE (H&Y
a3 1 2 IDA 525 ¢ oiy] A5 G258 shrlol wEk Hrlske Aoldl
- MDS-UPDRS;

55 (-2 A% &) FztdA ©d FA WAL AFE ©@5EY (DaT-SPECT) S ©] &3 =3l 4
A &

EEZE A H7F (MoCA) &= HE

Ak Ak A A4 (CRI-1);

glkzlo] Aubz el W3l x4 (PGI-C);

7B 2 oJFUW=o] Ui A3 &% (Schwab and England Activity of Daily Living, SE-ADL) <=

5 B H-2F S0 detE Y 29 A7 2/EE

ZyA PD XE (dREs B =yl 28A) AMA7EA 2= A
AN 2. TEAFHoz 78T & 48 S <R 7F AL B,
2 AP 12k dEXJIE, MDS-UPDRS & A4 ®IstE SF3=] Zakditt (& 1; -21.5% A8 -2.02 80% CI
-4.21,-0.18; -6.6% i1-8: -0.62 80% CI -2.82,-1.58). 11}, Hjoj~ekel <% 7% oy W3l Hate
2% As7 BFHAG. AR 7E 238Y Hrel BEES QX HrE (MoCA) oA ZepAulFited $-37 ¢l
A3E AF7F S g2 FFoA UZHQULE, HFHon  TgAUFEH-XE A= w|o] 2l A He QX
Zdo| A AA M on | TgAYFUH-E A= MoCA A+ AAS JERATE MoCAE 304 HITolw, A
F7F BEFE QA Aol ¢S gudh). & 25 dF So] o] MoCa HF H7F HEolA Aok 0.29
& HojEt
ANCOVA 24 A3}, 5250 MoCA ZF Aol A wlo]x=ell thn] A wsle] A HAFe] zol, 2F 3 vl
) Aes o] A 0.22 (80% CI: -0.09, 0.54), 1&g o] A 0.44 (80% CI: 0.13, 0.75)0]4t} (o}
X 3 #=x)
¥ 3. MoCAdlA ] W3},
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[0160]

[0161]

[0162]

[0163]

[0164]

[0165]

[0166]

[0167]

[0168]

[0169]

[0170]

[0171]

[0172]

SIHS31 10-2023-0086674

¥ 3
Ho] 2l ojv] Ao ¥} $F A FF Z AT
(N=105) A& 18
(N=105) (N=105)
n 104 100 103
27 F+ (SE) 0.07 (0.177) 0.30 (0.181) 0.51 (0.178)
B Hitol] thdk 80% CI (=0.16., 0.30) (0.06, 0.53) (0.28, 0.74)
BA st #o] (SE) 0.22 (0.245) 0.44 (0.243)
HA Gt Zpolo] digh 80% CI (=0.09, 0.54) (0.13, 0.75)

AN 3. TEAFHer e gNE 48 s H df7 AL veag.

2 Alge dAF A=NFQIE | MDS-UPDRS & A49] W3E F5314] Haldy (= 1, -21.5% A& -2.02 80%

Cl -4.21,-0.18; -6.6% 18 -0.62 80% CI -2.82,-1.58). 11}, 5230 ¥ FFo| ds)] o]}l iy
g 8% A7 BEEJY. B3 ABAHEA 7] FH-F9 A3 EX (MRI-ASL) Wl o)

H7 3k o ‘?ﬁ% BAoA, TAYFEH-ME S, 23y JH3 714 AE 7] A I JEFS AAbsHE,
Z *1 Sy Y 2 F o-AIFEEH HHY EA9 BHEE ¥ FY9A FA4oA ¥ dF

o2 Yelgt (&= 5).

EA ¥ g9 HrlollA 7, ST @ A5 doA dF Aol A= (= 64, 6B E 60).

AA 4. THAYFFOE JE2we PN B BAE £F

N

15 NdS 2.

E, MDS-UPDRS & #4=o] Wsks FHobA] Repgloh (&= 15 -21.5% A-&=F: -2.02 80% CI
18; —-6.6% aL-8%: -0.62 80% CI -2.82,-1.58). 1e{u}, 525l MDS-UPDRS Part ITIelA Ho]2ekel
oie] Watel Eeke a A&k flof b vlas) ZeAUFH-AR SAelA BRI e FE-A 8

il ¥ Zer JdFHen, 27 A= 483 7 &
Aol Ao qugls 2 st AdE=d Al ARke] AAH U,
MDS-UPDRS Part ITT @7 @7kolA, &A= & 7159 s AstE dHepde (= 740 3 &

i
-25.0%, -1.44, 80% CI=(-2.83, -0.06); A&% < -33.8%, -1.88, 80% CI=(-3.49, -0.27); L&
-18.2%, -1.02, 80% CI=(-2.64, 0.61)).

3, AT 5 7ol ek dAF Al FoF MDS-UPDRS Part 111 H7kelAd 1@ X132 3 9 oF diH]
= V%5 ABE 35% PAAAT (B 7B; B3 83 FF: -35.0%, -1.88, 80% Cl= (-3.31, -0.45); #&=F
S5 -45.4%, -2.44, 80% CI=(-4.09, -0.78); % & =3 -24.7%, -1.33, 80% CI=(-2.99, 0.34)).

ol&d, ZEAUFY XEe 1d <k 919 div] MDS-UPDRS Part I1IoA] Aok 54 XAE=d A= AlZE
2 WS A% WA, AHeR gl 9% otsm AdstY s Azl Ao oa Y
ahs} gol, EepAulFER-A . faelx A8 Aae] Fag dasigon, S¥nE 0.8290% (= 8).

f{%% 7ol A 525§k vlua] ZEAMFR-A 5 SExfel A wlo]~Ekl dib] AEFe] W] did] &%

37t BFEAT (B &F FF1 -27.0%, -0.75, 80% CI=(-1.62, 0.11); A& F3=: -38.3%, -1.07, 80%
CI=(—2.07, -0.07); @ ;EF FF: -15.7%, -0.44, 80% CI=(-1.45, 0.56))(%E 9). AEZL =zl= A3
F8 F4 % sholm, MDS-UPDRS Part 111 944 &% #A A L_A2A Hrld,

AN 5. ZAFROZ ARLE Hx AT FAE &5 715 AN e

B AHe ga AA=FQE | MDS-UPDRS & H49 WslE Z2F5x] Eagtt (& 1; -21.5% A8 -2.02 80%
CI -4.21,-0.18; -6.6% 82 -0.62 80% CI -2.82,-1.58; ¥ 3 4). 1}, HOHJr 1A =Y VA RE | s Sy
8 Ao A 5250 Hlo]~zkel thH] MDS-UPDRS Part 1119 ®W3lo] Hate &% AZ7F #Edct. A YF
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[0173]

[0174]

[0175]

[0176]

[0177]

[0178]

[0179]

[0180]

-5 #xs 1del 9ok div] % 7% st HaE vElden, x27] 97E AEE U7 SAbdA o
Aoz ouglE %5 o932 gL =d A Aol AAEE Aow FFaE).
¥4
F 4
ok 1500 mg 4500 mg
(n=105) (n=105) (n=106)
AE & AFT 411 428 549
x| 82 AES] & g (57 H)* 0 0 0
571 & Sl ol 71Xl #Ale] F F (B) T
AE 87 (82.9) 98 (93.3) 97 (91.5)
SAE 5 (4.8) 7(6.7) 8 (7.5)
S 3-5 AR 8 (7.6) 4 (3.8) 8 (7.5)
g A3 = Fo] FHUOE oJojA = AR 1(1.0) 2 (1.9) 5 4.7)
RE =39 IRR 17 (16.2) 20 (19.0) 36 (33.9)
=3 1-2 IRR 17 (16.2) 20 (19.0) 35 (33.0)
S>3 3 IRR 0 0 1 (0.9)
T AR 58] 55 1299, 55 4 AE (A A=) 9 141 BaFEda, AlY Aaees 333k 1o= 7t
FHAY (€ ). 7P WS Bad (51.0%) 53 3-4 AR &F =4 - YoF & 4 29 (1.9%)(
ZEAFH-RE 7 A= 1) 2 EQF - 4500 mg €% 7 $AF 27 (1.9%) (1500 mg &% o & oF
T B )oY
T oe 4 AR bE NS 7oz s, Al oFE 24 AlE HuA 2 dEX "GE A2 gHd
A% AB-5H AR BAEY. AE &5 W% ARkA, AACA T3 AEZE of g 2bAsk 49- shH A
ok, "Atdl F S ol Hx AFEA], A BU3 AEZF of gl sk 49 o A=tk =65
kg®] 7Z-9- 4500 mg; <65 kg A% 3500 mg.
AE, o)A AMl; CI, A18]94-%F; DaT-SPECT, =39l =44 v F2 v AFEH @=29; IR, FY-##
2S5 MAO-B, Rcopwl SAJTEA] By MDS-UPDRS, & el Stsl-g%# PD &+ #%= MRM, E9-av 25
whE =21 pp, 971& A3k, SAE, 417243 AR,

MDS-UPDRS Part 111 &% H7IE o] &3}, &A= &5 7% 3] fid A= AT (= 7A; &%
85 530 -25.0%, -1.44, 80% CI=(-2.83, -0.06); A&=F $3: -33.8%, -1.88, 80% CI=(-3.49, -0.27); 2L

O

| £F: -18.2%, -1.02, 80% CI=(-2.64, 0.61)).

IHAYFFE e &% 7|5 ek A AAG MDS-UPDRS Part II1 &t H7bolA 19 A& & ¢Jokz) u)
w3 5 75 AstE 35% AAAFHY (= 7B, FF 8% S -35.0%, -1.88, 80% CI= (-3.31, -0.45); A
L8 FF —45.4%, -2.44, 80% CI=(-4.09, -0.78); @ 1L £F: -24.7%, -1.33, 80% CI=(-2.99, 0.34)).
[e)

Fee), mepAuFe e 19 B9k Siok iu] MDS-UPDRS Part 111614 Zol% 58 WA= A A7t
& W A% WA, dAHow ougls &% otslw HaAEhy de: Azke] X
0

Hpe} gho] ZepAl|FR-A 8 fxtell A A o] AstE 2As e, A=

A Holol A 5250l k7 vlws] ZEAUFH-X 8 FA A weo]El diH] AT

P #FE90 (5 &% S5 -27.0%, -0.75, 80% CI=(-1.62, 0.11); A& 3: -38.3%, -1.07, 80%
1=(-2.07, -0.07); & 5 -15.7%, -0.44, 80% CI=(-1.45, 0.56))(= 9). MEZFL H1& A Fa
4 % shuelw, MDS-UPDRS Part 111 94 &% AAY] FALAEA Hrhd),

AA Fetoll A oy 7bA] ME-gdPo] digh ZeA T A5 avE FiEsy] fd dA fHadelA &
A& AT, dE 5o], MAO-B AsiAlel 22 tF Qo] "B /A, aga Fk-okd MHE-F
A w-AZE 7] @A FAdelAd FEe &F AP dwrHoz = (MDS-UPDRS Part ITIelA] <F
54/1d; = 10, A wigd) v, A4 Aol o #4492 HERJo 9] &5 YL FosA o
W o AL MAO-B AdiAll et A} kel ~7H/1d WstE ®elow (% 10, T4 ),

[SERN]

1
3

B S A vk R el s
RMS 7o @k Wlo]2ekelel A MA0-B A3l
A% e (R 9PHAOR GFE wE 299 o

% 10914, 44 PD X &EE MAS Ex= 534 PD A
0% ClE XAIS}. FHL o3 £ Iz oigk M
(0/X), A=, 5, Ye] <60 vs = ol



[0181]

[0182]

[0183]

[0184]

[0185]

[0186]

[0187]

[0188]

[0189]

[0190]

SIHS31 10-2023-0086674

gk W S), o] ~24l MDS-UPDRS H-SH & AEZRIE. F3d-8&% 42 APd-HAl" &3 ZAoltt,

kg®] 79 4500 mg; <65 kg®] 79 3500 mg. CI&= 4l -

IRl ERATE Fdolar; MAO-BE Eimolrl At
5

S o] 83 =
PD 5% #H=olal, MRMS &&-a3 md ukE ZHo|u},

A=k, MDS-UPDRS Part III &% s37FE o]&3te], T3t A FdobolA 3= A4 HrtolA et 2ol 1d A=
& Aok o] &5 7% A 25% A" AoR JFHAT. ALF ade ASHE 33.8% HAAA © A
SHAl vEbd Wi, 31 gl e A3HE 18.2% A Aor JFHAT (= 11A Fx; 5 &F :
-25.0%, -1.44, 80% CI=(-2.83, -0.06); A& 4=: -33.8%, -1.88, 80% CI=(-3.49, -0.27); % u&F
FE -18.2%, -1.02, 80% CI=(-2.64, 0.61)).

MAO-B A Al-A & stlatell A, 1d A &8k &<k 9ok Rlus] &5 71 A7k 39% 74E Aow % o
7t #ZET. ALF G AsHE 71.1% FHAaAl A vebd 9, 31 A e 1ddd AstE
4% F2aA71E Aox dFHATT (& 11B =z, 5% F: -39.0%, -2.66, 80% CI=(-4.87, -0.45); A
&% F5= -71.1%, —4.85, 80% CI=(-7.33, -2.37); 2@ L& G —4.0%, -0.28, 80% CI=(-2.82, 2.25)).

b obg ahelEA A, 1 A B okt as) £% /1% A3 63.9% daE Aow AF Bl
BARAY, A8F L 18 SHe W A¥S wiow, 13 Ash Rat A8l 6835, L&Fol

© -63.9%, -7.86, 80% CI=(-12.9, -2.82); A&F F: -68.3%,

[¢}
63.2%%G 0k (&= 11C #H=x: B3 8% +=&
0 -63.2%, -7.77, 80% CI=(-13.4, -2.14)).

-8.4, 80% CI=(-14.2, -2.59); % 11&

T 11A-11CoNA, S PD X EE MAIS Sxke S84 PD A& JlAIsk] A eix ek B

= 80% C1E IZAIS. 4L tha7 22 3ol g MRS 7dte 2 sto: wo]~Ellef| A MAO-B A sl A]
(0/X), A&, 5, o] <60 vs =60, , 4 2 9

3 W), wo]22kel MDS-UPDRS th-$-¥& =¥ E . E3-85 B4 Ald-wgad &

kg?] 73-%- 4500 mg; <65 kgo] -9 3500 mg.

MDS-UPDRS Part III &% EUHHE & 535 B7Fs o&3 43, &3 & T Hrhsk
vkel o] 1d X8 Foll $1<F dib] &5 715 stEe] 35% HAE ZoR JATHIAT. AE&E mye AsE
45.4% FHAAA O ZstA vElhd v 3 SRl A= AEE 24.7% HAATIE AR JFEHAT (= 124 3
Z; 23 8% 5 -35.0%, -1.88, 80% Cl= (-3.31, -0.45); AR FF: -45.4%, -2.44, 80% CI=(-4.09,
-0.78); 2 ;LT 531 -24.7%, -1.33, 80% CI=(-2.99, 0.34)).

=
5
=
5

MAO-B A A-A & skt 49, 1d A mste st kA v &% 75 A8t 52.1% #FAE AR F
of HrtolA #AZHJL. ALF adE ASE 74.1% F2AA ¥ A vERd vbd, 3 £ E 1del
ATE 17.3% F2A7)E AR 459U (& 12B #Fx; 5 &3 45 -52.1%, -3.16, 80% CI=(-5.50,
-0.82); A|TF 5 -74.1%, -4.49, 80% CI=(-7.08, -1.90); = & =3: -17.3%, -1.05, 80% CI=(-
3.97, 1.87)).

°} $E 7% A8t 76.1% HAE AT 9 Il A

% FAaAA O ASHA velhd Wb, 1 Sl A= 1dell ASHE 70.5%

2 R -76.1%, -9.24, 80% CI=(-15.4, -3.07); A&
g P -70.5%, -8.56, 80% CI=(-16.0, -1.10)).

|
—_
o
o3}
~
=
|
—_
w
o
0
=)
=
(@]
—
I
~~
|
™o
=
o
|
ol
—
~
N—
NE

T 12A-12C00 4, A PD A RE JHAS Sk S PD AR JiAE] A ebA e
= 80% CIE FAFT. 4L thad) 22 gkl theh MRNE
1

TS e el o
S

B EF AFF, AAF/AEF, AAF ©F, 24 R A4 By 2 94 F42 Frhs] A8 9
WY (o, 233 U ANE BEeo], AnEZoR Y $F PAE FRAAT. AWE FHae], '
A" PASIDENA % H5'E THGT. RS PAE B FE AFF 54 A%E w9t 2% 299 %
1% AT 5 Ak o R FUS ASFT ¥ nEIT ErilA oW PASENA £ B5el o) =
AE vhsh ol (919 o)) £% AWe] FaF e,

T AA FJeelA, 1d A Rmshe < HUAE PASADENA &5 H A7t f1oF thH] 25.0% A Aow
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[0191]

[0192]

[0193]

[0194]
[0195]

[0196]

[0197]

[0198]

[0199]

[0200]

[0201]

[0202]

[0203]

[0204]

[0205]

[0206]

[0207]

[0208]

[0209]

SIHS31 10-2023-0086674

g
w

AN o xe

adi= AstE 30.3% AAAIA © Al UERd whdE ) 1 5= 13 ASHE 21.5% &
o (= 13A #x; B3 &3 £33 -25.0%, -0.030, 80% CI=(-0.050, -0.010); A&
-0.040, 80% CI=(-0.063, -0.017); = 8&=F $F: -21.5%, -0.029, 80% CI=(-0.052,

po) 2

o
G o
© 0 ol

off P i
>
N
of\
i
32

+
|
S

|
o
o
o
(o)}
~
~

MAO-B A#Al-A 5 st A5, 1d X 53k+ &<t tUAYE PASADENA % A A3zt ok o] 26.0% 4
¥ Aor #HEAT. AL &a3= AsE 31.00 HAEAA vl kA UrE}LJ Wi 31 & A e 1del A
LS 20.9% A= ASE YFHJY (= 13B FHx; B &% FF: -26.0%, -0.032, 80% CI=(-0.062,
-0.003); A&3F 45 -31.0%, -0.039, 80% CI=(-0.072, -0.049); = & FF: -20.9%, -0.026, 80%
CI=(-.0.060, 0.008)).

Ab ok E 9Tl A, 19 X B3 EoF t]XE PASADENA % 4 At Yok div] 35.7% 7AE AOR
ZHAT. ALHF afe ASE 25.2% HAEAA O ASHA UrEPLJ Hhd 3 g3 M= 1del A3HE 46.2%
2A7E AR AFHUY (= 13C FZx; 58 &% 5 -35.7%, -0.055, 80% CI=(-0.105, -0.005); #
a2k
(¢}

3}
bl
Fay
&% F0 -25.2%, -0.039, 80% CI=(-0.094, 0.017); ¥ &F FF: -46.2%, -0.071, 80% CI=(-0.126,

|
o
(e}
—
=
N~—
N~—

T 13A-13ColA, 5744 PD A5E MAIE 3tk 244 PD A= JiAIE ] A ekA e dHE7EA] todghth. v
£ 80% CIE ‘AT, 4L oo 22 TRzl digh MRS 7]uko = gt} so]~ekle Al MAO-B A3l A
(0/X), A=, F, 1] <60 vs =60, , 2] P S (F2 Q-0 s JFs ve F9o o
gk dhg)S), wlo] 22kl MDS-UPDRS Wl-§-5 & NEXRNE. F3F-85 242 APd-gAjd &z Ao}, >65
kg®] 73-%- 4500 mg; <65 kgo] -9 3500 mg.

o

Sk
MEHE 1: Hu9E4VLv3 7 99

DIQMTQSPSSLSASVGDRVTITCKSIQTLLY SSNQKNYLAWFQQKPGKAPKLL IYWASTRKSGVPSRFSGSGSGTDFTLTISSLQPEDLATYYCQQYYSYPL
TFGGGTKLEIK

AEHS 20 Hu9E4VLv1 7H¥ 99

DIQMTQSPSSLSASVGDRVTITCKSIQTLLY SSNQKNYLAWFQQKPGKAPKLL IYWASTRKSGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQYYSYPL
TFGGGTKLEIK

AL E 30 Hu9FAVLv2 (FEdAWo] ¢le) 71 49

DIQMTQSPSSLSASVGDRVTITCKSIQTLLYSSNQKNYLAWYQQKPGKAPKLL IYWASTRKSGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQQYYSYPL
TFGGGTKLEIK

AER¥S 40 Hu9E4VHVS 7H3 94

EVQLVESGGGLVQPGGSLRLSCAASGFTFSNYGMSWVRQAPGKGLEWVASISSGGGSTYYPDNVKGRET I SRDDAKNSLYLQMNSLRAEDTAVYYCARGGAG
IDYWGQGTLVTVSS

MEHSE 5 Hu9E4VHvl 7R 94

EVQLVESGGGLVQPGGSLRLSCAASGFTFSNYGMSWVRQAPGKGLEWVASISSGGGSTYYPDNVKGRET I SRDDAKNSLYLQMNSLRAEDTAVYYCSRGGAG
IDYWGQGTLVTVSS

MIHSE 6: Hu9E4VHv2 7R 44

EVQLVESGGGLVQPGGSLRLSCAASGFTFSNYGMSWVRQAPGKGLEWVASISSGGGSTYYPDNVKGRET I SRDNAKNSLYLQMNSLRAEDTAVYYCSRGGAG
IDYWGQGTLVTVSS

AEHE 70 Hu9E4VHv4 (FE=ddo] §l) 7Hd 499

EVQLVESGGGLVQPGGSLRLSCAASGFTFSNYGMSWVRQAPGKGLEWVASISSGGGSTYYPDNVKGRET I SRDNAKNSLYLQMNSLRAEDTAVYYCARGGAG
IDYWGQGTLVTVSS

MEHE 8 A QIZF ok a-AlFEHURIY ofv At A4



[0210]

[0211]
[0212]
[0213]
[0214]
[0215]
[0216]
[0217]
[0218]
[0219]
[0220]
[0221]
[0222]
[0223]

[0224]

ZIHSdl 10-2023-0086674
MDVFMKGLSKAKEGVVAAAEKTKQGVAEAAGKTKEGVLYVGSKTKEGVVHGVATVAEKTKEQVTNVGGAVVTGVTAVAQKTVEGAGS TAAATGEF VKKDQLGK
NEEGAPQEGILEDMPVDPDNEAYEMPSEEGYQDYEPEA
MEHT 9 ZepAulFY B4 ot Md
DIQMTQSPSSLSASVGDRVTITCKSIQTLLY SSNQKNYLAWFQQKPGKAPKLLIYWASIR 60
KSGVPSRFSGSGSGTDFTLTISSLQPEDLATYYCQQYYSYPLTFGGGTKLEIKRTVAAPS 120
VFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYS 180
LSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC 220
MEHT 100 ZAF T4 ofvit A
EVQLVESGGGLVQPGGSLRLSCAASGFTFSNYGMSWVRQAPGKGLEWVASTSSGGGSTYY 60
PDNVKGREFTISRDDAKNSLYLQMNSLRAEDTAVYYCARGGAGIDYWGQGTLVTVSSASTK 120
GPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYS 180
LSSVVTVPSSSLGTQTY ICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVE 240
LFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVANAKTKPREEQYNSTYR 300
VVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKT I SKAKGQPREPQVYTLPPSREEMTKN 360
QVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN 420

VFSCSVMHEALHNHY TQKSLSLSPGK 446
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e
Y - 88
of + KNEZ
> 18E2

H 23 Hdol vig

I+
o
0
od 4
o
<] 3
=
T 2

wjo|A2H0l 8 165 245 RF 405 435 o
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HlolAzlRloz2E 07 Hao| HEl

Hlo|~efelo 2 HE 57 Hio| Wt

MDS-UPDRS Part il — % E7f

L I
[t = o Ho
o ofo I

1 —1.88, 80% Cl=(-3.49, -0.27);, -33.8%
1 —1.02, 80% Cl=(-2.64, 0.61) —18.2%

Wiol=2tel 8% 18% Ik 40ZF 4= 5%

MDS-UPDRS Part lll - =& &oF

LI O I ]

k1 o 4o
o o ok J2

LT

c—2.44, 80% Cl=(-4,08, -0,78); -45.4%
0 —1.33, 80% Cl=(-2,99, 0,34} -24.7%

HIol22tel g 165 243 32F 40F 45 B2
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k1
N2
(')

100

80=

60=

40—

S8 9Iof ThH

£t 0.82, 80% CI=0.64 - 0.99
82k 0.77, 80% CI=0.63 - 0.96
&2k 0.87, 80% CI=0.70 - 1.07

k2
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=

H
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oloz
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[ I D D D D D D D D B
30 60 90 120 150 180 210 240 270 300 330 360 390

AZH(24)

MDS-UPDRS Part lll — A{ &

]
k1 > gn—o
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tlol~et2l disl 2 & "o Yist

wiol22k2l thiyl 2 & Byt o] Yigt

i

MDS-UPDRS Part Il

i Il 1 Il 1 i 1

13'[t$|'1f 1

A HE - #2f (h=105)

tiol-~et2l divl 23 B o s

52 Hsl =557 H (RI2)

Hlol=2tel 8 165 24F 32 40F  48F B2F

L

i i i i i i i

13 4
124
114

pr———T[]

= |

MAO-B HEHH &2 - Yo (n=38)

527% 3l = 6,824 (%12

8= 6= 2= EEF 40F 48T EEE

1 1 1 1 1 1

94
8-
74
6
5~
e
3+
24
14
[

52% Bt = 12,293 (F12h)

W0l 221!

247 52E 40 ABT SRE

S 163
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E%]]1a
MDS-UPDRS Part lll — & B}
M & EH (n=316)
| 1 1 1 1 1 1 1
13 4
12 o [~ 2f
J{|=——= AT/
E " ZEpA U =8 1500 myg
i 09|, aw =« T UIZE 4500 Mg
rE
0
%0
H
T
e
)
ny
sl
=]
=)
] 1] | I 1 | T |
Hlol~2rel 85 165 245 3 405 483F 523
E%h ~1.44, 80% Cl=(-2.83, -0.06); -25.0%
ZEPA|HZ=8E 1500 mg: —1.88, 80% Cl=(-3.49, -0.27); —33.8%
ZEFAHZ=8EA500 mg: —1.02, 80% Cl=(-2.64, 0.61); —18.2%
EH]1Ib

MDS-UPDRS Part il — 31& Z 7}
MAO-B X ol X = (n=115)

| 1 1 1 L 1 1 1

12 - | | 0

B 114 —— = 5 T ELA| 20

T ce EEFAUIZFERF 1500 mg
10|, oy = ZEAILIFERF 4500 Mg

LSt

0122421 CHY|

awLﬂMf 500 ma: —4.65, 80% Cl=(-7.33, —2.37); -71.1%
SLAIUIZ=EH 4500 ma: 0,28, 80% Cl=(-2.82. 2.95): —4.0%

_36_

ZIHSdl 10-2023-0086674



E%]Ic
MDS-UPDRS Part Ill — S1& B}
AL OFA (n=59)
1 1 1 1 1 1 1 1
134
12 o |~}
| | =5 mEbA| 4| ZER
H |- . - ZEAUZE 1500 mg _ il
EJ 10 - - —El'/l\ll—'”xl:‘t:ll—‘Q-BOO md
ol
)]
o
]
iy
=
=
3.
o
M
=
E=]
] ] 1 1 1 ] 1
wol-~2rel 835 165 245 3 405 485 5o
E5k —7.66, 80% Cl=(~12.9, -2.82); —63.9%,
TEhA| 41228 1500 mg: -8.4, 80% Cl=(-14.2, —2.53); —68.3%
TR 128 4500 mg: —7.77, 80% Cl=(—13.4, =2.14); -63.2%
EH]123
MDS-UPDRS Part Ill — &t B}
E{ /fﬂ IH:} m_ 316)
L L 1 L 1 1 L i
13 4
12 o | ——]2F
B 4 - —o—%ErEEH\IHI"“*
Tl CEERAWZEE 1500 ma
37 197|a awe « Z2HAHIFES 4500 mg
B
| A

L)
wol2a2rel 8%

el —1.88, 80% Cl= (-3:31, -0.45); —-35.0%
LLE,HKIHIJ“E'* 500 mg: -2, 44 80% Cl=(-4.09, -0.78); -45.4%
ZEbAU RN 4500 mg ¢ -1.33, 80% Cl=(-2,99, 0,34)); -24.7%
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=912
MDS-UPDRS Part Il — 58 Z7f
MAO-B XA X2 (n=115)
[} 1 1 1 1 1 1 1

134

12 - —o—%l%

11 —— =T LA | 222

; TebAHIEEE 1500 mg
B 191|e aw « ZERAIUIFE 4500 mg
Il g4 -
T g .
1
g 7
R0 6+
H ..
5 4-
il
=
=) 0 -
ol A2l 8% 165 245 325 405 4835 52

=28-3.16, 80% CI=(-5.50, -0.82); -52.1%
ZebAlU=EF 1500 ma: -4.49, 80% Cl=(-7.08, -1.90); -74.1%
ZapAlU=E 4500 mg ¢ 1,05, 80% CI=(-3.97, 1.87): -17.3%

EH]12c

MDS-UPDRS Part lll — 5 & Z7f
G4 S (n=59)

1 1 L 1 L 1 1 1

| | e 2| 2F
*EDFEE'I'AlL-HEF_Dl:IF

= ZERA|HZE 1500 My
10|, oy = ZEFAILIZERE 4500 mg

-t
Lt

I

HIO|2~2H2! CHE| 273 EFe| Hig}
(-]
1

Hiol~2t2l 8% 165 24 32= 405 485 B2=%

=8 -9.24, 80% CI=(-15.4, -3.07) -76.1%
Tt UFRN 1500 mg: —153.2, 80% Cl=(-21.2, -5.17); —108.7%
ZabA| U|ZFERF 4500 mg  —-8.56, 80% Cl=(-16.0, -1.10) -70.5%
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EH133

PASADENA CIX 8 2&5 B+
KA & EF (n=316)

Ls-J

-
- >
A
-

o
s

2

N R iy T
|H|—7F‘—‘F=.F 1500 mg
AlHZEEF 4500 mg

L=
=
E
=

EEWJ

[F |H UH"

248 1012141618 20 22 24 26 28 30 32 34 36 36 40 42 44 46 68 50 52

= (week)

-0.030, 80% CI=(=0.050, -0.010) 25.0%

EH«IHI’“DF 1500 mg: —0,040, 80% Cl=(-0,063, —0.017) —30.3%
2t

AUIZ=EF 4500 mg: —0.029, 80% Cl= (-0.052, -0.006); —21.5%
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EHI3b

HIOIAet2! CHY| &2

-

o

PASADENA CIX/E 25 H+
MAO-8 X ol A& (n=115)

- Pof

@ S5 TebA|dEF=E
ZERAWZE 1500 my

. TERA| UIFBE 4500 mg

2 4 8 1012141616 20 22 24 26 28 30 32 34 36 36 40 42 44 46 63 50 52
ZF (week)

=£§&h 0,032, 80% C|=(-0.062, -0,003) —26.0%
ZEFA| IR 1E00 mg: —0.039, 80% Cl=(-0.072, —0.049); —31.0%
ZELA UIZER 4500 mg: -0.026, 80% Cl= (-0.060, 0.008); —20.9%
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EH13c

PASADENA LIAE 2& &+

S %Y (n=59)

o

- ?of

&l o SF mEbAHFE
o TERAHIZEE 1500 mg T
. TEEA|UF B 4500 mg

o
"

#0221 Chu|

2 48 101214 1618 20 22 24 26 28 30 32 34 36 38 40 42 44 46 63 50 52
=+ (week)

=z -0.085, 80% Cl=(-0.105, -0.005): -35.7%

ZEPAIL =R 1500 mg: 0,039, 80% Cl=(-0.094, 0.017); -25.2%
ZpAlH =R 4500 mg: 0,071, 80% Cl= {0,126, -0.017); -46.2%

g g
SEQUENCE LISTING
<110> PROTHENA BIOSCIENCES LIMITED

F. HOFFMANN-LA ROCHE AG

<120> TREATMENT OF PARKINSON'S DISEASE
<130> 20-1293-WO
<150> US 63/076,913
<151> 2020-09-10
<150> US 63/076,915
<151> 2020-09-10
<150> US 63/076,916
<151> 2020-09-10
<150> US 63/158,191
<151> 2021-03-08
<160> 10

<170> PatentIn version 3.5
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<210> 1

<211> 113

<212> PRT

<213> Artificial Sequence
<220><223> Hu9E4VLv3 variable region
<400> 1

Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly

1 5 10 15
Asp Arg Val Thr Ile Thr Cys Lys Ser Ile Gln Thr Leu Leu Tyr Ser
20 25 30
Ser Asn Gln Lys Asn Tyr Leu Ala Trp Phe Gln Gln Lys Pro Gly Lys
35 40 45
Ala Pro Lys Leu Leu Ile Tyr Trp Ala Ser Ile Arg Lys Ser Gly Val
50 55 60

Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr

65 70 75 80
Ile Ser Ser Leu Gln Pro Glu Asp Leu Ala Thr Tyr Tyr Cys Gln Gln
85 90 95
Tyr Tyr Ser Tyr Pro Leu Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile
100 105 110

Lys

<210> 2

<211> 113

<212> PRT

<213> Artificial Sequence

<220><223> Hu9E4VLv1 variable region
<400> 2

Asp Ile GIn Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly

1 5 10 15
Asp Arg Val Thr Ile Thr Cys Lys Ser Ile Gln Thr Leu Leu Tyr Ser

20 25 30

_42_
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Ser Asn Gln Lys
35
Ala Pro Lys Leu
50

Pro Ser Arg Phe

65

Ile Ser Ser Leu

Tyr Tyr Ser Tyr
100

Lys

<210> 3

<211> 113

<212> PRT

<213>

Asn

Leu

Ser

85

Pro

Tyr Leu Ala Trp Phe
40
[le Tyr Trp Ala Ser
55

Gly Ser Gly Ser Gly

70

Pro Glu Asp Phe Ala
90

Leu Thr Phe Gly Gly

105

Artificial Sequence

<220><223> Hu9E4VLv2 (No backmutation)

<400> 3

Asp Ile Gln Met Thr Gln Ser Pro Ser Ser

1

5

10

Asp Arg Val Thr Ile Thr Cys Lys Ser Ile

20

25

Ser Asn Gln Lys Asn Tyr Leu Ala Trp Tyr

35

40

Ala Pro Lys Leu Leu Ile Tyr Trp Ala Ser

50

55

Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly

65

70

Ile Ser Ser Leu Gln Pro Glu Asp Phe Ala

85

90

Tyr Tyr Ser Tyr Pro Leu Thr Phe Gly Gly

100

105

Gln Gln Lys Pro
45
Ile Arg Lys Ser
60

Thr Asp Phe Thr

75

Thr Tyr Tyr Cys

Gly Thr Lys Leu

110

variable region

Leu Ser Ala Ser

GIn Thr Leu Leu
30
GIn Gln Lys Pro
45
Ile Arg Lys Ser
60

Thr Asp Phe Thr

75

Thr Tyr Tyr Cys

Gly Thr Lys Leu

110

_43_

Gly Lys

Gly Val

Leu Thr

80
Gln Gln
95

Glu Ile

Val Gly

15

Tyr Ser

Gly Lys

Gly Val

Leu Thr

30
Gln Gln
95

Glu Ile
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Lys

<210> 4

<211> 116

<212> PRT

<213> Artificial Sequence
<220><223> Hu9E4VHv3 variable region
<400> 4

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro

1 5 10
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser
20 25 30
Gly Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu
35 40 45
Ala Ser Ile Ser Ser Gly Gly Gly Ser Thr Tyr Tyr Pro Asp
50 95 60

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asp Ala Lys Asn Ser

65 70 75
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr
85 90
Ala Arg Gly Gly Ala Gly Ile Asp Tyr Trp Gly Gln Gly Thr
100 105 110
Thr Val Ser Ser
115
<210> 5
<211> 116
<212> PRT
<213> Artificial Sequence
<220><223> Hu9E4VHv1 variable region
<400> 5

Glu Val GIn Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro

_44_

Gly Gly

15

Asn Tyr

Trp Val

Asn Val

Leu Tyr

80
Tyr Cys
95

Leu Val

Gly Gly

15
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Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe
20 25
Gly Met Ser Trp Val Arg Gln Ala Pro Gly Lys
35 40
Ala Ser Ile Ser Ser Gly Gly Gly Ser Thr Tyr
50 55

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asp Ala

65 70 75
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr
85 90
Ser Arg Gly Gly Ala Gly Ile Asp Tyr Trp Gly
100 105
Thr Val Ser Ser
115
<210> 6
<211> 116
<212> PRT
<213> Artificial Sequence
<220><223> Hu9E4VHv2 variable region
<400> 6

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu

1 5 10
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe
20 25
Gly Met Ser Trp Val Arg Gln Ala Pro Gly Lys
35 40
Ala Ser Ile Ser Ser Gly Gly Gly Ser Thr Tyr
50 95

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala

65 70 75
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr

85 90

Thr Phe Ser
30
Gly Leu Glu
45
Tyr Pro Asp
60

Lys Asn Ser

Ala Val Tyr

Gln Gly Thr

110

Val Gln Pro

Thr Phe Ser
30
Gly Leu Glu
45
Tyr Pro Asp
60

Lys Asn Ser

Ala Val Tyr

_45_
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Asn Tyr

Trp Val

Asn Val

Leu Tyr

80
Tyr Cys
95

Leu Val

15

Asn Tyr

Trp Val

Asn Val

Leu Tyr

30
Tyr Cys

95
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Ser Arg Gly Gly Ala Gly Ile Asp Tyr Trp Gly Gln Gly Thr Leu Val
100 105 110
Thr Val Ser Ser
115
<210> 7
<211> 116
<212> PRT
<213> Artificial Sequence
<220><223> Hu9E4VHv4 (no backmutation) variable region
<400> 7

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Asn Tyr
20 25 30
Gly Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ala Ser Ile Ser Ser Gly Gly Gly Ser Thr Tyr Tyr Pro Asp Asn Val
50 95 60

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr

65 70 75 80
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Gly Gly Ala Gly Ile Asp Tyr Trp Gly Gln Gly Thr Leu Val
100 105 110
Thr Val Ser Ser
115
<210> 8
<211> 140
<212> PRT
<213> Homo sapiens
<400> 8

Met Asp Val Phe Met Lys Gly Leu Ser Lys Ala Lys Glu Gly Val Val
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Ala Ala Ala Glu Lys Thr Lys Gln Gly Val Ala Glu Ala Ala Gly Lys
20 25 30
Thr Lys Glu Gly Val Leu Tyr Val Gly Ser Lys Thr Lys Glu Gly Val
35 40 45
Val His Gly Val Ala Thr Val Ala Glu Lys Thr Lys Glu Gln Val Thr
50 55 60
Asn Val Gly Gly Ala Val Val Thr Gly Val Thr Ala Val Ala Gln Lys

65 70 75 80

Thr Val Glu Gly Ala Gly Ser Ile Ala Ala Ala Thr Gly Phe Val Lys
85 90 95
Lys Asp Gln Leu Gly Lys Asn Glu Glu Gly Ala Pro Gln Glu Gly Ile
100 105 110
Leu Glu Asp Met Pro Val Asp Pro Asp Asn Glu Ala Tyr Glu Met Pro
115 120 125
Ser Glu Glu Gly Tyr Gln Asp Tyr Glu Pro Glu Ala
130 135 140

<210> 9
<211

> 220

<212> PRT

<213> Artificial Sequence

<220><223> Prasinezumab light chain

<400> 9

Asp Ile GIn Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly

1 5 10 15

Asp Arg Val Thr Ile Thr Cys Lys Ser Ile Gln Thr Leu Leu Tyr Ser

20 25 30

Ser Asn GIn Lys Asn Tyr Leu Ala Trp Phe Gln GIln Lys Pro Gly Lys

35 40 45

Ala Pro Lys Leu Leu Ile Tyr Trp Ala Ser Ile Arg Lys Ser Gly Val

50 55 60
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Pro Ser Arg Phe Ser Gly Ser
65 70

Ile Ser Ser Leu Gln Pro Glu

Tyr Tyr Ser Tyr Pro Leu Thr
100

Lys Arg Thr Val Ala Ala Pro

115
Glu Gln Leu Lys Ser Gly Thr
130 135
Phe Tyr Pro Arg Glu Ala Lys
145 150
Gln Ser Gly Asn Ser Gln Glu
165

Ser Thr Tyr Ser Leu Ser Ser

180
Glu Lys His Lys Val Tyr Ala
195
Ser Pro Val Thr Lys Ser Phe
210 215
<210> 10
<211> 446
<212> PRT

<213> Artificial Sequence

Gly Ser Gly Thr Asp
75
Asp Leu Ala Thr Tyr
90
Phe Gly Gly Gly Thr
105

Ser Val Phe Ile Phe

120
Ala Ser Val Val Cys
140
Val Gln Trp Lys Val
155
Ser Val Thr Glu GIn
170

Thr Leu Thr Leu Ser

185
Cys Glu Val Thr His
200
Asn Arg Gly Glu Cys
220

<220><223> Prasinezumab heavy chain

<400> 10
Glu Val Gln Leu Val Glu Ser

1 5

Ser Leu Arg Leu Ser Cys Ala
20
Gly Met Ser Trp Val Arg Gln

35

Gly Gly Gly Leu Val

10

Ala Ser Gly Phe Thr
25
Ala Pro Gly Lys Gly

40

Phe Thr Leu

Tyr Cys Gln

95

Lys Leu Glu
110

Pro Pro Ser

125

Leu Leu Asn

Asp Asn Ala

Asp Ser Lys
175

Lys Ala Asp

190
Gln Gly Leu

205

Gln Pro Gly

15

Phe Ser Asn
30
Leu Glu Trp

45
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Thr

80

Asp

Asn

Leu

160

Asp

Tyr

Ser

Gly

Tyr

Val
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Lys

65

Leu

Thr

Pro

Val

145

Lys

Cys

225

Leu

Glu

Lys

Lys

Ser
50

Gly

Arg

Val

Ser

130

Lys

Leu

Leu

Thr

Val

210

Pro

Phe

Val

Phe

Pro

Ile Ser

Arg Phe

Met Asn

Gly Gly

100
Ser Ser
115

Ser Lys

Asp Tyr

Thr Ser

Tyr Ser

180

Gln Thr

195

Asp Lys

Pro Cys

Pro Pro

Thr Cys
260

Asn Trp

275

Ser

Thr

Ser

85

Ser

Phe

165

Leu

Tyr

Arg

Pro

Lys

245

Val

Tyr

Gly Gly Gly Ser

55

[le Ser Arg Asp

70

Leu Arg Ala Glu

Ser

Thr

Pro
150

Val

Ser

Val

230

Pro

Val

Val

Ile

Thr

Ser

135

His

Ser

Cys

215

Pro

Lys

Val

Asp

Arg Glu Glu GIn Tyr

Asp Tyr
105
Lys Gly

120

Pro Val

Thr Phe

Val Val

185

Asn Val
200

Pro Lys

Glu Leu

Asp Thr

Asp Val

265

Gly Val
280

Asn Ser

Thr

Asp

Asp

90

Trp

Pro

Thr

Thr

Pro

170

Thr

Asn

Ser

Leu

Leu

250

Ser

Glu

Thr

Tyr

75

Thr

Ser

Val

155

Val

His

Cys

235

Met

His

Val

Tyr

Tyr
60

Lys

Val

140

Ser

Val

Pro

Lys

Asp

220

His

Arg

Pro Asp Asn Val

Asn

Val

Phe
125

Leu

Trp

Leu

Ser

Pro

205

Lys

Pro

Ser

Asp

Asn
285

Val

Ser

Tyr

Thr

110

Pro

Asn

Ser
190

Ser

Thr

Ser

Arg

Pro

270

Ala

Val
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Leu

Tyr

95

Leu

Leu

Cys

Ser

Ser

175

Ser

Asn

His

Val

Thr

255

Lys

Ser

Tyr

80

Cys

Val

Leu

160

Ser

Leu

Thr

Thr

Phe

240

Pro

Val

Thr

Val
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290
Leu Thr Val Leu
305

Lys Val Ser Asn

Lys Ala Lys Gly
340
Ser Arg Glu Glu
355
Lys Gly Phe Tyr
370
GIn Pro Glu Asn

385

Gly Ser Phe Phe

GIn Gln Gly Asn
420
Asn His Tyr Thr

435

295

300

His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys

310

315

320

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser

325

330

Gln Pro Arg Glu Pro Gln Val

Met Thr

Pro Ser

Asn Tyr

390

Leu Tyr
405

Val Phe

Gln Lys

Lys

Asp

375

Lys

Ser

Ser

Ser

345

Asn Gln Val Ser

360

Ile

Thr

Lys

Cys

Leu

440

335

Tyr Thr Leu Pro Pro
350
Leu Thr Cys Leu Val

365

Ala Val Glu Trp Glu Ser Asn Gly

Thr

Leu

Ser
425

Ser

Pro Pro

395

Thr Val
410

Val Met

Leu Ser

380
Val Leu Asp Ser Asp

400

Asp Lys Ser Arg Trp
415
His Glu Ala Leu His
430
Pro Gly Lys

445
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