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Document History Q

Document Date Type of amendment (b’go

Amendment 6 21 Mar 2024 Nonsubstantial \\0

Amendment 5 30 Jun 2023 Substantial Q$2Q

Amendment 4 24 Feb 2022 Substantial O

Amendment 3 04 Oct 2021 Substantial Afé\'\

Amendment 2.2 UK 04 Jun 2021 Nonsubstantlaloﬁ

Amendment 2.1 France 04 Jun 2021 Nonsubs‘&a@a\

Amendment 2 21 May 2021 Nons@t%tial

N

Amendment 1.7 Germany | 10 Aug 2021 Suestantial®

Amendment 1.6 Germany | 17 May 2021 4\h'0nsubstant1al

Amendment 1.5 Germany | 01 Apr 2021 . @ Nonsubstantial

Amendment 1.4 UK 25 Feb 2021 m(\\\ Not applicable

Amendment 1.3 Germany | 22 Feb 29ﬁ\-V Not applicable

Amendment 1.2 France 17 Fg@?l}\\ Not applicable

Amendment 1.1 Canada ’1‘5%\6%\%@@\} Not applicable

Amendment 1 129 0@5620 Not applicable

Original Protocol \@Qv ]Q\%ct 2020 Not applicable

? Amendment 1.7 Ge@any W,

‘O

@@Wagzom

Ameriment 6

gof

S w@: plemented:

itially submitted as a nonsubstantial amendment.

\
o

ndment 6 was completed to provide clarification around blinding, the
2 data analysis, and to remove analyses that are no longer needed. In
f secondary and exploratory efficacy endpoints was updated. The following

Qect\o@;nd Name

Description of Change

Brief Rationale

%&a‘él

>

Throughout the protocol, references to
PDO0055 were updated to clarify that

this is a dose-blinded (not an
open-label) extension study.

Correction.
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Section # and Name

Description of Change

Brief Rationale

Section 1.1 Synopsis
Objectives and Endpoints
and

Section 3 OBJECTIVES AND
ENDPOINTS

A new Secondary Efficacy Endpoint
for the primary efficacy objective was
added and replaces the former
exploratory endpoint ‘MDS-UPDRS
selected items’ (as described below):

MDS-UPDRS Part III ePD
subscore on selected items
(timeframe: Baseline to 18
months)

To add a new secondary
efficacy endpoint based on
the MDS-UPDRS Part III
subscale.

\ \OQ

A new Secondary Efficacy Endpoint
was added for the primary efficacy

objective:
e Emerging symptoms as measured
by MDS-UPDRS Part 11

(timeframe: Baseline to

), already collected in the

X N
Toadd a ad@éecondary

efficacy eridpoint
co g of an additional
a is of the

S-UPDRS Part II data

N
@ |

N\ T study.

18 months) 6\\(\ y
The following Secondary Efti&'cy To further specify the
Endpoint for the primary acy endpoint.
objective was revised ( d text
added): (\&
e Time to Worﬁlﬁg of the disease

as measu y MDS-UPDRS

Part I1 e(r\ame: Baseline to

18 mefih)_ O
The mwi xploratory Efficacy To further specify the

ﬂ@)i the primary efficacy endpoint (Part II subscale is

'ect@ as revised (see
strikéfhfough text):
ime to worsening in MDS-
UPDRS Part I and-PartH
subscales

removed as it is now part of
new secondary emerging
symptoms endpoint).

The following Exploratory Efficacy
Endpoint for the primary efficacy
objective was removed and is now
covered by the new secondary
endpoint ‘MDS-UPDRS Part III ePD
subscore (selection of items)’:

o MDS UPDRS selected-items

To modify an exploratory
efficacy endpoint: this
endpoint is now part of the
secondary endpoints.

A new Exploratory Efficacy
Endpoint was added for the primary
efficacy objective:

e Composite endpoint (based on

MDS-UPDRS and/or Early PD

PROs)

To add an exploratory
efficacy endpoint
composed of endpoints
already included in the
study.
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Section # and Name

Description of Change

Brief Rationale

Section 1.1 Synopsis
Objectives and Endpoints

The Exploratory Efficacy Endpoint
‘CSF ASYN oligomers/seeding
capacity’ was added for the secondary
efficacy objective.

To align with Section 3
(implementing a change
from Amendment 4 that
was missed in
Amendment 5).

(4
)

Section 1.3 Schedule of

Footnote ‘b’ was removed from V9.

Correction. To align w@

Activities Footnote ‘b’ was added to V16. the visits that can b
from the particip,
home. X\O
Section 5.2 Exclusion criteria | In exclusion criterion #31b (1) Correctio, (étlproplon had
(previously #31a [1]), bupropion was 1nadver¢€1)1’fy been removed
added back. my dment 4.

Section 6.3 Measures to
minimize bias: randomization
and blinding

In the fifth paragraph, the following

bullet was added to further clarify Wh(b

may have access to the randornlza‘u
code:

Unblinded pharmacome &\bstaff
and statistical progra S,

independent from the'study team,
who have acces e 12-month

data for the ‘E]re%{r‘;tion of the

exposure- nse analysis

\‘
@Qadd access to the
ndomization code to

>mdependent experts for

exposure-response model
development, which has no
impact on the ongoing
study monitoring and
conduct.

Section 6.5.2 Prohibited
concomitant treatments
(medications and therapies)

ad! ed to the list of

Buproplot@

medic that @re not allowed

duri &ﬂ s before DaT-SPECT
@*g;'i‘gx‘(\

To complete the list of
drugs that may affect the
DaT-SPECT scan.

\}%
@ q

Section 8.1.1.1 MDS-UPDRS (j‘ﬁe 1 nguctory sentence for the

M PDRS was revised to clarify

the 4 parts are referred to as
ubscales.”

To clarify terminology.

O
Section 9.3 Plann%o 40

effica /outcopses aly
@)

Table 9-1 was updated to reflect the
updates to secondary and exploratory
efficacy endpoints.

To align with updates to the
list of exploratory efficacy
endpoints in objectives and
endpoints table.

Text below Table 9-1 was updated to
clarify that the efficacy data analysis
will take place once all participants

have completed their 18-month Visit.

To clarify the timepoint of
the efficacy analysis.
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Section # and Name

Description of Change

Brief Rationale

Section 9.3 Planned
efficacy/outcome analyses

Text around sensitivity analyses was
removed at the end of the section.

To remove sensitivity
analyses that are no longer
relevant due to the large
proportion of participants
having initiated ST durmg
the study, and/or due to ‘Q
data being unblinded &
of study only and n@a

Month 12. {.\{\

N
>

Section 9.3.1.1.1 Primary
Efficacy Estimand: MDS-
UPDRS Parts I-I1I sum score
at 12 months (“De Jure”
Estimand)

and

Section 9.3.1.2.3 Secondary
Efficacy Estimand: MDS-
UPDRS Part I/Part I1/Part III
subscales at 18 months (“De
Jure” Estimand)

Under ICEs and handling strategies,
‘while-on-treatment’ was updated to
‘hypothetical’.

D set to missing).

Updated to,«&s
‘hypoth in place of

Wh11 -treatment’
out (no change to
kﬁlal handling of data,
%st-ICE data will still be

Section 9.3.1.1.1.1
Supplementary Efficacy
Estimand to MDS-UPDRS
Parts I-III sum score at 12
months (“De Facto” Estimand)

Under Estimator, teﬁvas updated to
refer to Section 2.1.1 (LMEM
estimator ba @oﬂ Baseline to Month

18 data). Q

.0)

Separate 12-month analyses
will not be performed.
Estimates at Month 12 will
be generated from the

analyses over 18 months.

>
R O P
OQQ\ é\O
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Section # and Name

Description of Change

Brief Rationale

Section 9.3.1.1.1 Primary
Efficacy Estimand: MDS-
UPDRS Parts I-I1I sum score
at 12 months (“De Jure”
Estimand)

and

Section 9.3.1.1.2 Key
Secondary Efficacy Estimand:
MDS-UPDRS Part III subscale
at 12 months (“De Jure”
Estimand)

and

Section 9.3.1.1.4 Secondary
Efficacy Estimands: MDS-
UPDRS Part I/II subscales at
12 months (“De Jure”
Estimands)

and

Section 9.3.1.2.1 Key
Secondary Efficacy Estimand:
MDS-UPDRS Parts I-I1I sum
score at 18 months (“De Jure”
Estimand)

and

Section 9.3.1.2.5 (previously
9.3.1.2.4) Secondary Efficacy
Estimand: MoCA over 18
months (

Subheading and text for Sensitivity

analyses was removed.

Sensitivity analyses for
these estimands are no
longer relevant.

N}
Secondary Efficacy Esﬁﬂd:
Worsening on MDS-EPDRS
Part I1I subscale a mo&ﬁi\
(“De Jure” Estindasid) @)

-
Section 9.3.1.1.3 Key

SN

To remove a time-to-event
analysis which has become
redundant as unblinding
will only occur at end of
study.

ﬂﬁon\ 9, .@%KQE@
nda ffw{ stimand:

"VIDSAYPDRS Bart 111 subscale
a rt ly-stage PD
score 12 months

New section was added.

To align with updates to the
list of exploratory efficacy
endpoints in objectives and
endpoints table.

©
’Sec&y§n 9.3.1.1.4 Secondary
cy Estimands: MDS-
> DRS Part I/I1 subscales at
12 months (“De Jure”

Text under ICEs and handling
strategies and Population-level
summary was updated.

Correction to handle
MDS-UPDRS Part I and
Part II in the same way for
the secondary estimand,

Estimands) and handle both regardless
of ST in the supplementary
estimand.
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Section # and Name

Description of Change

Brief Rationale

Section 9.3.1.1.4 Secondary
Efficacy Estimands: MDS-
UPDRS Part I/II subscales at
12 months (“De Jure”

Under Estimator, text was replaced to
be a reference to Section 9.3.1.2.3
(LMEM estimator based on Baseline
to Month 18 data).

Separate 12-month analyses
will not be performed.
Estimates at Month 12 will
be generated from the

N
3>

Estimand to MDS-UPDRS
Part I/II subscales at 12
months (“De Facto” Estimand)

Estimands) analyses over 18 months, (-f
Section 9.3.1.1.4.1 Under Estimator, estimates, and Separate 12-month ana@ S
Supplementary Efficacy sensitivity analyses, text was replaced | will not be perform

to be a reference to Section 9.3.1.2.1.1
(LMEM estimator based on Baseline
to Month 18 data).

Estimates at Mo will
be generated the
analyses OVeH: months.

Section 9.3.1.1.5 Exploratory
Efficacy Endpoints at 12
months

and

Section 9.3.1.2.6 (previously
9.3.1.2.5) Exploratory Efficacy
Endpoints at 18 months

The first Exploratory Efficacy
Endpoint in the list was updated (see
strikethrough text):

e Time to worsening in MDS-

UPDRS Part I andPart 1
subscales

The second Exploratory Effi (ey
Endpoint in the list was r Ved

A new Explorat (Qfﬁcacy Endpoint

was added beloW the Mobility PRO:

e Com enfpeint (based on
MDS: nd/or Early PD
PROGs) n&

To ali &\l{h updates in
oﬁes and endpoints
t .

o

~F

Section 9.3.1.2.3 Secondary
Efficacy Estimand: MDS-
UPDRS Part I/Part [1/Part I \}%
subscales at 18 months (“

Jure” Estimand)

5&% Se@%iw analyses, text was
datedg

* 0Q
X
S0

To remove sensitivity
analyses that are no longer
relevant.

Section 9.3.1.2.3. \ 4‘0'

Secondary Efﬁc§§y §qnd:
rt | cale
ore at 18

New section was added.

To align with updates to the
list of exploratory efficacy
endpoints in objectives and
endpoints table.

cales at 18 months (“De
Facto” Estimand)

[o2)
Q3 2 (previously | Under Estimator, estimates, and To remove sensitivity
upplementary sensitivity analyses, a reference to the | analyses that are no longer
fﬁca@ stimand: MDS- SAP for further exploratory analyses relevant.
U S Part II/Part III was removed.
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Section # and Name

Description of Change

Brief Rationale

Section 9.3.1.2.4 Secondary
Efficacy Estimand: MDS-
UPDRS Part II emerging
symptoms over 18 months

New section was added.

To align with updates to the
list of exploratory efficacy
endpoints in objectives and
endpoints table.

Section 9.3.2.1 Secondary
Efficacy Estimand: DaT-
SPECT mean Striatum SBR at
Month 12 and Month 18

Throughout, references to “18 months”

have been replaced by “Month 12 and
Month 18 for clarity.

The text under Sensitivity analyses
was updated.

To clarify that separate ‘\O
12-month analyses wih@t

be performed. Esti % t
Month 12 will b rZl&trated

,lag over

A0

from the an
18 months.

Section 9.3.2.1.1
Supplementary Efficacy
Estimand: DaT-SPECT mean
Striatum SBR at 18 months

Section was removed.

To re@\/e a supplementary
an s that is no longer

(b@vant.

P

Section 9.3.2.2 Other
Secondary Efficacy Estimand:
DaT-SPECT mean Striatum
SBR at 12 months

Section was removed.

A
&

Q

Vo \

ST

Section no longer applies as
no separate 12-month
analyses will be done.
Estimates at Month 12 will
be generated from the main
analyses over 18 months.

Section 9.3.2.2 (previously
9.3.2.3) Exploratory Efficacy
Endpoints at Month 12 and
Month 18

‘%t 12 and 18
nged to “Month 12

S

.0)

In the section t1
months” wa
and Mont

Minor editorial change.

Section 9.3.3.1 Secondary
Efficacy Estimand: Time to ST
initiation over 18 months

@

({m

9/.,

14

adlng was corrected:

§1me tc?% ntakeatinitiation over

'%El)ubheadmg Supplementary
ses and reference to the SAP was

emoved

To remove supplementary
analyses that are no longer
relevant.

q

Section 9.3.3.2 S \\
Efﬁ Esti Inta@ of
e

ther

3g‘cacy Estimand:
akeé;r@'r at 12 months

The following sentence was removed
under Sensitivity analyses:

| . toLveill be-adiustod £

Basel; i c carlvinitiati
ot ST

To remove sensitivity
analyses that are no longer
relevant.

Seettan 9.3.4 Subgroup
lyses

>

Text was updated to clarify that
analyses by subgroup will be
performed as part of exploratory
analyses.

To remove analyses that are
no longer planned as part of
the main analysis.
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Section # and Name

Description of Change

Brief Rationale

Section 9.5 Handling of ICEs,
protocol deviations, and
resulting missing data

The second bullet for the ‘while-on-
treatment’ strategy was removed.
The third bullet for the ‘hypothetical’
strategy was revised.

The overview of handling strategies
for MDS-UPDRS ICEs and study
termination was updated (Table 9-2
and associated text).

To remove the ‘while-on-
treatment’ strategy and
align with updates to
efficacy endpoints
throughout the protocol.

©
@QQ

Section 9.5.1 ICEs potentially
affecting the interpretation of
measurements

Under MDS-UPDRS, the description
of how the post-ICE data will be
censored was updated.

Under DaT-SPECT, the description of
the supplementary analysis was
removed.

Under Treatment . Q
discontinuation/nonadherence, ‘wAne-
on-treatment’ strategy was re

with ‘hypothetical’ strateg)k(b.

@%ughou‘[ the protocol, eg,

O

To remove t]@aT SPECT

supplem @y analysis

which \Kéﬂﬁo longer

rel and to align with
changes made

to reflect change in
wording of handling
strategy from ‘while on
treatment’ to ‘hypothetical’.

Section 9.5.3 Other protocol
deviations

In the fourth paragraph &}ule on-
treatment’ strategy w@placed with
‘hypothetical’ s

The eighth pa
treatment’

aph on the ‘while-on-
egx\w‘as removed.

To replace the ‘while-on-
treatment’ strategy with
‘hypothetical’ strategy
throughout and align with
other changes made
throughout the protocol.

Section 9.6 Planned analysis at
12 months and data monitoring

o

O
The r@par ‘gph was revised to
| t analyses of Month 12

a w% carried out at study end.

raph was added to describe that
ited team of independent
armacometricians and statistical
programmers with access to the 12-
month data will be unblinded to
prepare for the exposure-response
analysis.

To clarify that no primary
analysis at Month 12 will
be done, and to describe the
unblinding of an
independent expert group to
develop the exposure-
response model which has
no impact on the study
monitoring or conduct.

le 6:
ggested

t10

1V&§$& et

SS]@ S

Q R,
/&\(\\
(bg\

Q\\

In Table 10-1 (Phase 2 Liver
Chemistry Stopping Criteria and
Follow-up Assessments), GGT was
added as an optional follow-up
assessment.

To better characterize the
important potential
UCBO0599 risk of
transaminases elevation in
case of potential
drug-induced liver injury.

57
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Section # and Name

Description of Change

Brief Rationale

Section 11 REFERENCES

Tosin et al, 2022.

The following reference was added:

To add a new reference and
to remove references that

The following references were are no longer cited. . O(\
removed: Mehrotra et al, 2017; (\}
Parashos et al, 2009; Simuni et al, . OD'
2016. Q&
Throughout Minor editorial and document Minor, therefore ha@gc}
formatting revisions. been summariz’e':\Q
N
2
Q
O
)
,b\‘r
O
I\
N2
>
N\
D
\"b
N
O
QQ 1
060 Q}Q’O
&%
Q" &
.o
>
‘QQ) X
X, \
O °
o & \O(\
O” @ &
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SERIOUS ADVERSE EVENT REPORTING

Serious adverse event reporting (24h)

Fax Europe and Rest of the World: +32 2 386 24 21 \}O(\
US and Canada: +1 800 880 6949 or +1 866 890 3175 XS
N
Email Global: DS _ICT@ucb.com (for interventional clinical studies) QS?Q
N\
\\O
* $®
Q
O
)
O
o
* QQ
AN
<
NS
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1 PROTOCOL SUMMARY
1.1 Synopsis

Protocol title:

A double-blind, placebo-controlled, randomized, 18-month Phase 2a study to evaluate the
efficacy, safety, tolerability, and pharmacokinetics of oral UCB0599 in study participants Wi{\(')(b
early Parkinson’s disease

Q
Short Title: (O'Q

A double-blind, placebo-controlled, randomized, Phase 2a study with oral UCBOS{@?Study
participants with early Parkinson’s disease /\/fb»
Rationale: O\\

UCBO0599 is an orally available inhibitor of alpha-synuclein (ASYN) I%i%\ding and
downstream aggregation. Aggregated forms of ASYN are the hallmarig¥ibrillar protein deposits
in Parkinson’s disease (PD) and other synucleinopathies, and evi suggests that it is the
misfolded forms of ASYN that propagate through the central nét¥ous system (CNS) during
disease progression. These accumulations of ASYN-containy euronal inclusions form Lewy
bodies and Lewy neurites. Qo)

Nonclinical and in vivo pharmacology studies have %ﬁed scientific evidence suggesting that
UCBO0599 may slow disease progression in PD, w emains the main unmet medical need in
this condition. A first-in-human (FIH) study us;j CB0599, UP0030, was conducted in healthy

elderly participants. UP0030 provided the saf€¥y, tolerability, and pharmacokinetic (PK)

information for single dose exposures up Orfrg and multiple dose exposures of 180mg/day
for up to 21 days in healthy elderly pag.’iép n@aeﬁned as >55 to <75 years of age). The first
study in the target population, UP , pr ed safety, tolerability, and PK information for

multiple dose exposures of 180n§ y 60mg/day for 28 days in study participants with PD.
UP0077 also provided info forGhe design of the current proof-of-concept (POC) study in
study participants with earlyystage @3. PD0053 is designed to provide proof of concept for the
efficacy of the synuclein@isfo inhibitor UCB0599 in reducing disease progression in study
participants with earhc ge(gf) and to instruct later stage development.

N

Objectives and oints
A MR

A4

(0‘ 1

E
(0) tl“vei ) (\\@ ndpoints
(I}H{naﬁ,@fﬁcag)bj ective

To n@e the superiority of | Primary Efficacy Endpoint
O%

Q bver placebo with ¢ MDS-UPDRS Parts I-III sum score
ér eggb clinical symptoms of

digpase progression over 12 and
e months in participants

diagnosed with early-stage PD e MDS-UPDRS Part III subscale (timeframe: Baseline
to 18 months)

e MDS-UPDRS Part III ePD subscore on selected items
(timeframe: Baseline to 18 months)

(timeframe: Baseline to 18 months)

Secondary Efficacy Endpoints
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Objectives Endpoints

Exploratory Efficacy Endpoint\,)i'Q

e CGII
N
e CGIS (Q"b
e Fatigue-P
e Early PIyFunction Slowness PRO

@poﬁ{c@ endpoint (based on MDS-UPDRS and/or
rl

MDS-UPDRS Part II subscale (timeframe: Baseline to
18 months)

MDS-UPDRS Part I subscale (timeframe: Baseline to
18 months)

(
Emerging symptoms as measured by MDS-UPDR&‘\O
Part II (timeframe: Baseline to 18 months) Q

5

Time to worsening of the disease as measur
MDS-UPDRS Part III (timeframe: Base]%@
18 months)

>
MoCA (timeframe: Baseline to 18 nghs)

Time to worsening in MD, -&)DRS Part I subscale
Modified Hoehn and ‘Qﬁa} Staging
)

Ear Mobility PRO

PROs)

\Oo(o P@S, overall and fatigue-specific
b o% IC, overall and fatigue-specific
QOJQ" on SE-ADL
@ .Y | e HADS
\\Q (O\\ o MDS-NMS
(\O = e Starkstein Apathy Scale
S o
Q4 Ofb S e EQ-5D-5L
L (s\\' . N e Wearable sensor
@‘ A
& &
O )9
O GF
60 %
S
O
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Objectives Endpoints

Secondary Efficacy Objectives

To demonstrate the superiority of
UCBO0599 over placebo with
regard to neurodegeneration of
dopaminergic neurons over 12
and 18 months in participants
diagnosed with early-stage PD

Secondary Efficacy Endpoints

e Change from Baseline (Screening) in DaT-SPECT /
mean Striatum SBR (timeframe: Screening to Q)
18 months) N

R

Exploratory Efficacy Endpoints >

DaT-SPECT mean SBR in striatal subreg\@
CSF total ASYN fb
e CSF ASYN oligomers/seeding ca@l}y

To assess the effect of UCB0599
vs placebo with regard to intake
of ST over 18 months in
participants diagnosed with
early-stage PD

Secondary Efficacy Endpoints §

e Time to start of ST (timef r@: Baseline to
18 months) Q

e ST intake (t1mefra@asehne to 18 months)

participants diagnosed with

Exploratory Effi Endpomts

e Levodopa sl.k\nulative daily dose
Primary Safety Objective \‘ )
To assess the safety and Secm@' Safety Endpoints
tolerability of UCB0599 in dende'of TEAES

"O In r(ghce of SAEs

early-stage PD )
b\- . s{@mdence of TEAEs leading to participant withdrawal
\}%Q‘ C‘COther Safety Endpoints
<o . é\\ e Change from Baseline in clinical laboratory values
\\Q ’O&\ (chemistry, hematology, and urinalysis)
QO ’\A e Change from Baseline in vital signs
4 0@(\ @O e Change from Baseline in physical examination
OQ <\\, . O{\ e Change from Baseline in neurological examination
O @ o findings
NG \)(0 \@0 e C-SSRS findings
V' (O gF ECG findi
Q) @) [72) . indings
QQ . \9 E@“lkratory PK Objective
&\(\ }fg assess the PK of UCB0599 Exploratory PK Endpoint

and its N-oxide metabolite in
participants diagnosed with
early-stage PD

UCBO0599 and N-oxide metabolite plasma and CSF
concentrations
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ASYN=alpha-synuclein; CGII=Clinical Global Impression of Improvement; CGIS=Clinical Global Impression of
Severity; CSF=cerebrospinal fluid; C-SSRS=Columbia-Suicide Severity Rating Scale; DaT-SPECT=Dopamine
Transporter Imaging with Single Photon Emission Computerized Tomography; ECG=electrocardiogram;
ePD=early-stage PD; EQ-5D-5L=EuroQol-5-dimension-5-level; HADS=Hospital Anxiety and Depression Scale;
MDS-NMS=Movement Disorder Society-Non-motor Scale; MDS-UPDRS=Movement Disorder Society-Unified
Parkinson’s Disease Rating Scale; MoCA=Montreal Cognitive Assessment; PD=Parkinson’s disease; *

PRO=Patient-Reported Outcome; SAE=serious adverse event; SBR=specific binding ratio; SE-ADL:Schwal\
England Activities of Daily Living; ST=symptomatic treatment; TEAE=treatment-emergent adverse event Q

Overall Design @Q

PDO0053 is a randomized, double-blind, placebo-controlled, 18-month Phase 2a stu ?evaluate
the efficacy, safety, tolerability, and PK of orally administered UCB0599 in study&articipants
with early-stage PD who are not treated with symptomatic medications targetj otor
symptoms of PD at the time of inclusion. The primary objective of the s to demonstrate
the superiority of UCB0599 over placebo with regard to clinical symptoris*of disease
progression over 12 and 18 months in this patient population. The diff@¥¢nce between UCB0599
and placebo will be evaluated for both the low and high doses of @0599 (180mg/day and
360mg/day). The comparison of the high dose of UCB0599 wi acebo will be considered as
the primary evaluation. Oral UCB0599 capsules or matchin cebo capsules will be
administered twice per day (BID), approximately 12 hog\ art.

familiarization period for those participants who t to its use), an 18-month Treatment
Period (including, where available, a wearable sensor familiarization period for those
participants who consent to its use after the S&ning Period), and a Safety Follow-up (SFU)

PDO0053 includes a Screening Period (including, wheg ailable, a wearable sensor

Period. Study participants who complete reé@:ent Period will have the option to transition
into a dose-blinded extension study, %ﬁ 5. 1s case, participants will not enter the SFU
Period of PD0053.

The outcomes of this study wil des1gn and dose selection for confirmatory studies,
and help to further validate 1nts and technologies and support strategic development

program decisions.
i \")
Number of Partlcm{’ \

Approximately 6 art ﬁnts will be screened to achieve 450 participants randomly assigned
to stud;kmedl n anf¥429 evaluable participants, for an estimated total of 143 evaluable
partielpants tre{(faent group.

@eatn@ 9s and Duration

\C) PD@; %es a Screening Period of 3 to 6 weeks, an 18-month Treatment Period, and an
Q) e@ﬁ f 1 month, for a total duration of approximately 21 months. PD0053 starts with
0 @art nts randomized 1:1 to either UCB0599 360mg/day or placebo. Participants will be
qﬁb ized to either UCB0599 360mg/day (180mg BID), UCB0599 180mg/day (90mg BID), or
ldcebo when the IMP for low dose UCB0599 180mg/day (90mg BID) will be available to
supply sites so that the final allocation ratio is 1:1:1.
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&
1.2 Schema Q\\
R
(\
;\}O
42
QO
O
&
,b\‘r
O
AN
N2
S\

BID=twice per day; D=d MC Dﬁa% ng Committee; M=month; pts=participants; SFU=Safety Follow-up; V=Visit
Note: All visits are 1n VIS anc
Note: Visit 8a w111 be ucte an u&duled visit.

\Q)
\)Q?\/ 60 ®+
V@ S
it O
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2 r‘
"4
1.3 Schedule of Activities n\\
Screening Treatment o~ SFU
V1 v2* [ V3 v4* | V5 V6 V7 [ VS8 V8a®™ | V9 V10 | V11 Q@\ V13 | V14 | V15 | V16®
. ’\«'0 M18
BL M1l | M2 | M3 |M4 | M5 M6 | MS Mﬁ) M12 | M14 | M16 | EOT | M19
i N\
B (b b (G| b |k | b [heh |ob | | b | i
42 |2 0
to to 10 30 60 90 120 | 150 18(b<§40 300 | 360 | 420 | 480 | 540 570
Day -23 -14 (0 +H-1 | +-1 [+H-3 | +-3 | +-5]|+-5 g‘\\‘) +HS |5 | +HS | +HS5 | HS | +HS5 | +-5
Written Informed Q -
Consent incl. @'
genetics ICF and X ’@
wearable sensor \l\
ICF @Q
Demographics, PD {\'
history X K O ¢
General medical \>\3 N Q\.
and procedure X 6 KQ)
history . \O Q)
Inclusion/Exclusion @C’ % 4
criteria X X X \@ AQ
Withdrawal XN
JHdrawa @" X X X X X X X X X X X
criteria (
.. b\' {*
Participant q \
identification card 4 @ O\
assignment AP ('{b
Prior and _O‘( \\” OQJ
concomitant ( ) Q) &
L. X X X X X X X X X X X X X X X X
medications andc) 6‘ (}
procedures \\ (‘0 ‘S\'Q
Hight O 2Px &'
N4
C® S
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K3 r i)
», i », R ‘\‘ i T
Screening Treatment AQ SFU
V1 V22 | V3 | V4 | V5 [ V6 V7® [ V8 | V8a™ | V9 V10 | V11 | V12 ®‘¥3 V14 | V15 | V16®
*\O\ M18
BL Ml | M2 |M3 (M4 |MS |[Meée | MS M10A¢§112 Mil4 | M16 | EOT | M19
i 2t
B | | (S (& (s B s (& (| (& | [ |
402 |2 Y
to to 10 30 60 90 120 | 150 180 74& 300 [360 | 420 | 480 |540 |S70
Day -23 -14 (0 H-1 (-1 | 3 | H-3 | HS | HS | HS S | HS | HS | HS [ HS | HS | S
Vital signs, weight? X X X X X X X X r;tQ 1 X X X X X X X
Adverse events® X X X X X X X X XA\ "3( X X X X X X X
. ‘O
Physical
examination X X X @ X X
it <
Brief physical X X x X % X x X X X X
examination® K.
Neurological QO
examination (incl. X X X Q $\ . X X
modified H&Y) o}? ) O
Brief neurological \O - Q)\
examination (incl. X X X é, \,Q( X X X X X X X
modified H&Y) b ~ (%) f\%
MRI Xi 7 4o
DaT-SPECT X \QW .(\(0 Xk X
CSF sampling' X {\( ™ \‘i X X
SN PN
12-lead ECG ™ x| x N ® X X X X X X X X X
Blood sampling for << \Q)v Qg
flhe“““y-‘ (:)Q @Q o}p x | x| x| x| x| x| x|x|x|x|x]|x| x| x
ematology, ¢ q
coagulation \C) \\§ « @
Cystatin C ) 3 - X X X X X X X X X X X X X X
\ b\ :)(é{ :\~
Q@ &
\
/(Q 6’0‘
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+ Cy
. N -
Screening Treatment Q SFU
V1 V22 | V3 | V4 | V5 [ V6 V7® | V8 | V8a™ | V9 V10 | V11 | V12 ®‘¥3 Vi4 | V15 | Vie®
*\O\ M18
BL Ml |M2 |M3 |M4 |MS (Me | M8 | MI10 ¢§112 M14 | M16 | EOT | M19
i &7
B | | (S (& (s B s (& (| (& | [ |
402 |2 Y
to to 10 30 60 90 120 | 150 180 74@ 300 | 360 | 420 (480 |540 |S570
Day -23 -14 (0 H-1 (-1 | 3 | H-3 | HS | HS | HS S | HS | HS | HS [ HS | HS | S
Urinalysis X X X X X X X D{Q 1 X X X X X X X
Blood sampling for Qb‘l
serology (HIV, X @
hepatitis B&C) »@
Blood sampling for
- x | x| x| x | (§ X X X | x
A
Blood sampling for N
genetic biomarkers X QO g\.
(DNA)° R S je)
Blood sampling for O‘o Q)K g
genomic X \, SQ X X
biomarkers (RNA)° Déh Ca [\
Blood sampling for > . QJ
other biomarkers® X 0:b f;\.\o X X
Serum pregnancy X \\Qv K\
test? r\() \‘{b’
. ] N N
Urine pregnancy < x & Qx| x| x| x| x| x|x|x]|x|x]|x]|x X
test? O %)
FSH + estradiol ’..@\ Q’\' »\O\
HbAlc G I X(Q~ h{@‘
JJ
S
* % Q
Q >

N\
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K3 r i)
», i », R ‘\‘ i T
Screening Treatment AQ SFU
V1 V22 | V3 | V4 | V5 [ V6 V7 [ V8 V8a® | V9 V10 | V11 | V12 ®‘\f3 V14 | V15 | V16®
*\O\ M18
BL Ml | M2 | M3 (M4 | M5 M6 | M8 MlﬂAtéﬂl Mil4 | M16 | EOT | M19
0 w
CHEEE L OEEERETEREEE BE RN R B
42 |2 P
to to 10 30 60 90 120 | 150 180 74& 300 [360 | 420 | 480 |540 |S70
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Screening Treatment AQ SFU
Y1 V22 (V3 | V4* | V5 [ V6 |V | V8 | V8a™ | V9 V10 | V11 | V12 ®‘\f3 Vi4 | V15 | Vie®
O M18
BL M1 (M2 | M3 (M4 | M5 M6 | M8 MlﬂAtﬁll M14 | M16 | EOT | M19
i w0
e (o o |o/b|oh b |o/i|c | |ob (o |G (ob | | | | ol
402 |2 Y
to to 10 30 60 90 120 | 150 180 300 [360 | 420 | 480 |540 |S70
Day -23 -14 (0 H-1 | H-1 [ H3 |3 | HS | HS | HS S | HS | S | S | HS | S| S
BL=Baseline; BP=blood pressure; C-SSRS=Columbia Suicide Severity Rating Scale; CGIT=Clinig [obal Impression of Improvement; CGIS=Clinical
Global Impression of Severity;: COVID-19=coronavirus disease-2019; CSF=cerebrospinal =Day; DaT-SPECT=Dopamine Transporter Imaging With

Single Photon Emission Computed Tomography; DNA=deoxyribonucleic acid; ECG=elec{ftcardiogram; EDC=electronic data capture; EQ-5D-5L=FEuro
Quality of life 5-Dimensions 5-Level; EOT=End of Treatment; FSH=follicle stimulatir %nnone; Hé&Y=Hoehn and Yahr: HADS=Hospital Anxiety and
Depression Scale; HbAlc=hemoglobin Alc; HTV=human immunodeficiency virus; I Informed Consent form; IgE=Immunoglobulin E; IR T=interactive
response technology; M=Month; MDS-NMS=Movement Disorder Society Non- 1 Scale; MDS-UPDRS=Movement Disorder Society-Unified
Parkinson's Disease Rating Scale; MoCA=Montreal Cognitive Assessment; M agnetic resonance imaging. PD=Parkinson’s Disease; PGIC=Patient
Global Impression of Change; PGIS=Patient Global Impression of Severityp®K=pharmacokinetic(s); PRO=patient-reported outcomes; RNA=ribonucleic
acid; SE-ADL~=Schwab and England Activities of Daily Living; SFU=S@ Follow-up; ST=symptomatic treatment; V=Visit; VME=Virtual Motor Exam

D*ﬂ Telemedicine video call with attending research nurse at the partie@gt’s
gy Clinic visit %0 (74)
? Visit 2 should be conducted only when Visit 1 assessment resy@:e a ’E@%le. Visit 2 assessments can be conducted on 2 consecutive or nonconsecutive days.
v Visits are in-clinic only in France. Therefore, details on tel@e 1c1'né$ts are not implemented (for France-specific requirements, please refer to

Section 10.9, Appendix 9).

¢ All study participants prematurely terminating from t@ldy d be encouraged to undergo final evaluation procedures in accordance with the EOT and
SFU Visit schedule (30 days after the last dose), as_sodi as le after the last dose of study medication.

4 Blood pressure has to be measured supine and a@é{o a: autonomous dysregulation (Trendelenburg test). Vital signs (to be taken before blood collection
for laboratory tests) will consist of 3 pulse an#3 BP 1 rements (3 consecutive BP readings will be recorded at intervals of at least 1 minute).

¢ Questioning at the time of participant visi (buld b& plicit regarding symptoms of hypersensitivity reaction (such as rash, angioedema, or anaphylaxis),
hepatic and/or renal dysfunction. signs @rm s of COVID-19, and adverse events pertaining to the wearable sensor.

f Please refer to Section 8. a dz&? ion of tife brief physical examination performed at the clinic vs at home.

& Prior to lumbar punc neur real er&
the lumbar puncture mb Q ’\10

ation should be conducted in accordance with local safety procedures and results should be available prior to

b Please refer to Sectis 22 de ion of the brief neurological examination performed at the clinic vs at home.
{ Qnly for partici wit an adequate historical MRI scan within the previous 6 months before Screening Visit 1.
i Only for participants wi

tﬂ-ﬂ.\i quate historical DaT-SPECT scan within the previous 3 months before Screening Visit 1. as determined by the central
reader. 0@ 60 <
NP 6,00
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N4
k In case of early termination of study medication, the DaT-SPECT will occur at EOT (End of Treatment), provided that the previou@’l‘ -SPECT occurred
more than 6 months prior to the EOT. There will be no DaT-SPECT assessment at M12 in Germany (for German-specific requis ts, please refer to

Section10.9, Appendix 9).
! Participants have the opportunity to opt out of CSF sampling; however, the aim is to collect samples from at least 50 partici

undergoing CSF sampling at Visit 2, sampling at M12 is mandatory, while sampling at EOT is optional. The CSF sam

ts/arm. For those participants
hould all occur at the same time of

the day and should be timed with blood sampling. These samples should be collected only after all other assessment e visit have been performed.
™ All ECG recordings will be performed in triplicate with no more than 2 minutes separating recordings, and the stuqyg articipant should be resting in the supine
position for at least 10 minutes before recording. @)

" The visits at Days 0, 10, 30, 60, 120, 240, 360, 480, and 540 require blood sampling for the purpose of UC 9 concentration determination. In case the visit
is scheduled for up to 11:00 in the morning, study participants will be asked to take their study medicati ring the site visit after the first blood sample is
collected, measuring trough drug concentration. Importantly, 2 blood samples must be collected: one %nediately prior to study medication intake (maximum
of 15 minutes) and 1 sample between 1 to 6 hours after study medication intake. Clinical staff is @l ged to take the blood samples for PK analysis at the
scheduled time window; however, deviations from the scheduled sample times are not consider&otocol deviations. The exact time and date of the blood
draw as well as study medication intake must be recorded using an unambiguous format su \h'DD MON YYYY and HH:MM using a 24-hour clock. Ideally,
sampling should be conducted on the same day of each week at approximately the sam@after study medication.

° In case the visit is scheduled before 11:00am, study participants will be asked to take t study medication during the site visit after the blood sample is
collected. Blood samples will be drawn at the same time of the sampling for clinicalNaboratory tests. The time and date of collection will be recorded in the
eCRF.

P Pregnancy test only for women of child-bearing potential (for France-specifg\r'%irements, please refer to, Section 10.9 Appendix 9).

9 The Visit 3 pregnancy test must be performed before the study participant 1©5 ives study medication.

" Monitored by Sponsor/clinical site but not captured in the EDC.

$ Participants consenting to its use will receive the wearable sensor fo@ Wi “for familiarization at home to address potential technical issues and to collect
stable Baseline data. The frequency of the Virtual Motor Exam wilfh& ch thereafter to weekly on the wearable sensor by the Investigator at the next visit.
Please refer to Section 8.1.3 for further guidance on the weara]g@ensor.&ese data will be entered into the EDC system.

' To be performed after MDS-UPDRS Part III (applicable onjy to’the p?@ipants wearing the sensor).
i nd%isn 2 are available and assessed.

! Randomization should only occur after all results from V
V First day of UCB0599 administration will be the ever@s Visit (Day 0); last administration will be in the morning of the EOT Visit (Day 540).

a
h
Y Visit 8a will be conducted as an unscheduled visit. N

t
XQ
‘Q® O
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2 INTRODUCTION

2.1 Study Rationale

UCBO0599 is an orally available inhibitor of ASYN misfolding and downstream aggregation. Q
Aggregated forms of ASYN are the hallmark fibrillar protein deposits in Parkinson’s \30

disease (PD) and other synucleinopathies, and evidence suggests that it is the misfolded forms gb
ASYN that propagate through the CNS during disease progression. These accumulations of \\
ASYN-containing neuronal inclusions form Lewy bodies and Lewy neurites.

UCBO0599 may slow disease progression in PD, which remains the main unmet m need in
this condition. A FIH study using UCB0599, UP0030, was conducted in health

participants. UP0030 provided the safety, tolerability, and PK information fo gle dose
exposures up to 450mg and multiple dose exposures of 180mg/day for u Ql days in healthy
elderly participants (defined as >55 to <75 years of age). The first stud he target population,
UP0077, provided safety, tolerability, and PK information for multipltdose exposures of
180mg/day and 360mg/day for 28 days in study participants with UP0077 also provided
information for the design of the current POC study in study @ipants with early-stage PD.
PDO0053 is designed to provide proof of concept for the efﬁ( of the synuclein misfolding
inhibitor UCB0599 in reducing disease progression in studs" participants with early PD and to

Nonclinical and in vivo pharmacology studies have provided scientific evidence sug ng that
éﬁé’i

instruct later stage development. *

2.2 Background \

Parkinson’s disease is a progressive neurode rative disorder that presents with a spectrum of
motor and non-motor signs and sympto n age at onset is 60 years. The incidence of
PD is approximately 20/100,000 person@ owever it is much higher in the population
aged 65 years or older (>100/100, 0 &rs er year) (Twelves et al, 2003). Similarly, the
prevalence of PD increases with t mated to be 1.4% in the population aged 55 years
or older and 4.3% in the popul 5 years and older (de Rijk et al, 1995).

The clinical diagnosis of PR}eh the presence of the cardinal motor signs: bradykinesia,
rigidity, tremor, and p e§1hty However, non-motor symptoms such as loss of smell,
depression, constipat p1d eye movement sleep behavior disorder can occur several
years before the oqéq tor symptomes.

Earl s ¢ te zg by mild, manageable motor symptoms that may not require
oma c ea t (ST), or that show a good response to levodopa, which represents the
@ dar car her commonly used standard of care medications include dopamine agonists,
O mon ne ase B inhibitors, and catechol-O-methyl transferase inhibitors. As PD
\ e e motor and non-motor symptoms become more bothersome, and patients may start
OQ) @pene@a ng motor complications. After 2 to 5 years of treatment with levodopa, 30% to 50% of
Q % pat develop motor fluctuations. Advanced PD is characterized by marked motor disability
& loss of independent ambulation. After >10 years since onset, most patients suffer from
Glfﬁcult-to-treat motor symptoms (eg, falls, freezing of gait, dysarthria, and dysphagia) and from
(b.(\ non-motor symptoms for which treatment options are limited (eg, dementia, psychosis,
depression, autonomic dysfunction, and pain). Patients are often bedridden after 10 to 14 years
(Poewe, 2006). To this day, slowing disease progression remains the main unmet medical need
in PD.
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Parkinson’s disease is pathologically characterized by the loss of dopaminergic neurons in the

substantia nigra, associated with ASYN pathology (neuronal cytosolic inclusions called Lewy

bodies which consist of misfolded, pathological aggregates of ASYN). Although the majority of

PD cases are sporadic, a small proportion are caused by mutations in PD-related genes, including Q
O

copy number variations and point mutations of the ASYN-coding gene (SNCA) (Siddiqui et \§
al, 2016). The gene copy number variations are of particular interest, as they indicate thatan 7@y
increased frequency of the wild-type ASYN is sufficient to cause PD. This is further reinforcﬁ&’

by the observations in families with SNCA copy number variations where the pathogenic t
depends on the gene dosage (Devine et al, 2011). Furthermore, single nucleotide polym iSms

in SNCA that have been associated with PD in genome-wide association studies haye-been shown

to increase ASYN expression, highlighting the relevance of genetic variation in in

sporadic PD (Soldner et al, 2016; Nalls et al, 2014). The 140-amino acid ASY: otein is highly
expressed in the brain but is also found in the cerebrospinal fluid (CSF) and@griphery (ie, red
blood cells and plasma). As an intrinsically disordered protein, ASYN exists in a soluble
monomeric form in the cytoplasm and in the extracellular compartme hen it adopts a
partially ordered, extended helical structure, ASYN also has a natui@} affinity for membranes,
such as synaptic vesicles. Under certain conditions, ASYN can @ert into oligomeric,
beta-sheet rich structures where such aggregation is driven m%@gh the central region of the
molecule, rich in hydrophobic residues (residues 61 to 95 wn as the nonamyloid beta
component region. These oligomeric structures are beli to be the toxic species responsible
for the spread of pathology from neuron to neuron n et al, 2015). Treatments that prevent
misfolding and aggregation of ASYN may slow tha. eurodegeneration in PD, resulting in slower
progression of motor symptoms, thus providing's therapeutic benefit to patients with PD.

UCBO0599 is an orally available inhibitoﬁ Y@d misfolding and downstream ASYN
aggregation. Nonclinical pharmacolog ies, @ave provided evidence that UCB0599 inhibits
ASYN misfolding in the presence oflipid rggﬁranes. In vivo pharmacology studies
demonstrated that UCB0599 red to ain ASYN levels as well as proteinase K-resistant
(ie, aggregated) ASYN in a tr; nicanouse model overexpressing SNCA. Moreover, it reduced
glial fibrillary acidic proteimy,@ma of neuroinflammation, and normalized dopamine
transporter loss observe n\}ui@ el, which are both considered a functional consequence of
ASYN aggregation. i e datstggest UCB0599 may slow neurodegeneration in PD, resulting
in slower disease essiity thus providing a therapeutic benefit to patients with PD. To date,
slowir%PD dis pr(g@ssion remains the main unmet medical need in PD.

UC@S 9 hdsiot approved by any health authorities worldwide as of the date of this
entONJCB_113s conducted five Phase 1 clinical studies to support the development of
O

B 01 y, conducted with the UCB1332 racemate and a single microdose of the
99 R2enantiomer (UP0023), and 4 studies with UCB0599 administration at clinically
Q)\/ é@vax@bses (UP0030, TM0017, UP0077, and UP007S).
QO . %Qn CBO0599 Phase 1 clinical development program, UP0023, UP0030, TM0017, and
&\(\\ 077 demonstrated that UCB0599 has good PK properties (dose-exposure linearity, rapid
ébsorption, t, of approximately 11 to 13 hours, and no time-dependent PK behavior observed)
(b.(\ and an acceptable safety and tolerability profile for further clinical development. UP0078
demonstrated that food had a minimal effect on the PK profile for UCB0599. Coadministration

of the strong cytochrome P450 3A4 (CYP3A4) inhibitor, itraconazole, had a significant effect on
UCBO0599 disposition, demonstrating a strong drug-drug interaction effect. Further information
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regarding UP0023, UP0030, TM0017, UP0077, and UP0078 is provided in the Investigator’s
Brochure (IB). UP0030, UP0077, and UP0078 provide the primary UCB0599 clinical safety and
clinical pharmacology data to date.

2.3 Benefit/Risk assessment )
To date, there are no approved ‘neuroprotective’ and/or ‘disease-modifying’ treatments to stop o(bsg
slow disease progression of PD, which remains a large unmet medical need.

UCBO0599 acts at an early-stage of ASYN aggregation by inhibiting the initial nucleatlo@
or seed formation by inhibiting misfolding; therefore, it may halt the progression of P nly
treating the symptoms. The outcome of this study will support the development 0%@ dication
that may provide a potential benefit for patients with PD.

Drug hypersensitivity is an important identified risk. Other potential risks i g/ hepatotoxicity
(based on clinical data) and cardiac effects. Renal laboratory abnormaliti ‘Qre also kept under
close safety monitoring. >

In Phase 1 development of UCB0599, 5 studies (UP0030, TM001 @POOZS UP0077, and
UP0078) demonstrated that UCB0599 has acceptable safety, d tolerability profiles for
further clinical development. Overall, the majority of treaﬁ@mergent adverse events
(TEAEs) were mild or moderate in intensity and resolved.Zs UP0030, 2 events of
hypersensitivity were reported. An additional 2 events éf\ypersensitivity occurred in study
participants who received UCB0599 in UP0077. A al relationship between the reported
events of drug hypersensitivity and UCB0599 is ¢@nsidered plausible. The hypersensitivity
reactions are further described in the IB. S

There have been no reports of anaphylaxi@theQCBOS% clinical program.

As a result of these clinical data, drugﬁy ersgusitivity is now considered an important identified
risk by the Sponsor and, therefore asures of risk monitoring and minimization are
included. Sites will be informe tr 1’1519 appropriately about the risk of a hypersensitivity
reaction (such as rash, angio Qémphylaxis) and the actions that need to be taken in case
of hypersensitivity reacti \}‘he icipant will be informed by the Investigator during the
consent procedure ab e risk{df a hypersensitivity reaction (such as rash, angioedema, or
anaphylaxis) and ot imp. t potential risks for UCB0599. Risk mitigation measures include
usmg a standard roa of (1) obtaining a detailed history of the hypersensitivity reaction and
its ev. t10n ( es fise with appropriate treatment, if needed, (3) a detailed physical

at1 omtorlng of vital signs, and (4) the addition of a guidance for the

s.@cted hypersensitivity reactions (please refer to Section 8.3.6.1) and reporting
th pe ypersensitivity reaction as an adverse event of special interest (AESI).

om e potential risk of hepatotoxicity, monthly routine liver function tests are mandated
OQ) ring & first 6 months of treatment for study participants who receive multiple doses of study
Q \@ me@e tion (see Schedule of Activities, Section 1.3). In addition, any cases meeting Hy's law
cfteria must be reported as an AESI. Sites will be informed and trained appropriately.

’0(\ 2.3.1 Coronavirus Disease-2019 benefit/risk assessment

UCBO0599 is not known to exert an effect on the immune or respiratory systems, and its
mechanism of action is not linked to immune or respiratory system agonism or inhibition.
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To date, no increased risk of infection or respiratory problems has been identified in association
with clinical UCB0599 administration. No such risks have been identified through regular
review of published literature. PD0053 will include study participants with early-stage PD from

40 up to and including 75 years of age (the mean age of onset of PD is 60 years of age). A Q
similar population was exposed to UCB0599 in the Phase 1 clinical program. \30
Although there is some evidence that severe acute respiratory syndrome coronavirus-2 \Q(b'

(SARS-CoV-2) might affect the CNS, there is no reason to assume on the basis of the Q\
mechanism of action that UCB0599 will have any substantial effect to worsen a Corona@
Disease-2019 (COVID-19) disease or increase the risk of CNS and other comphcaﬂo@ case a
study participant with PD acquires SARS-CoV-2. There is no evidence that ASY @ys arole
in immunological pathways of the CNS. Furthermore, there is no reason to asgu)i/@ at
UCB0599 may enhance the infection risk or the disease manifestation. Q

Therefore, UCB0599 is not expected to pose an additional risk of compl@ons or poor
prognosis of COVID-19. \}

Considering the mechanism of action, the inclusion and exclus10n@wrla and other risk
mitigation, the risk from COVID-19 vaccination to study parti ts in PD0053 is not expected
to be significantly different from the general population of 1 duals with PD. The benefit-risk
profile of UCB0599 in PD0053 in the context of COVID= @» accination remains positive.

Consequently, there are no restrictions on COVID- 1%’ cination during PD0053 (ie, study
participants should be free to receive COVID- 19 ation as per local or national
guidance/regulations).

2.3.1.1 COVID-19 risk mltlgatléprgnfasures

e Current national laws and local re e@@ons for the prevention and control of the
pandemic will be strictly adhes@o

e This study will commence ment only when the Sponsor and contract research
organization (CRO) bot Qbem safe to do so. UCB is conducting ongoing assessments to
approve which coun s arg sWitable to conduct studies based on pandemic infection rates,
country-level go e atus, Health Authority requirements, patient safety, study
medication su ; nd site staff availability, local site level restrictions or guidance,

laborat Ind1V1dual sites in approved countries will be activated based upon a
%&evel@t ducted by the study team. This review will confirm that these sites can
d

0 ndugt.the s as per protocol and allow on-site monitoring or make remote
morgprin 1

ible.
% will be closely monitored for and encouraged to report any signs and symptoms
oof D-19. The Investigator will consider the individual benefit/risk of the study

icipant upon identification of any signs and symptoms of COVID-19 infection
g continuation of dosing, site visits).

(\6 COVID-19 testing by optional laboratory assessment will be conducted based on availability
>

and other practical considerations (eg, test capacity and turnaround time) of approved tests
and at the Investigator’s discretion. The Investigator will consider the individual benefit/risk
of the study participant in case of a positive COVID-19 test.
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e The possibility of virus transmission will be controlled as much as possible by:

— Advising participants to adhere to local requirements for reduction of exposure to the
public while ambulatory.

(\

— Advising participants to adhere to clinical site requirements for reduction of exposure
while at the site or interacting with site staff. This advice will be included in the 1nformegb
consent form (ICF).

e To reduce the risk of exposure during the study, consideration will be given to repla ge
site visits with telemedicine and home visits when feasible (eg, when only blood t
physical examinations, and the collection of adverse events (AEs) are planned%o

e (COVID-19 testing for clinical staff will be conducted if required by local é\ﬂl&lines.
2.31.2 COVID-19 benefit/risk conclusion \"QO

Considering the mechanism of action of UCB0599, the inclusion and usion criteria, and the
measures to mitigate risks described in this protocol, the risk to s articipants in PD0053,
both in terms of exposure to SARS-CoV-2 and morbidity from ID-19, is not expected to be
significantly different from the general population of individ@ with PD.

2.3.2 Wearable sensor regulatory claﬁ}cation

In the EU and Canada, the wearable sensor is an iny&stigational product exclusively for research
use in this clinical trial. It is manufactured by Veridy' Life Science LLC, and is not intended to be
used to make any diagnosis or treatment decisi@nis or for any individual benefit of the participant
during the course of the PD0053 study. Q <

In the US, the wearable sensor is consj té@ exempt from Investigational Device
Exemption regulations as the data fi theésarable sensor is not shared with the study
participant or study investigator. s&rthe \th classification assumes that the data generated by
the wearable sensor is used f@lo ry/research hypothesis generating purposes only and not
used during patient clinical\lyanagement. Moreover, the wearable sensor does not pose
significant health risks tc@tudy icipants (please refer to Section 2.3.3.2 for further details).

2.3.3 We bleA®\sor benefit/risk assessment

2.3. 34 ,gé\ent[a(ﬂ benefits

&ear serér\may make an evaluation of digital measurements for aspects of motor

&Z qg\ld neurovegetative parameters in real life possible, without requiring study
pa &nt isit a clinical site. The wearable sensor in PD0053 is a noninvasive watch that
w& e diagnosis or therapy.

\)Q) :§ Potential risks of the wearable sensor

4

\(\ @sor electrodes on the wearable sensor are made with stainless steel to minimize potential skin
{(NTeaction. Some parts of the sensor have a small amount of nickel which could irritate the skin due
to nickel or metal jewelry allergy. Participants with known severe allergies to nickel or metal
Jewelry should not wear the wearable sensor.
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The electronic case report form (eCRF) requires the Investigator to indicate whether there is a
likely causal relationship between the wearable sensor and an AE.

The types of risks the study participants will encounter from wearing the wearable sensor are

similar to those of wearing commercially available smart watches. These may include: . O(\
e Pruritus (b’§

| N
e Dry skin Q
e Mild redness (O'Q
e Mild rash s\§()Q
e Swelling at the site of the sensor . /\/@'

N\

These risks are considered anticipated sensor-related AEs that will also b%&cted as part of the
PD0053 clinical study. \’}\.

The wearable sensor may generate electromagnetic interference be u@' of static magnetic fields,
radio frequency emissions, and applied voltages, and the sensor> ging dock contains small
magnets that could potentially affect implantable medical ele @110 devices such as cardiac
pacemakers, implantable defibrillators, and medical pump Qih'e wearable sensor (while not worn
on the wrist), the charging dock, and the wearable sens@b should be kept at least 6 inches
from any implantable device. Study participants with any implantable medical device are
excluded from wearing the wearable sensor. This ,gb ation is also relevant for people living in
the same place as the study participant. People Jving in the same place should follow the
wearable sensors instructions for use and sh contact their healthcare provider if they have
concerns regarding their implanted devic@gé(he study.

The wearable sensor display is made ¢Bg asscad may break under significant impact or falls.

If participants experience discomfoxt, th %ould be instructed to stop wearing the wearable
sensor and contact the study tegir. Angskin irritation should be allowed to clear up before
returning the sensor (at the@re,ti f the Investigator) to the same wrist.

Participants should bey cte@*0 clean the wearable sensor bands often to remove any
perspiration that mayshuild ub%n the bands. Minimizing moisture on the bands may reduce the
potential for skin pligattons such as irritation or rash.

The ?&rablg@%ordsgot waterproof. Participants should not soak or submerge the wearable
s@ to g@l dysfunction.

Q‘B\otential Wearable Sensor Hub risks

T@%ea@a@e Sensor Hub is a connectivity bridge that allows compatible wearable sensor
vices® upload user data to the Sensor Suite. The Wearable Sensor Hub does not control or
alte™Nbe functions or parameters of the connected wearable sensor. The participant risks arising
S potential breaches in data privacy and cybersecurity during data transfer from the wearable

e}ensor to the Wearable Sensor Hub and then to the Verily Cloud Server have been mitigated

o> through a Privacy Impact Analysis and Web Application Security (Penetration) testing.

The Wearable Sensor Hub has been tested and found to comply with the limits for a Class B
digital sensor, pursuant to Part 15 of the Federal Communications Commission Rules. For people
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with a cardiac pacemaker, implantable defibrillator, medical pump, or other implantable medical
electronic device who live in the same place as a study participant, it is important to be aware
that the Wearable Sensor Hub may use wireless signals like Bluetooth, Wi-Fi, and cellular
connections that could potentially affect their implantable medical electronic device. Participants
with any implantable medical device are excluded from using the wearable sensor.

\
\30

The Wearable Sensor Hub is not waterproof. To avoid dysfunction, participants should not so.a]g)(b'

or submerge the Wearable Sensor Hub.

The Wearable Sensor Hub may overheat at high temperatures. Participants should keep @Q
Wearable Sensor Hub out of direct heat and in a well-ventilated environment. . OQ
N\

2.3.3.3 Wearable sensor benefit/risk conclusion ré\

3

Based on the information available to UCB and given the unmet medical neé}\potential for
benefit, risks, and risk mitigation measures, the benefit-risk for inclusio ’@he wearable sensor
in PD0053 is considered positive. Considering the risk mitigation me s in place, the
wearable sensor does not pose significant risks to study participants. Risks are similar to those of
commercially available smart watches. The overall residual I‘lSk\' cceptable for the sensor’s
intended use in investigational clinical studies. NS

2.34 Overall benefit/risk conclusion ’O\

The Sponsor will immediately notify the Investigat d Regulatory Agencies if any important
clinically relevant information becomes available/@uiring the study.

Given the current evidence, based on the sci 1c rationale, nonclinical data, and limited human
data, the important unmet medical need 1@1% wlth PD, and the appropriate risk
communication, monitoring, and mini 10 asures to be implemented, the Sponsor
considers the benefit-risk profile forcy to be acceptable for further clinical development.

More detailed information abou@le knc?& and expected benefits and risks and expected
adverse events of UCB0599 @3’ be{&%ld in the IB and ICF.

3 OBJEC@I\? ,%\R\ID ENDPOINTS
Objectives A(O Endpoints

Pri Efﬁ«&r Obj Qwe
'ge rate uperlorlty of | Primary Efficacy Endpoint

@ OV%\p acebo with e MDS-UPDRS Parts I-III sum score
re ical symptoms of (timeframe: Baseline to 18 months)
ase gression over 12 and
;§ diths in participants Secondary Efficacy Endpoints
d sed with early-stage PD e MDS-UPDRS Part III subscale (timeframe: Baseline

to 18 months)

e MDS-UPDRS Part III ePD subscore on selected items
(timeframe: Baseline to 18 months)
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Objectives Endpoints

S
Exploratory Efficacy Endpointb

\\g.)z@g% PROs)

MDS-UPDRS Part II subscale (timeframe: Baseline to

18 months)

MDS-UPDRS Part I subscale (timeframe: Baseline to

18 months) . Q(
- \

Emerging symptoms as measured by MDS-UPDRQ

Part IT (timeframe: Baseline to 18 months) (O'Q

Time to worsening of the disease as measu y
MDS-UPDRS Part III (timeframe: Baselii¢to

18 months) <
MoCA (timeframe: Baseline to lé@thhs)

Time to worsening in M PDRS Part I subscale
Modified Hoehn andéa‘hr staging

CGIl Q
CGIS (Q(b
Fatigue-P

Early{]@f’unction Slowness PRO
Earfy) PD Mobility PRO
pesite endpoint (based on MDS-UPDRS and/or

%
\,Oo S, overall and fatigue-specific
%@b ‘ Q"gHSGIC, overall and fatigue-specific
@\)’ (5\\0 e SE-ADL
Q \\ e HADS
» 0 e MDS-NMS
0"
\\ (\Q Oﬁ e Starkstein Apathy Scale
Q \0(0 06 e EQ-5D-5L
"')O ‘,Q\ (;‘\O e Wearable sensor
SR
VO GF
NS
S
\S
NG
>
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Objectives Endpoints

Secondary Efficacy Objectives

To demonstrate the superiority of
UCBO0599 over placebo with
regard to neurodegeneration of
dopaminergic neurons over 12
and 18 months in participants
diagnosed with early-stage PD

Secondary Efficacy Endpoints

Change from Baseline (Screening) in DaT-SPECT
mean Striatum SBR (timeframe: Screening to
18 months)

N
Exploratory Efficacy Endpoints Q
DaT-SPECT mean SBR in striatal subr@cr?s
CSF total ASYN &(\/
e CSF ASYN oligomers/seeding g@&:ity

‘\\0

4

To assess the effect of UCB0599
vs placebo with regard to intake
of ST over 18 months in
participants diagnosed with
early-stage PD

N
Secondary Efficacy Endpoint%

Time to start of ST (tim
months) A

e ST intake (timef%Q@Baseline to 18 months)

° e: Baseline to 18

Exploratory Ef; l@y Endpoints
o Levodopg@u ulative daily dose

early-stage PD

Primary Safety Objective A{\, v

To assess the safety and Se\c§@a)ryg§§fety Endpoints
tolelTability of UCBO0599 'in %o ci ¢ of TEAEs
participants diagnosed with N ence of SAEs

O%\I-ncidence of TEAESs leading to participant withdrawal

P
O ;\\O Other Safety Endpoints
‘Q® &\‘@ e Change from Baseline in clinical laboratory values
\" > chemistry, hematology, and urinalysis
Ty gy y
QO 3
\\ Q O& e Change from Baseline in vital signs
Q \be {\% e Change from Baseline in physical examination
C @Q \C) e Change from Baseline in neurological examination
G RIS findings
\> 0\) .\’}@ e (C-SSRS findings
\§> P L\@ e ECG findings
Q \6 @@Bratory PK Objective

&‘(\ &
Q DTo assess the PK of UCB0599
" | and its N-oxide metabolite in
participants diagnosed with

Exploratory PK Endpoint

UCBO0599 and N-oxide metabolite plasma and CSF
concentrations

early-stage PD
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ASYN=alpha-synuclein; CGII=Clinical Global Impression of Improvement; CGIS=Clinical Global Impression of
Severity; C-SSRS=Columbia-Suicide Severity Rating Scale; CSF=cerebrospinal fluid; DaT-SPECT=Dopamine
Transporter Imaging with Single Photon Emission Computerized Tomography; ECG=electrocardiogram;
ePD=early-stage PD; EQ-5D-5L=EuroQol-5-dimension-5-level; HADS=Hospital Anxiety and Depression Scale;
MDS-NMS=Movement Disorder Society Non-motor Scale; MDS-UPDRS=Movement Disorder Society-Unified (\
Parkinson’s Disease Rating Scale; MoCA=Montreal Cognitive Assessment; PD=Parkinson’s disease; ’\
PGIC=Patient Global Impression of Change; PGIS=Patient Global Impression of Severity; PK=pharmacokinetic; (5,\'
PRO=Patient-Reported Outcome; SAE=serious adverse event; SBR=specific binding ratio; SE-ADL:Schwal\
England Activities of Daily Living; ST=symptomatic treatment; TEAE=treatment-emergent adverse event Q

4 STUDY DESIGN (DQ
4.1 Overall design ;\}OQ

PDO0053 is a randomized, double-blind, placebo-controlled, 18-month Phase 2 q&ly to evaluate
the efficacy, safety, tolerability, and PK of orally administered UCB0599 i e\cly participants
with early PD who are not treated with symptomatic medications targetin@lotor symptoms of
PD at the time of inclusion. Oral UCB0599 capsules or matching placghe’capsules will be
administered BID, approximately 12 hours apart. The primary obje@bve of the study is to
demonstrate the superiority of UCB0599 over placebo with reg clinical symptoms of
disease progression over 12 and 18 months in this patient papfation. The difference between
UCBO0599 and placebo will be evaluated for both the low igh doses of UCB0599
(180mg/day and 360mg/day). The comparison of the hi ose of UCB0599 with placebo will
be considered as the primary evaluation. If the com a.k;son of the low dose and placebo gives a
positive result on the primary estimand but the cogparison of the high dose and placebo does
not, these results will have to be interpreted with.caution. In all analyses, the 2 dose levels will
be assessed separately against placebo, ther; Q@l be no pooling of the 2 dose levels, and they
will not be compared to each other. O

PDO0053 includes a Screening Perio ﬁ&i‘p}a to G\@eeks (including where available, a wearable
sensor familiarization period for.t %@pants who consent to its use), an 18-month
Treatment Period (including, le, a wearable sensor familiarization period for those
participants who consent to @use the Screening Period), and an SFU Period of 1 month.
Study participants who ¢ %et Treatment Period will have the option to transition into a
dose-blinded extensmh@udy( 0055). In this case, participants will not enter the SFU Period

of PD0053. A(‘}
The outcomes w111 inform the design and dose selection for confirmatory studies,
and lp to f@% date novel endpoints and technologies and support strategic development

iS10,

\(') 1((\ Q(Becentrallzed model

Q) 111 be conducted utilizing a partly decentralized model, ie, study visits may be

0 dom seéd of a combination of onsite visits and remote visits (except in France; for

Q N2 Fgance-specific requirements, please refer to Section 10.9 Appendix 9). During remote visits,

N étudy assessments will be conducted with the study participant from his/her home. This is
(0'(\ offered in order to reduce study participant burden and encourage greater study participation.

In a decentralized model, video communication technology will be integrated into the clinical
research process to support management of research activities, including data collection, and
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providing study participants with a channel for direct feedback. Qualified and trained mobile
healthcare personnel (ie, a qualified research nurse) may visit the study participant’s/caregiver’s

home to complete certain study assessments (refer to the Schedule of Activities in Section 1.3).

Some of the assessments performed during the remote visits may be conducted without direct Q
observation by the Investigator; these are standard examinations and sampling for analysis that ;\30
will be performed by the research nurse. The other assessments that are important for the >
evaluation of efficacy endpoints in the study require direct observation and instruction by the\\o
Investigator through the use of telemedicine technology. Please refer to Section 8 for

specifications of all assessments planned in the study. The research nurse and InvestigatoOwill
discuss all observations and findings during the remote visits. In case an observatiqr@, an AE)
requires follow up at the clinic, an unscheduled visit should be performed. Also, }gkase a

research nurse is not available to perform a scheduled remote visit, eg, due to ID-19 related
contact and transportation restriction or other circumstances, a remote visit @/ be changed to a

clinic visit. In addition, clinic visits can be changed to remote visits for rggs0ns noted in

Section 4.1.2. [70)

Video and communication technology will be provided for intera@s among the Investigator,
mobile healthcare personnel (research nurse), and study partici s/caregivers for remote visits.
The technology will allow for direct communication of the pegticipant with the site staff.

Where feasible, all data will be collected electronically§&g purpose-built technology and will
be monitored remotely by clinical research associate ile complying with all data privacy
standards. Original paper source, eg, electrocardi (ECG) readings, will be provided to the
clinical site for the source document filing sho@y after completion of the remote visit.

41.2 Study conduct due to GOVID-19

The protocol-mandated visit schedule @t}cm{@%) should be followed to the extent possible,
considering the individual beneﬁt&@ asﬁgment by the Investigator. Where adherence to the
protocol schedule of assessment@s not Pessible, the Sponsor should be made aware of the
details. If necessary, and aft cu with the Sponsor, clinic visits may be turned into
remote visits and/or the stu&} pa;%Q)ants or caregivers will be contacted by telephone or
videoconference. Ad udy participant contact may be warranted to understand the current
health status of the y parfici

measures taken b

pants, to follow up on AEs, and inform them of any protective

@yeg@ rs an?@tudy coordinators may use discretion when determining the need to perform a
151

ho% 1:\ ty laboratory parameters, PK samples), but will need to inform the Sponsor.

participant needs to be discontinued and cannot come into the clinic, then appropriate

%
OQ) Gnstn%tlons will be provided, and a visit will be scheduled to perform safety assessments as soon

ible.

Ca

(\Gn situations where a study participant is unable to return to the study site, Investigators will

assess and document the study participant’s safety via telephone contact and/or videoconference.
Based on information gathered from the telephone contact, Investigators will confirm whether
the participant could continue the current study medication based upon the outcome of the safety
assessment. Study participants’ agreement to implement this procedure should be obtained and
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documented prior to implementing any changes. Changes in the study medication supply in this
situation are described in Section 6.2.

If a study participant visits another facility for a medical issue (or has to switch sites for a
COVID-19-related reason), the Investigator should request contact with the physician providing O
care to provide a detailed explanation of the study participant’s condition and his/her \O
participation in the clinical study. Study participants or caregivers shall be reminded to collect Q(b'

and keep complete records of this visit. Q

If laboratory assessments cannot be conducted via the central laboratory vendor due to r ted
site access and home visits by study health care providers are not an option, local la‘@tory
safety assessments may need to be conducted in a format that allows the Investlg

receive/review these results and include them as source documentation.

collection for safety laboratory assessments and PK, or alternative met of assessment, such

Deviations to data collection including inability to perform any assessrr.@?puch as ECG, blood
as phone calls, should be recorded in the source documentation and négated as “not done” in the

¢CRF. . Q(})
4.2 Scientific rationale for study design @\5

The main objective of PD0053 is to provide POC for the @acy of the ASYN misfolding
inhibitor UCB0599 in reducing disease progression in y participants with early-stage PD,
and to instruct later stage development. The ultima al is to provide novel treatment options to
PD patients which have the potential to modify th@)progression of the disease.

Two types of data supporting an intervention@S‘a Disease Modification Therapy have been
identified (Cummings, 2017): Q ‘\

1. The intervention produces a mgmffg%t placebo difference on accepted clinical
outcome(s), AND has a cons1si@ ewn (fluid or imaging) biomarkers considered
reflective of the fundament batho iology of a neurodegenerative disease (NDD), ie,
neurodegeneration. ) Q

2. The intervention progumces, 1itive outcome on a randomized-start clinical study design
consistent with a;{:@lur ositive) change (ie, treatment effect) in the clinical course of
disease.

In both\cases, 9] dlsease progression on clinical measures is evident; in the former,

%édisease modification (DM) supports the clinical measures.

blﬁlcals& enc
@ & th?&%posed study, PD0053, is a Phase 2a study with a double-blind parallel-group,
e

d design and a treatment duration of 18 months.

place@c 1@@1

§§v 1sorder Society Unified Parkinson’s Disease Rating Scale (MDS-UPDRS)

Q &\(\\9 E%

>

art sum score, the primary clinical outcome, is the best-established functional scale to
ﬁﬁa e disease progression in PD populations and to assess the effect of STs. In the case of

gs with the potential of slowing disease progression in this population, MDS-UPDRS would
ave considerable limitations if applied as a solitary and standalone endpoint. As it is currently
the best characterized and most widely used scale, MDS-UPDRS will have a prominent role in
this study to assess the effect of UCB0599 in delaying the progression of clinical symptoms;
however, it is understood that it almost exclusively captures neuromotor dysfunction and thus in
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isolation would not have the bandwidth to provide a holistic picture of disease progression. To
address this limitation and to ensure a more holistic view, the suggested POC study incorporates
multiple measures and scales capturing non-motor domains (including cognition and
neurovegetative function).

\\
Evaluation of how study participants feel and function through the use of patient-reported \}O
outcome (PRO) measures has become an increasingly important component of therapeutic . >
assessment. In an effort to best measure the patient perception of motor and non-motor signggnd
their impact in early-stage PD, UCB, together with the patient organizations Parkinson’s Q;Lnd
Parkinson Foundation USA, has collaborated on large patient-centered research to defime an
optimized PRO strategy for the context of use of early-stage PD. Research findin @oss over
50 patients and 10 caregivers highlighted that bradykinesia (particularly functio wness),
tremor, rigidity/stiffness, mobility (particularly gait and upper limb issues), a@&étigue are the
cardinal concepts of interest in early-stage PD. Research outcomes also s ted that the legacy
PROs traditionally used in clinical research may not be fit for purpose in\¢arly-stage PD, as most
of them were developed for use in later stages of disease. As a resul @B developed with
patients an exploratory set of novel PROs for early-stage PD, co@d of: the Early
Parkinson’s Disease Function Slowness PRO, the Early Parki s Disease Mobility PRO, and
Fatigue-PRO. UCB hypothesizes that this exploratory PRO egy will generate interpretable
PRO data for the demonstration of treatment benefit in éeg(&—stage PD patients and adequately
complement MDS-UPDRS evidence. It is intended to,tcst the new UCB PRO strategies in
PDO0053 as exploratory endpoints. (\*

Rescue medication currently available for PD gatients, namely levodopa and other dopamine
agonists, will interfere with motor symptoms(@hd therefore bias any MDS-UPDRS measures
collected postinitiation of rescue medicatiOn’™ TheSintention with this study is to provide a
measure of the effect of UCB0599 on &UPDRS clinical scale, free of confounding by
rescue medication. However, for d%@hefi& visits, study participants that do start to receive
ST over the study observation period wiillpe asked to refrain from taking ST for at least 12 hours

before the clinic visit and to t dication to the site. Please refer to Section 6.5.3 for
further details. NS ;\\'O

To assess neurodegené@elf)n, ¢ @biomarker Dopamine Transporter Imaging with Single Photon
Emission Compute mqébphy (DaT-SPECT) will be used, which is the best-established in
vivo method to itor §opaminergic neurodegeneration. It has been reported in the literature
-Sp results’are not impacted (or are only marginally impacted) by using the ST
{%erefore, DaT-SPECT will be used as an assessment in the study to identify

ffe?’QfU 599 treatment. Moreover, DaT-SPECT at Screening will allow identification
O of th(% evaiittarget population by identifying patients without evidence of dopaminergic
N7 defelt. (<
QY Rt

0 &Rent' }gﬁg participants with early motor deficits in conjunction with confirming reduction of
Q \6 dﬁne transporter levels has been shown to be a useful and EMA-qualified means of

N cting participants who will have detectable progression rates over the course of clinical

(Vstudies (EMA/CHMP/SAWP/765041/2017). In this study, DaT-SPECT will be used at Screening
o as a means to confirm dopamine transporter level reduction.

Previous studies that have attempted to demonstrate efficacy of nonsymptomatic treatments for
PD in early-stage populations have failed to show DM. Among the reasons for failure,
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insufficient treatment duration to detect delayed treatment effect and the high variability of

disease progression have been identified. An 18-month duration was chosen because it is

expected to be sufficient time for UCB0599 to reveal a disease modifying effect and to

differentiate from ST. Q
O

.

In addition, the impact of UCB0599 on time-to-initiation and overall intake of rescue medication X3\
will be investigated. Since UCB0599 treatment is expected to slow disease progression and . Q(b'
disease progression is directly linked to onset of ST, UCB0599 would be expected to delay

time until the study participants require initiating ST, which therefore can be utilized as @ﬁv nt.

The treatment duration of up to 18 months means that treatment effects of UCB0599-4u'the need
for initiation of rescue medication will be able to be assessed in the majority of st

participants. | | o &<\/ |

As UCBO0599 has potential to slow disease progression in the non-motor in, which
prominently encompasses cognitive functioning, there is a need to incﬁmments which
may capture a signal in this area. The Montreal Cognitive Assessmen oCA]; Nasreddine et
al, 2005) will be used to complete the main assessments, as it cov. ifferent cognitive domains
(visuospatial/executive, naming, memory, attention, language, action, delayed recall, and
orientation). Practice effects have been observed on repeati%g?CA assessments (Wong et al,
2018) and therefore parallel versions are available which ¢@n' be utilized for longitudinal
observations. Furthermore, the MoCA will play a role i, Screening, to exclude participants with
a pronounced cognitive impairment, which specifi in younger participants could be
indicative of a neurodegenerative disorder other th@n PD.

For each efficacy objective, the precise trea $1t effect of interest is defined on the selected
endpoints referred to as the estimands. A is & Phase 2 study, we will focus on estimands
which measure efficacy (as opposed t ectl SS).

4.3 Justification fo\,@o%@

The rationale for testing the préhosed.étinical dose levels of UCB0599 180mg/day (90mg BID)
and 360mg/day (180mg BIDy<n PID§953 is based on (1) the safety margin estimates comparing
systemic exposures at thé&no Q \}/ed adverse effect level (NOAEL) in monkey with human
observed exposures 'N{Qldy icipants with PD treated in UP0077, and (2) exposures that have
shown pharmacolegi2al aetivity in transgenic mice that overexpress the human wildtype ASYN
gene L&EI CA)i C@

P ial foo@effectds well as potential drug-drug interaction with itraconazole, a strong
3ALGH ib"t@ were evaluated in UP0078 after UCB0599 single dose (180mg). Data from
C) 0 onffrried that no food restriction is needed in PD0053. However, strong CYP3A4
\> in ors inducers) should not be co-administered with UCB0599 (see Section 6.5.2).
\>Q) 0#3.4 @ safety-based dose levels

Q \(\\% @0599 exposure data in the most sensitive nonclinical species (monkey) are presented in
& e}‘ able 4-1. The UCB0599 Cmax and AUCy.24n following daily dosing of 60mg/kg/day for
(b.(\ 39 weeks in male monkeys were 4090ng/mL and 28000h*ng/mL, respectively. These PK
parameters were used to determine the human safety margins, comparing nonclinical exposures
with human observed exposures.
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Across the dose range tested, UCB0599 behaved approximately linearly when relating dose and
exposure; therefore, the projected equivalent AUC.24n at steady state at (180mg/day [90mg
BID]) is 8072h*ng/mL (mean AUCo.12n,ss 4036h*ng/mL multiplied by 2; and at 360mg/day
[180mg BID]) is 15908h*ng/mL (mean AUCo-12nss 7954h*ng/mL multiplied by 2) (Table 4-1).

o)

>
Table 4-1: Cmax and AUC and unbound (Cmaxiuj and AUC[j) UCB0599 exposur

calculated on measured plasma protein binding in monkey or h
plasma samples >

O\

\Y

Cmax Cmax(u) AUC0-24h AU . u)

ng/mL ng/mL h*ng/mL h* L
-
Male monkey 4090 200.4 28,000 C) 1372.0
(39-week) \\.Q
(at 60mg/kg/day) ®0
Observed human 730 6.6 . @ 72.6
exposures A
(90mg BID, \@
180mg/day) @S
Observed human 1330 15,908 143.2
exposures (\A
(180mg BID,
360mg/day) n{\

BID=twice per day g

Note: Mean AUC.241, calculated as 2x the mea, & U@i\m, in UP0077 (Investigator Brochure Table 4-7 and 4-
8).

Note: Plasma unbound fraction in monke{@nd hur@s are 4.9% and 0.9%, respectively (Study NCD2777).

C
ex

nd AUC parameters with the nonclinical data
ed drug exposures remain below the observed mean
eek monkey study. To further provide reassurance on the
provides calculated unbound PK parameters, i€, Cmax() and
@onoeb of unbound drug being a pharmacologically active moiety. In
bound percentage was 95.1+£3.4% at 37°C. The protein binding in
as liO 1% at 37°C (UCB study number NCD2777). Using the unbound
unbound (pharmacologically active) drug comparing the average exposure
rticipants vs the observed monkey exposure data, a safety margin of >15 is to
the basis of this calculation.

Comparing these human obse
(Table 4-1) indicates that
NOAEL levels obtained {2y the
safety exposures, Taklem-1
AUC(u), based on

plasm
ngas

nve
%‘s&@

2 @

Qs%]ected exposures in humans at UCB0599 180mg/day (90mg BID) and 360mg/day
mg BID) are predicted to correspond to efficacious CNS exposures in the transgenic mouse

Pharmacology-based dose levels

(\%odel overexpressing human wildtype ASYN gene (SNCA). Therefore, UCB0599 dose selection

for UP0030 was projected to achieve systemic exposures in humans that were comparable to the
efficacious exposures obtained in the pharmacological animal model (transgenic mice
overexpressing SNCA), and, in particular, a range of exposures encompassed within those
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expected after chronic administration at UCB0599 1mg/kg and UCB0599 5mg/kg. The AUC and
Cmax exposures (expressed as total and unbound) estimated after administration at

UCB0599 1mg/kg were 308ng*h/mL (unbound: 6.5h*ng/mL) and 332ng/mL (unbound:
7.0ng/mL), respectively (Table 4-2). AUC and Cmax exposures (total and unbound) estimated
after administration at UCB0599 S5mg/kg were 1648ng*h/mL (unbound: 34.6h*ng /mL) and

1317h*ng/mL (unbound: 27.7ng/mL), respectively. (70}
‘\\0
R
Table 4-2: UCBO0599 exposure at pharmacological dose @Q
&
Unbound \}0

Dose AUCO.24 Cmax AUCo.z4 ’Wund Cmax
(mg/kg/day) Gender (h*ng/mL) (ng/mL) (h*ng/mL) (\ﬁ g/mL)

| Male 308 332 6.5&0\, 7.0

5 Male 1648 1317 (Q&v 27.7

.)

At UCBO0599 180 or 360mg/day in UP0077, the projected ex @‘re (AUCo-24n ) in humans at
these doses were 8072 and 15908h*ng/mL, respectively und: 72.6 and 143.2h*ng/mL,
respectively), and the Cnax were 730 and 1330ng/mL, rgg&wely (unbound: 6.6 and 12ng/mL,
respectively), at steady state. This exposure covers the range of both Cmax and AUC exposure in
mice at the highest pharmacological dose of UCB% Smg/kg.

4.4 End of study definition {\

Participants are considered to have co @ study if they have completed all phases of the
study, including the SFU Visit (30 day nd of Treatment [EOT] Visit). Participants
opting to enter PD0055 will not enter eriod of PD0053, and are considered to have
completed the study if they haveé’o\nple@all visits up to and including EOT.

The end of the study is deﬁn th(@te of the last visit of the last participant in the study.
5 STU DY@’ P,gﬁ\TmN

Prospective approv %@S)l deviations to recruitment and enrollment criteria, also known as
protocol waivers @exen@ ons, is not permitted.

5.1 » Q’D’\clualon criteria
N
eﬁcip ar e@lble to be included in the study only if all of the following criteria apply:

A Qs
\Q %@ g
Q) Stu@.\ﬁartlclpant must be 40 to 75 years of age inclusive, at the time of signing the informed
0 &knsent
ej' pe of participant and disease characteristics

(b 2a. Study participant has PD, with a diagnosis made by a neurologist according to the 2015
Movement Disorder Society criteria within 2 years of Baseline Visit (including diagnosis
during Screening).
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3. The following diagnostic criteria must be met: bradykinesia AND at least ONE of the
following: muscular rigidity, or resting tremor.

4b. A Screening DaT-SPECT, or a historical DaT-SPECT within 3 months of the Screening Visit
(V1) that has been qualified by the central reader, shows evidence of dopamine transporter O(\

deficit per study requirements (refer to Section 4.2) and as determined by a central reader. (bss}
5a. Criterion removed. \0
6a. Study participant is in the <2.5 modified Hoehn and Yahr stage at Screening. QQ
7a. Study participant has never taken medications for the treatment of motor Sympto of PD
and is not expected to require starting ST with a high likelihood in the next 6 ths as far
as clinical judgement allows. These medications include: /1/
g\
a. Levodopa
. N
b. Catechol-O-methyltransferase (COMT) inhibitors (O\)
c. Dopamine agonists . (\0‘)
AN
d. Monoamine oxidase-B (MAO-B) inhibitors &Q
e. Anticholinergic drugs ®(b
f. Trihexyphenidyl (\A
g. Amantadine {\(o
h. Safinamide Q
Exceptions to the above would be @} fol@mg
1.  Acute pharmacolog16 sti r diagnostic purposes is allowed until 1 week before

first Screening V1

i1.  Historical treat mptomatlc treatment (ST) for a duration of up to 1 month
is allowed u s before first Screening Visit (refer to details in exclusion

criterion #ma

8. Study part1c1{sg ha{’fkver taken part in disease-modifying treatment studies directed at

’b
Qtiﬁ' %&Q does not take N-acetyl cysteine or other cysteine donors or glutathione

C) pr regular basis as a food supplement.

\C) 10 icipant is willing, competent, and able to comply with all aspects of the protocol,
\/ Ochl g follow-up schedule and biospecimen collection.

@‘p Study participant has a body mass index (BMI) of 16 to 34kg/m? (inclusive).

12. Contraception
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— A male participant must agree to use contraception as detailed in Appendix 4
(Section 10.4) during the Treatment Period and for at least 90 days after the last dose of
study medication and refrain from donating sperm during this period.

— A female participant is eligible to participate if she is not pregnant, not breastfeeding, and OQ
at least one of the following conditions applies:

o Not a woman of childbearing potential (WOCBP) as defined in Appendix 4 '\\0

(Section 10.4) Q
oF S

A WOCBP who agrees to follow the contraceptive guidance in Appendi% *
(Section 10.4) during the Treatment Period and for at least 1 month afféhe last dose

of study medication. The study participant must have a negative s pregnancy test
at Screening (Visit 1), which is to be confirmed negative by uring-esting prior to the
first dose of study medication at Baseline (Visit 3). If oral co eption is used, an
additional barrier method will be required during the study; study medication
related-gastrointestinal upset or a drug interaction by C@}A4 induction could
interfere with efficacy. \3
\{9
Informed consent (0\

13. Capable of giving signed informed consent as deSCI{&d in Appendix 1 (Section 10.1.3)
which includes compliance with the requireme@nd restrictions listed in the ICF and in this

protocol. 7))
L &
5.2 Exclusion criteria 0
Participants are excluded from the studéﬁ @%he following criteria apply:
Medical conditions O @K

1. Study participant has any cufrznt \ast medical or psychiatric condition that, in the opinion
of the Investigator, coul ij or would compromise the study participant’s safety or
ability to participate @ S s

2. Study part1c1pants€9a §nt history of alcohol or drug use disorder, as defined in the
Dlagnostlc an tlstrs& anual of Mental Disorders V, within the previous year before
emng

Cﬁudy ag-?mp as a known hypersensitivity to any components (and/or its excipients) of
atlon or comparative drugs as stated in the protocol.

\Cja (}/@ @mant has a known relevant allergy (not including mild seasonal hay-fever and/or
1vitis or low-grade food intolerances), a pre-existing history of a relevant and
OQ) 60 cl ally significant allergic condition, or a predisposition for an allergic reaction (eg, total
Q unoglobulin E value above normal range according to the study’s central laboratory
‘(\ Dreference range) at Screening in the opinion of the Investigator.

Q3. Study participant wearing any kind of implantable device, including cardiac pacemakers,
pumps, and implantable cardioverters, will be excluded from wearing the wearable sensor,
but may participate in the main study.
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6. Study participant with a known nickel allergy severe enough to preclude 24 hours a
day/7 days a week wearing of a sensor device with a nickel alloy-containing housing will be
excluded from wearing the wearable sensor, but may participate in the main study.

7. Study participants with any condition or in any circumstances that in the opinion of the
Investigator, makes the participant inappropriate for wearing of the wearable sensor. These
study participants will be excluded from wearing the wearable sensor but may participate\‘&g)
the main study. Q

8. Study participant has a brain magnetic resonance imaging (MRI) scan performed during
Screening indicative of a clinically significant abnormality or a historical MRL during
the 6 months before Screening Visit 1 of sufficient quality to show such ab alities. In
case of doubt, the significance is determined on a case-by-case basis in cl@Se’collaboration
with the Medical Monitor and should not include abnormalities like propriate brain
atrophy, minor white matter signals, or mild vasculopathy. O

9. Study participant has any contraindication for the brain MRI or@.;?—SPECT imaging.

10. Study participant has ongoing significant inflammatory gastfdintestinal disorders and/or
clinical signs of significant gastrointestinal problems at ening. Study participants with
PD-associated gastrointestinal motility problems neg&% be excluded.

11. Study participant has a MoCA score less than 23, indicating mild cognitive impairment or
other significant cognitive impairment or clin@l mentia at Screening that, in the opinion
of the Investigator, would interfere with s‘u@y valuation.

12. Study participant has a lifetime history (qu ide attempt (including an actual attempt,
interrupted attempt, or aborted atte or suicidal ideation in the past 6 months as
indicated by positive responses (“¥8s™) to\@ither Question 4 or Question 5 of the
Columbia-Suicide Severity IS' S@QC-SSRS) at Screening.

13. Study participant has a dia 1S %;@ significant CNS disease other than PD or history of
epilepsy or seizure disordgr’othehythan febrile seizures as a child.

14a.Study participant h&&no ties in lumbar spine previously known or determined by a
Screening lumb ray ({fy¢onducted) that could preclude lumbar puncture, in the opinion of

the Investigat e(g\m icipant must be excluded from lumbar puncture but not from study

1C1p as a history of clinically significant back pain, back pathology, and/or back
or e@mple, degenerative disease, spinal deformity, or spinal surgery) that in the
100 e Investigator is sufficiently severe as to potentially predispose participant to

m 1ons or technical difficulty with lumbar puncture. The participant must be excluded
S&bmbar puncture but not from study participation.

\% 16 idence or history of significant active bleeding or coagulation disorder or use of drugs that
6 affect coagulation or platelet function within 14 days prior to lumbar puncture. The
participant must be excluded from lumbar puncture but not from study participation.

17a. Allergy to lidocaine (Xylocaine®) or its derivatives. The participant must be excluded from
lumbar puncture but not from study participation.
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18a.Medical or surgical conditions which in the opinion of the Investigator represent a
contraindication for lumbar puncture. The participant must be excluded from lumbar puncture
but not from study participation.

19. Total bilirubin >upper limit of normal (ULN) (=1.5XULN total bilirubin if known Gilbert’s OQ
syndrome). If study participant has elevations in total bilirubin that are >ULN and R
<1.5xULN, fractionate bilirubin to identify possible undiagnosed Gilbert’s syndrome (ie,. 0(0'
direct bilirubin <35%). Q\\

20. Current or chronic history of liver disease, or known hepatic or biliary abnormalitieddm¥ith

the exception of Gilbert's syndrome or asymptomatic gallstones). . OQ
a. Alanine aminotransferase (ALT), aspartate aminotransferase (AST), or 9{/@}%

3

phosphatase (ALP) are >1.5xULN. O\\

b. For randomized study participants with a Baseline result >ULN LT, AST, ALP, or
total bilirubin, a Baseline diagnosis and/or the cause of any cliffieally meaningful
elevation must be understood and recorded in the eCRF., \Q

c. Ifthe study participant has >ULN ALT, AST, or A at does not meet the exclusion
limit at Screening, repeat the tests, if possible, prid&) dosing to ensure there is no further
ongoing clinically relevant increase. In case o é@inically relevant increase, inclusion of
the study participant must be discussed Wi}§ﬂ1 Medical Monitor.

d. Tests that result in ALT, AST, or AL {}'to 25% above the exclusion limit may be
repeated for confirmation. This in @es lgs‘creening.

21. Study participant has a history or ﬁﬁem{@ndition of respiratory or cardiovascular disorders
at Screening (eg, cardiac insuf@en @oronary heart disease, uncontrolled hypertension,
arrhythmia, tachyarrhythmibor m%}Sc rdial infarction) which is considered clinically
significant by the Investig#tor.

22a.Study participant haqg(p : Qstory or current diagnosis of Type 1 diabetes or uncontrolled
Type 2 diabetes,&@l coiirolled type 2 diabetes in line with local clinical practice is
acceptable. _ O A(O

23a.Stldy partigipant @clinically significant ECG abnormality at Screening, in the opinion of
@e nye&ti atq\r\c.m addition, any study participant with any of the following findings will be
Qxcl@d: O
O N
O T cted for heart rate using Fridericia's formula (QTcF) interval >450ms (in males)
Q)\> 00\) 01.‘\_ Oms (in females) in 2 of 3 ECGs.
QO . %6 Bundle branch blocks (complete bundle branch block with QRS>120ms), marked right or
&\(\\ " left axis deviation or second and third degree atrioventricular block are excluded. Mild
Q first degree atrioventricular block (defined as PR interval <230ms) is acceptable. Mild
> axis deviation, incomplete right bundle branch block (QRS<120ms), or left anterior

hemiblock is acceptable if no underlying disease is suspected by the Investigator.
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c. Irregular rhythms other than sinus arrhythmia or occasional, rare supraventricular or rare

ventricular ectopic beats.

d. In the judgment of the Investigator, T-wave configurations that are not of sufficient Q
quality for assessing QT interval duration. %O

24. Study participant has a history of recurrent unexplained syncopes or a family history of \\Q(b
sudden death due to long QT syndrome.

25a.Study participant has had significant blood loss or has donated or received 1 or more @%s
(450mL) of blood within 30 days prior to Baseline Visit, or has donated plasma‘o@atelets
within 14 days prior to Baseline Visit.

>
A9
Prior/Concomitant therapy N\
O&

26a. Study participant has past history of use of medications for the treatni@t of motor symptoms
of PD. Short (up to 4 weeks) past use of medications for the treatpgkt of motor symptoms is
permitted following a sufficient washout period. Medications i%uded are: levodopa
(maximum 400mg per day), dopamine agonists, MAO-B 1 rs, anticholinergics, or
amantadine. A sufficient washout period is at least 3 mqn#s prior to the Baseline Visit.

27. Study participant received an investigational medici @roduct (IMP), or has participated in
another study of an IMP within a period of 90 da r 5 half-lives of the drug, whichever is

longer) before Baseline. Q

28. Study participant has had prior treatme%gL&n investigational medical device, or

participated in a study of an investigati medical device within a period of 90 days before
Baseline. Q 6\

29. Study participant has had prior tre@men\@th an investigational vaccine, gene therapy, or
stem cell therapy for PD (inclh@lg q&e immunization or passive immunotherapy with
monoclonal antibodies). ) @\

30a. Criterion removed. \}% ‘\OQ

31b.(1) Study participq&[a{s&bs} use of any of the following (drugs that may affect DaT-
S

SPECT scan) v@hjn 5 prior to Baseline: metoclopramide, alpha methyldopa,
olanzapine, flilnarizine;'amoxapine, reserpine, bupropion, buspirone, cocaine, mazindol,
mé‘\hamp mine{nethylphenidate, norephedrine, phentermine, phenylpropanolamine,
Qoda nﬁ? clo@ne.

C)()(Z dy @Qcipant has prior use of any of the following (drugs with possible Parkinson’s
\C) \}1 as difying effects) W'ithin'S'days prior to Baseline: Pioglitazone, ambroxol, nilotinib,
N/ O os:*?}; deferiprone, liraglutide, lixisenatide, N-acetylcysteine, phenylbutyrate, transdermal
Q) 'c@tme, exenatide, and isradipine.

Q \6 32,58 dy participant has had prior treatment of PD involving intracranial surgery or
N 6 implantation of a device (including deep brain stimulation).

" 33. Study participant has received prohibited prescription or nonprescription medicines
(Section 6.5.2) (including over-the-counter medicines and herbal and dietary supplements
[including St John’s Wort]) that have been taken within 14 days prior to Baseline.
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Prior/Concurrent clinical study experience
34. Participant has previously participated in this study or participant has previously been
assigned to treatment in a study of the medication under investigation in this study.
Diagnostic assessments \}O

35a.Positive prestudy medication/alcohol/recreational drug screen, unless reasonably explain@
by concomitant use of a medication. Q
R

36. Positive human immunodeficiency virus antibody test. Q
37. Presence of hepatitis B surface antigen at Screening. {\}O

38. Positive hepatitis C antibody test result at Screening or within 3 months px; {Qo starting
study medication. NOTE: Participants with positive hepatitis C antibodgylue to prior
resolved disease can be enrolled, only if a confirmatory negative h@is C ribonucleic acid

(RNA) test is obtained. Q>

39. Positive hepatitis C RNA test result at Screening or within 3 hs prior to first dose of
study medication. NOTE: Test is optional and participant negative hepatitis C
antibody test are not required to also undergo hepatitis A testing.

a. The hepatitis C antibody test is a standard test u@i@t Screening to determine eligibility,
and hepatitis C RNA testing is optional and performed when the antibody test is
positive in order to consider paﬂicipantkvfﬁsitive hepatitis C antibody test for
enrollment into the study. Where hepatitiS§ C RNA testing is unavailable, a positive

hepatitis C antibody test will be u@or &{Qlusion.
O 0

b. NOTE: Stable chronic liver digease %@uding Gilbert’s syndrome and asymptomatic

gallstones) is acceptable g%@p ant otherwise meets entry criteria.

40b.Study participant has m; 1 hi{s{éy or current diagnosis of renal impairment and/or

Screening laboratory rostilts any of the following confirmed by repeat test:
a. Criterion re i \\(O

b. Abnormal nalxsﬁconsidered clinically significant by the Investigator, eg, red cell

ansts &@?m@@a n microscopy.

OQ A,Q}Om%@%nalysis may be treated during the Screening Period and retested prior to

@)

sel& providing that study participants are still within the Screening Period window

O 0\) a &g‘le treatment medication is stopped 14 days prior to Baseline.
60

c%%esults for urine test of albumin/creatinine ratio of >30mg/mmol.

6@% Study participants with evidence of urinary tract infection during the Screening Period.

9
(0'(\ Urinary tract infection may be treated during the Screening Period and retested prior to

Baseline, providing that study participants are still within the Screening Period window
and the treatment medication is stopped 14 days prior to Baseline.
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e. The estimated glomerular filtration rate of <45mL/min/1.73m? (using the Chronic Kidney
Disease Epidemiology Collaboration formula).

f. Clinically significant electrolyte abnormalities.
O
‘&
R4
N\

Other exclusions N

41. History of significant renal disease.

42a. The study participant must not ingest grapefruit, starfruit, or pawpaw (as beverage, f@ or
supplements) within 72 hours before the study medication administration or be r
treatment with any known strong CYP3A4 inhibitor or inducer within 72 housg\béfore study
drug administration or throughout the entire study period (Section 6.5.2)., /\/(b'

authorized representative, employees of the Sponsor or the CRO witlidirect involvement in
the proposed study or other studies under the direction of the Inv ator or the CRO, as
well as family members of the employees or the Investigator. rance, another example of
vulnerable participants includes participants who do not bef\ t from social security
schemes such as health insurance. (For specific require s in France, please refer to
Section 10.9, Appendix 9.) o)

N\
43a. Vulnerable participants (eg, participants kept in detention, soldiers, adﬁﬁ}\vith legally

44. A female study participant who tests positive for&@ancy, plans to get pregnant during the
participation in the study, or who is breastfeedifig.

45. Study participant with hypokalemia, deﬁn@.as a serum potassium level below the lower
limit of the laboratory’s reference ran

5.3 Lifestyle restrictio‘;’.}’@Q Q}é\ ’

\
5.3.1 Meals and dieta strictions
S‘@e ,tg@*

The study participant must n ges pefruit, starfruit, or pawpaw (as beverage, fruit or
supplements) within 72 houfy efs&(@ he study medication administration and throughout the
study.

< .
O
5.3.2 Caf@ne, &I&hol, and tobacco
There \e{e no r Qior@ﬁor caffeine or tobacco during the study. Prior documentation of alcohol
abuQis an eKgrusig@-eriterion, and study participants are requested to practice only moderate

gl)@lol é®ﬂﬂl&®@
.3\.){(\ & ctivity
Q)\/ gére a@\z}é restrictions on any activities.
QO . %65
N\

& (S{\\\ Screen failures
&

@creen failures are defined as participants who consent to participate in the clinical study but are
not subsequently randomly assigned to study medication. A minimal set of screen failure
information is required to ensure transparent reporting of screen failure participants to meet the
Consolidated Standards of Reporting Trials publishing requirements and to respond to queries

Confidential Page 53 of 171



UCB 21 Mar 2024
Clinical Study Protocol Amendment 6 UCB0599 PDO0053

from regulatory authorities. Minimal information includes demography, screen failure details,
eligibility criteria, and any serious adverse event (SAE).

For study participants otherwise fully eligible but not able to be randomized as planned for
personal reasons, rescreening may be allowed once per participant at the discretion of the . O
Investigator, following discussion with the Medical Monitor. If Visit 2 was completed during \}O
screening, only Visit 1 needs to be completed for rescreening. However, the maximum period 0(0'
between DaT-SPECT, MRI assessment, and V1 need to be adhered to as per inclusion CI‘itCIQ\\
Rescreened participants will be assigned a new participant number. (O'Q

Rescreening in case of abnormal laboratory results can be considered only in case gf& results
for which there are strong reasons to be considered transitory and/or without clini afety
significance. In these cases, the assessments might be repeated after consultatiﬁh the
Medical Monitor. O\

6 STUDY TREATMENTS/INVESTIGATIONALDEVICE

Study treatment is defined as any investigational treatment(s), marl%e(gproduct(s), placebo, or
medical device(s) intended to be administered to a study partici@ ccording to the study

protocol. &Q
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6.1 Treatments administered
ARM Name UCB0599 180mg/day UCB0599 360mg/day Placebo
Intervention UCB0599 UCB0599 Placebo
name
Type Drug . Drug Placeb.o \.\\(')
Dose Granules in capsules and | Granules in capsules Matching placebo Q
formulation matching placebo capsules (O.Q

capsules RS

Unit dose 90mg and Omg 90mg Omg (b\}v
strength(s) :\/\/

Dosage level(s)*

180mg/day [90mg BID]

360mg/day [180mg BID]

I\Lé\(B}D intake

Qes) \

\
Route of Oral — 2 capsules 90mg Oral — 4 capsules 90mg \Qral — 4 matching
administration | and 2 matching placebo per day Uplacebo capsules per day
capsules per day BID approximately - ]«\Qq BID approximately 12
BID approximately 12 hours apart hours apart
hours apart (\{*
Use Experimental Experlme@ Placebo-comparator
IMP and NIMP | IMP IMP (\ﬁ IMP
Sourcing IMP will be supplicd by | IMP&ill be supplied by | IMP will be supplied by
UCB Clinical Trial Clinical Trial UCB Clinical Trial
Supply or designee. (\Q u}ggly or designee. Supply or designee.
Packaging and | UCB0599 and plac N 0599 and placebo UCB0599 and placebo
labeling capsules are Q,gcapsules are capsules are
& manufactured, packaged, | manufactured, packaged,
i and labeled according to | and labeled according to
Good Manufacturing Good Manufacturing
Practice guidelines and Practice guidelines and
applicable laws or applicable laws or
regulations. regulations.
Curr t/Form : AOK NA NA

| —tw1@

ceb

er d WP=investigational medicinal product; NA=not applicable

nts é& randomized to either UCB0599 360mg/day (180mg BID), UCB0599 180mg/day (90mg BID),
chieve a final randomization ratio of 1:1:1 when the IMP for low dose UCB0599 180mg/day (90mg

) wallBe available to supply sites.

Preparation, handling, storage, and accountability requirements

‘?é Investigator or designee must confirm appropriate temperature conditions have been
maintained during transit for all study medication received and any discrepancies are reported
and resolved before use of the study medication.

Only participants enrolled in the study may receive study medication, and only authorized site
staff may supply or administer study medication. All study medications must be stored in a
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secure, environmentally controlled, and monitored (manual or automated) area in accordance

with the labeled storage conditions with access limited to the Investigator and authorized site
staff.

The Investigator, institution, or the head of the medical institution (where applicable) is . O(\
responsible for study medication accountability, reconciliation, and record maintenance R
(ie, receipt, reconciliation, and final disposition records). .\Q(b'

In case an out-of-range temperature is noted, it must be immediately reported as per instru S
contained in the IMP Handling Manual.

>
The Investigator (or designee) will instruct the participant to store the study medic@\%&
following the instructions on the label.

3

Further guidance and information for the final disposition of unused study ation are
provided in the IMP Handling Manual. \"Q

6.2.1 Drug accountability fb\}

A Drug Accountability form will be used to record study medicatx ispensing and return

information on a by-participant basis and will serve as source Seumentation during the course
of the study. Details of any study medication lost, damaged@ue to breakage or wastage), not
used, partially used, disposed of at the study site, or retu (&'t the Sponsor or designee must
also be recorded on the appropriate forms. All suppli d pharmacy documentation must be
made available throughout the study for UCB (or %nee) to review.

The Investigator (or designee) is responsible f(;z\cetaining all used, unused, and partially used
containers of study medication until retum%@ destroyed.

The Investigator may assign some of th&re@ or’s duties for drug accountability at the study
site to an appropriate pharmacist/de%g%ée. @K

The Investigator must ensure th@;he stﬂ@ medication is used only in accordance with the

protocol. %Q Q@

Periodically, and/or after, o\¥p1 “&Q of the clinical phase of the study, all used (including empty
containers)/partially ub@?’un 15ed, damaged, and/or expired study medication must be reconciled
and either destroye@t'the ({3 according to local laws, regulations, and UCB standard operating
procedures or refilrtied t UCB (or designee). Investigational medicinal product intended for the
stud&tlnnot sed%f any other purpose than that described in this protocol.

)

C) nter@%e re@%nse technology (IRT) will be used for assigning eligible participants to a

\ trﬁ?ﬁent @men (as applicable) based on a predetermined production randomization and/or

Q) ckagi@g schedule provided by UCB (or designee). The randomization schedule will be

QO . %ﬁo ed by the IRT vendor. The IRT will generate individual assignments for kits of study
&\(\\ ication, as appropriate, according to the visit schedule.

(’\\ D@sures to minimize bias: randomization and blinding

o enroll a study participant (Visit 1), the Investigator or designee will contact the IRT and
provide brief details about the participant to be enrolled. Each participant will receive a 5-digit
number assigned at Screening that serves as the participant identifier throughout the study. The
participant number will be required in all communication between the Investigator or designee
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and the IRT regarding a particular participant. Participant numbers and kit numbers will be

tracked via the IRT. Enrolled participants who withdraw from the study prior to randomization

will retain their participant number without receiving a randomization number (ie, participant

numbers will not be reassigned). Q
O

To randomize a participant, the Investigator or designee will contact the IRT and provide brief
details about the participant to be randomized. The IRT will automatically inform the . 0(0'
Investigator or designee of the participant’s randomization number. The IRT will allocate ki
numbers to the participant based on the participant number during the course of the studyb@l
randomization number must be incorporated into the eCRF.

All participant treatment details will be allocated and maintained by the IRT. The;#%wmg

individuals will receive the randomization code at the start of the study: <\/
e Designated CRO bioanalytical staff analyzing PK samples \"QO

e Sponsor clinical study supply staff (O\}

e Interactive response technology provider \QO')

The following individuals may have access to the randomiza%@l code as indicated:
e Sponsor patient safety staff as needed for reporting (Q's to regulatory authorities

¢ On request, members of the Data Monitoring C ittee (DMC) who participate in
unblinded (closed) sessions will be given inf tion about the IMP allocation for those
participants for whom data are provided aé se sessions

e Unblinded CRO staff supporting prep on Q{f‘the data outputs for the DMC review

e Unblinded pharmacometrics staff stagighical programmers, independent from the study
team, who have access to the l@mr@@ita for the preparation of the exposure-response
analysis

To balance prognostic factq@cro eatment groups, randomization of study participants will
be stratified using permugation {p s by gender.

In the Parkinson Pr s10n$4arkers Initiative (PPMI) database, variability in MDS-UPRDS
was observed to differ bgtween male and female PD patients. Men and women also behave
differﬂmy wi pec@a start of ST. Therefore, the study will balance treatment groups

$mg ;\@tnde{\

‘&dy, only participants who are recruited after the introduction of the
O ran @zat chedule which include the low-dose arm will have a chance of being assigned to

OSQ\_ 0599, causing a small time bias. This time bias will be considered to have no

OQ) pact@n how the participants respond to their assigned treatment, ie, the data collected from
Q ants assigned to the placebo and high-dose arms prior to the introduction of the full
&\(\ omization schedule will be assumed comparable to the data collected from participants
(\e}smgned to the placebo and high-dose arms after the introduction of the full randomization

" schedule.
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6.3.1 Procedures for maintaining and breaking the treatment blind
6.3.1.1 Maintenance of study treatment blind

All participant treatment details will be allocated and maintained by the IRT system. Q
6.3.1.2 Breaking the treatment blind in an emergency situation \30

In the event of an emergency, it will be possible to determine to which treatment arm and d0\
the participant has been allocated by contacting the IRT. All sites will be provided with dq@@
how to contact the system for code breaking at the start of the study. (02}

The Clinical Project Manager will be informed immediately via the IRT when a codggoroken,
but will remain blinded to specific treatment information. Any unblinding of the y

medication performed by the Investigator must be recorded in the source doc ts and on the
Study Termination eCRF page. ®)

. &
6.4 Treatment compliance O

At each in-clinic visit after study medication is dispensed, particip must return all unused
study medication and empty study medication containers. Drugsaceountability must be done in
the participant’s presence in order to obtain explanations re g discrepancies in compliance
with the dosing regimen. Drug accountability must be recgyded on the Drug Accountability form.

If a participant is found to be persistently noncomplia \% 80% or >120% compliant), the
Sponsor, in conjunction with the Investigator, will 1@6 ¢ a decision as to whether the participant

should be withdrawn from the study. {\
6.5 Concomitant medicati {reatment(s)
6.5.1 Permitted concomlt re&@ nts (medications and therapies)

DaTSCAN tracer for DaT- SPECT @‘ﬂl be sourced from GE-Healthcare via Invicro. The
tracer is approved for commerc1 n’érope the US, and Canada and will be used according
to the product label. Approxi@e rag\ﬁactwlty per dose is 185 MBq.

Thyroid-blocking agents®& asskk'g)l must be applied before DaT-SPECT.

Should a COVID 19 \@cm admlnlstered during study participation, full details will be
recorded in the ¢ 1taﬂk edication eCRF page. The specific name of the vaccine and the
exact \{te of a }% 1str n should be recorded, as instructed in the completion guideline.

ited concomitant treatments (medications and therapies)

@p con@ltaugnedlcatlons for the treatment of motor symptoms of PD or medications with PD
\$ diseal® mo ng effect will be allowed at inclusion (eg, levodopa, COMT inhibitors, dopamine
N\, agojrsts O-B inhibitors). For rescue treatment of PD symptoms, refer to Section 6.5.3.

QOQ) %Gtroni P3A4 inhibitors and inducers, as well as sensitive CYP3A4 substrates with narrow
N2 t utic index are not allowed during the study.
N4

(\Ghe following medications are not allowed during the 50 days before DaT-SPECT imaging:
o e Metoclopramide

e Alpha methyldopa
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e C(lozapine
e Olanzapine

e Flunarizine

e Amoxapine (b’§
e Amphetamine derivatives \\0
e Reserpine (OQQ
e Bupropion N\

| O
e Buspirone . /l/(b
e Cocaine Q

O

e Mazindol \g\'
e Methylamphetamine qrb
e Methylphenidate 6\.\(\
e Norephedrine (bg\j‘"
e Phentermine ‘@
e Phenylpropanolamine (O'QA
e Modafinil O{\'
6.5.3 Rescue medication QQ -

Investigators will be encouraged to cagefully document all changes and dose adaptations,
particularly when considering ST i@ati @hich should always consider the individual
participant needs and standard oﬁare eéommendations. Guidance on the initiation of rescue
medication will be provided % se e manual.

The study site will supplwesqu%bedication that will be obtained locally.

Levodopa is determj as ﬁ?(\ choice for participants who are determined to require ST. Other
ST options are on.Q\ e ité in exceptional cases, where levodopa has an unsatisfactory effect,
where_dontrai tion§ ngainst levodopa are identified by the Investigator, or where an
alt Qative STdru edically indicated for any other reason. Monoamine Oxidase Type B
i @ito%&m nofPpe allowed.
O%e @ a{%{@%ne of onset of rescue medication administration, as well as the name and dosage
N\ en e rescue medication, must be recorded in the eCRF. Any dose adjustments also

r
QQ)\/ Gﬁedt recorded.
Q \@ F@scheduled visits, study participants that start to receive ST over the study observation
&Q § 10d will be asked to refrain from taking ST for at least 12 hours before the clinic visit and to
(Nbring the medication to the site. A 12-hour washout is considered sufficient to achieve a
> practically defined off-state for the range of STs specified in this section and has proven

tolerable in clinical practice (Bloem et al, 2019). All tests which are expected to be sensitive to
the effects of ST will take place throughout the first part of the study visit to allow resuming
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dosing of ST at the earliest possible point. If a participant does not comply with the 12-hour ST
washout prior to any visit, the data from that particular visit will be censored.

6.6 Dose modification
There is no dose modification allowed in PD0053.
6.7 Criteria for study hold or dosing stoppage .\0(0

UCB will halt further dosing for all study participants at all sites if any of the following cr@a
are met during the course of the study and following case review to confirm causality an@®)-
seriousness and/or severity of reported events. . OQ

D

3

Possible reasons for discontinuation or suspension of the study include (but are /T:& mited to):

1. A pattern of AEs, abnormal lab results, or other safety findings that wou@e unacceptable
for this patient population. \"Q

2. A pattern of hypersensitivity reactions that are considered study ication-related and that
would be unacceptable for this patient population.

.

If any criterion is potentially met, the SMC will request for th@dc to meet as soon as possible
to make a recommendation to the Sponsor as to whether disé&ntinuation, pausing, or suspension
of IMP dosing or the study should occur.

Consideration will be given to severity and relatednesy of events. Further details on the role and
process of ensuring close safety monitoring throu@ ¢ DMC are provided in the DMC charter.

X\

3. If'the Sponsor or its designees judges it ssary for medical, safety, regulatory, or any
other reasons consistent with applicab@wsg\rqgulations, and Good Clinical Practices
(GCP). O Q)O

4. Sponsor’s decision that contingk@on 9{@% study is unjustifiable for medical or ethical
reasons. b B\

5. Discontinuation of deve\&&p%@né@%he Sponsor’s study medication.

Detailed procedures fqu@ortiné%AEs and other safety events which may meet study hold
criteria are provided in pp@x 3 (Section 10.3).

6.8 T{@a me\rﬁ after the end of the study

Stu?érticig&[s wizg complete the Treatment Period will have the option to transition into a
d@- l@d ext@)n study (PD0055). In this case, participants will not enter the SFU Period
Gt)PD .F ose participants who do not roll over to PD0055, the study ends with an SFU
\C) Visit(Visitp6) approximately 30 days after the last dose. In case of early termination of a
\/ p study medication, the participant will be asked to attend the EOT and the SFU Visit
OQ) 0d }@after the last dose) and will not be eligible for PD005S5.
RL L

D 6’0

>
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7 DISCONTINUATION OF STUDY MEDICATION AND
PARTICIPANT DISCONTINUATION/WITHDRAWAL

71 Discontinuation of study medication o

Study medication will be stopped if the study participant develops a medical condition (or %O

laboratory abnormality or ECG change) that, in the opinion of the Investigator, compromises ﬂ@(b

study participant’s ability to participate or compromises the study participant’s safety. Q\\

Any new clinically relevant safety finding should be reported as an AE. (O.Q

In all cases, the study participant should be followed until the condition has resolve agreed

by the Investigator and the UCB Study Physician. (5\

See the Schedule of Activities (Section 1.3) for data to be collected at the tim{‘e treatment

discontinuation and follow up and for any further evaluations that need t ompleted.

711 Hypersensitivity reaction (such as rash, angiopg}ma, or anaphylaxis)

Study participants will be informed that if they develop any symp suggestive of a
hypersensitivity reaction (eg, rash, angioedema, or anaphylaxi%ﬁtey should contact the
Investigator immediately. &

The Investigator should assess the presenting symptom@%etermine if this is possibly a
hypersensitivity reaction. A

If the event is not considered to be a hypersens'ti‘fé\ reaction (eg, a rash due to another cause)
the Investigator should document this and thecg@ icipant may continue dosing.

If the event is possibly a hypersensitivity ,Q;Qtioﬁ\the Investigator should advise the participant
to withhold dosing and arrange additi 1hv ations as per Section 8.3.6.1. The event should
be reported to UCB as an AESI. In this sce@io dosing may only be recommenced following
agreement of the Investigator an&,he Sl\@

71.2 Liver Chem'&y S ing Criteria
O O

Discontinuation of studygyedic for abnormal liver function should be considered by the
Investigator when a pi@cip eets one of the conditions outlined in Figure 7-1 or if the

Investigator belie\{@ at ity¥1n best interest of the participant.

S
<\ P
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Figure 7-1: Phase 2 liver chemistry stopping criteria and increased monitoring
algorithm

~ If subjectto be monitored weekly mustrefer to Liver Safety Required Actions and Follow up
Assessments section in the Appendix

2
[ Continue Study Treatment
(" Plus ) ST
No Bilirubin=2x Ye
ULN (>35% :
direct) Plus
Yesl  orpus |NS b Symptomsof | No an::nti)tlgrlo Yes
INR>1.5,if ALT25XULN[ > - -»
measured*
Possible _ wees Q0
Hrstaw )| ves | No|
Yes |
v A‘v
[ Discontinue Study Treatment )\ ]

v o

Refer to the Liver Safety Required Actions and F(@“’ up Assessments section in
Appendix
Report as an SAE if possible Hy’s Law case)AST/ALT >3xULN and Bilirubin
>2xULN (=35% direct) NR>1.5, if measured*
(Note: INR value not appl@ g{auents on anticoagulants)

ALT=alanine aminotransferase; AST=aSB@te a @ ansferase; INR=international normalized ratio; SAE=serious
adverse event; ULN=upper limit of n&n %

Specific assessments and fi u ions for potential drug-induced liver injury are provided
in Appendix 6 (Section I, ,b\\.

71.3 QT &t?pp@ Criteria

A participant w@%ee%ﬂher bulleted criterion based on the average of triplicate 12-lead ECG
rea 'gi}wﬂ n from study medication.

& F&OO:@R Uncorrected QT >600ms

C@lge@n Baseline of QTcF >60ms

@par%\pants with underlying bundle branch block, follow the discontinuation criteria listed

b

,00
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Discontinuation QTc threshold with bundle
Baseline QTc with bundle branch block branch block
<450ms >500ms
450 to 480ms >530ms \OQ

N
If a clinically significant finding is identified (including, but not limited to, changes from .\Q(b'
Baseline in QTcF after enrollment) the Investigator or qualified designee will determine if t]Q\
participant can continue in the study and if any change in participant management is neegdg
This review of the ECG printed at the time of collection must be documented. Q
;\}O

>

The Investigator, SMC, or DMC may consider temporary discontinuation of dosthg of study

71.4 Temporary Discontinuation

participants on a case-by-case basis. \"QO

71.5 Rechallenge (b\}

The Investigator aft§r agreement with the SMC (a.ln'd endorsem;il&t@he DMC .if requested by
the SMC) may consider rechallenge of study participants on a y-case basis.

7.2 Participant Discontinuation/Withd Qbal from the study
Participants are free to withdraw from the study at any (%, without prejudice to their continued
care.

A participant may withdraw from the study at y(@me at his/her own request, or may be
withdrawn at any time at the discretion of thedfwestigator, SMC, or DMC for safety, behavioral,
compliance, or administrative reasons. QQ &

®)

If the participant withdraws consent farﬁscl re of future information, the Sponsor may retain
and continue to use any data collee&@ be\f€\® uch a withdrawal of consent.

If a participant withdraws fro st s$‘he/she may request destruction of any samples taken

and not tested, and the Inve\s@atgr t document this in the site study records.

See the Schedule of A\céﬁties @c\tion 1.3) for data to be collected at the time of study
follow-

discontinuation and \End for any further evaluations that need to be completed. The
DaT-SPECT will r at' BOT (End of Treatment), provided that the previous DaT-SPECT
occu more(@‘n 6 ngohths prior to EOT visit.

P@panbs\&?oul((@ withdrawn from the study if any of the following events occur:

C) 1 ((\Wlth @al of consent by the study participant

00 A r&hlatory agency requests withdrawal of the participant from the study

N\
6 3., Qoss of ability to freely provide consent through imprisonment or involuntarily
Q \@ (\* incarceration for treatment of either a psychiatric or physical (eg, infectious disease)
,<Q 6(0‘ illness or throughout quarantine conditions.

" Participants must be discontinued from study medication (but not necessarily from the study) if
any of the following occurs:

1. Study participant develops an illness that would interfere with his/her continued dosing.

Confidential Page 63 of 171



& S
(0(\

UCB 21 Mar 2024
Clinical Study Protocol Amendment 6 UCB0599 PDO0053

2. Study participant takes prohibited concomitant medications as defined in the protocol.
Outcome should be decided on a case-by-case basis.

3. There is confirmation of a pregnancy during the study, as evidenced by a positive
pregnancy test. OQ
4. Study participant has actual suicidal ideation since last visit as indicated by a positive (5\\
response (“Yes”) to either Question 4 or Question 5 of the “Since Last Visit” version

C-SSRS. The study participant should be referred immediately to a mental healthc@
professional and must be discontinued from study medication. >

5. Study participant is confirmed positive for recreational drug use or for alc t@% a
Baseline Visit (Day 0), which is deemed significant enough to impair th y
participant’s safety or the quality of the collected data. Outcome shou@e decided on a
case-by-case basis. O

6. Renal toxicity considered possibly related to the IMP. Laborat);?ﬁésts suggestive of
renal toxicity which should trigger further assessment may include

e Increase in serum creatinine >0.3mg/dL. OR \}Q
e Increase in serum creatinine to >1.5 times fi &'?Baseline OR

e New persistent albuminuria or clinically@niﬁcant increase in pre-existing
albuminuria, over 6 consecutive we

Any clinically significant findings in la%&ory results for renal function will be
monitored until resolution or stabiliz

7. The Sponsor requests w1thdrawa$@% é«mmpant

8. Study participant takes part 6%}/ oge@mterventlonal study during the duration of this
study. \\S\
Investigators should contact c{@ Monitor, whenever possible, to discuss the withdrawal
of a participant in advance \}

7.3 Los&l‘&:llo\&l\

A participant wil ir&:red lost to follow up if he or she repeatedly fails to attend scheduled
visits ahd is u to i tontacted by the study site.

llowk%’actl must be taken if a participant fails to attend a required study visit:

@te attempt to contact the participant and reschedule the missed visit as soon as
¢zgnd counsel the participant on the importance of maintaining the assigned visit
and ascertain whether or not the participant wishes to and/or should continue in the

db%efore a participant is deemed lost to follow up, the Investigator or designee must make
every effort to regain contact with the participant (at least 1 phone call and 1 written message
to the participant), and document his/her effort (date and summary of the phone call and copy
of the written message in the source documents), to complete the final evaluation. All results
of these evaluations and observations together with a narrative description of the reason(s)
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for removing the participant, must be recorded in the source documents. The eCRF must
document the primary reason for withdrawal.

Should the participant continue to be unreachable, he/she will be considered to have withdrawn
from the study with a primary reason of lost to follow up documented in the eCRF. OQ

8 STUDY ASSESSMENTS AND PROCEDURES 0(0

The order of assessments is optimized for consistency, logistic requirements by the site, andQ\
minimized participant burden. Slight variations among the sites do not constitute a proto
deviation, while sites are encouraged to keep the order of assessments consistent over{sme Asa
general rule, all assessments with a high likelihood of being sensitive to previous ¢ of ST
need to be conducted in a practically defined off-state (as defined in Section 6.5 $ore intake
of ST is resumed. To avoid bias and to maintain consistency over time, this rL(c. ould also
apply to participants not (yet) on ST. The assessments in the timeslot prea@@g intake of ST
should comprise: \s}\'

e PROs (at home prior to a clinic visit or first assessments at the @10)
e MDS-UPDRS (all parts) Q\.\Q
e Virtual Motor Exam (VME) (after a period of rest) @S\{‘

e ECGs @
(&

e Vital signs O{\'

Study procedures and their timing are sut@nzé{m the Schedule of Activities (Section 1.3).

Protocol waivers or exemptions are n(fcl lo“@

e Laboratory and PK blood sampling

Immediate safety concerns shou ’be di ed with the Sponsor immediately upon occurrence
or awareness to determine if t rtiofpant should continue or discontinue study medication.

Adherence to the study des@) r ments, including those specified in the Schedule of
Activities (Section l.wess and required for study conduct.

All Screening eval \bns .m%t be completed and reviewed to confirm that potential participants
meet a 11g1b11 . The Investigator will maintain a Screening log to record details of all

nts to confirm eligibility or record reasons for Screening failure, as
abl \,
@oce %@Jcted as part of the participant’s routine clinical management (eg, blood count)
efore signing of the ICF may be utilized for Screening or Baseline purposes

@g‘\rldﬁ‘he procedures met the protocol-specified criteria and were performed within the time
ra ¢fined in the Schedule of Activities.

Q T@ maximum amount of blood collected from each participant will not exceed S0mL at any
(\GISI‘[ and will not exceed 510mL over the duration of the study, including any extra assessments
" that may be required. Repeat or unscheduled samples may be taken for safety reasons or for
technical issues with the samples.
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8.1 Efficacy assessments

8.1.1 Clinical assessments

8.1.1.1 MDS-UPDRS

The primary efficacy objective will be assessed by comparing the mean slope of progression of \}OQ
the MDS-UPDRS Parts I-III sum score estimated using all available data during the Treatment ¢
Period, from Baseline to Month 12 or up to intake of ST (Primary Estimand) between UCB

and placebo. The difference in population means between treatment groups at 18 months to
intake of ST will also be estimated (Key Secondary Estimand). In addition, the treatmgnt

difference in population mean slope of progression in MDS-UPDRS Part III subs 8{@ d in time

to S5-point increase in MDS-UPDRS Part III will be estimated (Key Secondary %nands). See
Section 9.3 for more information on the planned efficacy analyses. {\

The MDS-UPDRS (Goetz et al, 2008) will be completed according to the@?edule of
Assessments (Section 1.3).

The MDS sponsored a new version of the UPDRS in 2003 consisti f 4 parts (subscales):
e Part I (non-motor experiences of daily living) has 2 com 0@\‘[5:

— Part IA includes cognitive impairment, hallucinatio& and psychosis, depressed mood,
anxious mood, apathy, and features of dopaming€d¥ysregulation syndrome; it is assessed
by the rater with all pertinent information frega\study participants and caregivers.

— Part IB includes sleep problems, dayti &epiness, pain and other sensation, urinary
problems, constipation problems, li l”qrbﬁ'dedness on standing, and fatigue; it is
completed by the study participan&h oKwithout the aid of the caregiver, but
independently of the rater. > Q)O

Both sections can be reviewed b @rat Kensure that all questions are answered clearly and
the rater can help explain any ;%&eive% biguities.

e Part II (motor experien f daily Tiving):

— Includes spee iV% drooling, chewing and swallowing, eating tasks (cutting food
and handlin ’&tensi\grb ressing, hygiene, handwriting, doing hobbies and other activities,
turning inged, trgmor, getting out of bed, a car or a deep chair, walking and balance, and

ﬁeezin%
Is design be a self-administered questionnaire like Part IB, but can be reviewed by
rate@o ensure completeness and clarity.

©
Q)\/ 600
QO %) Q pronation-supination movements of hands, toe tapping, leg agility, arising from chair,
‘(\\ 6@ gait, freezing of gait, postural stability, posture, global spontaneity of movement (body
Q bradykinesia), postural tremor of the hands, kinetic tremor of the hands, rest tremor
o

amplitude, and constancy of rest tremor. Motor function will be measured in an off-state
with regard to ST intake (Section 6.5.3; Bloem et al, 2019).

IH\'@lotor examination)

@icludes speech, facial expression, rigidity, finger tapping, hand movements,
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— Has instructions for the rater to give or demonstrate to the study participant; it is
completed by the rater.

e Part IV (motor complications)

— Includes time spent with dyskinesias, functional impact of dyskinesias, time spent in the \§O(\
"off" state, impact of fluctuations, complexity of motor fluctuations, and painful (70}

"off"-state dystonia. \\Q
— Has instructions for the rater and also instructions to be read to the study particip his
part integrates study participant-derived information with the rater's clinical OIQQrvatlons
and judgments and is completed by the rater. ,@
Where possible, the same person should assess the study participant at each ti oint to avoid
inter-individual rating differences. Study participants who do start to receiv during the study

and to bring the medication to the site. A 12-hour washout is consider fficient to achieve a
practically defined "off" state (please refer to Section 6.5.3 for furt}% etails). If a participant
does not comply with the 12-hour ST washout prior to any Vls1t\' ata from that particular
visit will be censored.

8.1.1.2 Modified Hoehn and Yahr staging fo

Treatment period will be asked to refrain from taking ST for at least 12 S@s before clinic visits

The Hoehn and Yahr scale (Hoehn and Yahr, 1967) dksscrlbes how the symptoms of PD progress
through 5 stages: Stage 1=unilateral disease; Stageyd=bilateral disease without impairment of
balance; Stage 3=mild to moderate bilateral digCase, some postural instability, physically
independent; Stage 4=severe disability, stil@e to walk or stand unassisted; and

Stage S=wheelchair bound or bedridden s . The Hoehn and Yahr scale has since been
modified with the addition of stages 1@? al and axial involvement) and 2.5 (mild bilateral
disease with recovery on pull test)&@cc @b Yor the intermediate course of PD.

8.1.1.3 Dopamine Tr. o@s} maging with Single Photon Emission
Compute(\fam,od%phy

Dopamine Transportep@gign{g‘falth Single Photon Emission Computed Tomography will be
conducted at the Vi@/spe%f&d in Section 1.3.

1231 Iﬂpanegb]{ﬁ SC@%@ GE Healthcare) is a radiopharmaceutical approved in the EU,
and

@ st ant will receive a maximum of 3 injections of '?’I-Ioflupane during the study,
co to approved label. The target single injection dose of 185MBq is estimated to
s@latlon burden of 4.63mSv and the total effective dose for the study will be

Q) ThlS is categorized as a category III substantial risk level (ICR62), which is balanced
QO G) substantlal societal benefit from the results of this clinical study.

‘(\ O@scannmg days, study participants will be admitted to the imaging center. A dose of a
thrmd blocking agent will be given before the radiotracer dose. Approximately 4 hours prior to
0" scanning, a venous canula will be inserted into an arm vein and from 111 to 185MBq DaTSCAN
will be injected. Hydration should be encouraged before the injection, as well as good hydration
and frequent voiding for 48 hours after the scan.
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Approximately 4 hours post-injection of DaTSCAN, study participants will be placed supine in
the SPECT scanner and positioned with comfortable head fixation. A single scan will be
acquired over approximately 30 to 45 minutes.

At Screening, the DaTSCAN imaging data will be transferred to a central imaging lab and . OQ
analyzed visually to determine the status of dopamine deficit. (bss}
For the Screening, Month 12 (no scan will be performed at Month 12 for participants in ‘\0

Germany [please see Appendix 9, Section 10.9]), and Month 18 scans; DaTSCAN imagin a
will be analyzed quantitatively using region of interest analysis methods to determine tr

uptake and the mean striatum specific binding ratio. Other exploratory analysis may be
done. W)

>
A historical DaT-SPECT scan within the previous 3 months before Screening{(‘&it lis
acceptable if the same specifications as in protocol were followed and if Q(a&[uality is
acceptable by central imaging (InVicro). \’}\.

The DaTSCAN tracer for DaT-SPECT imaging must be sourced fr (@E-Healthcare, the
participant must have avoided the medications listed in Section %\y hich are not allowed
during the 50 days before DaT-SPECT imaging and the DaT @\' imaging data will be
transferred to the central imaging lab (InVicro) and analyzedWisually for dopamine deficit status

(Baseline) and quantitatively for mean striatum specific ing ratio at Baseline, 12 months, and
18 months. A
8.1.1.4 ST intake (b.(\

Differences in ST intake between UCB0599 @ placebo will be assessed at 12 and 18 months

regardless of assigned study medicatio{@ n(%w efficacy estimand).

539
xO &
8.1.1.5 Montreal Cogn&’%e AsSessment

The difference between UC 9 @%lacebo in target population mean (measured at
Screening) in Montreal tive‘\\'ésessment (MoCA) at 18 months regardless of concomitant

ST intake is a second ﬁcfe@endpoint.

For details on ST initiation, see Sectio

ne eQ@ZOOS) assesses different cognitive domains

The MoCA (Nasr
(Visu(Egéltial/e tiveéaming, memory, attention, language, abstraction, delayed recall, and
oriegtation). @%ici ts are assessed on a 30-point scale. A score of 26 or above is considered

n@ L Qs\' ‘\O
e A \Q@oe assessed at the visits specified in the Schedule of Activities (Section 1.3).
(I}}.G .\’}Q Clinical Global Impression of Improvement

8
NS | —
0 S or the Clinical Global Impression of Improvement (CGII), the Investigator will assess change
Q N\~ observed in the study participant’s condition compared with his/her condition at Baseline.
L& L o . : - mrch | :
d{esponse options include: 0=not assessed; 1=very much improved; 2=much improved,
[70) 3=minimally improved; 4=no change; S=minimally worse; 6= much worse; 7=very much worse.

The CGII will be assessed at the visits specified in the Schedule of Activities (Section 1.3).
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8.1.1.7 Clinical Global Impression of Severity

With the Clinical Global Impression of Severity (CGIS), the Investigator will assess the current

overall severity of Parkinson's Disease observed in the study participant. Response options

include: O=not assessed; 1=normal, not at all ill; 2=borderline ill; 3=mildly ill; 4=moderately ill; O(\
N\

S5=markedly ill; 6=severely ill; and 7=among the most extremely ill participants. (5\.
The CGIS will be assessed at the visits specified in the Schedule of Activities (Section 1.3). \\0
8.1.1.8 Movement Disorder Society Non-motor symptom scale (DQ

The Movement Disorder Society Non-motor symptom scale (MDS-NMS; Martinez@srtin et

al, 2019) is a revision of the Non-Motor Symptoms Scale. The rater-administere le measures
frequency and severity of 13 non-motor domains with over 52 items, coverin {bange of key
non-motor symptoms that are PD and treatment related. In addition, the sc lé‘lso includes a new
8-domain Non-Motor Fluctuations subscale to assess changes in non—mgg\symptoms in relation
to the timing of anti-PD medications. [72)

The MDS-NMS will be assessed at the visits specified in Sched{{(@Activities (Section 1.3).
8.1.1.9 Schwab and England Activities of DaiL\{giving Scale

The Schwab and England Activities of Daily Living (SE&S@L) is a short assessment of an
individual's level of functional independence. In PD patients, the SE-ADL is typically assessed
in conjunction with the MDS-UPDRS. For the SE- , the examiner prompts the individual to
select the rating that most accurately describes & level of functional independence. The SE-
ADL scoring ranges, in 11 steps, from 100%@0mpletely independent; able to do all chores
without slowness, difficulty, or impairme@ssagtially normal; unaware of any difficulty) to 0%
(Vegetative functions such as swallow} 1 r and bowel functions are not functioning;

Bedridden). e

N
xS %
The SE-ADL will be assessed at@e Visff\s%peciﬁed in Schedule of Activities (Section 1.3).

8.1.1.10  Starkstein gpat‘hb@cale

\
The Starkstein Apath e f&}stein et al, 1992) is a 14-item questionnaire to assess the
severity of apatheticSymptof)S. The questions are read aloud to the participant by the examiner.

For questions 1 to(8ycach 1tem is scored on a 4-point scale: “not at all” (3 points), "slightly"
(2 poi-n.\é), "some'" (1 phint) and “a lot” (0 points). For questions 9 to 14, response options are:
“ t all’;\('&-poin&'slightly" (1 point), "some" (2 points), and “a lot” (3 points).

@e St teing‘e&athy Scale will be assessed at the visits specified in Schedule of Activities
\Q (Se&t@ 1 @0
Q)\/ 5@.2 Q)+ Patient-reported outcomes

Q \@ Patgadii-reported outcomes must be completed as per time points mentioned in the Schedule of

&‘(\ Aivities (Section 1.3).

(b‘(\ Patient-reported outcomes must be completed by study participants in a quiet place by
themselves without the help of a partner or caregiver, before any clinical examination takes
place. During the Treatment Period, PROs will be completed prior to dosing.
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Study participants should be informed of the importance of the PRO questionnaires and should
be instructed to read the PRO items and instructions carefully. They should be informed that
there are no right or wrong answers.

Study personnel are not allowed to interpret the items for the participant. If a participant asks for O(\
guidance, study personnel should instruct him/her to respond according to their best \
understanding of the item. Q(b'

In the specific context of telemedicine visits, an automatic alert mechanism should be p Q
place to remind study participants to complete the PROs prior to any interactions with st@
personnel. Date and time of completion of the PROs will be recorded electronically. OQ

In the event study personnel finds out that the PROs have not been completed b the visit,
study participants should be allowed to complete before any study related assisgLﬁent is initiated.

Patient-reported outcomes should only be checked for completeness by personnel. In the
event a few questionnaire items have not been completed, study perso should merely enquire
to the study participant if this results from an omission. Study pers shall neither complete

missing data nor suggest changes to participant responses. Like her study data, responses
to the questionnaire should be treated as confidential inform%@.’ Data privacy considerations
apply.

The PROs should be completed in the following order:QQigue-PRO; Early PD Function
Slowness PRO; Early PD Mobility PRO; Patient G@l Impression of Severity (PGIS) on
Symptoms and Fatigue; Patient Global Impressiofppf Change (PGIC) on Symptoms and Fatigue;
Hospital Anxiety and Depression Scale (HA]%§}-Euro Quality of life 5-Dimensions 5-Level
(EQ-5D-5L).

Time required to complete the first 5 P%D 11 above was tested with a sample of
6 participants with early-stage PD roximately 12 to 15 minutes. Completion of
HADS and EQ-5D-5L requires @0){1 i4fely 10 additional minutes.

8.1.2.1 Fatigue PR%Q &

Fatigue PRO consists of @} ite \}Cross 3 domains: 9 ‘physical fatigue’ domain items,
11 ‘mental and cogni@é@’ s(@)m items, and 11 ‘susceptibility to fatigue’ domain items.
Participants are ask&d to s each item based on how frequently they experienced the fatigue
1tem (lﬂflsr the p. Kusmg a 5-point Likert scale (“none of the time” to “all of the time”).
corgstan férom 0 to 100, with higher scores indicating higher levels of fatigue.
& tra es into 3 domain scores: 'Physical Fatigue', 'Mental Fatigue' and
s. It currently does not include a total score summary.

tlg§)
\(.)8 \@ Early PD Function Slowness PRO

RQ%, PD Function Slowness PRO instrument consists of 45 items across 4 domains:
Q \% 1 or (upper limb) items, 9 motor (complex or lower limb) items, 9 complex activities (motor
cogmtlve) items and 8 cognitive items. Participants are asked to score each item based on
§ow slow they may have been when performing daily activities over the past 7 days, using a
5-point Likert scale (“Not at all” to “Extremely slow”). Being an exploratory PRO instrument, no
scoring algorithm currently exists. Final PRO content and scoring structure will be informed by
generated data in the future.
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8.1.2.3 Early PD Mobility PRO

The Early PD Mobility PRO instrument consists of 23 items. Participants are asked to score each
item based on whether they have experienced any issue with walking and moving over the past

7 days, using a 5-point Likert scale (“Not at all” to “Extremely”). Being an exploratory PRO
instrument, no scoring algorithm currently exists. Final PRO content and scoring structure will (b’§
be informed by generated data in future. QO

N
8.1.2.4 PGIS @QQ

The PGIS is a 2-item, self-report measure that rates a participant's severity of their PDymptoms
and overall fatigue over the past week. The PGIS is a 4-point scale (“none,” “milc};\'\Qnoderate,”

“severe”). &\/\:b'
8.1.2.5 PGIC (@)

The PGIC is a 2-state, self-report measure that reflects a participant's E}éé}sment of overall
change in their PD symptoms and overall fatigue since they started Q g the study medication.
The PGIC is a 7-point scale (“much improved,” “moderately impgoved,” “a little bit improved,”
“no change,” “a little bit worse,” “moderately worse,” “muc%@n%se”

\

8.1.2.6 HADS o)

The Hospital Anxiety and Depression Scale (Zigmor;%g; Snaith, 1983) is a patient-
administered questionnaire that consists of 2 subeéés for anxiety and depression. Each subscale
consists of 7 items which are scored separately{sg 4-point (0-3) scale, leading to a total score
range from 0 to 21 for each of the 2 subscalsb

29 ¢¢ 9 ¢

8.1.2.7 EQ-5D-5L 3N @6\‘
The EQ-5D-5L consists of 2 pages&@?E\%\@S descriptive system and the EQ visual analogue
scale (EQ-VAS). 6 L\

The descriptive system cong&s 5 ensions: mobility, self-care, usual activities,
pain/discomfort, and anxjety/deprdssion. Each dimension has 5 levels: “no problems,” “slight
problems,” “moderate le.@‘severe problems,” and “extreme problems”. The study
participant is asked Sundi is/her health state by ticking the box next to the most appropriate
statement in eac &he § dimensions. This decision results in a 1-digit number that expresses
th@vél seleé for tHfal dimension. The digits for the 5 dimensions can be combined into a

th.

5-@idit numpb & scribes the study participant’s health state.

e EQAAS @yords the study participant’s self-rated health on a vertical visual analogue scale,
w oints are labeled ‘The best health you can imagine’ and ‘The worst health you can

\Q hetf the
N/ imagine Aﬁhe VAS can be used as a quantitative measure of health outcome that reflects the
PO

icipant’s own judgement.
R @ 8;@ Wearable sensor
(\Q)ata generated from the wearable sensor will be included within the panel of exploratory
D" assessments and comprise changes in objective measures of motor function, sleep, and selected

neurovegetative parameters assessed with a customized, wrist-worn digital sensor (hereinafter
referred to as “wearable sensor,” which will be worn on the usual wristwatch side for comfort,
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even if it is not the most affected side). The multisensor unit will continuously collect
physiological and environmental data, including acceleration/orientation, pulse rate, skin
impedance, ambient pressure, ambient temperature (in device chamber), and ambient light level.

Digital data collection is initiated during an approximately 2-week adaptation period . O
(Section 1.3) to address technical issues and handling errors and to ensure robust Baseline data \}O
before initiation of dosing. Where it is not possible to access the sensor during the Baseline . 0(0'
period, participants may start wearing it until Visit 8 (M4). To yield a solid Baseline for theQ\\
VMEs, these home-based structured activities will be conducted every day throughout t}y%Q
familiarization period. If necessary, the frequency will be adjusted on an individual basis.”Study
participants will be encouraged to identify a most appropriate time-window in thei @?f/
schedule, where the home-based structural activities should be placed. This routifiy~Should be
maintained until the end of the study. In case of initiation of symptomatic trea{ nt, the home-
based VME should be conducted in the practically defined off-state (typi before the intake
of the morning medication). Throughout the first 12 months of the study)\$pontaneous activity
data coming from the various sensors included in the wearable sens rDill be continuously (up to
23 hours/day) collected in a usual home-setting (or work setting, i licable) and throughout all
non-home-based activities. Even though the laterality of the \)ronounced motor symptoms
should shift to the contralateral side over time, the wearableSerisor will continue to be worn on

the initially selected side. In addition to the continuous ollection, a series of 8 simple
structured motor tasks will be performed on a weekly basis in the study participant’s home
environment. Q

(o

Screening Period (Visit 2 to Visit 3): {\,
n
e W

During the Screening Period between Visi dsifisit 3 (or any 2-week period before Visit 9
[M6] for participants consenting to usi@ ble sensor after having completed the
Screening Period), one VME per da Wl b ngformed by the participants at home to familiarize
themselves with the wearable se s%bh@ants will rate their individual performance of each
VME Skill Check directly on tévea sensor after each task (5-option smiley face scale,
with description provided i%@a Vv raining guide).

Baseline (Visit 3): @ {\(5\\

During the Baseling~4sit (Y@yit 3), participants will perform the VME in the clinic before the
first dose of the y treatment, following the MDS-UPDRS Part III assessments. Investigators
will partioipant effdrmance of each VME Skill Check following the Investigator Rating

S (refeQ@Sec&lO.u [Appendix 12]).

@e fr @10 @‘t e VME will be changed after the familiarization period to weekly on the
N\ wearable t by the Investigator at the next clinical study visit. Participants will be requested
Q)\/ ecé day of the week and the time to plan the VME Skill Check Schedule.
QO %bl“rea{ﬁ’nent Period:
&‘(\\ A(&n-clinic visits and during telemedicine visits when MDS-UPDRS is assessed, the participants
Qrill perform 1 VME, back-to-back after their MDS-UPDRS Part I1I assessments. Each VME

D" task will be scored by the Investigator.

The participant will also be asked to perform 1 VME per week at home, first thing in the
morning before intake of any PD treatment.
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The wearable sensors will be finally returned by the participant to the site on Visit 15 (M18) or
Early Termination Visit in case of early study termination).

8.2 Safety assessments

Planned time points for all safety assessments are provided in the Schedule of Activities \O(\
(Section 1.3). 0(5\-
8.2.1 Physical examination Q\

Physical examinations will be performed at the scheduled time points presented in the S(&%ule
of Activities (Section 1.3). A complete physical examination will include, at a mmu@, general
appearance; ear, nose, and throat; eyes, hair, and skin; and assessments of the car: \lascular,
respiratory, gastrointestinal, musculoskeletal, hepatic, and neurological syste cluding
sensation, muscle strength, reflexes, balance, and mental state) (a brief neur ical exam will
only be performed as part of the physical assessment on days when the filhrieurological exam is
not already scheduled). >

A brief physical examination will include, at a minimum, assessn@@ of the skin, lungs,
cardiovascular system, and abdomen. A physical examination éQhe skin will include, at a
minimum, a visual check of the skin (including an inspecti the oral cavity), and may be
conducted by a nurse or physician. Investigators and site should pay special attention to
clinical signs related to previous serious illnesses and hygersensitivity reaction (such as rash,
angioedema, or anaphylaxis). For any emergent les@r abnormality on the skin, a full
examination of skin and close observation is reg\f&d to exclude possibility of a hypersensitivity
reaction as per Section 8.3.6.1. O

During telemedicine video call visits, phySical exdminations will be limited to focused body
examinations performed by research S. e will include, at a minimum, an assessment of
the cardiovascular system (absence/Byesenc@0f swelling of feet/ankles, absence/presence of
pallor), respiratory system (abse e/pre e of cyanosis), gastrointestinal system
(absence/presence of ulcers, i, lu 5@ or exudate in the mouth, absence/presence of jaundice,
absence/presence of abdo palpitation), and skin (absence/presence of rash, ulcers,
lumps). The examinati tb\ rses will be guided and assessed by the Investigator via
telemedicine video call. (O

Any ab ormal fi ﬁmg from the focused body examinations by the research nurses will be

ed t@ }c? gator. The research nurses should pay special attention to clinical signs

to 1ous illnesses and hypersensitivity reaction (such as rash, angioedema, or

y@ % abnormal findings, specifically skin changes potentially related to

ype@‘-sit reaction (such as rash, angioedema, or anaphylaxis) (Section 8.3.6.1), should be

hi ght the Investigator and should be photographically documented, if the participant
vidégconsent. The Investigator will provide instructions regarding further activities. Any

a(l;ﬁ*\al finding from the focused body examinations by the research nurses will be highlighted

tedlie Investigator.

11n1ca11y relevant findings or worsening of previous findings will be recorded as AEs.

Helght and weight will be measured and recorded at the Screening Visit, and the study
participant’s BMI will be calculated. Height will be measured with the study participant not
wearing shoes and the outcome will be rounded to the nearest 1cm. Body weight will be
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measured with the study participant wearing light clothing and without wearing shoes; the
outcome will be rounded to the nearest 0.1kg. The BMI will be calculated
(weight [kg]/[height (m?)]) and will be reported to 1 decimal place.

\\
O

The complete neurological examination will include selected assessment of general neurologi‘c%)(bss§

status (level of consciousness, mental status, speech), cranial nerves, reflexes, motor system N\

(general motor status, muscle strength, muscle tone), coordination/cerebellar function, andQQ

sensation. The day before or the day of the lumbar puncture, a complete neurological o>

examination should be performed in accordance with local safety procedures and re should

be available prior to performing the lumbar puncture. Clinically significant neur cal

examination findings are to be reported as AEs. <\/

A brief neurological exam will include, at a minimum, assessment of the al neurological
status (level of consciousness, mental status, speech), reflexes, and mot stem (general motor
status, muscle strength, muscle tone).

8.2.2 Neurological examination

During telemedicine video call visits, neurological examinations\ﬁ%e limited to focused
neurological examinations performed by the research nurses, lese will include, at a minimum,
determination of the level of consciousness, major psychopathiological abnormalities, motor
function, sensation, cerebellar function, muscle reflexe d cranial nerve function. Study
participants will be actively encouraged to verbally d@cribe any neurological changes they have
experienced since the last visit. This information be captured by the nurse. Any significant
new abnormal findings emerging on the brief ological examination may entail a more formal
investigation by a trained neurologist for acgefirhte characterization and determination of the level
of consciousness, major psychopathologi b alities, motor function, sensation, cerebellar
function, muscle reflexes, and cranial e %@v 1on. The examination by the nurses will be
guided and assessed by the Investig'@)r \1% emedicine video call.

8.2.3 vital signs Qb o
Q

Vital signs, including pulsexﬁr?e, lic blood pressure (SBP), diastolic blood pressure (DBP),
respiratory rate, and t ic:H@Hy temperature will be measured with a completely automated
device after 5 minu r\eg?& supine position (in a quiet setting without distractions such as a
television or cell es) and erect to assess autonomous dysregulation. Manual techniques will
be used only if4n autofuted device is not available. Any observation by the research nurse will
be&cuss dSwith nvestigator during the video communication part of the remote visit. Any

allyGi ni% abnormality in the view of the Investigator will be recorded as an AE.
VitalGigns e taken before blood collection for laboratory tests) will consist of 3 pulse and
N\ d ure (BP) measurements (3 consecutive BP readings will be recorded at intervals of

3
OQ)\/ flea t@minute). All pulse and BP readings will be recorded on the eCRF and the average will
Q & be “gved for analyses.

&\(\ & 4 Electrocardiograms

Q" Triplicate 12-lead ECGs will be obtained as outlined in the Schedule of Activities (see
Section 1.3) using an ECG machine that automatically calculates the heart rate and measures PR,
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QRS, QT, and QTcF intervals. Refer to Section 7.1.3 for QTcF withdrawal criteria and any
additional QTc readings that may be necessary.

The study participant should be resting in the supine position for at least 10 minutes before the
start of the recordings. At each time point at which triplicate ECG are required, 3 individual ECG O
tracings should be obtained as closely as possible in succession, but no more than 2 minutes \}O
apart. The full set of triplicates should be completed in less than 10 minutes. Electrocardiogran‘@)(b'

will be obtained by the research nurse during remote visits. Any observation by the research%

nurse will be discussed with the Investigator during the video communication part of the te

visit. Q

The Investigator should review all ECG recordings and, if there are abnormalitie ’s@ are
considered clinically significant for a particular study participant, then the Inv@tor should
initiate a review by a specialist of all ECG data pertaining to that study part@ant. The
following ECG parameters will be recorded in the eCRF: heart rate, PR i@val, QRS duration,
QT interval, QTcF, and Investigator’s conclusion on ECG profile. Q>

O
. . . - kD)

See Appendix 2 (Section 10.2) for the list of clinical laboratggests to be performed and the
Schedule of Activities (Section 1.3) for the timing and fre cy. Blood/urine sampling and

urine pregnancy testing will be performed by the resea urses during remote visits.

8.25 Clinical safety laboratory assessments

The Investigator must review the laboratory reporéﬁ%ument this review, and record any
clinically relevant changes occurring during the stddly in the AE section of the eCRF. The
laboratory reports must be filed with the souréz\ﬁ'ocuments. Clinically significant abnormal
laboratory findings are those which are n%@so iated with the underlying disease, unless judged
by the Investigator to be more severe thalyexpe¢®d for the participant's condition.

All laboratory tests with values co%@?{ebred @glically significantly abnormal during participation

in the study or within 30 days a el ose of study medication should be repeated until the
values return to normal or Bas&ine ({@)e no longer considered clinically significant by the
Investigator or Medical M T

O
X
If such values do not angfl t ’x@mal/Baseline within a period of time judged reasonable by the
Investigator, the eti@sgy shomrld be identified and the Sponsor notified.

All protocol-reg@ived 1 {oratory assessments, as defined in Appendix 2 (Section 10.2), must be
cocht di ordance with the laboratory manual and the Schedule of Activities (Section 1.3).
N
or

@ Va‘l@ from non-protocol specified laboratory assessments performed at the
Q t ’S lqgl laboratory require a change in participant management or are considered
> cl lly X@mﬁcant by the Investigator (eg, SAE or AE), then the results must be recorded in

Suicidal risk monitoring

R,
'Q(\ @ CB0599 is a CNS-active study medication. There has been concern that some CNS-active
study medications may be associated with an increased risk of suicidal ideation or behavior when

given to some participants with PD.
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Suicidality will be assessed by trained site study personnel using the C-SSRS (Posner et al,
2011). During remote visits, the assessment will be performed remotely via telemedicine. This
scale will be used for Screening as well as to assess suicidal ideation and behavior that may
occur during the study. All study participants will complete the “Baseline/Screening” version of
the C-SSRS at Visit 1 (assessing the past 6 months), followed by the “Since Last Visit” version
at the visits indicated on the Schedule of Activities (Section 1.3).

\\
;QO
<D
Participants being treated with UCB0599 should be monitored appropriately and observed N
closely for suicidal ideation and behavior or any other unusual changes in behavior. Famji Q-lnd
caregivers of participants being treated with UCB0599 should be instructed to monito
participants for the emergence of unusual changes in behavior, as well as the eme e of
suicidal ideation and behavior, and to report such symptoms immediately to the y

Investigator. Consideration should be given to discontinuing UCB0599 in par{hs ants who

experience signs of suicidal ideation or behavior. Study stopping behavi study participants
with suicidal ideation or behavior is described in Section 7.2. \s}\
8.2.7 MRI assessments Q;O

Structural brain MRIs will be performed at the Screening Visit4Visit 2) for study participants
without an acceptable historical scan within 6 months beforg\tis visit, on an MRI scanner of at
least 1.5 Tesla, using a standardized acquisition protoco without contrast. At a minimum,
the following sequences will be performed per local standard practice: T1, T2, and T2 FLAIR.

8.2.8 Wearable sensor data (0(\

Physiological and environmental data obtain@from the wearable sensor will not be used for
safety monitoring and reporting of UCB05$9 because the sensor is unvalidated for this purpose
and will be only used for exploratory e@ in%@ this study.

The Investigator is expected to recfd a in the eCRF and assess causality as it might
relate to the wearable sensor. T}@e RFpage will allow the Investigator to assess causality in
relation to the wearable sens%g Q

Serious adverse events s l\l?d b %orted in the eCRF and expedited to the Sponsor according to
Appendix 3 (Section\ . (b\\

The Sponsor will repo¥ts of SAEs relating to the wearable sensor to Verily so that the
manufacturer ggq\com with its reporting obligations.

S ppendi s(9 on 10.7) for more information about sensor deficiencies, accountability,
lin@%d isedntinuation.

\ . \Q verse events and serious adverse events

0838 oCAd ts and serious ad t

OQ)\/ G{D% de@*ﬁons of an AE or SAE can be found in Appendix 3 (Section 10.3).

Q \@ Ad(&%e events will be reported by the participant (or, when appropriate, by a caregiver or

,Q(\ 8&ogate).
O The Investigator and any designees are responsible for detecting, documenting, and recording
events that meet the definition of an AE or SAE and remain responsible for following up AEs
that are serious, considered related to the study medication or study procedures, or that caused

the participant to discontinue UCB0599 or PD0053 (see Section 7).
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On the AE eCRF page, there is the possibility to assess causality to the IMP and to any
concomitant medication. If an AE is considered related to COVID-19 vaccine, a causality
assessment should be entered in the AE eCRF.

Note that in this case the national recommendation for reporting AEs related to COVID-19
vaccines should be followed.

If an AE is the result of an interaction between a COVID-19 vaccine and IMP in the study, thQS'
the clinical study causal association should be for both IMP and COVID-19 vaccine. QQ
o

N
;QO

For results disclosure on public registries (eg, ClinicalTrials.gov), TEAEs and Q
treatment-emergent SAEs will be published. \O

8.3.1 Time period and frequency for collecting AE and SAE ;ﬁfbrmatlon

All AEs and SAEs will be collected from the signing of the ICF until the @\hsu at the time
points specified in the Schedule of Activities (Section 1.3).

In order to ensure complete safety data collection, all AEs 0ccurr1n$@mg the study (ie, after
the signing of the ICF), including any pretreatment and posttreq% periods required by the
protocol, must be reported in the eCRF even if no study me \1@ n was taken but specific study
procedures were conducted. This includes all AEs not pre prior to the initial visit and all AEs
that recurred or worsened after the initial visit.

All SAEs will be recorded and reported to the Spo or designee within 24 hours, as indicated
in Appendix 3 (Section 10.3). The Investigator wilSubmit any updated SAE data to the Sponsor
within 24 hours of it being available. {\'

The Investigator is specifically requested@Qolle&t and report to UCB (or its representative) any
SAEs (even if the Investigator is certai%t’\ﬁ are in no way associated with the study
medication), up to 30 days from the study for each participant, and to also inform
participants of the need to info t’hc In &gator of any SAE within this period. Serious AEs
that the Investigator thinks ma& 1ated with the study medication must be reported to
UCB regardless of the t1m event and the end of the study.

The method of record Va ng, and assessing causality of AEs and SAEs and the
procedures for com 1ng ransmitting SAE reports are provided in Appendix 3
(Sectlon 10.3).

O(Methgpof detecting AEs and SAEs

§§Q w &@aot to introduce bias when detecting AEs and/or SAEs. Open-ended and
n_

al questioning of the participant is the preferred method to inquire about
cur,

OQ) 6@3 \\1 FoIIow -up of AEs and SAEs

Q \(\\% the initial AE/SAE report, the Investigator is required to proactively follow each
& Garticipant at subsequent visits/contacts. All SAEs, and nonserious AESIs (as defined in
Section 8.3.6) will be followed until resolution, stabilization, the Investigator determines that it is
no longer clinically significant, the event is otherwise explained, or the participant is lost to
follow up (as defined in Section 7.3). Further information on follow up procedures is given in
Appendix 3 (Section 10.3).
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8.34 Regulatory reporting requirements for SAEs

Prompt notification by the Investigator to the Sponsor of an SAE is essential so that legal
obligations and ethical responsibilities towards the safety of participants and the safety of a study
medication under clinical investigation are met. @)

The Sponsor has a legal responsibility to notify both the local regulatory authority and other ®s§
regulatory agencies about the safety of a study medication under clinical investigation. The \\0
Sponsor will comply with country-specific regulatory requirements relating to safety repo to
the regulatory authority, Institutional Review Boards (IRB)/Independent Ethics Commitf{é2s

(IEC), and Investigators. - O

Investigator safety reports must be prepared for suspected unexpected serious a {&xSe reactions
according to local regulatory requirements and Sponsor policy and forwardeda@s nvestigators as

necessary. \Q

An Investigator who receives an Investigator safety report describing @E or other specific
safety information (eg, summary or listing of SAEs) from the Sponggr will review and then file it
along with the IB and will notify the IRB/IEC, if appropriate ac@i g to local requirements.

8.3.5 Pregnancy &6

Details of all pregnancies in female participants and, if jhdicated, female partners of male
participants will be collected after the start of study m%dlcation and until at least 12 months after
the delivery date. (b,(\

If a pregnancy is reported, the Investigator s\'mmediately inform the Sponsor within 24 hours
of learning of the pregnancy and should fi theprocedures outlined in Appendix 4
O

Section 10.4).
(Section ) %\)

The participant should be withdrayfrom @&study as soon as pregnancy is known (by positive
pregnancy test), and the followi@s ould’be completed:

e The participant should r\e)ﬁa@n ‘f@? early discontinuation visit.

e The participant sh imm@}tely stop the intake of the study medication as instructed at
the early discontinu ioryggit.

e AnSFU Vis{\@!oul&gb?scheduled 14 days after the participant has discontinued her study

qiicati(gb S
Al en outcomes (eg, spontaneous abortion, fetal death, stillbirth, congenital
Gubm , €C @t pregnancy) are considered SAEs.

\§) 86& .\s}@ Adverse events of special interest
OQ) an A @is any AE that a regulatory authority has mandated be reported on an expedited basis,
Q \(‘\\% re ess of the seriousness, expectedness, or relatedness of the AE to the administration of a

product/compound.For UCB0599, the following events require immediate reporting
(b(\ within 24 hours regardless of seriousness) to UCB:
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e Hy’s Law

— Potential Hy’s Law, defined as >3xULN ALT or AST with coexisting >2xULN total
bilirubin in the absence of >2xULN ALP, with no alternative explanation for the
biochemical abnormality (ie, without waiting for any additional etiologic investigations OQ
N

to have been concluded). Follow-up information should be reported if an alternative (5\,
etiology is identified during investigation and monitoring of the participant. \\Q
e Hypersensitivity reactions (such as rash, angioedema, or anaphylaxis) @QQ
8.3.6.1 Hypersensitivity reaction monitoring and management OQ
N\

anaphylaxis), he or she will contact the clinical site immediately (24 hours a i35 or seek urgent
medical advice in accordance with instructions from the Investigator. QO

If a study participant experiences hypersensitivity reaction (such as rash, ang@a, or

The advice will be based on the clinical presentation and may be to pregeiit to the clinical site or
seek medical attention in the community. Q@
|

The study participant should be rapidly and thoroughly assess%ﬁa ine with actions below.

expedited reporting to UCB, regardless of seriousness, ctedness, or relatedness in line with

Hypersensitivity reactions (such as rash, angioedema, or agﬁh?ylaxis) will be AESIs and require
Section 8.3.6. This will allow for rapid evaluation.

In case of a suspected hypersensitivity reaction (s@ as rash, angioedema, or anaphylaxis) or
any clinical indication of an unexpected imm sévresponse, the points described in

Sections 8.3.6.1.1 through 8.3.6.1.4 shouldéﬁb erved.

Consideration for restarting study med%&}t%nK '@@'ovided in Section 7.1.1.

8.3.6.1.1  Medical history xO \‘S\@

Detailed history of the hyperse@yitivitfzeaction (such as rash, angioedema, or anaphylaxis) with
onset time of symptoms and'signs, dgeation of symptoms and signs, first appearance, its
evolution (eg, where the #@ash a red and to where it spread), any other symptoms (eg, pruritus,
swelling, breathless géetc {Specially if showing a systemic involvement (anaphylaxis), will
be recorded. The @ria fok #naphylaxis are described in Section 8.3.6.1.1.1.

*

c e in syTaptonTs. severity should also be recorded together with the timing.
@ @ona}cc)oncurrently should be included within the review.
\C) It alse\% important to investigate any recent intake of new medications, herbs, supplements,

OQ)\/ % e r@"ht use of any topical substances.
QTP "X

’Q(\ §ampson et al. listed criteria for the diagnosis of anaphylaxis. This was developed at the Second
(b’(\ National Institute of Allergy and Infectious Disease/Food Allergy and Anaphylaxis Network
symposium (Sampson et al, 2006).

The l-i-kical u@:ssioﬂ)f the hypersensitivity reactions symptoms should be recorded and any
; A

64.1.1  Anaphylaxis

Acute onset=minutes to a few hours.
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Criteria for diagnosis-1 or more of the following:
e Acute onset of an illness with symptom complex 1 (see below)
e Acute onset of symptom complex 2 (see below) after exposure to a likely allergen

e Acute onset of a reduced SBP after exposure to a known allergen for the participant.

0
Symptom complex 1: both of the following: Q\\
e Atleast 1 of the following: @Q
Skin involvement (generalized hives, pruritis, flushing) \QQ

Mucous membrane involvement (swollen lips, swollen tongue, swollen )4[/@121)
o Atleast 1 of the following: O&

Respiratory compromise (dyspnea, wheezing, bronchospasm, st@t}r reduced peak
expiratory flow, hypoxemia)

Reduced SBP, collapse, syncope, incontinence or other Q'@?f)om of end-organ
dysfunction
Q‘:

Symptom complex 2: 2 or more of the following: ®®.

e Skin or mucous membranes (as above) (\ﬁ

e Respiratory compromise (as above) {\,

e Reduced BP (as above) QO

e Persistent gastrointestinal tract syr@%g- @mpmg, abdominal pain, vomiting)

Reduced SBP is indicated by 1 (6,}16 fol@rmg
e Blood pressure <70% of B_%’ehn
e Age>11 years AND@ m
\\
Limitations: A(b'

Treu 1 et al. @d tl@)\he criteria may not perform as well as others for the recognition of
te tions (Treudler et al, 2008).

e% 1@0 g@nplete physical examination

\ EV possible hypersensitivity reaction (such as rash, angioedema, or anaphylaxis)
?gmde(ﬁ*complete physical examination of the entire body as soon as feasible after reporting by
d y participant. The complete physical examination includes a detailed description of the
ch as rash or angioedema, the location of the signs, and an examination for other possible
61 ns, such as:

o Blanched or flushed skin
e Mucous membrane erosions or ulceration

e Maculae
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e Papulae

e Blisters

e Confluent erythema Q
e Angioedema: face, lips, and/or tongue swelling, also back of hands or feet %S}O

o Wheeze, stridor, dyspnea \\0

e Palpable purpura (D'QQ

e Lymphadenopathy
An examination of the entire skin surface, not just local to the site of reaction, i @mred
Furthermore, a complete physical examination will also include: /\/

e Vital signs (high fever, dyspnea, or hypotension) §

Vital signs (pulse rate, SBP, DBP, respiratory rate, body te &iture, and oxygen
saturation) will be taken when the AE of hypersensitivi &ported and at regular
intervals (approximately 20-30 minutes) for a minim@ 2 hours. The frequency
thereafter will be based on clinical judgement. If t is worsening of clinical status, the
Investigator will apply the appropriate treatmen@afety procedures (eg, call
emergency) and contact the UCB Study Phys&a .

e Photography of rash and other symptoms at th@)first opportunity and with reasonable time
sequence to document resolution. If timel éﬁe visit is not possible the participant may be
requested to take photos to ensure phot: é“ ive symptoms. If participant is requested to
provide photos the Investigator shou ?\r %&he participant in data protection requirements
(eg, avoidance of identifying featufes su characteristic tattoos, parts of the face). The
Investigator will ensure that id&@ﬁa%&haracteristics are removed / hidden before sharing
the pictures with the Spons %\

e Re-examination should@ce’s ms significantly worsen

e Occurrence of othsggi:en{@current symptoms, even if they appear not related
8.3.6.1.3 A ss“()na.m(ﬁvestlgatlons

Invesu@tors sgﬁ‘ld arfange for the following investigations; further investigations may be
ted t€v co atlon with the Medical Monitor:

Q Adc@nal d samphng for extended etiological characterization of the hypersensitivity

\C) 6 10@ uding:

Q) gr\'SOphll Activation Test
QQ 9 oﬁ Lymphocyte Transformation Test assays
&\(\ 6(0 Tryptase
(0(\ - IgE
e Rapid referral to experts (ie, dermatologist, allergist, or immunologist)

Additionally a skin biopsy should be considered following review by expert.
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8.3.6.1.4 Treatment

Investigators will administer the appropriate treatment as deemed necessary in cases of
hypersensitivity. This includes the use of antihistamines for urticaria and the appropriate

management in case of potentially life-threatening events such as anaphylaxis, Stevens-Johnson | O(\
Syndrome, and toxic epidermal necrolysis. X

.0
8.3.6.2 Renal function safety monitoring and management \\CJ

If a participant develops clinically significant renal dysfunction, repeat laboratory testingﬁ)uld
be undertaken as soon as possible and other appropriate investigations may be arrange@ An
increase in serum creatinine of >25% from the previous value will trigger repeat te@g within
48 hours. The Medical Monitor should be notified and consideration should be Q{&n to more
frequent monitoring. Oﬁ\

Clinically significant renal dysfunction will trigger an SMC and DMC re¥aew.

Participants must be discontinued from study medication (but not n c«%arily from the study) if
laboratory tests suggest evidence of renal toxicity (see Section 7.% y clinically significant
findings in laboratory results for renal function will be monito@i\-until resolution or stabilization.

The SMC and DMC charters will include further details rq@\ﬁng the assessment of renal

function. @

8.3.7 Anticipated serious adverse e@is

The following Anticipated SAEs are anticipateq\to occur in the population studied in this
protocol at some frequency that is indepen of drug exposure.

This list does not change the Investigata&ob igation to report all SAEs (including Anticipated
SAESs) as detailed in Section 8.3.1 a&slapp 3 (Section 10.3).

&%
Table 8-1: Anticipate &ioa@rgdverse events for Parkinson’s disease

*

populati@ 0;\\'

MedDRA System (),(g}g C@\ MedDRA Preferred Term
O N
J\ N?‘rt@ syéfem disorders Syncope
syﬁk@tric disorders Hallucination

A~ X
e}dbRA%\aica‘l }ionary for Regulatory Activities

\C) 8.§§(\ \@QNearable sensor — adverse events (adverse sensor effects,
Q)\/ e>OQ Q)+ unanticipated adverse sensor effects, SAEs, serious adverse drug
Q S Q events, and unanticipated serious adverse drug events) and sensor
&s(\\ Q> deficiencies
(0'(\ The wearable sensor is being provided as a noninvasive exploratory tool for use in this study for

the evaluation of digital measurements for aspects of motor function, sleep, and neurovegetative
parameters.
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In order to fulfill regulatory reporting obligations worldwide, the Investigator is responsible for
the detection and documentation of events meeting the definitions of incident or malfunction that
occur during the study with the wearable sensor.

Adverse Events associated with the wearable sensor will be reported to the appropriate . O
regulatory agencies and sensor developer. Adverse event reporting will be conducted as per the \}O
specific laws, regulations, directives, standards and/or guidelines as appropriate and as requirec\b(b'

by the countries in which the clinical investigation is conducted.

The definition of a sensor deficiency can be found in Appendix 7 (Section 10.7). (DQ

NOTE: Events fulfilling the definition of an AE/SAE will also follow the processg&'@?lined in
Section 8.3.3 and Appendix 3 (Section 10.3). >
v
O

8.4 Safety signal detection

Selected data from this study will be reviewed periodically to detect as as possible any
safety concern(s) related to the study medication so that Investigatorsfgiinical study participants,
regulatory authorities, and IRBs/IECs will be informed appropria nd as early as possible.

The Study Physician or medically qualified designee/equivale@\\vill conduct an ongoing review
of SAEs and perform ongoing SAE reconciliations in collako¥ation with the Patient Safety
representative.

As appropriate for the stage of development and acciqulated experience with the study
medication, medically qualified personnel at UCBppiay identify additional safety measures
(eg, AEs, vital signs, laboratory or ECG result&i\for which data will be periodically reviewed
during the course of the study.

Q™ «.
8.5 Treatment of over%o}% Q}é\

For this study, any administration Kﬁj C &9 totaling greater than 360mg within
approximately a 24-hour time % jod wilibe considered an overdose.
e

Overdose events are only c?) reé(kEs or SAEs if there are associated clinical signs and
n

symptoms or if the act 0@ g,gé excess study medication itself is an AE or SAE (eg, suicide
attempt).

o
UCB does not recq&ne{d‘épeciﬁc treatment for an overdose.
Int ent ov;.g@se, the Investigator or treating physician should:

Otop @ing.@\contact the Medical Monitor immediately.

\(') . C@%ly itor the participant for any AE/SAE and laboratory abnormalities until UCB0599
n

Ceann ger be detected systemically (approximately 5 days).
Sss

SR

& é Document the quantity of the excess dose as well as the duration of the overdose in the

(b.(\ eCRF.

(%‘;gfn a plasma sample for PK analysis within 3 days from the date of the last dose of study
(hedication if requested by the Medical Monitor (determined on a case-by-case basis).

Decisions regarding dose interruptions or modifications will be made by the Investigator in
consultation with the Medical Monitor based on the clinical evaluation of the participant.
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8.6 Pharmacokinetics

Whole blood samples of approximately 2 mL will be collected for measurement of plasma
concentrations of UCB0599 and its N-oxide metabolite as specified in the Schedule of Activities
(Section 1.3). A maximum of 3 samples may be collected at additional time points during the . O(\
study if warranted and agreed upon between the Investigator and the Sponsor. Instructions for X\
the collection and handling of biological samples will be provided by the Sponsor. The actual. (')(b

date and time (24-hour clock time) of each sample will be recorded. \

Participant confidentiality will be maintained. At visits during which plasma samples wifbg

taken for the determination of UCB0599 and its N-oxide metabolite concentrations. Biiig
concentration information that would unblind the study will not be reported to in gative sites
or blinded personnel until the study has been unblinded. <\,

Samples will be used to evaluate the PK of UCB0599 and its N-oxide m ite. One sample of
sufficient volume can be used. Each plasma sample will be divided into& iquots (1 each for PK
and a back-up). Samples collected for analyses of UCB0599 and its N@xide metabolite
concentrations may also be used to evaluate safety or efficacy asp,e@related to concerns arising
during or after the study. ®\§

Cerebrospinal fluid samples will be taken at 12 months an T to measure concentrations of
UCBO0599 and metabolites. Timing of CSF sampling wi done close to blood sampling time.

Any changes in the timing or addition of time poin any planned study assessments must be
documented and approved by the relevant stud%t’ member and then archived in the Sponsor

and site study files, but will not constitute a prétcol amendment. The IRB/IEC will be informed
of any safety issues that require alteration e %fety monitoring scheme or amendment of the

ICF. QQ o

8.7 Genetics 2 @KQ}

xO
Refer to Section &.9 for more i@ma i }b\S\

8.8 Pharmac@n&qﬁs

Pharmacodynamic pa@eri@ not evaluated in this study.
8.9 Big@urke®

Geneﬁisamp]@will @Kmandatory for study participation. Collection of samples for potential

e atork&ma@ research forms part of the study objectives (where biomarkers can

qb de are’@ imited to, deoxyribonucleic acid (DNA), RNA, protein, and metabolites).
st ns ining to sample collection, processing, storage, labeling, and shipping are

ided jn&he PD0053 laboratory manual for this study. All collected samples may be used for
Q) archppurposes focusing on method development and assay development or to better

QO dlnd tand the association between biomarkers and disease progression, clinical phenotypes, or

.

\(\\% the eorrelation between different biomarkers or biomarkers and clinical scales. Collection of
éhese samples will enable evaluation of biomarkers relative to disease biology and progression,
study medication treatment and response, and/or mechanism of action of the study medication
treatment. The following samples will be collected and stored from all participants in this study
to support potential future exploratory biomarker research. These samples are a required
component of the protocol as specified in the Schedule of Activities (Section 1.3).
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¢ Blood samples for DNA specified in the Schedule of Activities (Section 1.3). See
Appendix 5 (Section 10.5) for information regarding genetic research.

e (Cerebrospinal fluid and blood samples for measurement of biomarkers will be collected at
the time points specified in the schedule of Schedule of Activities (Section 1.3). Candidate | O(\
biomarkers might include, but are not limited to: monomeric, oligomeric ASYN, R
pS129-ASYN, and total ASYN. At dosing visits, blood samples will be drawn prior to o >
dosing, and will be drawn at the same time of the sampling for clinical laboratory tests. Q\c
time and date of collection will be recorded in the eCRF. 170}

— As part of each individual CSF sampling procedure, a maximum of 12mL of, during
each lumbar puncture will be collected and a CSF quality control check ( al cell count
and/or hemoglobin measurement) will be done to identify a possible cz@a ination with
blood caused by lumbar puncture. @)

RS

e All samples collected may be used for exploratory purposes. O

These samples will only be used to further understanding of PD ant@r ow biomarkers,
including genetic variation, may affect response or be affected b{&e tment with UCB0599 in

the treatment of PD. %)
| A

8.10 Medical resource utilization an Ith economics
Not applicable. *
9 STATISTICAL CONSIDE\RD%IONS
A description of statistical methods follost@ will be described in more detail in the Statistical
Analysis Plan (SAP). .

ey RO
9.1 Definition of analysis Q@

The following analysis sets will ég\used\\s\
e All Study Participants S\@%ﬂ Wgy participants who sign the ICF
e Randomized Set (RS¥ All.s@y participants who are randomized

N
e Safety Set (SS)@H ra@ized study participants who receive at least a partial dose of study
medica will'be used for demographic and safety analyses and analyses will be

tion.'{@ S
b on g@t me%tgceived.
° @ 11 sﬁsl—lysi t (FAS): All randomized study participants who receive at least a partial dose

of sfady ation and who have at least 1 post-Baseline assessment. The FAS will be used
\C) 11 acy analyses, and analyses will be conducted based on randomized treatment.

Q)\/ GOOPh@Ecokinetic Set (PKS): All study participants in the Safety Set who have at least
QO S {‘@sbservable PK measurement. The PKS will be used for PK analyses.
&‘(\\ &@ all analyses, the target population will be the ‘entire study population’ as selected according
@(\ o the inclusion/exclusion criteria described in Section 5.

The FAS will be used for all analyses with intercurrent events (ICEs) and other protocol
deviations to be handled according to the policy specified for each estimand (Section 9.3).
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Objectives ‘;@mnds
Primary Efficacy Objective Aé»%arget population: Entire study population
O
To demonstrate the superiority of UCBO, s{’rimary Efficacy Estimand
over placebo wi.th regard to clin.ical ) Q)O' Difference between UCB0599 and
symptoms of disease progr eSSt %‘ placebo in target population mean slope of
and 18 months in participants dgéﬁosaf@‘l h progression in MDS-UPDRS Parts I-ITT
early-stage PD %Q Q@ sum score over 12 months in the absence
O O of concomitant ST intake
N
Q .o
RS
L
0"
\
4 (b(\ %Oﬁ Key Secondary Efficacy Estimands
OQ \0 O(\ e Difference between UCB0599 and
(:) @Q %\ placebo in target population mean in
o & QQ MDS-UPDRS Parts I-ITI sum score at
Q)\> 0\) .\’_\. 18 months in the absence of concomitant
O %] ST intake
Q
\@ {\* e Difference between UCB0599 and
,Q(\ e o placebo in target population mean slope of
Q b progression in MDS-UPDRS Part 11
> subscale score over 12 months in the
absence of concomitant ST intake

UCB 21 Mar 2024
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9.2 General statistical considerations
All analyses will be performed using SAS® version 9.4 or later (SAS Institute, Cary, NC, USA).

For continuous variables, summary statistics will include the number of study participants, mean,
median, standard deviation (SD), minimum, and maximum, unless stated otherwise. Categorical

\
O

endpoints will be summarized using frequency counts and percentages. Further details on which(é.\'
summary statistics will be presented for each variable type will be given in the SAP. \\
9.3 Planned efficacy/outcome analyses ’DQ

An overview of the planned efficacy analyses is presented in Table 9-1. For all estip@s, the
difference between UCB0599 and placebo will be evaluated for both the low and igh doses
of UCB0599 (180mg/day and 360mg/day). The comparison of the high dose 0@%0599 with
placebo will be considered as the primary evaluation. If the comparison of t Uow dose and
placebo gives a positive result on the primary estimand but the comparis the high dose and
placebo does not, these results will have to be interpreted with cautions¥a"all analyses, the 2 dose
levels will be assessed separately against placebo, there will be no [@)) ing of the 2 dose levels,
and they will not be compared to each other. \30

)
NS
>

Table 9-1: Overview of planned efficacy an es
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Table 9-1:

Overview of planned efficacy analyses

x|
S
o2 &
A
L &
NS ;\\O

\)QQ CS\‘ ST intake

e Difference between UCB0599 and
placebo in target population mean in
MDS-UPDRS Part III ePD subscore at
12 months in the absence of concomitant ¢
ST intake \\

e Difference between UCB0599 and QQ
placebo in target population RMETYin
this case, time to worsening of{fiie disease
as defined by a S-point inc e in MDS-
UPDRS III, within the }§kmonth period,
in the absence of co%®\1itant ST intake

XN

Secondary Efﬁcacyg?timands
e Difference @en UCB0599 and
placebo i get population mean MDS-
UPD art I/I1 subscales at 12 months
in $ sence of concomitant ST intake
. erence between UCB0599 and
(placebo in target population mean MDS-

UPDRS Part I/II/III subscales at
18 months in the absence of concomitant

e Difference between UCB0599 and
placebo in target population mean in
MDS-UPDRS Part III ePD subscore at
18 months in the absence of concomitant
ST intake

e Ratio between UCB0599 and placebo
based on population annualized rate of

emerging symptoms assessed by
MDS-UPDRS Part II subscale over the

OQ X, {\% 18-month period
O @Q é\o e Difference between UCB0599 and
O ((\ @Q placebo in target population mean MDS-
\> Q\) .\’_\ UPDRS Part I subscale at 12 months
OQ) ép %] regardless of concomitant ST intake
Q R (\% e Difference between UCB0599 and
&\(\ e;b placebo in target population mean MDS-
Q UPDRS Part I subscale at 18 months
o regardless of concomitant ST intake
¢ Difference between UCB0599 and
placebo in target population mean MoCA
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Table 9-1:

Overview of planned efficacy analyses

Exploratory Efficacy Endpoints

&\gE-ADL

at 18 months, regardless of concomitant
ST intake

D

e
Time to worsening on MDS-UPDRS \\CJ

Part I subscale
Modified Hoehn and Yahr stagizgfb'
O

CGII )
CGIS A9

. Q
Fatigue-PRO (@)
Early PD Functio wness PRO
Early PD Mobil{@) PRO
Composi oint (based on

MDS-UEDRS and/or Early PD PROs)
PGI@sverall and fatigue-specific
, overall and fatigue-specific

Le HADS

§.

MDS-NMS

Starkstein Apathy Scale
EQ-5D-5L

Wearable sensor
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Table 9-1:

Overview of planned efficacy analyses

Secondary Efficacy Objectives

Target population: Entire study population

To demonstrate the superiority of UCB0599
over placebo with regard to
neurodegeneration of dopaminergic
neurons over 12 and 18 months in
participants diagnosed with early-stage PD

X
O

Secondary Efficacy Estimand

Difference between UCB0599 and a
placebo in target population mean chang{)‘
from Baseline (Screening) in DaT-

SPECT mean Striatum SBR at 1§)

months regardless of concomit T
intake )

Difference between UCEKO@ 9 and
placebo in target po ton mean change
from Baseline (Scr&%ng) in DaT-
SPECT mean Stziatum SBR at 12
months regardigss of concomitant ST
intake \3(\@58
<

Explor Efficacy Endpoints
. D@SPECT mean SBR in striatal

(\Q}Jbregions
@ CSF total ASYN

CSF ASYN oligomers/seeding capacity

with regard to intake of ST over 18 1fohths
participants diagnosed with earlys@ge %g)
\.

%
R ;\\OQ
& @
RS
O °
A L O
TP o
1O & .0
SPPC
>» @

To assess the effect of UCB0599 vs pl&%@% q
ths

s)‘Sécondary Efficacy Estimands

Difference between UCB0599 and
placebo in target population RMET, in
this case, time to start of ST, within the
18-month period, regardless of adherence
to assigned study medication

Target population odds ratio between
UCBO0599 and placebo in ST intake at
18 months, regardless of adherence to
assigned study medication

Other Secondary Efficacy Estimand

e Target population odds ratio between

UCBO0599 and placebo in ST intake at
12 months, regardless of adherence to
assigned study medication

Exploratory Efficacy Endpoints

Levodopa cumulative daily dose
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ASYN=alpha-synuclein; CGII=Clinical Global Impression of Improvement; CGIS=Clinical Global Impression of
Severity; CSF=cerebrospinal fluid; DaT-SPECT=Dopamine Transporter Imaging with Single Photon Emission
Computerized Tomography; ePD=early-stage PD; EQ-5D-5L=EuroQol-5-dimension-5-level; HADS=Hospital
Anxiety and Depression Scale; MDS-NMS=Movement Disorder Society-Non-motor Scale;
MDS-UPDRS=Movement Disorder Society-Unified Parkinson’s Disease Rating Scale; MoCA=Montreal (\
Cognitive Assessment; PD=Parkinson’s Disease; PGIC=Patient Global Impression of Change; PGIS=Patient \O
Global Impression of Severity; PRO=Patient-Reported Outcome; RMET=restricted (t-year) mean event time; (5,\'
SBR=specific binding ratio; SE-ADL=Schwab and England Activities of Daily Living; ST=symptomatic

treatment Q\b\
Note: “In the absence of concomitant ST intake” means that all data recorded after a participant initiates S}é@l
censored. “Regardless of concomitant ST intake” means that participant data will be included in the an: even
after they have initiated ST. If a participant does not comply with the 12-hour ST washout prior to a: isit, the data
from that particular visit will be censored. \

Efficacy data analysis at 12 and 18 months will take place once all particip Eﬁ\have completed
their 18-month Visit. All efficacy analyses will be carried out for the FA%\ adjusted for the
randomization stratification factor (ie, gender) and age at Baseline.

Treatment will be coded as a categorical variable with 3 levels (p Q\%O UCBO0599 high dose,
and UCB0599 low dose) with placebo as the reference catego

For change from Baseline analysis, treatment will be fitted @5 fixed (main) effect. For
longitudinal analyses of covariance and repeated measu odeling in which Baseline value is
used as outcome, a treatment by time interaction will e&r?cluded in this model as implicitly, the
Baseline values for all groups are assumed to be e@g\gland are reflected in the intercept of the
models (Twisk, 2013).

Where applicable, explanatory contlnuous es will be mean-centered so that the intercept
term can be interpreted as the expected ée response when the dependent variables are
set to their means.

Where reported alongside estim nd.@gespondmg confidence intervals (Cls), p-values will
always be presented as contm& valog

Estimands will be descrlbed)s a{ ?on of their attributes: (1) the population of interest, (2) the

treatment effect of int (3 tfie participant-level variable (or endpoint) of interest, (4) the
specification of how¥CEs flected in the scientific question of interest, and (5) the
population-level a r the variable/endpoint.

9.3. é4 @?al s@ of the Primary Efficacy Objective: “Clinical symptoms at
O1 and 18 months”

G.B 149D %}ualysm of “Clinical symptoms at 12 months”

\C) Todeimo te the superiority of UCB0599 over placebo with regard to clinical symptoms of
OQ) {iseas gression over 12 months in participants diagnosed with early-stage PD.

Q \9 9. 3(& 1 Primary Efficacy Estimand: MDS-UPDRS Parts I-lll sum score at
&‘(\ 6 12 months (“De Jure” Estimand)

(0'(\ Participant-level endpoint

Slope of progression in MDS-UPDRS Parts I-I1I sum score measured bimonthly over 12 months
or up to the initiation of ST, including Baseline score, and scores at 2, 4, 6, 8, 10, and 12 months.
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ICEs and handling strategies

ST initiation will be handled using a ‘hypothetical’ strategy, where post-ICE data will be
censored.

Handling strategies for other ICEs are given in Table 9-2. 0Q
Population-level summary

\0
Difference in population mean slope of progression in MDS-UPDRS Parts I-III sum score @
12 months in the absence of concomitant ST intake between:

e UCBO0599 high dose (360mg/day) and placebo \()Q
e UCBO0599 low dose (180mg/day) and placebo <\‘;b'
Estimator &

A Linear Mixed Effect Model (LMEM) for longitudinal data/repeated @Sures will be applied
to the data up to the initiation of ST. o

Baseline MDS-UPDRS data will be fitted as part of the depend¢niwariable. Time as a continuous
variable, ie, assuming linear development over 12 months, a@leatment by time interaction
(fixed slope) will be fitted as fixed effects (Twisk et al, 2043): To adjust for the dependency of
the repeated observations within the individual, a particgpant-specific random intercept and a
participant-specific random effect on time (ie, particypant by time interaction or random slope)
will be fitted as random effects (Twisk, 2013). T ndom effects will induce the correlation
structure in the marginal model (ie, the model (& conditional on random effects following
integrating them out).

A fixed effect for treatment is not 1nclu odel implicitly, the Baseline values for all
groups are assumed to be equal an efl n the intercept of the model. The treatment
effects can therefore be dlrectly Biﬁ) Nﬁ: the regression coefficients for the treatment by
time interactions.

Estimates \)6 \OQ

Estimates for the treatr& e of interest (see above) over 12 months (MDS-UPDRS units
increase per month@jus‘w@or gender and age at Baseline, with corresponding 95% Cls.

&

ing st ICS

po%dlnlc terpretatlon the following descriptive statistics will be reported separately
or ea groups:

b@ participants who have initiated ST by 2, 4, 6, 8, 10, and 12 months.

ebhr change from Baseline at 2, 4, 6, 8, 10, and 12 months for participants who have not
iated ST.
’bM

ean change from Baseline at 2, 4, 6, 8, 10, and 12 months for participants who have
(0(\ initiated ST.

4. Plots of individual progression of MDS-UPDRS Parts I-III sum score grouped according to
when each participant initiated ST; further details on these plots will be given in the SAP.

AN
o‘bV
X o
N
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9.3.1.1.1.1 Supplementary Efficacy Estimand to MDS-UPDRS Parts I-lll sum
score at 12 months (“De Facto” Estimand)

Participant-level endpoint

N\

MDS-UPDRS Parts I-IIT sum score measured bimonthly over 12 months, regardless of %O
concomitant ST intake, including Baseline score, and scores at 2, 4, 6, 8, 10, and 12 months. | O(D'

N\
ICEs and handling strategies Q\
ST initiation will be handled using a ‘treatment policy’ strategy, where post-ICE data g@f&%‘c as
part of the analysis. - O
If a participant does not comply with the 12-hour ST washout prior to any visit data from
that particular visit will be censored. O\\
Population-level summary N\

N
Difference in population mean MDS-UPDRS Parts I-III sum score at @%, and 12 months,
regardless of concomitant ST intake between:

N
e UCBO0599 high dose (360mg/day) and placebo \@

e UCBO0599 low dose (180mg/day) and placebo (Q(OS
Estimator
See Section 9.3.1.2.1.1 (LMEM estimator base(si\ (@%aseline to Month 18 data).
Estimates ()K
(&)

Estimates for the treatment effects of in$ (s s‘1‘.1b0ve) at 8, 10, and 12 months (MDS-UPDRS
units difference at month specified) adjo d@ gender and age at Baseline, with corresponding

C
95% Cls. o Y
° > S
9.3.1.1.2 Key Second fficacy Estimand: MDS-UPDRS Part lll subscale at

12 months\@?\.@%" Estimand)
Participant-level endpb@@ \\(O

\
Slope of progressierin MQ@UPDRS Part I1I measured bimonthly over 12 months or up to the
initiatign of S]‘:b lud@ Baseline score, and scores at 2, 4, 6, 8, 10, and 12 months.

T deﬁ;{i" ns aQ@analyses are further detailed in the SAP.
«égher §@%utes::9\OAs per Primary Efficacy Estimand (Section 9.3.1.1.1)
\C) Estitp tor)agal estimates: As per Primary Efficacy Estimand (Section 9.3.1.1.1)
Q) @%}301&2 statistics: As per Primary Efficacy Estimand (Section 9.3.1.1.1)

Q \@ S@mentarv analyses: As per Primary Efficacy Estimand (Section 9.3.1.1.1)

\(\
06.3.1.1.3 Key Secondary Efficacy Estimand: MDS-UPDRS Part lll subscale and
> Part lll early-stage PD subscore at 12 months

In collaboration with the Critical Path for Parkinson’s (CPP) consortium, UCB is developing a
subscore more specifically targeted at the early-stage PD population based on items from the
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MDS-UPDRS Part III subscale. A new estimand is proposed based on this early-stage PD (ePD)
subscore measured up to Month 12.

Participant-level endpoint

MDS-UPDRS Part III subscale or ePD subscore measured bimonthly over 12 months or up to \0Q
the initiation of ST, including Baseline score, and scores at 2, 4, 6, 8, 10, and 12 months. (5.\'

-

ICEs and handling strategies N

A different ‘hypothetical’ handling strategy of ST initiation will be implemented, where (D.Q
Month 12 data recorded after a participant initiates ST will be corrected using a de- tation
approach. \}

Prior to the de-mediation approach, intermittent missing data will be imputed %g’\ng multiple
imputation (MI) according to randomized treatment and ST intake status.

P

Population-level summary \}

The population-level summary of interest will be the difference in et population mean
observed MDS-UPDRS Part III subscale/ePD subscore at Mon‘s@ as if the participants had not
initiated ST between the following treatment arms: &Q

e UCBO0599 high dose (360mg/day) and placebo @rb
e UCBO0599 low dose (180mg/day) and placebo *

. N\
Estimator (0'

Monotone missing data from participants w § ropped out of the study will be imputed using
reference-based imputation (RBI) and ac %Q«ST intake status.

Imputed datasets for those dropouts wﬁ??e sQ\@&nanzed into a single dataset to obtain Month 12
estimates, which will then be co d he de-mediated Month 12 estimates.

An analysis of covariance (A \% ill be applied to the complete Month 12 data. Treatment
will be included in the mo sa gorical fixed effect, gender, age at Baseline, and Baseline
MDS-UPDRS Part III s &calﬁ@D subscore) data will be fitted as covariates.

Estimates O A(O
Estimates for th(@ t effects of interest (see above) at Month 12 (MDS-UPDRS units
differgnee) a@ted@r gender and age at Baseline, with corresponding 95% Cls.

e)@ 1.40: > @ ndary Efficacy Estimands: MDS-UPDRS Part I/ll subscales at 12
onths (“De Jure” Estimands)

@Q pgq’f&vel endpoint

&D%ﬂ DRS Part I/Part II measured bimonthly over 12 months or up to the initiation of ST,
1}@1 g Baseline score, and scores at 2, 4, 6, 8, 10, and 12 months.

Q

& e)CEs and handling strategies

D" For MDS-UPDRS Part I/II subscales, ST will be handled using a ‘hypothetical” strategy, where
post-ICE data will be censored.
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Population-level summary

Difference in population mean MDS-UPDRS Part I/II subscales over 12 months (in the absence
of concomitant ST intake) between:

e UCB0599 high dose (360mg/day) and placebo \30(\
e UCBO0599 low dose (180mg/day) and placebo . O(b
. A\
Estimator QQ
See Section 9.3.1.2.3 (LMEM estimator based on Baseline to Month 18 data). (\(b
Estimates s'\}o

Estimates for the treatment effects of interest (see above) at 8, 10, and 12 monDS -UPDRS
units difference at month specified) adjusted for gender and age at Basehn (With corresponding
95% Cls.

9.3.1.1.41 Supplementary Efficacy Estimand to MDS- UP&S Part I/ll subscales
at 12 months (“De Facto” Estimand) 0.)

Participant-level endpoint @

MDS-UPDRS Part I/Part II subscale measured bimonthl @er 12 months regardless of
concomitant initiation of ST, including Baseline sco & scores at 2, 4, 6, 8, 10, and
12 months. &

ICEs and handling strategies: As per the Supp]@@tary Efficacy Estimand (Section 9.3.1.1.1.1).
Population-level summary

Difference in population mean MDS- Rb%S @ II subscale at 12 months, regardless of
concomitant ST intake, between: O

e UCBO0599 high dose (3&®ag/d@ nd placebo
e UCBO0599 low dos Orn y) and placebo
Estimator, estimates, en anal ses:
See Section 9.3.1 é\' (L@/I estimator based on Baseline to Month 18 data).
9.3. 1.1&5 Ig@%ry Efficacy Endpoints at 12 months
me t\' orsefiihg in MDS-UPDRS Part I subscale

M 1edé@\ehn and Yahr staging

(Ve Fatigue-PRO

e Early PD Function Slowness PRO
e Early PD Mobility PRO
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e Composite endpoint (based on MDS-UPDRS and/or Early PD PROs)
e PGIS, overall and fatigue-specific
e PGIC, overall and fatigue-specific

e HADS
e Starkstein Apathy Scale N
e MDS-NMS (O.QQ
e EQ-5D-5L ) OQ
>
e Wearable sensor /1/(0,
Details of these analyses are provided in the SAP. O\\
9.3.1.2 Analysis of “Clinical symptoms at 18 months” §

To demonstrate the superiority of UCB0599 over placebo with reg % clinical symptoms of
disease progression over 18 months in participants diagnosed W\g rly-stage PD.

9.3.1.21 Key Secondary Efficacy Estimand: MD@%PDRS Parts I-lll sum score
at 18 months (“De Jure” Estimand) (0\

Participant-level endpoint

MDS-UPDRS Parts I-III sum score measured bi ﬁy over 18 months in the absence of
concomitant ST intake, including Baseline scoé,,and scores at 2, 4, 6, 8, 10, 12, 14, 16, and
18 months.

QC)
ICEs and handling strategies 60Q @é\.
As per Primary Efficacy Estimand@ction@%. 1.1.1).
- R
Population-level summary %)

Difference in population m@%M.%%PDRS Parts I-I1I sum score at 18 months in the absence
of concomitant ST intak@etw@

N\
e UCBO0599 h@;?os&@%mng/day) and placebo
e (UCBO05 w gase (180mg/day) and placebo
{UCBOSINow ¢

i ¥ &
E ator x> Q
or itudinal data/repeated measures, similar to the one described for the Primary
O Eg;@ Estitnand Estimator (Section 9.3.1.1.1) but with time set as a categorical variable, will
pl

N ; A
\/ b 16:@0 the data up to the initiation of ST.
N

stintates

Q &\(\\% E@t%mtes for the treatment effects of interest (see above) at 18 months (MDS-UPDRS units
Q ifference) adjusted for gender and age at Baseline, with corresponding 95% Cls.

o
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9.3.1.21.1 Supplementary Efficacy Estimand: MDS-UPDRS Parts I-lll sum score
at 18 months (“De Facto” Estimand)

Participant-level endpoint

MDS-UPDRS Parts I-IIT sum score measured bimonthly over 18 months, regardless of \0Q
concomitant ST intake, including Baseline score, and scores at 2, 4, 6, 8, 10, 12, 14, 16, and (5\
18 months. \\0
ICEs and handling strategies (D'QQ
As per the Supplementary Efficacy Estimand (Section 9.3.1.1.1.1) OQ
Population-level summary (§
Difference in population mean MDS-UPDRS Parts I-11I sum score at 18 mo :@, regardless of
concomitant ST intake between: QO
S

e UCBO0599 high dose (360mg/day) and placebo Q>

e UCBO0599 low dose (180mg/day) and placebo . \Q(b
Estimator Q\'

Q&

the one described for the
d (Section 9.3.1.1.1.1), with time set as
ta, up to the end of the intended

A LMEM for longitudinal data/repeated measures, simil
Supplementary Efficacy Estimand to the Primary Esti
a categorical variable, will be applied to all observ
follow-up period, including ST data. o)

&
Estimates @)

Estimates for the treatment effects of inQ&? (s@g\bove) at 18 months (MDS-UPDRS units
difference) adjusted for gender and agét Bag@lne, with corresponding 95% Cls.

9.3.1.2.2 Key Seconda |ca@ stimand: Worsening on MDS-UPDRS Part
lll subscale a -%é_mth (“De Jure” Estimand)

Participant-level endpoint N ,‘\\'O

<0 .
Time from Baseline to'$he p‘&}@pant’s first 5-point increase in MDS-UPDRS Part III subscale
(or to last censore&f;)ge 0 ation due to initiation of ST) within the 18-month period.

ICEs ai\d handkifid stra(&ies

S O
T ain ]S)wi %initiation of ST, and will be handled using a ‘composite’ strategy where
injtiati S art of the endpoint definition. Study termination and loss to follow up will be
O ha@usi ‘hypothetical’ strategy where post-ICE data is set to missing. For all other ICEs,
bl

N\
S S .
OQ) &Du]\a&i\;—level summary

Q72 iftrence . - . . .
\(\\ rence in target population RMET, in this case, time to 5-point increase in MDS-UPDRS
& Qd?art III subscale, within the 18-month period in the absence of concomitant ST intake between:

o e UCBO0599 high dose (360mg/day) and placebo
e UCBO0599 low dose (180mg/day) and placebo
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An RMET analysis has been chosen as (i) it has been shown to be a robust method under no-PH,
(i1) it can be estimated even under heavy censoring, and (iii) it has an easy clinical interpretation
as the average time until an event occurs during a defined time period ranging from time 0 to a

specific follow-up time point (Royston and Parmar, 2013). Q
Estimator \}O

o o P
The RMET will be estimated as the area under the Kaplan-Meier ‘survival’ curve up to a N

prespecified point in time (Royston & Parmar, 2013) or in other words, the integral of the Q\
survival function over the study period. However, a modeling approach will need to be here
in order to adjust for gender. As the main analysis for time to the firs¢ S-point increa MDS-
UPDRS Part III subscale, RMET from Baseline to the last observed event time wil(be estimated.
This will be done by fitting a generalized linear model with a linear link functi r the RMET,
with gender and age at Baseline as covariates and treatment group as the effét%f interest.
Further details on this analysis will be given in the SAP. \"Q

Estimates 00}

Estimates for the treatment effects of interest (see above) withiq\t&%-month period assessed
(time difference in months) adjusted for gender and age at B\a@ e, with corresponding 95% CI.

Sensitivity analyses (b&

The RMET will be estimated for each combination of; t@ment group and gender as the area
under the Kaplan-Meier “survival” curve up to th@@s%observed event time (ie, without using a
modeling approach). A plot of these Kaplan-Me{? curves will also be produced.

9.3.1.2.3 Secondary Efficacy Est@d: MDS-UPDRS Part I/Part ll/Part Il
subscales at 18 mont ¢ o ure” Estimand)
o° @
O O .
MDS-UPDRS Part I/Part II/Part mea§$\ed bimonthly over 18 months or up to the initiation of
ST, including Baseline scoreﬁc&@ at2,4, 6,8, 10, 12, 14, 16, and 18 months.

ICEs and handling strateg,i)e\> (8\\0
For MDS-UPDRS Pagt an??art I, ST initiation will be handled using a ‘hypothetical’
E ddt

strategy, where p%@C will be censored.

Participant-level endpoint

N
For -UPI@P rt@, ST initiation will be handled using a ‘treatment policy’ strategy, where
p CE d{‘gg)dre as part of the analysis.
ul -leveb\summaw

O Di nce @ population mean MDS-UPDRS Parts I/II/III subscale at 18 months, in the absence
ont@%ant ST intake for Part II/III, or regardless of concomitant ST initiation for Part I

J igh dose mg/day) and placebo
6’0 UCB0599 high dose (360mg/day) and placeb
(b‘(\ e UCBO0599 low dose (180mg/day) and placebo
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Estimator

A LMEM for longitudinal data/repeated measures, similar to the one described for the Primary
Efficacy Estimand Estimator (Section 9.3.1.1.1) but with time set as a categorical variable, will

be applied to the data. ) OQ
stimates 0@'

Estimates for the treatment effects of interest (see above) at 18 months (MDS-UPDRS unitsQ\\

difference) adjusted for gender and age at Baseline, with corresponding 95% Cls. (D'Q

Sensitivity analyses Q

O
For MDS-UPDRS Part I and 11, the main models will be refit using log-transfo \data, as the
normality assumption for the residuals does not appear to hold for this subsca%’%r en analyzing
the PPMI data (UCB internal observation). @)

The main model for Part I and Part III will be refit, adjusting for Base i&&predictors of early
initiation of ST. For MDS-UPDRS Part II this analysis will be perf d on log-transformed
data. This sensitivity analysis will not be performed for Part I. . (N

N
9.3.1.2.3.1 Key Secondary Efficacy Estimand: M sHT’DRS Part lll subscale and
Part lll ePD subscore at 18 months (0\

A new estimand based on the MDS-UPDRS Part III i&ubscore targeted at the early-stage PD
population is proposed based on the data measurede 0 Month 18.

Participant-level endpoint {\,

MDS-UPDRS Part III subscale or ePD sub@?e easured bimonthly over 18 months or up to

the initiation of ST, including Baseline e, ar®scores at 2, 4, 6, 8, 10, 12, 14, 16, and 18
months. %) QQ)

o Y
R
ngfng s&egy of ST initiation will be implemented, where
a

A different ‘hypothetical’ h§>
Month 18 data recorded aft '@ipant initiates ST will be corrected using a de-mediation

approach. Q \\(O
Prior to the de-med{@tion &ﬁ@oach, intermittent missing data will be imputed using MI according
to randpmized tiCd me@‘and ST intake status.

Pon@atioml&d(g surffhary
O NN . . . , .
@e po tloq»% el summary of interest will be the difference in target population mean
O obs Q’gﬂ *UPDRS Part III subscale/ePD subscore at Month 18 as if the participants had not
\> ié&ed etween the following treatment arms:
OQ) 6 %&599 high dose (360mg/day) and placebo

R
Q &\(\\ 0®%CB0599 low dose (180mg/day) and placebo
(O'Q%stimator

ICEs and handling strategies

Monotone missing data from participants who dropped out of the study will be imputed using
RBI and according to ST intake status.
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Imputed datasets for those dropouts will be summarized into a single dataset to obtain Month 18
estimates, which will then be combined with the de-mediated Month 18 estimates.

An ANCOVA will be applied to the complete Month 18 data. Treatment will be included in the

model as a categorical fixed effect, gender, age at Baseline, and Baseline MDS-UPDRS Part I11 OQ
subscale (ePD subscore) data will be fitted as covariates. (b'\
Estimates \\0

Estimates for the treatment effects of interest (see above) at Month 18 (MDS-UPDRS un,@Q
difference) adjusted for gender and age at Baseline, with corresponding 95% Cls.

9.3.1.2.3.2 Supplementary Efficacy Estimand: MDS-UPDRS Part IIIPQQII
subscales at 18 months (“De Facto” Estimand) /1/

Participant-level endpoint O&

MDS-UPDRS Part II/III subscales measured bimonthly over 18 month&gardless of
concomitant ST intake, including Baseline score, and scores at 2, 4&(@ 10, 12, 14, 16, and
18 months.

ICEs and handling strategies: As per the Supplementary Effﬁ@y Estimand (Section 9.3.1.1.4.1).

Population-level summary §\®'
a

Difference in population mean MDS-UPDRS Parts L
ST intake between:

e UCBO0599 high dose (360mg/day) an@l cebo
e UCBO0599 low dose (180mg/day) @pl%qbo
Estimator, estimates, and sensitivity aﬁ'ﬂvses&g
As per Supplementary Efficacy sﬁ'ma ection 9.3.1.2.1.1). For MDS-UPDRS Part I, this

t 18 months, regardless of concomitant

supplementary analysis will b ut on log-transformed data.
9.3.1.24 Seconda Estlmand MDS-UPDRS Part Il emerging
symp {@ months

Participant-level endsﬁﬁlntA

The enkrglng ptor@ﬁ)ased on MDS-UPDRS Part II (Tosin et al, 2022) for individual
pang{zﬁc dleai using the following steps:

dgnti sy ms not present at Baseline, ie, MDS-UPDRS Part II items with score ‘0’ at
Baseline.
Q \@0
Q) @!‘ms identified in step 1, calculate change from Baseline at each visit. The participant is
0 ons % to have an emerging symptom for the item, if the change from Baseline for the item is
Q \9 g than 0 for 2 consecutive visits. The magnitude of change from Baseline will not be
&Q 6 sidered to determine the emerging symptom.

(b.(\ The sum of emerging symptoms for all items identified in step 1 is used as participant-level
endpoint.
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The annualized rate of events is calculated as total number of emerging symptoms divided by
total duration of follow-up.

ICEs and handling strategies

ST will be handled using a ‘treatment policy’ strategy, where post-ICE data are kept as part of \}OQ

the analysis. Study termination and loss to follow up will be handled using a ‘hypothetical’ >
strategy (ie, rate of occurrence of the events is calculated only for observed duration). ‘\\0
Population-level summary ®QQ
Ratio of annualized rate of emerging symptoms based on MDS-UPDRS Part II over é@months
period between: (5§

e UCB0599 high dose (360mg/day) and placebo &<\/

e UCBO0599 low dose (180mg/day) and placebo \\'QO
Estimator (b.\}

The annualized rate will be estimated using negative binomial reg&on. The model will include
gender and age as covariates and log of observed duration as O@SGL Further details on this
analysis will be given in the SAP. @S

Estimates (Q

Estimates for the treatment effects of interest (see @e) over the 18-month period adjusted for
gender and age at Baseline with corresponding ,2'5% CIL

9.3.1.25 Secondary Efficacy Esti d: MoCA over 18 months
Participant-level estimand 6\>Q @6\

MoCA at 18 months, regardless owcom@ﬂqt ST intake.

ICEs and handling strategies 6 \\S\

. 2 o e
It will be assumed that the {)@p @easured by the MoCA questionnaire are not affected by

to
the recommended rescue@edic s, ie, levodopa, and as such ST initiation will be handled
using a ‘treatment pQ@@’ st y, where post-ICE data are kept as part of the analysis.

Population-level ma, ~N

b
C)O o B high dose (360mg/day) and placebo
N\ QQ 599 low dose (180mg/day) and placebo
Q&
8 &stig%‘g)r
Q \{\\% A@NCOVA on data observed at 18 months will be applied to all observed MoCA data pairs
& Q}Baseline and 18-month data), ie, completers analysis.

Diffée e il@(g\et lation mean MoCA at 18 months, regardless of concomitant ST intake
n X7 O{\
N

D" Treatment (placebo as reference) will be fitted as a categorical Fixed effect. Baseline MoCA
data, gender and age at Baseline will be fitted as covariates.
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Estimates

Estimates for the treatment effects of interest (see above) at 18 months (MoCA units difference),
adjusted for gender and age at Baseline, with corresponding 95% Cls.

OQ

Supporting statistics

To support clinical interpretation, the following descriptive statistics will be reported separate,lyc)(b'

for each treatment group: N
1. Observed MoCA and change from Baseline (mean, median, SD, IQR, range) for parﬁv@an‘cs
who have not initiated ST. (\

2. Observed MoCA and change from Baseline (mean, median, SD, IQR, range)@}pammpants
who have initiated ST.

S
9.3.1.2.6 Exploratory Efficacy Endpoints at 18 months _\})
e Time to worsening in MDS-UPDRS Part I subscale ) QQ;O
e Modified Hoehn and Yahr staging Q\'
e CGII (b\\j‘"

. cal <
CGIS (\A

e Fatigue-PRO 70}
e Function Slowness PRO O{\
e Mobility PRO QQ

e Composite endpoint (based on U}%Lﬁs and/or Early PD PROs)
e PGIS, overall and fatigue- spé}c

e PGIC, overall and fatlgefa% @6
e SE-ADL ‘Q \\(O
e HADS A(O
* MDS- NM;OQ ()K
&rks&g)Apca) Scale
E -5 %
\(.)9 _\’5,@ Analysis of the Secondary Efficacy Objective: “Neurodegeneration at

\>Q) 12 and 18 months”
Q 9 To@%onstrate the superiority of UCB0599 over placebo with regard to neurodegeneration of
&‘Q bd@ammerglc neurons over 12 and 18 months in participants diagnosed with early-stage PD.

>
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9.3.21 Secondary Efficacy Estimand: DaT-SPECT mean Striatum SBR at
Month 12 and Month 18

Participants who do not have a Month 12 DaT-SPECT scan will only have their Baseline and 18

months’ data included in these analyses. . OQ
Participant-level endpoint (bss}
Change from Baseline (Screening) in DaT-SPECT mean Striatum SBR measured at Month \\
and Month 18, regardless of concomitant ST intake. (D'Q
ICEs and handling strategies OQ
It will be assumed that the DaT-SPECT signal will not be affected by the recomry@led rescue
medication (levodopa). &<\/
ST initiation will be handled using a ‘treatment policy’ strategy, where p@E data are kept as
part of the analysis. O

. o
Population-level summary (})

Difference in population mean change from Baseline (Screeni Yh DaT-SPECT mean Striatum
SBR at Month 12 and Month 18 regardless of concomitant %’tﬂntake between:

e UCBO0599 high dose (360mg/day) and placebo (Q(O

e UCBO0599 low dose (180mg/day) and placel(sﬁ

Estimator {\,
A LMEM for longitudinal data ANCOVA chhgz&ge from Baseline (Screening) data will be
applied to all observed data. ON .0 ’

<

Time (visit), treatment (placebo as réecf)enc fand treatment by time (visit) will be fitted as
categorical fixed effects. Partici@'wil@ﬁtted as a random intercept.

Baseline (Screening) DaT—Sl&T n@r? Striatum SBR, gender, and age at Baseline will be fitted
as covariates. O

N\
Estimates \‘QQ K\‘@

Estimates for the @m ~t%ffects of interest (see above) at Month 12 and Month 18 (DaT-
SPECJXSBR Lpﬁ difféfehce), adjusted for gender and age at Baseline, with corresponding 95%
I

QO P
Sitivity analvses

\C) Th@e@%ﬁbed in the previous section will be run on the original data (as opposed to the
Baseline data).

O e
QQ . 6¢An@itional LMEM will be fitted to the original data, with Baseline data included as part of the
\(\\ I nse/dependent variable, rather than as a covariate, and time as continuous (instead of

ategorical) so as to estimate the slope between Baseline and Month 18).
o
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Supporting statistics

To support clinical interpretation, the following descriptive statistics will be reported separately
for each treatment group:

1. Observed DaT-SPECT mean striatum SBR and change from Baseline (Screening) (mean, . 0Q
median, SD, IQR, range) for participants who have not initiated ST. (b,

2. Observed DaT-SPECT mean striatum SBR and change from Baseline (Screening) (mea%\\

median, SD, IQR, range) for participants who have initiated ST. (D'Q
\OQ

3. Number of participants who discontinued treatment due to lack of efficacy.

4. Number of participants who discontinued treatment due to AEs.
9.3.2.2 Exploratory Efficacy Endpoints at Month 12 and MOBQ(L“;

)
N

e DaT-SPECT mean SBR in striatal subregions
e CSF total ASYN

e CSF ASYN oligomers/seeding capacity \Q(})

Further details will be given in the SAP. &6

9.3.3 Analysis of the Secondary Efficac@jective: “Intake of ST at 12 and
18 months”

To assess the effect of UCB0599 vs placebo wk\&ard to intake of ST over 18 months in
participants diagnosed with early-stage PD.

9.3.3.1 Secondary Efficacy Es@anék Time to ST initiation over 18 months
Participant-level endpoint ’\Q

Time from Baseline to 1n1t1at10n8§8' qast censored time observation within the 18-month
period.

ICEs and handling strategleb \OQ

<G.
Observations for so e‘@rﬁc&l@s will end prior to occurrence of the event of interest, ie, start
of ST. This is kno“&s r;g@'—censorlng adjusted in the time-to-event analysis by using actual
observed times. (\Q Q

The@am ICE;%H;& study termination and lost to follow up: both will be handled using a

the y where the post-ICE data will be set to missing.
op on—L@e% summary
\Was chosen as it has been shown to be a robust method when the proportional hazards
n does not hold, it can be estimated even under heavy censoring and it has an easy

Q \% cl 1nterpretat10n (Royston and Parmar, 2013).

& ej“ he RMET can be interpreted as the average time until an event occurs during a defined time
[70) period ranging from time 0 to a specific follow-up time point.
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The difference in target population RMET (here, time to initiation of ST) up to the last observed
event time within the 18-month period will be estimated between:

e UCBO0599 high dose (360mg/day) and placebo
e UCBO0599 low dose (180mg/day) and placebo OQ
Estimator (b'
Y

The RMET from Baseline to the last observed event time will be estimated. This analysiw
use the same modeling approach as described for the MDS-UPDRS Part III subscale tim
worsening analysis (see Section 9.3.1.1.3 for further details). By default, this approa akes the
assumption that the right-censoring mechanism is homogeneous among all partic' s, which
may not be a valid assumption in this study; right-censoring in the context of t alys1s will
come from study termination and it is possible that termination may be hig or lower in the
UCB0599 arms compared to placebo. To counter this potential bias, trea‘s@nt group-specific
weights will be obtained by applying the Kaplan-Meier estimation me, separately to each

group (ie, using treatment group as a stratification variable in the model).
Estimates \}Q

Estimates for the treatment effects of interest (see above) 'thkl‘n the 18-month period assessed
(time difference in months) adjusted for gender and age&‘aseline, with corresponding 95% CI.

Sensitivity analyses *

1. The RMET will be estimated for each com 'n@ion of treatment group and gender as the area
under the Kaplan-Meier “survival” curve@})to the last observed event time (ie, without using
a modeling approach). A plot of these&)lan\l\{[eler curves will also be produced.

Supporting statistics @ KQ)

To support clinical 1nterpretat1 ng descriptive statistics will be presented for each

treatment group: proportion of ici ho initiated ST at 12 and 18 months, overall.

9.3.3.1.1 Supplemeq}?ry cacy Estimand: Time to ST initiation over 18
mont

Asa supplementaryéaalys Cox regression model will be fitted to all observed data since this
is the traditional of modeling time-to-event data. This approach assumes proportional
hazargs\for a s. Further details on this analysis will be given in the SAP.

9 \. S@ndary Efficacy Estimand: Intake of ST at 18 months

ggrtw@%t lw@ endpoint

N@erqﬁpanlclpants taking ST at 18 months, regardless of adherence to assigned study

Q”
Q\)

&\(\\% I(;a@ d handling strategies
’0(\

he main ICEs will be study termination and lost to follow up: both will be handled using a
‘hypothetical’ strategy where the post-ICE data will be set to missing.
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Population-level summary

Population ratio of odds of ST intake in the presence of UCB0599 over odds of ST intake in the
absence of UCB0599 (ie, on placebo). In other words, population odds ratio in ST intake at 18
months between:

e UCBO0599 high dose (360mg/day) and placebo 0(0.
e UCBO0599 low dose (180mg/day) and placebo Q\\
Estimator (O.Q
Logistic regression of the effect of exposure to UCB0599 (high and low dose) on i:@ of ST at
18 months will be performed. Further details on this analysis will be given in the .
Estimates O\\
Estimates (odds ratios) for the treatment effects of interest (see above) a&@months adjusted for
gender and age at Baseline, with corresponding 95% Cls. >
Sensitivity analyses \3(\(})
A relative risk regression will be carried out, and further detQi@)n this analysis will be given in
the SAP. ,b\
Supporting statistics (Q

To support clinical interpretation, the following d, %tive statistic will be reported separately
for each treatment group: proportion of partici@n S on ST by 18 months.

9.3.3.3 Other Secondary Eﬁicachggmand: Intake of ST at 12 months
Participant-level endpoint 6\) @O

Number of participants taking ST 9\@2 @s, regardless of adherence to assigned study
medication. X

Q" &
ICEs and handling strategieb% . OQ

. . L\t : :
The main ICE will be?@y te‘x@natwn and lost to follow up: both will be handled using a
h éh

‘hypothetical’ strate@(, 3 e post-ICE data will be set to missing.

Population—leve}é\\mmaﬁ/
~\ \] \ 9
Pop@lation rzﬁg of ofarls of ST intake in the presence of UCB0599 over odds of ST intake in the
ce G@CB (ie, on placebo). In other words, population odds ratio in ST intake at 12
thsBtwedn"
C) n&\ W@
N\ G} U 599 high dose (360mg/day) and placebo
QQ) 60 O*%CB0599 low dose (180mg/day) and placebo
Q &\(\\6 @%ator
Q ogistic regression of the effect of exposure to UCB0599 (high and low dose) on intake of ST at
D" 12 months will be performed. Further details on this analysis will be given in the SAP.
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Estimates

Estimates (odds ratios) for the treatment effects of interest (see above) at 12 months adjusted for
gender and age at Baseline, with corresponding 95% Cls.

Sensitivity analyses 0Q
A relative risk regression will be carried out, and further details on this analysis will be given.i (b'

the SAP. Q\\
Supporting statistics (O.Q

To support clinical interpretation, the following descriptive statistics will be reporte@?parately
for each treatment group: proportion of participants on ST by 8§, 10, and 12 mont}@‘

9.3.34 Exploratory Efficacy Endpoint at 18 months O\\
e Levodopa cumulative daily dose \\,Q
9.34 Subgroup analyses

Analyses by subgroup will be performed as part of exploratory %@%es

9.3.5 Center effects

Since treatment assignment will not necessarily be bala@ across countries or sites, no
statistical analyses will be carried out to 1nvest1gate r effects. However, for the primary
endpoint and for some prespecified secondary en s summary statistics will be produced by
country and region (Europe and North Americ rther details on which endpoints will be
summarized and which summary statlstlcs e presented will be given in the SAP.

If the inspection of the summary statis (ﬁ king into account the number of study
participants recruited at each center) 1 cerns with regards to a potential differential
effect from specific centers on the y outcome, sensitivity analyses may be performed
excluding the concerning center yThe s§<:ns1t1v1ty analyses will be performed as part of an
exploratory SAP and will n&@ reE> d in the clinical study report.

In addition, in response tthe ¢ t pandemic situation, COVID-19 and COVID-19

vaccination summari ill %Q}resented by country and region; additional details will be
presented in the S @

K
9.4 -\ (g%nn@ safety and PK analyses

9 St@y analyses

C) fe@%l b@%sessed by analyzing incidence of any TEAE, study participant withdrawals, and
\ es 1 ferent parameters such as vital signs, safety laboratory data, 12-lead ECG
Q) &3 t, physical examination findings, neurological examination findings, and suicidality
0 QSI he C-SSRS

4

&\(\\ her details on the planned safety analyses will be given in the SAP.
(0(\ 9.4.2 PK analyses

Predose (trough, maximum of 15 minutes prior to next dose intake) and between 1 to 6 hours
postdose (first dose on that day) blood samples will be collected to measure UCB0599 and
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N-oxide-metabolite plasma concentrations at the specified visits in the Schedule of Activities
(Section 1.3).

The plasma concentrations will serve to collect further PK properties of UCB0599 and its
N-oxide-metabolite, and these properties will be reported descriptively in the clinical study . O
report. Detailed information on sample analysis will be provided in a bioanalysis report. The O
relationship between UCB0599 concentration and efficacy, pharmacodynamic or biomarker, aldb'
other (safety) endpoints may also be assessed. All collected concentration-time data will fu

be used to derive population approach PK parameters, and such models will be develope%@t

reported separately. OQ

In addition, CSF samples will be collected as described in the Schedule of Activi}fﬁ
(Section 1.3) to measure concentrations of UCB0599 and its N-oxide metaboh\tq/

9.5 Handling of ICEs, protocol deviations, and rest@ng missing
data
‘?}

The strategies/approaches for handling ICEs will be as follows: Q)

e ‘Treatment policy’: all data will be included in the analysi ardless of whether the
participant remains on the assigned investigational treat or discontinued. This will

reflect the treatment effect regardless of the ICE.

e ‘Hypothetical’: data will be modified to mirror 1 §\e had an ICE not occurred (under

some hypothetical conditions). One such hypq& al condition is that the ICE occurred
completely at random. In this case, all post data are set as missing (removed) and

imputed under the assumption of missi random (MAR). This strategy can be applied to
ICEs which are considered uninform. with respect to the definition of the intervention
effect of interest, ie, treatment effi . Asgdefault approach, this strategy will be applied to
any occurrence of an ICE affe%@ the @istence of measurements and maximum likelihood
(ML) imputation will be use Ve imputation approaches will also be considered for
ICEs which are cons1d Ve with respect to the effect of interest, ie,
treatment-related study such as RBI approaches. This approach will reflect the
treatment effect h@ Icgg@eccurred

e ‘Composite’: ata be incorporated into the endpoint being analyzed. This approach
wil be used éﬁ\ & -UPDRS Part III time to worsening analyses; a composite endpoint
0
esent 1ve

r time to ST initiation will be used as ST initiation is considered

r negatlve outcome.

Q)- oV, andling strategies for MDS-UPDRS ICEs and study termination is presented in

@n@’“&*

details on the handling strategies for all estimands (including approaches to
tag\i}énd de-mediation), please see the SAP.

&
N e{z’(\
S

Q”
Q\)
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Table 9-2: Overview of handling strategies for MDS-UPDRS ICEs and study
termination
MDS-UPDRS Part I-I1I sum score (\
and Part I/II/III subscales \30
(]
Estimand Primary, key secondary Key secondary Secondary and ‘\\C)
and secondary supplementarQ
2\
In the absence of ST Initiation of ST as part of Regardleso(&ng
th %
e response /&
Population For Part I-III sum score: For Part III subscale: For P -III sum score:
summary Difference in slope of Difference in RMET ifference in mean at 12
measure progression at 12 months

(primary) and difference
in mean at 18 months (key
secondary)

For Part III subscale:
Difference in slope of
progression at 12 months

(key secondary)
For Part III subscale
and Part III ePD
subscore: 60

Difference in ma@at %)

(time to first 5-point
increase) within 18

1
months (key seco d@g
>

\
»

and 18 months
(supplementary)

For Part II/I1I1
subscales:

Difference in mean at 12
and 18 months
(supplementary)
For Part II subscale:
Ratio of annualized rates
in emerging symptoms
within 18 months
(secondary)

months (ke@ond@%’ For Part I subscale:
F.or Pa i I s\d fe: Difference in mean at 12
Diffe@gee 1"@“}‘1’ at12 and 18 months
O\. I(lj&ond:nt) s (secondary)
7 ¢ Y
e ) Y
QL Q&
it N\
m atic(\@\ I Hypothetical Composite Treatment policy
t&) entg\Q) (set post-ICE data to (ICE is part of the (include post-ICE data)
Q) ®+ missing) endpoint)
» \
%Q?élated Treatment policy id id
treatment (include post-ICE data)
discontinuation
Treatment Treatment policy id id
discontinuation (include post-ICE data)
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Table 9-2: Overview of handling strategies for MDS-UPDRS ICEs and study
termination
MDS-UPDRS Part I-I1I sum score Q
and Part I/II/III subscales \yo
(]
Estimand Primary, key secondary Key secondary Secondary and ‘\\CJ
and secondary supplementan@
S
(all other Q v
causes) ;\\'()
Other protocol Hypothetical id <1/01d
deviations - (set post-ICE data to &
important missing) \’}{,Q
4
Other protocol Treatment policy id Q‘ id
deviations — (include post-ICE data) ;\3(\
minor® %)
Death or serious Hypothetical ({{b id
injury (set post-ICE data as A
(all causes) missing) (b'(\
Confirmed or Treatment policy 0{\ id id
suspected cases | (include post-ICE data <Q K-
of COVID-19 QO
without other (e QD&
O
ICE or study 6 \
termination
COVID-19 id id
Vaccination Q’\@lde CE data)
Study <‘\(\ K
ter tion ofb 60
oss 5. QS
(J oW @\
\>C) :A\*S'Q) Hypothetical id id
QQ) é atedg, (set post-termination data
Q \6\6 AQ* as missing)
& E>($f her/unknown Hypothetical id id
(b.o causes (set post-termination data
as missing)
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AE=Adverse effects, COVID-19=Coronavirus Disease-2019; ICE=intercurrent event, id=idem, “the same”, MDS-
UPDRS=Movement Disorder Society Unified Parkinson's Disease Rating Scale, RMET=Restricted (t-year) mean
event time, SAP=Statistical analysis plan, ST=Symptomatic treatment

Note: The handling strategies are defined as follows: ‘treatment policy’ — include post-ICE data; ‘hypothetical’ — set

post-ICE data as missing; ‘composite’ - ICE data is part of the endpoint. (\
2 Where the participant did not respect the Washout Period for the ST, the visit data will be censored from the s@
analysis.

-

® In case of an event preventing a participant from attending a particular scheduled clinic visit with a MDS-UP
assessment (for example, due to COVID-19), this will be considered a minor protocol deviation and MDS- S
data collected for this participant in clinic at future visits will be included in the analyses. When MDS- UP@ is
collected at home rather than in clinic not all MDS-UPDRS data will be collected (rigidity assessments@ll be
missing) and the Part III and total scores cannot be calculated.

XN
9.5.1 ICEs potentially affecting the interpretation of measur nts
Q
Symptomatic Treatment Initiation \\'QO

Initiation of ST will be the main ICE affecting the interpretation of meagdrements. Handling of
ST initiation as an ICE may vary depending on the exact type of ST(prescribed; further details
will be given in the SAP. \§

MDS-UPDRS Ql:@

Initiation of ST will be considered to impact the definitiédr0f the intervention effect of interest
when measured using MDS-UPDRS Part I-1IT sum schsre as well as using MDS-UPDRS Part II
and Part III subscales. (b,

In the primary estimand analysis, the post-IC <é?ita will be censored/set to missing
(‘hypothetical” strategy —assuming data is mfissing at random) and the data will be analyzed using
a likelihood-based method of analys1s @/I for longitudinal data/repeated measures

with its implicit imputation approacg h1t 1, 2012) applied to all participants in the target
population. This type of analy51 ;&Q—red to as ‘in the absence of early ST initiation’.

An alternative ‘hypothetical’ Qateg dling of ST initiation will also be implemented where
Month 18 data (or Month I &9applicable) recorded after a participant initiates ST will be
corrected using a de- tlon roach.

g a de-meq@ition

In the supplementa Sanal ﬁ&o the primary estimand, the post-ICE data will be included in the
analys1s (‘ trea&;@poh@y strategy) provided the participant has complied with the 12-hour
ee

peri ftion 6.5. 3) required prior to the MDS-UPDRS Part III of the MDS-
S a e ere the participant did not respect the washout period for the ST, the
1 d Y nsored from the analysis. This type of analysis will be referred to as
reg rly ST initiation’.
Q)Q SP

0 Q\ seefyndary endpoint will be the mean striatal dopamine receptor SBR as measured by DaT-
Q \(\\% . In this study, it will be assumed that DaT-SPECT signal is not affected by initiation of
& CST although there have been some reports of marginal impact (reviewed in Ikeda et al, 2019).
(0'(\ Initiation of ST will be considered not to impact the definition of the intervention effect of
interest for DaT-SPECT, and the post-ICE data will be included in this secondary estimand
analysis ‘regardless of early ST initiation’ (‘treatment policy’ strategy). Missing data due to scan
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not having taken place at the participant’s or Investigator’s discretion will be treated as missing
at random.

Treatment discontinuation/nonadherence

Treatment discontinuation (see Section 7.1) will not be considered to impact the definition of the QO
intervention effect of interest, and the post-ICE data will be included in the analyses (¢ treatme;nb
policy’ strategy- see SAP for details).

Minor treatment nonadherence (missing a dose or taking a dose at a different time of the@) or

minor drug administration error will not be considered to impact the definition of the Q

intervention effect of interest, and the post-ICE data will be included in the analys treatment
olicy’ strategy — see SAP for details).

policy gy ) <\,

with respect to the definition of the intervention effect of interest, and theyost-ICE data will be

Major treatment nonadherence or drug administration error will be conside'f@ ninformative
censored in the analyses (‘hypothetical” strategy — see SAP for detailsj2)

9.5.2 ICEs potentially affecting the existence of\(rgsurements

A participant may withdraw from the study at any time at h&&@l own request or may be
withdrawn at any time at the discretion of the Investigatorger safety, behavioral, compliance, or
administrative reasons (see Section 7). Where the cause(for study termination is known to be
unrelated to the assigned study medication, study tesfmination will be considered uninformative
with respect to the definition of the intervention effect of interest, and the post-ICE data will be
set to missing (‘hypothetical’ strategy - see Séé‘for details).

As a default approach, this strategy, acco@nied\with the implicit imputation of
likelihood-based models, will be appli currence of study termination and the event
will be ignored. Alternative approa suc&s imputation (eg, control-based mean imputation)

as sensitivity analyses, will also 6\cons®ed

In well-designed clinical stud:& it 1@@&sonable to assume that dropout patterns follow the
MAR mechanism, althou 1S n@mt at random data cannot be ruled out (Liu-Seifert et al,

2015). O \fo

Local injuries (i @‘ms/l@@ds or legs/feet for MDS-UPDRS and to head for DaT-SPECT), or
systenlgrzlicute @m such as a stroke or an accident-related coma may prevent the taking of
@é&’rea fpjent- related death or death due to other causes (including COVID-19) may

ur . Death due to PD is unlikely, as participants have been selected in the
@r s‘c$g f ]@ although an accident may be the consequence of PD symptoms.

O Par so leease related and non PD-related serious injury or death will be considered
\ I
Q) Q ve with respect the definition of the effect of the intervention of interest, and the
QO ost.% data will be set to missing in the analyses (‘hypothetical’ strategy — see SAP for
N
& (\Qoss to follow up will be considered uninformative with respect to the definition of the effect of
" the intervention of interest, and the post-ICE data will be set to missing in the analyses
(‘hypothetical’ strategy — see SAP for details).

Confidential Page 111 of 171



UCB 21 Mar 2024
Clinical Study Protocol Amendment 6 UCB0599 PDO0053

9.5.3 Other protocol deviations

Other protocol deviations which were not pre-defined as ICEs (Section 9.5.1 and Section 9.5.2)
could also affect the conduct of the study and/or impact study participant safety as well as key

efficacy or PK endpoints measurement. ‘\O(\
The criteria for identifying important protocol deviations will be defined within the relevant 0(5\'
protocol deviation specification document, which is part of the data cleaning plan. N

All protocol deviations will be reviewed as part of the ongoing data cleaning process ancj?@Q
important deviations will be identified and documented before unblinding to confirm gxelusion
from analysis sets. Important protocol deviations will be listed and summarized. \0

Important protocol deviations (not pre-defined as ICEs) will be considered uni{{&natlve with
respect to the definition of the effect of the intervention of interest, and the @t—ICE data will be
censored in the analyses (‘hypothetical’ strategy — see details in Section \Ql).

Minor protocol deviations (not pre-defined as ICEs) will be considere@not to impact the
definition of the effect of the intervention of interest, and the post data will be included in
the analyses (‘treatment policy’ strategy — see details in Sectio&% ).

The strategies for handling ICEs will be as follows: &

‘Treatment policy’ will refer to an approach where all (@ will be included in the analysis,
regardless of whether the participant remains on thﬂ(@yigned study medication or discontinued.

‘Hypothetical’ will refer to an approach where ¢@wﬂl be modified to mirror its value shall an
ICE had not happened (under some hypothet@ conditions). One such hypothetical condition is
that the ICE occurred completely at rand. n tl&ks case, all post-ICE data are set as missing

under the assumption of missing com agrendom. This strategy can be applied to ICEs
which are considered to be uninfo i e v@a respect to the definition of the intervention effect
of interest (ie, treatment efﬁc ult approach, this strategy will be applied to any

occurrence of study termlnatl event will be ignored. Alternative approaches such as
imputation (eg, control- ba putation) as sensitivity analyses, will also be considered.

9.6 Plann&n |s at 12 months and data monitoring

The primary analy, @s}or th.{grimary efficacy estimand (MDS-UPDRS Part I-III sum score) uses
data fﬂgl the firgt12 ths of the study; this analysis as well as the analyses for the secondary

estl s at on@s (where applicable) will be carried out at study end (see details in
C) te %} independent pharmacometricians and statistical programmers with access to
\ th -m @ data will be unblinded to prepare for the exposure-response analysis to be finalized
Q) ompletlon of the study. Details of unblinding will be described in the unblinding
0 dha , and care will be taken to ensure that the blinded study team remains blinded until

4

\(\ ase lock. Details of the exposure-response analysis will be provided in a separate analysis
& @lan. The results of the final exposure-response evaluation will be provided outside of the
(b’(\ clinical study report at study finalization.
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Data Monitoring Committee and SMC:

An independent DMC will conduct safety interim reviews of all available unblinded safety and
PK data at the following time points:

e When safety data for 3 months of treatment (ie, until Visit 7) are available for 100 \OQ
participants. 0(5.\'
e When safety data for 3 months of treatment (ie, until Visit 7) are available for at least AN

50 participants per arm (DQQ
e After at least 50% of the participants have been treated for 8 months (ie, approxi ly 75
participants per arm) W)

>
e After at least 50% of the participants have been treated for 14 months (ie,.’qﬂa’roxima‘[ely 75
participants per arm), the DMC will review the available unblinded s;a&@and PK data.

e Ad hoc as required. (b\}

The DMC will provide a recommendation on the continuation of %@mdy. The activities of the
DMC will be described in a separate charter. é\}

An SMC will review (approximately every 3 months, with ﬁ}&’option to adapt the frequency
based on recruitment rates) the available blinded safety at the following time points:

e After 5 participants/arm have been treated for 2{@pks
e After 25 participants/arm have been treated{((')% month
e After 50 participants/arm have been tre for 1 month

e After 75 participants/arm have bee@@gte%@r 1 month
e After 100 participants/arm hav@ek\\g\@}ed for 1 month

e Subsequent SMC meetin 1 oocyr every 3 months
Details will be described in\?wseg@e charter.

9.7 Dete{‘iﬁ%ang) of sample size

The sample size fi %is ttély was determined based on the primary efficacy estimand as
detailed in the 1ons(®rlow. Approximately 645 participants will be screened to achieve

450%Articipaais ra ly assigned to study medication and 429 evaluable participants, for an
ated(otal 3 evaluable participants per treatment group. Participants who terminate the
dy hdre@consent) or are lost to follow-up will not be replaced.
©

\J T@}rimﬁ’comparison of interest is UCB0599 high dose (360mg/day) vs placebo. Given the
OQ) q)@ﬁtati@; in our understanding of the PK/PD properties of the compound, the calculations
Q & el pply to both comparisons (UCB0599 high dose [360mg/day] and placebo and UCB0599
\(\\ lé@"dose [180mg/day] and placebo) as similar assumptions for both doses are made with respect
(\G) variability and impact on progression.

o 9.71 Primary efficacy estimand

The first efficacy objective of PD0053 is to show superiority of UCB0599 over placebo with
regard to clinical symptoms of disease progression over 12 months in participants diagnosed
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with early-stage PD. To measure clinical symptoms of disease progression, the MDS-UPDRS
Part I-II1 sum score was selected as the variable of interest for the Primary Estimand and the
population-level summary was chosen as the difference in the population mean slope of
progression between UCB0599 and placebo up to 12 months or up to the initiation of ST,
whichever comes first.

N
;QO

Even though the duration of the study is 18 months, the sample size was estimated to ensure QOng'

power at 12 months, where the proportion of participants on ST is still limited. Beyond N
18 months, the number of participants under ST is expected to increase with significant Qial
for bias between UCB0599 groups and the placebo groups (should the compound be @ e), and
power decrease due to data loss. The primary analysis of MDS-UPDRS is therefo nned at
12 months, and additional analyses will be performed at 18 months including ’ppl/!;@iiata in the
analysis. Q

In order to derive the parameters of interest for sample size estimation, a@tima‘tor similar to
the one planned for the Primary Estimand (a LMEM for longitudinal repeated measures,
with Time as a continuous fixed effect, ie, assuming linear development over 12 months, and
identical random effects to account for within-participant corre Q‘Eetween repeated
observations was applied to a subset of the PPMI 1.0 de novo, &hort, an observational study of
early-stage PD participants (Parkinson’s Progression Mar Initiative, 2018). Further details on
how participants were selected for inclusion in this anal¥Sis and how this analysis was carried
out will be included in the SAP. This participant sam.];%e was assumed to be representative of the
POC study placebo arm up to 12 months.

o
For the purpose of sample size estimation, a \ed—form sample size formula for longitudinal
data was used (Ahn et al, 2014). Further de@1s Ql{the use of this formula will be provided in the
O

SAP. O &

A 5% data loss due to study termi%?)%b @%nonths (all causes) will be assumed in this study,
based on expert knowledge. The}samplexsize will be inflated accordingly (see details below).
Loss to follow up and loss to g)lnitt@bn by 3 months will be considered minimal in the study

setting and ignored. NIERX®)
‘N
Based on observations\&n t MI cohort data (further details in the SAP), 35% data loss was

assumed in the stud@t 12 ths:

o 20% dueto icipatits initiating ST, as they will be in a controlled setting and encouraged
lay of 8% mtake for as long as it is deemed medically acceptable;

OQ% \t'o %@cipants lost to follow up as well as to death and serious injury;

\C) . \S{&' @ participants terminating the study (all causes).

4

Q)\/
N o
L&

éﬁed %"\?he parameters obtained from the analysis performed on the restricted PPMI dataset for
he placebo arm, a sample size of 143 participants per arm (N=429 total), randomized ata 1:1:1
r 0 UCBO0599 high dose, low dose or placebo would provide 90% power to detect a

@unimum of expected 30% decrease in population mean slope of PD disease progression (eq. to

0.27 MDS-UPDRS points/month or 3.2 points/year) in the active treatment groups compared
with placebo over 12 months of treatment, with 10% type I error. The sample size will be
inflated by 5% (N=14) to account for participants terminating the study by 3 months, leading to a
final sample size of 450 participants (N=150/arm).
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Since it is assumed that between 12 and 18 months another 10% data loss (at a minimum) will be
lost due to initiation of ST and another 10% due to study termination/loss to follow up, analyses
at 18 months will be carried out regardless of ST intake (all data included).

9.7.2 Power for key secondary efficacy estimand (MDS-UPDRS Part lll)

A key secondary estimand to the primary efficacy objective of PD0053 is the difference in
population mean slope of progression between UCB0599 and placebo at 12 months in the ‘\\0
absence of concomitant ST intake for the MDS-UPDRS Part III subscale. QQ

N
;QO

Using the same approach as described in Section 9.7.1, the sample size estimated to a%ki e 90%
power on the Primary Efficacy Estimand, MDS-UPDRS Part I-III sum score, ie, 14@ rticipants
per arm, would provide 90% power to detect a minimum of expected 35% relati crease in
population mean slope of progression on the MDS-UPDRS Part III subscale (g /\/to 0.19
points/month or 2.3 points/year) in the UCB0599 treatment groups comp ith the placebo
group over 12 months of treatment, with 10% type I error. O

9.7.3 Power for secondary efficacy estimand (DaT, CT mean Striatum
SBR) \30

A Secondary Efficacy Objective of PD0053 is to show supetiofity of UCB0599 over placebo

with regards to neurodegeneration over 18 months in particapants diagnosed with early-stage PD.

To assess neurodegeneration, the DaT-SPECT mean t@um SBR was selected as a
participant-level variable and the population-level ary chosen as the difference between
UCB0599 and placebo in the population mean GQ@'ge from Baseline (Screening) at 18 months.

Change from Baseline (Screening) data wa@ved from the PPMI 1.0 de novo cohort DaT-
SPECT mean Striatum SBR data. Furth ilgsn data selection for this analysis will be given

in the SAP. o° @
Using a 2-sample t-test based sa ﬁQsi ula and the parameters for the placebo arm
obtained from the PPMI 1.0 d%r

0 -SPECT data analysis, the sample size estimated to
achieve 90% power on the @a@ﬁacy Estimand, MDS-UPDRS Part I-III sum score, i€,
143 participants per armyo }%ﬁﬁvide 90% power to detect a minimum of expected 37.5%
relative increase in ponatio& an change from Baseline in DaT-SPECT signal (equal to 0.067
SBR unit) in the U 59@ups vs the placebo group at 18 months, with 10% type I error, and
assumipg 25% ossfie, an extra 10% loss to occur between 12 and 18 months due to study
tequ i oss#Q Tollow up at 18 months with effective N=107/arm). Data loss due to
m@ ion dags'not apply for the assessment of the DaT-SPECT signal as the assumption is
@ng th. odopa and dopamine agonists do not affect the neurodegeneration of
\C) dop&éﬁe r@bns in the midbrain.
Q)\/ ?&ncg&% information regarding DaT-SPECT SBR signal, participants intending to terminate
0 d e s% (assumed to be 10% by 12 months) should have a scan before study termination (as
Q \9 p@ the EOT visit). Participants who choose to withdraw from the study at or after 6 months
&\(\ 3n accept to have a scan at time of study termination will have their scans analyzed as if it was
(b‘(\ taken at 12 months.

Residual data attrition due to study termination and loss to follow up may be imbalanced
between treatment arms by the time participants reach the 18-month timepoint, creating selection
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bias (further details are provided in the SAP). This residual bias will be addressed at the analysis

stage.

10 SUPPORTING DOCUMENTATION AND OPERATIONAL
CONSIDERATIONS '\O

10.1 Appendix 1: Regulatory, ethical, and study oversight 0’5\'
considerations Q\

10.1.1 Regulatory and ethical considerations (OQ

The study will be conducted under the auspices of an IRB/IEC, as defined in local r@atlons,
International Council for Harmonisation (ICH)-GCP, and in accordance with the@cal
principles that have their origin in the Declaration of Helsinki. &<\/

The Investigator/UCB will ensure that an appropriately constituted IRB/@'&‘[ complies with
the requirements of the current ICH-GCP version or applicable countrys$pecific regulations will
be responsible for the initial and continuing review and approval of r‘hhmcal study. Prior to
initiation of the study, the Investigator/UCB will forward copies. protocol, ICF, IB,
Investigator’s curriculum vitae (if applicable), advertisement (i applicable), and all other
participant-related documents to be used for the study to the{lh%B/IEC for its review and
approval.

Before initiating a study, the Investigator will have ywitten and dated full approval from the
responsible IRB/IEC for the protocol. Q>

The Investigator will also promptly report to 6{SIRB/IEC all changes in the study, all
unanticipated problems involving risks to ICiBQI‘ltS or others, and any protocol deviations, to
eliminate immediate hazards to partici O

The Investigator will not make an @a @ the study or study conduct without IRB/IEC
approval, except where necessa 0 ehﬁg\ate apparent immediate hazards to the participants.
For minor changes to a pre &%@l ved protocol during the period covered by the original
approval, it may be pos51b1 vestigator to obtain an expedited review by the IRB/IEC as
allowed.

As part of the IRB/ ments for continuing review of approved studies, the Investigator
will be espons1 mitting periodic progress reports to the IRB/IEC (based on IRB/IEC
reqléatentssb? mt@ﬁs appropriate to the degree of participant risk involved, but no less than

estigator should provide a final report to the IRB/IEC following study
ple

@resenta‘uve) will communicate safety information to the appropriate regulatory
nd all active Investigators in accordance with applicable regulatory requirements.
opriate IRB/IEC will also be informed by the Investigator or the Sponsor, as specified
\% b}b\,%a plicable regulatory requirements in each concerned country. Where applicable,
estigators are to provide the Sponsor (or its representative) with evidence of such IRB/IEC
(\ notification.

’b

10.1.2 Financial disclosure

Insurance coverage will be handled according to local requirements.
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Finance and insurance are addressed in the Investigator and/or CRO agreements, as applicable.
10.1.3 Informed consent process

Participant’s informed consent must be obtained and documented in accordance with local Q
regulations, ICH-GCP requirements, and the ethical principles that have their origin in the ~\Q
principles of the Declaration of Helsinki. x>

o
Prior to obtaining informed consent, information should be given in a language and at a 1ev<§§€'
complexity understandable to the participant in both oral and written form by the Investi% (or
designee). The participant will be given as much time as needed to decide whether or pot‘they
wish to take part in the study. Each participant will have the opportunity to discus @ tudy and
its alternatives with the Investigator or seek additional advice. The amount of ti potential
participant takes to decide whether to participate or not will vary per participafe{ he potential
participants will be under no pressure to make a decision. In France, paﬁi&@xts will be given at
least 3 days of reflection time before signing the ICF. For France—speci% quirements, please
refer to Section 10.9, Appendix 9. >

Prior to participation in the study, the ICF should be signed anck@%ally dated by the
participant and by the person who conducted the informed c%? t discussion (Investigator or
designee). The participant must receive a copy of the sign. d dated ICF. As part of the
consent process, each participant must consent to direc@s to his/her medical records for
study-related monitoring, auditing, IRB/IEC review, Q regulatory inspection.

Remote consent (eConsent) is permitted durin th@?tudy, but not required. For those
participants who are assessed as preliminarily %(ﬁgible per the IRB/IEC-approved preScreening
script, contact information will be collectedé?cl ding a valid email address of the participant. A
secure link to the eConsent web portal v@ Sé{/ia email, along with unique login credentials.
The participant will receive a prompt tepc an%@the temporary assigned password upon first
login. The informed consent matep@ w’&@ presented in the eConsent portal through an
electronic rendition of the IRB/ @-ap roved consent documents. The study Investigator and/or
designated staff will complela_é{e in@%wd consent process with the participant by telephone.
Participants who agree to take patttl the study will provide their handwritten signature using a
computer mouse, tou en;«Estylus on a computer or tablet in the designated signature
block; and the cons@ter w&@ untersign.

If the ICF is amqsed @ing the study, the Investigator (or the Sponsor, if applicable) must
foll 1 apg@ableajgulatory requirements pertaining to the approval of the amended ICF by
t&B/I@. andée}of the amended form.

N

C) ls s cC cted at centers in the United States must include the use of a Health Insurance
P ilitw&d Accountability Act Authorization form.

Q)\/ 6@1@ paftipant may withdraw his/her consent to participate in the study at any time. A
Q . \@ pa ant is considered as enrolled in the study when he/she has signed the ICF. The eCRF
&‘(\ nfdst not be started, nor may any study specific procedure be performed for a given participant,
(b(\qrithout having obtained his/her written consent to participate in the study.
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10.1.4 Data protection

UCSB staff (or designee) will affirm and uphold the participant’s confidentiality. Throughout this
study, all data forwarded to UCB (or designee) will be identified only by the participant number
assigned at Screening. ) O(\

The Investigator agrees that representatives of UCB, its designee, representatives of the relevant(b,\
IRB/IEC, or representatives of regulatory authorities will be allowed to review that portion o
participant’s primary medical records that directly concerns this study (including, but not @ed

to, laboratory test result reports, ECG reports, admission/discharge summaries for hospit&l
admissions occurring during a participant’s study participation, and autopsy reports 8ﬁleaths
occurring during the study). W)

The participant must be informed that his/her personal study-related data Will&ﬁsed by the
Sponsor in accordance with local data protection law. The level of dlsclogt@nust also be
explained to the participant.

The participant must be informed that his/her medical records may @amlned by Clinical
Quality Assurance auditors or other authorized personnel app the Sponsor, by
appropriate IRB/IEC members, and by inspectors from reg authorities.

10.1.5 Committees structure

An independent DMC will conduct safety interim rev'e@of all available unblinded safety and
PK data and an SMC will regularly review the avaﬁb blinded safety data as described in
Section 9.6. \

10.1.6 Data quality assurance O

All participant data relating to the stud b orded on printed or eCRF unless transmitted
to the Sponsor or designee electroni é {éboratory data). The Investigator is responsible for
verifying that data entries are ac a;@grrect by physically or electronically signing the
eCREF.

The Investigator must malr@% ase('@gte documentation (source data) that supports the
information entered 1n\6@eCP\Fb

The Investigator m@pe &udy related monitoring, audits, IRB/IEC review, and regulatory
agency 1nspect1 ovide direct access to source data documents.

~\1sor @@ee is responsible for the data management of this study including quality

1ng he.
C)Q gs nit %Vlll perform ongoing source data verification to confirm that data entered into
\ uthorlzed site personnel are accurate, legible, contemporaneous, original, and
&bu + from source documents; that the safety and rights of participants are being protected;
t the study is being conducted in accordance with the currently approved protocol and any
& study agreements, ICH GCP, and all applicable regulatory requirements.

Q\ll essential documents must be retained by the Investigator for the minimum retention period
mandatory under the applicable local laws and regulations. The Investigator will contact UCB
for authorization prior to the destruction of any study records or in the event of accidental loss or
destruction of any study records. The Investigator will also notify UCB should he/she relocate or
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move the study-related files to a location other than that specified in the Sponsor’s trial master
file.

Quality tolerance limits will be established for the study using parameters related to patient

safety reporting and reliability of study results. The parameters will be monitored throughout the O
study to identify systematic issues. Parameters used, parameter values, important deviations fron}bss}o
the quality tolerance limits, and actions taken will be summarized in the clinical study report. .\0

10.1.6.1 Case Report form completion Q\
The Investigator is responsible for prompt reporting of accurate, complete, and legibledata in the
eCRFs and in all required reports. ‘\Q

Any change or correction to the eCRF after saving must be accompanied by a,rzé&in for the
change. O\\
Corrections made after the Investigator’s review and approval (by meansQf a
password/electronic signature) will be reapproved by the Investigator.Qy

The Investigator should maintain a list of personnel authorized to\ r data into the eCRF.

Detailed instructions will be provided in the eCRF Complet'Q‘LQGuidelines.
10.1.6.2 Apps (&

Not applicable. @

fo&

All source documents must be accurate, cle Qg\lambiguous, permanent, and capable of being
audited. They should be made using som %’ma&:nt form of recording (ink, typing, printing,
optical disc). They should not be obsc y ection fluid or have temporary attachments
(such as removable self-stick note hotogppies and/or printouts of eCRFs are not considered
acceptable source documents. b \\S\

10.1.7 Source documents

Source documents are origitrgb@cor({?l which raw data are first recorded. These may include
hospital/clinic/general practitionenyecords, charts, diaries, x-rays, laboratory results, printouts,
pharmacy records, cam@éor G or other printouts, completed scales, quality of life
questionnaires, or video, f@mple. Source documents should be kept in a secure,
limited-access argh: &

r (eg, ECG reports). Once printed, these copies should be signed and dated

Sou@ocu@ts tl@(a?re computer generated and stored electronically must be printed for
oG bylhe m
@ the I@yestigatdr and become a permanent part of the participant’s source documents. The

QY N .
0 lectionic data records, such as Holter monitor records or electroencephalogram records, must
Q \% bpﬁ'ed and stored as instructed by UCB (or designee).

AN -
Q 0.1.8 Study and site closure

> The Sponsor designee reserves the right to close the study site or terminate the study at any time
for any reason at the sole discretion of the Sponsor. Study sites will be closed upon study

Confidential Page 119 of 171



UCB 21 Mar 2024
Clinical Study Protocol Amendment 6 UCB0599 PDO0053

completion. A study site is considered closed when all required documents and study supplies
have been collected and a study-site closure visit has been performed.

The Investigator may initiate study-site closure at any time, provided there is reasonable cause
and sufficient notice is given in advance of the intended termination. O(\

-

Reasons for the early closure of a study site by the Sponsor or Investigator may include but are (533
not limited to: &

N\
e Failure of the Investigator to comply with the protocol, the requirements of the IRB/ %‘

local health authorities, the Sponsor's procedures, or GCP guidelines Q
e Inadequate recruitment of participants by the Investigator (D%}O
¢ Discontinuation of further study medication development &<1/
O

10.1.9 Publication Policy \‘(\

The results of this study may be published or presented at scientific m@gtings. If this is foreseen,
the Investigator agrees to submit all manuscripts or abstracts to th %onsor before submission.
This allows the Sponsor to protect proprietary information and tg\dbrovide comments.

The Sponsor will comply with the requirements for publica@&! of study results. In accordance
with standard editorial and ethical practice, the Sponsor§@ generally support publication of
multicenter studies only in their entirety and not as individual site data. In this case, a
coordinating Investigator will be designated by mutitabagreement.

Authorship will be determined by mutual agre@\ent and in line with International Committee of
Medical Journal Editors authorship require S,
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Protocol-Required Safety Laboratory Assessments N 00}
Laboratory . {\\'b
A
Assessments Parameters,
Hematology Platelet Count RBC Indices:(bgv WBC Count with
RBC Count MCV ,@ lefCICIltl.alZ
— MCH (\ﬁ Neutrophils
Hemoglobin
g %Redrulocytes Lymphocytes
Hematocrit OK Monocytes
Q{Q « Eosinophils
r:;\} vp Basophils
Clinical Blood Urea @tassm@\ Aspartate Aminotransferase Total and direct
Chemistry Nitrogen é‘ \\S\ (AST)/ Serum Glutamic- bilirubin
(BUN) %) Q@ Oxaloacetic Transaminase
NS R®) (SGOT)
Cl‘eﬂ&e ’K\‘@'Sodimn Alanine Aminotransferase Total Protein
O\' 4(0 (ALT)/ Serum Glutamic-
4 (\Q 0& Pyruvic Transaminase (SGPT)
Q 0@ Gtgose Calcium Alkaline phosphatase Creatinine
X, <§’as;ting at phosphokinase,
<:) Q’Q 6\ creening and Lactate
O ((\ (V7| nonfasting at dehydrogenase,
AN 0\) \® any visit serum aldolase,
thereafter statin
Q)\/ S Q;\* hereafter) Cystatin C
& | € lation International Prothrombin | aPTT Fibrinogen
\(\\ > normalized time
& <\e> ratio
o
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10.2 Appendix 2: Clinical Laboratory Tests
o The tests detailed in the table below will be performed:

— Local laboratory results are only required in the event that the central laboratory results Q
are not available in time for either study medication administration and/or response \}O
evaluation. If a local sample 1s required, 1t 1s important that the sample for central >
analysis is obtained at the same time. Additionally, if the local laboratory results are n@ﬁ’
to make either a study medication decision or response evaluation, the results mus
entered into the eCRF.

e Protocol-specific requirements for inclusion or exclusion of participants are de,@@d n
Section 5.1 and Section 5.2 of the protocol, respectively. 2}

3

e Additional tests may be performed at any time during the study as deten@d necessary by
the Investigator or required by local regulations. \5§9

Confidential Page 121 of 171



UCB 21 Mar 2024

Clinical Study Protocol Amendment 6 UCBO0599 PD0053
Laboratory
Assessments Parameters
Routine e  Specific gravity
Urinalysis

e pH, glucose, protein, blood, ketones, bilirubin, urobilinogen, nitrite, leukocytes

by dipstick a
e  Microscopic examination (if blood or protein is abnormal) f\\\o
Other Screening | e  Follicle-stimulating hormone and estradiol (as needed in women of @QV
Tests non-childbearing potential only) Q
e Immunoglobulin E \}O

e HbAIlc (as needed in study participants with type 2 diabetes @ms)

e Urine drug screen (to include at minimum: amphetamirkeé\®1 rbiturates, cocaine,
opiates, cannabinoids, methadone, and bcnzodiazepin@.

e Urine alcohol test o)

e Serum and urine human chorionic gonadotro, i&(}) pregnancy test (as
needed for women of childbearing potent@‘

e Serology (HIV antibody, hepatitis B sqaéce antigen, and hepatitis C virus
antibody

All study-required laboratory asses ts will be performed by a central laboratory.
The results of each test must be expered into the eCRF.

Other e RBC count and/or hemo@’i}m in CSF for quality control purposes
Laboratory

Tests R QQ ,\6\ :

Note: Details of liver chemistry stopping critévia amié‘duired actions and follow-up assessments after liver

stopping or monitoring event are giveﬁDJSe i .1.2 and Appendix 6 (Section 10.6). All events of ALT
=3 xupper limit of normal (ULN) a:@ai irubitn2 ULN (>35% direct bilirubin) or ALT =3~xULN and
international normalized ratio >1 b@NR measured, may indicate severe liver injury (possible Hy’s
Law) and must be reported a

? Local urine testing will betan: d&t 1e protocol unless serum testing is required by local regulation or IRB.
kS

QO

Investigators must @uma@heﬁ review of each laboratory safety report.

Labmigly rzs;g(}%atéuld unblind the study will not be reported to investigative sites or other
bli.qu ersdiirel }agd the study has been unblinded.
O

o Q.

C)O 6\@ @Q@\
OO

Q@

Q8°

’b(\
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10.3 Appendix 3: AEs - definitions and procedures for recording,
evaluating, follow-up, and reporting
Definition of AE
sy * Q
AE Definition \}O
‘O

¢ An AE is any untoward medical occurrence in a patient or clinical study participant, tempor.
associated with the use of study medication, whether or not considered related to the studéQ

medication. >
e NOTE: An AE can therefore be any unfavorable and unintended sign (including a@%mrmal
laboratory finding), symptom, or disease (new or exacerbated) temporally ass d with the
use of study medication. .{\
&
&
Events Meeting the AE Definition A

e Any abnormal laboratory test results (hematology, clinical d&&l&ry or urinalysis) or other
safety assessments (eg. ECG, radiological scans, vital gg’neasmements), including those
that worsen from Baseline, considered clinically signifiant in the medical and scientific
judgment of the Investigator (ie, not related to progsession of underlying disease).

Exacerbation of a chronic or intermittent pre?@ ng condition including either an increase in
frequency and/or intensity of the conditio{\,

New conditions detected or dia gnosc(@er tudy medication administration even though it
may have been present before the of ti® Eudy.

e Signs, symptoms, or the c]ﬂ{@?qu@% of a suspected drug-drug interaction.

Signs, symptoms, or the c@u’cal sé&lae of a suspected overdose of either study medication or

a concomitant medicatid. Ovéhdose per se will not be reported as an AE/SAE unless it is an

intentional overd(@?ékam?q'@l possible suicidal/self-harming intent. Such overdoses should be
of s

reported regardigy

"Lack of i@?\my" Q{Qaihu‘e of expected pharmacological action" per se will not be reported

as an SA@%uch instances will be captured in the efficacy assessments. However, the
6ms. and/or clinical sequelae resulting from lack of efficacy will be reported as

Q sig
..O gnr S@ if they fulfil the definition of an AE or SAE.
)] (0. C‘

elae.

S
>
K
’0(\

O
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Events NOT Meeting the AE Definition

Any clinically significant abnormal laboratory findings or other abnormal safety assessments
which are associated with the underlying disease, unless judged by the Investigator to be more
severe than expected for the participant’s condition.

The disease/disorder being studied or expected progression, signs, or symptoms of the

4
disease/disorder being studied, unless more severe than expected for the study participa:nt’b\\CJ

condition.
R

Medical or surgical procedure (eg, endoscopy. appendectomy): the condition that leg@s to the

procedure is the AE. )
Situations in which an untoward medical occurrence did not occur (social - convenience
admission to a hospital). ®)

Anticipated day-to-day fluctuations of pre-existing disease(s) or con@m(s} present or
detected at the start of the study that do not worsen.

Q
O
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Definition of SAE

If an event is not an AE per definition above, then it cannot be an SAE even if serious conditions
are met (eg, hospitalization for signs/symptoms of the disease under study, death due to
progression of disease).

A SAE is defined as any untoward medical occurrence that, at any dose:

N\
\< <
The term 'life-threatening' in the definition of 'serious' refers to an event in which the par ;@S\n‘[ was at

risk of death at the time of the event. It does not refer to an event, which hypothenca]l ht have
caused death, if it were more severe.

a. Results in death

b. Is life-threatening

¢. Requires inpatient hospitalization or prolongation of existing hospitalizc@n

In general, hospitalization signifies that the participant has been detained (1@'}1 involving at least an
overnight stay) at the hospital or emergency ward for observation and/or 1ent that would not have
been appropriate in the physician’s office or outpatient setting. Compl@ns that occur during
hospitalization are AEs. If a complication prolongs hospitalization Ifills any other serious criteria,
the event is serious. When in doubt as to whether “hospitalizatignt-0ccurred or was necessary, the AE
should be considered serious. Qo)

Hospitalization for elective treatment of a pre-existing copdition that did not worsen from Baseline is
not considered an AE. A

d. Results in persistent disability/incapacity \(0‘

e The term disability means a substanti ption of a person’s ability to conduct normal life

functions. \)Q 6\ ‘

e This definition is not intende oGthcl gﬁperjences of relatively minor medical significance
such as uncomplicated he a, vomiting, diarrhea, influenza, and accidental trauma
(eg. sprained ankle) wh@ @erfere with or prevent everyday life functions but do not

constitute a substanti SL\@
e. Isa congenital ama@%fw /h{t@‘ defect
Important m@al evehlg

-{Medu@ I SC e@%ﬁc judgment should be exercised in deciding whether SAE reporting is

other situations such as important medical events that may not be immediately
ng or result in death or hospitalization but may jeopardize the participant or may
e medical or surgical intervention to prevent one of the other outcomes listed in the

¢ definition. These events should usually be considered serious.

0

ﬂefixamples of such events include, but are not limited to, potential Hy’s law, invasive or

malignant cancers, intensive treatment in an emergency room or at home for allergic
> bronchospasm, blood dyscrasias or convulsions that do not result in hospitalization, or
development of drug dependency or drug abuse.
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Recording and Follow-Up of AE and/or SAE

AE and SAE Recording

e When an AE/SAE occurs, it is the responsibility of the Investigator to review all
documentation (eg, hospital progress notes, laboratory reports, and diagnostics reports) related

to the event. . (')(
e The Investigator will then record all relevant AE/SAE information in the eCRF. Q\\

e [t is not acceptable for the Investigator to send photocopies of the participant’s medjcarb:%rds
to UCB in lieu of completion of the UCB/AE/SAE eCRF page. . O

: : : : N\
e There may be instances when copies of medical records for certain cases are 1 sted by
UCB. In this case, all participant identifiers, with the exception of the partiq 1t number, will
be redacted on the copies of the medical records before submission to .

e The Investigator will attempt to establish a diagnosis of the event l)?ﬁ on signs, symptoms,
and/or other clinical information. Whenever possible, the dia is (not the individual
signs/symptoms) will be documented as the AE/SAE. 0\30

Assessment of Intensity N ~
VaN

The Investigator will make an assessment of intensity for e@%E and SAE reported during the study
and assign it to 1 of the following categories:

¢ Mild: An event that is easily tolerated by therpgrticipant, causing minimal discomfort and not
interfering with everyday activities. Q

e Moderate: An event that causes suffgajt dr\cgmfort and interferes with normal everyday
activities. 6\} O
e Severe: An event that preve@l‘:@elyday activities. An AE that is assessed as severe

should not be confused w@ as evere is a category utilized for rating the intensity of an
event; and both AEs AE be assessed as severe.

*

e Aneventis defm@as ‘seriqus’ when 1t meets at least 1 of the predefined outcomes as
described in E@cf i of an SAE, NOT when it is rated as severe (eg, a severe AE may be
either seri r not%éfious, depending on whether these criteria are also met).

The N%ional er Infpitite Common Terminology Criteria for Adverse Events (NCI-CTCAE)

sh(Qd e us a s@pportive standardization instrument to evaluate AEs and SAEs but the final
|_itensity. 'ng ¢ Investigator must be mild, moderate, or severe.

=
\)Q) 60 <O
Q &\é\

O
S
o)
S
0
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Assessment of Causality

The Investigator is obligated to assess the relationship between study medication and each
occurrence of each AE/SAE.

A "reasonable possibility" of a relationship conveys that there are facts, evidence, and/or
arguments to suggest a causal relationship, rather than a relationship cannot be ruled out. G
The Investigator will use clinical judgment to determine the relationship. Q\\

Alternative causes, such as underlying disease(s), concomitant therapy, and other risk i@grs,
as well as the temporal relationship of the event to study medication administratio; be

considered and investigated. \\

The Investigator will also consult the Investigator’s Brochure (IB) and/or P{Qﬁct Information,
for marketed products, in his/her assessment. \Q
N

For each AE/SAE. the Investigator must document in the medical that he/she has

reviewed the AE/SAE and has provided an assessment of causa@_:g.

ﬁ@nvestigator has minimal
, it is very important that the
or every event before the initial

There may be situations in which an SAE has occurred an
information to include in the initial report to UCB. Ho
Investigator always make an assessment of causali
transmission of the SAE data to UCB.

The Investigator may change his/her opinioqf} sality in light of follow-up information and
send a SAE follow-up report with the upt%%c causality assessment.
The causality assessment is one of thQ
1 ts.
requirements a‘\) ) p

ergi{used when determining regulatory reporting

Follow-up of AEs and SAEs

O &

X
)
OC)

)

%l
>

s an A0
\)((\ If @%

The Investigator is obli to %rm or arrange for the conduct of supplemental
measurements and/or£va uapins as medically indicated or as requested by UCB to elucidate
the nature and/or @usa}i 1€ AE or SAE as fully as possible. This may include additional
laboratory tests‘ef inveStigations, histopathological examinations, or consultation with other
health car iRi\f:ssiokl S.

ould l@%‘ollowcd until it has resolved, has a stable sequelae, the Investigator
Q@'SﬁmesQﬁ it is no longer clinically significant, or the participant is lost to follow up. This
ﬁow@@equﬁement applies to AEs, SAEs, and AEs of special interest.

icipant dies during participation in the study or during a recognized follow-up period,
Investigator will provide UCB with a copy of any post-mortem findings including
istopathology.

New or updated information will be recorded in the originally completed eCRF.

The Investigator will submit any updated SAE data to the Sponsor within 24 hours of receipt of
the information.
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Reporting of SAEs

SAE Reporting to UCB via an Electronic Data Collection Tool

The primary mechanism for reporting an SAE to UCB will be the electronic data collection

tool.

4
If the electronic system is unavailable for more than 24 hours, then the site will use the papes 0

SAE data collection tool (see next section). Q
The site will enter the SAE data into the electronic system as soon as it becomes avaﬂa@:Q

After the study is completed at a given site, the electronic data collection tool w11k®%ken off-
line to prevent the entry of new data or changes to existing data. (b
If a site receives a report of a new SAE from a study participant or receiv ﬁdated data on a

previously reported SAE after the electronic data collection tool has bﬁ‘\ aken off-line, then
the site can report this information on a paper SAE form (see next gbﬁon) or to UCB by

telephone. Q
Contacts for SAE reporting can be found in SERIOUS AD SE EVENT REPORTING.

\b
o

SAE Reporting to UCB via Paper CRF Q\\

Facsimile transmission of the SAE paper CH&S the preferred method to transmit this
information to UCB.

In rare circumstances and in the abs & of f{c;sumle equipment, notification by telephone is
acceptable with a copy of the S ction tool sent by overnight mail or courier

service.

Initial notification via te @one (’:@:Im replace the need for the Investigator to complete and
sign the SAE CRF p. ¢ designated reporting time frames.

Contacts for SAE@pomngﬂn be found in SERTOUS ADVERSE EVENT REPORTING.
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10.4 Appendix 4: Contraceptive Guidance and Collection of
Pregnancy Information
Definitions
Woman of Childbearing Potential (WOCBP) ,\}OQ

A woman is considered fertile following menarche and until becoming post-menopausal unless()(b'
permanently sterile (see below). \

Women in the following categories are not considered WOCBP: >
1. Premenarchal \}OQ
2. Premenopausal female with 1 of the following: . ,\/(b'
— Documented hysterectomy O&\
&

— Documented bilateral salpingectomy
— Documented bilateral oophorectomy Q

Note: Documentation can come from the site personnel’s r@%w of the participant’s medical
records, medical examination, or medical history intervi¢w:

3. Postmenopausal female .@

— A postmenopausal state is defined as no m * for 12 months without an alternative
medical cause. A high follicle stimulati Bormone (FSH) level in the postmenopausal
range may be used to confirm a postn@sopausal state in women not using hormonal
contraception or hormonal replaceéQ\t thirgpy (HRT). However, in the absence of
12 months of amenorrhea, a si S%@easurement is insufficient.

— Females on HRT and who eng @%al status is in doubt will be required to use one of
the non-estrogen hormo@hlgh fective contraception methods if they wish to
continue their HRT duridg th@.ldy. Otherwise, they must discontinue HRT to allow
confirmation of p&s‘tﬂen%@sal status before study enrollment.

Contraception Guidsat&e (OS\(O
O

Male participag@ Q
]Q)a ici;@g?s wich female partners of childbearing potential are eligible to participate if they

@E o.f\ é\following:

C) sti& from penile-vaginal intercourse as their usual and preferred lifestyle (abstinent
N 0‘&1 a lgng/term and persistent basis) and agree to remain abstinent.

\%
QQ) @ A I@é to use a male condom plus partner use of a contraceptive method with a failure rate of
Q \9 &[% per year as described in the table below when having penile-vaginal intercourse with a
6 woman of childbearing potential who is not currently pregnant.

VM n addition male participants must refrain from donating sperm for the duration of the study and
for 3 months after the last dose of study medication.
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Male participants with a pregnant or breastfeeding partner must agree to remain abstinent from
penile-vaginal intercourse or use a male condom during each episode of penile penetration
during the protocol-defined time frame and for 3 months after the last dose of study medication.

Female participants

Female participants of childbearing potential are eligible to participate if they agree to use a
highly effective method of contraception consistently and correctly as described in the table ‘\\0

below. (O.QQ

Highly Effective Contraceptive Methods*

Highly Effective Contraceptive Methods That Are User Dependent” \}
Failure rate of <1% per year when used consistently and correctly. .\/\:b'

=
Combined (estrogen and progestogen containing) hormonal contraception associa{{@\vith inhibition of
ovulation® \’}\.

e Oral >
e Intravaginal %Qq
e Transdermal \19

Nd

g

Progestogen only hormonal contraception associated with 1W0n of ovulation
e Oral

e Injectable (b,(\A
N

N
Highly Effective Methods That Are User Indfe\@adent

Implantable progestogen only hormonal QXCeéon associated with inhibition of ovulation
e Intrauterine device (IUD) %) ’\Q

e Intrauterine hormone-releas'&g\syste@% S)

e Bilateral tubal occlusion - @ &

A\ P\

Vasectomized partner (O"S\\)

A vasectomized partngqgl hi effective contraception method provided that the partner is the sole
male sexual partner ofjHe P and the absence of sperm has been confirmed. If not, an additional
highly e‘ffective Q@Od Q.QQontraception should be used.

SerT}bstil@;Q(‘a @V

é}@al abgti no@nsidered a highly effective method only if defined as refraining from heterosexual
i ifrg the entire period of risk associated with the study medication. The reliability of sexual

erc du
\C) abstifiehce, r@%s to be evaluated in relation to the duration of the study and the preferred and usual

rl'i\© lehe.@-le participant.
TES

a) @c%e of newly started contraception pills/IUDs, PI should consider the correct timing of starting/applying such
@ethods in relation to the menstrual cycle and the manufacturing instruction as when these newly started methods
would become effective.
" b) Typical use failure rates may differ from those when used consistently and correctly. Use should be consistent
with local regulations regarding the use of contraceptive methods for participants participating in clinical studies.
c) If oral contraception is used, an additional barrier method will be required during the Treatment Period and for at
least 30 days after the last dose of study medication.
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Pregnancy testing

e  WOCBP should only be included after a confirmed menstrual period and a negative highly
sensitive serum pregnancy test.

e Additional pregnancy testing should be performed at each visit during the Treatment Period QO(\
and at the SFU visit and as required locally. In France, pregnancy testing should be
performed monthly. For France-specific requirements, please refer to Section 10.9, '\\0

Appendix 9. Q

e Pregnancy testing will be performed whenever a menstrual cycle is missed or thQ\
pregnancy is otherwise suspected. \}O

e Pregnancy testing, with a sensitivity of 25 mIU/mL will be performed. \/\:b

Male participants with partners who become pregnant \"QO

e The Investigator will attempt to collect pregnancy information on @y male participant’s
female partner who becomes pregnant while the male participattis in this study. This applies
only to male participants who receive study medication. If tudy participant is later found
to be on placebo, then pregnancy data collection can sto{{.

e After obtaining the necessary signed informed cons (@om the pregnant female partner

directly, the Investigator will record pregnancy i atlon on the appropriate form and
submit it to the Sponsor within one working d learning of the partner’s pregnancy. The
female partner will also be followed to det e the outcome of the pregnancy. Information

up will be at least 12 months after th. date. Any termination of the pregnancy will
be reported regardless of fetal statl% or absence of anomalies) or indication for the

procedure. \0 @
Female participants who bec&e p nant

on the status of the mother and child w1é! forwarded to the Sponsor. Generally, the follow-

e Any female participant\bho @mes pregnant while participating in the study will
discontinue study cat'c@

e The Investig at Qvﬂl ccﬂ@ct pregnancy information on any female participant who becomes

pregnant w ating in this study. Information will be recorded on the appropriate

% mlt o the Sponsor within 1 working day of learning of a participant's

gnaficy. T@ammpant will be followed to determine the outcome of the pregnancy. The

O In &g gato@vl 1 collect follow-up information on the participant and the neonate and the

rm. will be forwarded to the Sponsor. Generally, the follow-up will be at least
s after the delivery date. Any termination of pregnancy will be reported, regardless
t@cﬂ status (presence or absence of anomalies) or indication for the procedure.

Q \(\\% . Qf ile pregnancy itself is not considered to be an AE or SAE, any pregnancy complication or

o

6 elective termination of a pregnancy will be reported as an AE or SAE. A spontaneous
abortion is always considered to be an SAE and will be reported as such. Any post-study
pregnancy related SAE considered reasonably related to the study medication by the
Investigator will be reported to the Sponsor as described in Section 8.3.5. While the
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Investigator is not obligated to actively seek this information in former study participants, he
or she may learn of an SAE through spontaneous reporting.

~’\\°°
0
Q
R
~’\\°°
A2
g\
O
&
,bo
O
N
N\
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10.5 Appendix 5: Genetics
Use and Analysis of DNA

[ 2

Genetic variation may impact a participant’s response to study medication, susceptibility to,
and severity and progression of disease. Variable response to study medication may be due to \\O
genetic determinants that impact drug absorption, distribution, metabolism, and excretion; 0(0.

mechanism of action of the drug; disease etiology; and/or molecular subtype of the disease\
being treated.

DNA samples will be used for research related to UCB0599 or PD and related dis 2:% They
may also be used to develop tests/assays including diagnostic tests related to 1@5599 and
PD. Genetic research may consist of the analysis of one or more candidate g@s or the
analysis of genetic markers throughout the genome. g\

O
RNA samples will be analyzed for nonhereditary pharmacogenomic arkers. Additional
analyses may be conducted if it is hypothesized that this may helpAUrther understand the
clinical data. Q)

The samples may be analyzed as part of a multi-study asse (\nt of genetic factors involved
in the response to UCB0599 or study medications of thi ss to understand study disease or

related conditions. >

The results of genetic analyses may be reported in%he clinical study report or in a separate
study summary. (0(\

The Sponsor will store the DNA sampleséé’ secure storage space with adequate measures to
protect confidentiality. Q

-
The samples will be retained whilfgﬁ% UCB0599 continues but no longer than

20 years or other period as per,L@a reg@itements.

S X
Q?Q)‘o&
xS
2 2
N
o" N
&«
e
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(:)V AQQ' Aé\ov Actions Follow-Up Assessments
\C) . \ﬁl‘n%@&l\y discontinue study medication. e Viral hepatitis serology ¢
@\/ ép Re@t‘the event to the Sponsor within 24 hours. . Obtai.n INR and recheck V.Vith each liveF
N ’égmplete the liver event eCRF, and complete an SAE chemistry assessment until the transaminases

e> an SAE. ® e  Obtain blood sample for pharmacokinetic

UCB 21 Mar 2024

Clinical Study Protocol Amendment 6 UCB0599 PDO0053
10.6 Appendix 6: Liver safety — suggested actions and follow-up
assessments

Participants with potential drug-induced liver injury must be assessed to determine if study
medication must be discontinued. In addition, all concomitant medications and herbal . O(\
supplements that are not medically necessary should also be discontinued. N\

Investigators should attempt to obtain information on study participants in the case of study \\Q
medication discontinuation to complete the final evaluation.

Study participants with potential drug-induced liver injury should not be withdrawn (Q%
study until investigation and monitoring are complete. All results of these evaluaﬁymd
observations, as well as the reason(s) for study medication discontinuation and/ rticipant
withdrawal (if applicable), must be recorded in the source documents. The eC&’must document
the primary reason for discontinuation of study medication. QO

A specific monitoring plan must be agreed between the UCB study phyditian and the
Investigator for study participants who have ALT >5 ULN. The maoaitoring plan should include
any necessary follow-up assessments (until resolution of the ab@- lab values).

Phase 2 liver chemistry stopping criteria are designed to ass{(e%articipant safety and to evaluate
liver event etiology (Table 10-1). Qo)

Table 10-1: Phase 2 Liver Chemistry Stopping Criteria and Follow-up
Assessments " >

A4

Liver ChemR@ Stopping Criteria
X
ALT-absolute | ALT>5xULN Q%

ALT Increase | ALT >3xULN pe@';g fo@‘q{\)veeks
RS
Bilirubin® | ALT >3xULNend biliibin >2xULN (>35% direct bilirubin)
I
INR® ALT 23@N‘ae$intemational normalized ratio (INR) >1.5, if INR measured
Cannot Monitor AI%@ZXUj\l%and cannot be monitored weekly for 4 weeks

N Y
Symptomatic® @T ZQ&N associated with symptoms (new or worsening) believed to be related
&s\o 1}\@ injury or hypersensitivity

~‘\ (0‘ \ >4 K
Q X @) (\6 Suggested Actions and Follow-up Assessments
O

(b data collection tool if the event also met the criteria for values show downward trend

e Perform liver chemistry follow-up assessments. (PK) analysis as soon as possible after the

most recent dose ©
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Table 10-1: Phase 2 Liver Chemistry Stopp

Assessments

ing Criteria and Follow-up

Liver Chemistry Stop

ping Criteria

(

Monitor the participant until liver chemistry test
abnormalities resolve, stabilize, or return to Baseline
(see MONITORING).

Do not restart/rechallenge participant with study
medication unless allowed per protocol and Sponsor
approval is granted

If restart/rechallenge not allowed per protocol or not
granted, permanently discontinue study medication and
continue participant in the study for any protocol
specified follow up assessments

Consider the need for a toxicology Screening

MONITORING:
If ALT >3xULN AND bilirubin >2xULN or INR >1.5:
Repeat liver chemistry tests (include ALT, aspartate

L]
transaminase [AST], alkaline phosphatase, bilirubin)
and perform liver event follow-up assessments withm@g
24 hours. \

Monitor participant twice weekly until liver cl@ rsy\

test abnormalities resolve, stabilize, or ret@)
Baseline. @

A specialist or hepatology consug@m
recommended.

If ALT >3xULN AND blllrub{ﬁ?lxﬂm nd INR <1.5:

Repeat liver chemlstﬁs (1}@& ALT, AST,
alkaline phosphatade, @and perform liver
chemlstry follo; aSS{@S;lentS within 24 to

ours. Q @)

Qomt }g?tlmp eekly until liver chemistry

Oabn@ 1tle§\@olve stabilize, or return to Baseline.

@\}O

>

o

e  Serum creatine phosphokinase (CPK), lactate
dehydrogenase (LDH), and (optional)

gamma-glutamyl transferase (GGT)

<
»
R

Fractionate bilirubin, if total blllmblpr
> 2xULN Q

Obtain complete blood coun ; differential
to assess eosinophilia /\/

Record the appearan Worsemng of
clinical sympto iver injury (eg, fatigue,

nausea, vomitj ight upper quadrant pain),

or hypersergitivity, on the adverse event
(AE) rg orm
e R use of concomitant medications

luding acetaminophen, herbal remedies,
nd other over-the-counter medications) on
the concomitant medications CRF

Record alcohol use on the liver event alcohol
intake CRF

Exclude pregnancy

If ALT >3xULN AND bilirubin >2xULN or
INR >1.5:

Anti-nuclear antibody, anti-smooth muscle
antibody, Type 1 anti-liver kidney
microsomal antibodies, and quantitative total
immunoglobulin G (IgG) or gamma globulins

Serum acetaminophen (EAN paracetamol)

Liver imaging (ultrasound, magnetic
resonance, or computerized tomography)
and/or liver biopsy to evaluate liver disease;
complete liver

tional Article Number; eCRF=electronic case report form; HBcAb=hepatitis B core antibody;

eé;:?ént ALT=alanine aminotransferase; AST=aspartate aminotransferase; CPK=creatine phosphokinase;
a

B %— epatitis B virus surface antigen; HPLC=high performance liquid chromatography; I[gG=immunoglobin
=immunoglobin M; INR=international normalized ratio; LDH=lactate dehydrogenase; PBO=placebo;

‘@i—pharmacokmetlc RNA=ribonucleic acid; SAE=serious adverse event; ULN=upper limit of normal.
Serum bilirubin fractionation should be performed if testing is available. If serum bilirubin fractionation is not

immediately available, discontinue study medication if ALT >3xULN and bilirubin >2xULN. Additionally, if

serum bilirubin fractionation testing is unavailable, record th

e absence/presence of detectable urinary bilirubin

on dipstick which is indicative of direct bilirubin elevations suggesting liver injury.
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b All events of ALT >3xULN and bilirubin >2xULN (>35% direct bilirubin) or ALT >3xULN and INR >1.5 may
indicate severe liver injury (possible ‘Hy’s Law’) and must be reported as an SAE (excluding studies of
hepatic impairment or cirrhosis). The INR measurement is not required and the stated threshold value will not
apply to participants receiving anticoagulants.
¢ New or worsening symptoms believed to be related to liver injury (such as fatigue, nausea, vomiting, right upper (\
quadrant pain or tenderness, or jaundice) or hypersensitivity (such as rash, angioedema, or anaphylaxis) ;\O
4 Includes:Hepatitis A immunoglobulin M (IgM) antibody; HBsAg and HBcAb; hepatitis C RNA; cytomegalovims(b.
IgM antibody; Epstein-Barr viral capsid antigen IgM antibody (or if unavailable, heterophile antibody or mong
testing); and hepatitis E IgM antibody. Q
¢ PK sample may not be required for participants known to be receiving placebo or non-comparator interv; Qns.
Record the date/time of the PK blood sample draw and the date/time of the last dose of study medicat; Fgr'ior to
the blood sample draw on the CRF. If the date or time of the last dose is unclear, provide the participgiit’s best
approximation. If the date/time of the last dose cannot be approximated OR a PK sample canno Scollected in the
time period indicated above, do not obtain a PK sample. Instructions for sample handling an ping are in the
Study Reference Manual. Oﬁ\
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10.7 Appendix 7: Wearable sensor AEs, adverse sensor effects,
SAEs, and sensor deficiencies: definition and procedures for
recording, evaluating, follow-up, and reporting

ADVERSE EVENTS . O(\

Physiological and environmental data obtained from the wearable sensor will not be used for 0’0
safety monitoring and reporting of UCB0599 because the sensor is unvalidated for this purp
and will only be used for exploratory endpoints in this study. Q

The Investigator is expected to record any sensor-related AEs in the eCRF and assess gausality
as it might relate to the wearable sensor. The eCRF page will allow the Investlgat%@assess

causality in relation to the wearable sensor. 75}
Serious adverse events should be reported in the eCRF and expedited to the éonsor according to
the protocol. R
The Sponsor will send reports of SAEs relating to the Wearable sensoffto Verily so that the
manufacturer can comply with its reporting obligations. QO

N
SENSOR DEFICIENCIES o

Sensor deficiencies, also referred to as sensor performance&sues, are defined as inadequacies of
a wearable sensor with respect to its identity, quality, détability, reliability, safety, or
performance. Upon identification of sensor deficieneids, participants will be provided with
replacement sensor(s), and the sensor(s) will be réfstned when possible to Verily using a Return
Materials Authorization number for failure a is investigation. All sensor deficiencies will be
reported in the appropriate eCRF. Q .

O

SENSOR ACCOUNTABILITY "o\\’ o

Sensors must be kept in a locked ’$@§10n and may only be handled by trained clinical
site staff. The Principal Investi uthorized designee shall keep records documenting
&ara

the receipt, use, and return o ensors, which shall include: The date of receipt,
identification of each wearab} r (batch number/serial number or unique code), the
expiration date (if applioiible) @ date(s) of use, participant identification and date on which the
wearable sensor w. eﬁeturn if applicable). At the end of the clinical investigation, the sensor
inventory record @q bire rned to the Verily and copies will be kept in the Study Binder at the
1nvest-1égt10na

%
e and securely store the raw data from the wearable sensor throughout the
\C) co t@study, providing reports of daily wearable sensor Compliance Data for each study
Q)\/ 101 on an ongoing basis. Following completion of the double-blind Treatment Period,
0 b\ferl will receive from UCB the Verily Licensed Data for use in analyses to be conducted
Q D b n a mutually agreed upon data analysis plan.

&S
’0(\
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PARTICIPANT DISCONTINUATION/WITHDRAWAL FROM USE OF THE
WEARABLE SENSOR

Participants are free to withdraw from using the wearable sensor at any time, without affecting

their participation in the main study, and without prejudice to their continued care. A participant Q
may withdraw at any time at his/her own request, or may be withdrawn at any time at the \}O
discretion of the Investigator for safety, behavioral, compliance, or administrative reasons. .\Q(b'

If the study participant withdraws consent for disclosure of future information, the Sponsq y
retain and continue to use any data collected before such a withdrawal of consent. >

Investigators should contact the Medical Monitor, whenever possible, to discuss th&@?hdrawal
of the sensor in advance. >
v
O
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10.8 Appendix 8: Rapid Alert Procedures
Not applicable
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10.9 Appendix 9: Country-specific requirements
10.9.1 Specific requirements for Germany

The review of the protocol by the German Ethics Committee and Federal Office for Radiation Q
Protection (Bundesamt fiir Strahlenschutz) led to the following specificity for Germany only O
which was implemented into the global protocol with Protocol Amendment 3, dated 04 Oct 0’0

\

2021: Q
Section 1.3 Schedule of Activities (D'Q
The DaT-SPECT assessment at 12 months was removed, ie, no scan will be perfo t M12

for German participants.

. $®
10.9.2 Specific requirements for France Q

The French National Agency for Medicines and Health Products Safety nce Nationale de
Sécurité du Médicament et des Produits de Santé [ANSM]) and the F ethics committee
(Comités de Protection des Personnes) made recommendations spe¢ific for France which were
implemented into the global protocol with Protocol Amendmens"\:&iated 04 Oct 2021, and are
reflected in the following sections: \{‘Q

\

Section 1.2 Schema Qo)
A note has been added to clarify that all visits are in -r%nlc visits in France.
Section 1.3 Schedule of Activities \

e Footnote “b” was added to reflect that t @Kledicine is not implemented in the study in France
and all visits are in-clinic only. -
NS

e,

e Footnote “p”: The following coun@ spec‘\@c requirement applies in France: Additional
pregnancy testing will be perb hly during the Treatment Period and at the SFU
visit. %8 \'

Section 4.1.1 Decentralize@%“0(;1@)Q

The following clariﬁcs&l {@ld} was added to clarify that the decentralized model is not
applicable in Francb >

e Th tudy Vx@e v ucted utilizing a partly decentralized model, ie, study visits may be
ose nation of onsite visits and remote visits (except in France; for
&fﬂ @spec equlrements, please refer to Section 10.9, Appendix 9).

g@ct@%Z ]“Q&usmn criteria

\> T@\}olloﬁmg addition (in bold) applies in France for exclusion criterion 43:

6 V.),%nerable participants (eg, participants kept in detention, soldiers, adults with legally
\6 orized representative, participants who do not benefit from social security schemes
N 6 such as health insurance), employees of the Sponsor or the CRO with direct involvement in
(0'(\ the proposed study or other studies under the direction of the Investigator or the CRO, as well
as family members of the employees or the Investigator.

Q
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Section 10.1.3 Informed consent process

The following clarification (in bold) regarding the reflection time during the informed consent
process applies in France:

e Each participant will have the opportunity to discuss the study and its alternatives with - O(\
the Investigator and will be given at least 3 days of reflection time before signing the (5\'

ICF. AN
Section 10.4 Appendix 4: Contraceptive guidance and collection of pregnancy inforwl n

The following change applies in France in the second bullet under “Pregnancy testing¥;

e Additional pregnancy testing should be performed monthly during the Trea‘m&\[ Period and
at the SFU visit and as required locally. ,‘&\
O
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10.10 Appendix 10: Abbreviations and Trademarks

AE adverse event

AESI adverse event of special interest Q

ALP alkaline phosphatase (b%}o

ALT alanine aminotransferase \\0

ANCOVA analysis of covariance (O'QQ

AST aspartate aminotransferase . O{\

ASYN alpha-synuclein ‘ (§

BP blood pressure O&<1/

BID twice per day \’§S\

BMI body mass index o)

CGII Clinical Global Impression of Improve@o')

CGIS Clinical Global Impression of Seve@@

CI confidence interval (Q(b'

CNS central nervous system (\ﬁ

COMT catechol-O-methyltrans(e'@'se

COVID-19 Coronavirus Disea 19

CPP Critical Path for @Jnsoé\‘

CRO Contract R@g?ch @gganization

CSF cerebr@nal 1’1§

C-SSRS Co ia—éﬁ:ide Severity Rating Scale

CTCAE m \}erminology Criteria for Adverse Events

CYP3A4 O cytdhrome P4350 344

DaT-SPECT & éopamine Transporter Imaging with Single Photon Emission

Confidential
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(\% Computed Tomography
\o diastolic blood pressure
disease modification
Data Monitoring Committee
deoxyribonucleic acid
electrocardiogram
electronic Case Report form

End of Treatment
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ePD early-stage PD
EQ-5D-5L Euro Quality of life 5-Dimensions 5-Level
EQ-VAS EQ visual analogue scale Q
FAS Full Analysis Set ;\}O
FIH first-in-human \\0(0
FSH follicle stimulating hormone (O'QQ
GCP Good Clinical Practice Q
HADS Hospital Anxiety and Depression Scale (§O
IQR interquartile range Q@
HR Hazard Ratio \\'QO
HRT hormone replacement therapy (b'\)
IB Investigator’s Brochure QQQ
ICE intercurrent event &6
ICF Informed Consent form o
ICH International Council for Hagthonisation
IEC Independent Ethics Co&f@t‘[ee
IMP investigational medidinal product
IRB Institutional Re 0&
IRT interactivq@%ns@%mology
LMEM Linear ed E}‘fcct Model
MAO-B M mine@ddase-B
N

MAR &si@ random

MDS-UPDRS O\' MQ%ent Disorder Society Unified Parkinson's Disease Rating Scale

MDS;EIMS
\0 (\6 multiple imputation

CMOC o @\ Montreal Cognitive Assessments

(b{\(\ éﬁovement Disorder Society Non-motor symptom scale

magnetic resonance imaging
neurodegenerative disease

6@@&
}5@% L No observed adverse effect level

PD Parkinson’s disease
PGIC Patient Global Impression of Change
PGIS Patient Global Impression of Severity

Confidential Page 143 of 171



UCB 21 Mar 2024
Clinical Study Protocol Amendment 6 UCB0599 PDO0053
PH proportional hazard(s)
PK pharmacokinetic(s)
POC proof-of-concept Q
PPMI Parkinson’s Progression Markers Initiative ;\}o
PRO patient-reported outcomes \\O(b
PKS Pharmacokinetic Set ®QQ
QTcF QT corrected for heart rate using Fridericia's formula Q
RBI reference-based imputation (5\\0
RMET restricted (t-year) mean event time \<1/
RNA ribonucleic acid \'\QO
SAE serious adverse event (b'o
SAP statistical analysis plan \}(\g
SARS-CoV-2 severe acute respiratory syndrome %@lavu‘us&
SBP systolic blood pressure (Q(b
SBR specific binding ratio (\ﬁ
SD standard deviation \(b'
SE-ADL Schwab and Engla ct1v1t1es of Daily Living
SFU Safety Follow—qbQ Q
SMC Safety Mon@rlng @mmlttee
SNCA synucl&@alph%
SS \
ST &npb&@ ic treatment
TEAE A\ tr%@ent -emergent adverse event
ULN @&)per limit of normal
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and procedures K* collected from each participant | at the added study visit.
A(b' during the study was updated
. Q & t0 510mL.
Se@ 3 /((jOers @ents and | Text was updated to add that To clarify the disclosure of TEAEs
__ se eg\s for results disclosure on public | and treatment-emergent SAEs.
O %) \ registries, TEAEs and
((\ QQ treatment-emergent SAEs will
0\) L8 be published.
gﬁdlo 11 Appendix 11: The Protocol Amendment Minor administrative change.
ol Amendment History Summary of Changes Table for
the previous amendment has
} been added.
Throughout Minor editorial and document | Minor, therefore have not been

UCB 21 Mar 2024
Clinical Study Protocol Amendment 6 UCB0599 PDO0053

10.11 Appendix 11: Protocol Amendment History

The Protocol Amendment Summary of Changes Table for the current amendment is located
directly before the Table of Contents.

10.11.1 Amendment 5 (30 Jun 2023) ;\}QQ
Overall Rationale for the Amendment N 0@'

PDO0053 Protocol Amendment 5 was enacted to incorporate additional laboratory tests at Q
Day 150 in order to allow for close monitoring of liver function test parameters. Q

This amendment is considered to be substantial based on the criteria set forth in @O(a) of

Directive 2001/20/EC of the European Parliament and the Council of the Europe nion
The following changes were implemented: Oﬁ\
Section # and Name Description of Change Brief Ra&-ale
Section 1.2 Schema An in-clinic visit at Day 150 Toi c@ése the monitoring of liver
. (Month 5) (Visit 8a) was { n test parameters.
Section 1.3 Schedule of added. N\
Activities \ljb
Section 2.3 Benefit/Risk Text was updated to delet To align with the warnings and
assessment hematological, gastroint nal precautions provided in the
and musculoskeletal cts updated Section 6.3.4 of the

from the list of pot@gtial risks, | Investigator’s Brochure.
to clarify that thio\wotential risk

of hepatoto@y is based on
clinical damy,<o c!S(ify that

renal 0 normalities
pt un ose safety
itorifigrand to clarify the
@jcas o mitigate the

&

L N

pogeitial risk of hepatotoxicity.
v * @

"
Section 8 Study assessm e@ {g}e maximum blood volume To account for the blood sampling

formatting revisions. summarized.
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10.11.2 Amendment 4 (24 Feb 2022)

Overall Rationale for the Amendment

Based upon a review of data from completed studies and available blinded data to date from

PD0053, Protocol Amendment 4 was completed to amend exclusion and discontinuation criteria -

regarding renal function, diabetes, and ECG abnormalities. Clarifications were added throughou
the protocol. The amended eligibility criteria are intended to better reflect the parameters in tlf\go
targeted study population. The following changes were implemented:

N

Section # and Name

Description of Change

'0‘
O

Brief Rationale

[ %4
Descriptions oﬁ%&: estimand
for MoCA een changed

)
throughm@%re ve “change

from @theﬁ@g

Global Updates were made to the To increase clarity ‘gonsistency
nomenclature and potential in the communj and actions
clinical presentations for required for t portant
hypersensitivity reaction, Identified Risk of Drug
including updates to the role of Hyperseéhvity.
the Investigator, SMC, and >
DMC in the assessment of . q
hypersensitivity reactions and \}Q
decisions on withholding \{_‘a
dosing and restart, as well a‘%g
updates to the activities @
assessment and manaﬁn nt of
hypersensitivity reﬁ@\o S.

Global To clarify that the analysis of the

MoCA estimand is no longer a
change from Baseline analysis due
to different versions of the form

being used at Screening and at
\'O \(\Q) 18 months
. O .
Section 1.3 Schedule of éJInV tor assessment of ST To remove an assessment that is
Activities NS ,lz it was removed. not captured in the study.

Section 1.3 Schedule 0fQ)~ ¢

Activities X >
QO KA

4 o0
P

—-O Qs\' i OQ

D Q& o
S

S

SINC

Q

Xz
@IOCA assessment at
12 months was removed.

To prevent bias on the MoCA
assessment at 18 months since
practice effects have been
observed on repeating MoCA
assessments (Wong et al, 2018). In
addition, a different version of the
MoCA will be used at 18 months
compared to the Screening
version. The MoCA assessment at
18 months (EOT) is considered the
primary timepoint for MoCA.

@tion 1.3 Schedule of
Activities

CSF sampling timepoint in
footnote “1” was updated from
BL to V2 to match the
Schedule of Activities table.

To correct an error.
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Section # and Name Description of Change Brief Rationale

Section 3 Objectives and
endpoints

CSF ASYN oligomers/seeding
capacity was added as an
Exploratory Efficacy Endpoint.

To further clarify the exploratory
ASYN endpoints.

Section 4.2 Scientific rationale
for study design

Text was added to support the
use of the DaT-SPECT at
Screening as an EMA-qualified
tool and to provide additional
information on the MoCA.

To further clarify the use of the
DaT-SPECT at Screening and
MoCA throughout the study.

xR

4

O
S

>

Section 5.1 Inclusion criteria

Inclusion criterion #4b
(formerly #4a) on the
DaT-SPECT reading was
updated.

To further clarify th’r\\'&e of
DaT-SPECT at, ning.

N\
YO&

Section 5.2 Exclusion criteria

Exclusion criterion #22a
(formerly #22) on diabetes was
updated to remove the HbAlc
value and specify that inclusion (
of participants with well

controlled type 2 diabetes j N
line with local clinical ice

is acceptable. (\&

4

\S
To allqﬁbnvestigators the
n to decide what

Ay
tes stable type 2 diabetes.
{'\ Yp

Section 5.2 Exclusion criteria

Y
Exclusion criterd r@Ba
(formerly #2 ‘:Sibcriterion
“a” on QTQaS pdated: the
QTcF v, orayales and
femalésthat d lead to

‘e)@iqqe@‘ge:peciﬁed.

To further clarify normal QTcF
ranges in adult males and females

in line with current ECG guidance.

Section 5.2 Exclusion criteria

0@
2

O
o

&

/.Y

R4
o

D

N L.
clu@n criterion #31a
(forgerly #31) on prohibited
atedication was split into drugs

\%at may affect Parkinson’s
»

disease, and drugs that may
affect the DaT-SPECT scan.
The time frame of the
prohibition was amended based
on drug metabolism.

To clarify the exclusion criterion
on co-medication.

Exclusion criterion #35a
(formerly #35) on positive drug
screen was updated to clarify
that concomitant use of a
medication would not lead to
exclusion.

To allow enrollment of
participants taking medications
that may lead to a positive drug
screen.
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Section # and Name Description of Change Brief Rationale

Exclusion criterion #40b
(formerly #40a) related to renal
function was updated to revise
subcriteria b, ¢, d, and e:
further clarification was
provided on Screening
laboratory results considered
acceptable.

Section 5.2 Exclusion criteria To expand the enrolled population
to those with mild and moderate
renal impairment (KDIGO 2012
Clinical Practice Guideline) as
representative of the target PD

population.

RS
=~

\\
To correct an error. » O

Footnote “a” below the table
was updated.

Section 6.1 Treatments
administered

Section 6.5.2 Prohibited
concomitant treatments
(medications and therapies)

The time frame for prohibited | To further spe@ﬁl/the prohibition
concomitant medications taken

period for@e@edlcatlon
before DaT-SPECT imaging

was amended based on drug (b
metabolism. ) .r\g

\clarify roles and

Section 7.1.4 Temporary
Discontinuation

Text was updated to clarify
that Investigator, SMC, or & responsibilities.
DMC (rather than the Spon§gs

in consultation with the O)
may consider tempo
discontinuation ‘of ng.

Section 7.1.5 Rechallenge To clarify roles and

responsibilities.

&rechallenge.

nt by the DMC may
ed if the SMC

ts this.

? orse
é’ €o
SR
Section 7.2 Partlclpant (7 ’\@ext was updated to clarify the
Dlscontlnuatlon/ng.;awal (b& role of SMC and DMC (in

from the study addition to the Investigator) in
participant withdrawals.

To clarify roles and
responsibilities.

Qon 7 Igﬁlm Discontinuation criterion #6 To permit participants with
( \P t10 drawal was updated to revise renal clinically insignificant fluctuations
stu% toxicity criteria. in mild and moderate renal
\C) impairment (KDIGO 2012 Clinical
0@\/ éo ®+ Practice Guideline) to remain in
» the study.

The time frame for prohibitied
concomitant medications taken
before DaT-SPECT imaging
was updated.

Q ‘\% ?, tlon 8.1.1.3 Dopamine To align with Section 6.5.2.
ansporter Imaging with
Slngle Photon Emission

Computed Tomography

G/)N
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Section # and Name Description of Change Brief Rationale
Section 8.2.3 Vital signs Text was updated to clarify To specify what will be recorded

that all pulse and BP readings | in the eCRF.
(not only the average) will be
recorded in the eCRF, and the
average will be derived for (.)(
N\

analyses. J\\

Section 8.2.6 Suicidal risk C-SSRS version and timepoint | To correct an error. @QV

monitoring of assessment at study start Q
were updated to align with the - O

Schedule of Activities. \}

Table 9-1 Overview of planned | Terminology was updated from | To further clar@s‘ffle planned
efficacy analyses RMST to RMET; analyses. \Q

MDS-UPDRS Parts I/II/II1 0
subscales were separated out as
individual endpoints; q
DaT-SPECT and ST intake at s’\§\

12 months were added. b
Table 9-1 Overview of planned | CSF ASYN oligomers/see @ To further clarify the exploratory
efficacy analyses capacity was added as a ASYN endpoints.

Exploratory Efﬁcac dpomt
Section 9.3 Planned The planned hst,QfQ'redlctors To move details into the SAP
efficacy/outcome analyses of early initiatign of ST was where the exact predictors used

removed. Q « . will be provided.
Section 9.3.1.1.1 Primary Sensitj Vdnaé% To remove a sensitivity analysis
Efficacy Estimand: MDS- re’%?i g exsiusion of data that excludes home visit data; this
UPDRS Parts I-11I sum score at te m home visits was | analysis is no longer needed since
12 months (“De Jure” @remo ince home visits there will be no MDS-UPDRS
Estimand) %) w@scheduled to be clinic Part III data from home visits.

NP to ensure the full range of

\Q® ’{&’DS—UPDRS Part III items to
O’\, A(b. be measured by a MDS-trained

Q physician (ie, rigidity items
\\ (b(\ cannot be measured by a
R O @ visiting nurse).
('§e9[io \1 A .‘5\@}1& Section was removed To remove an analysis that is no
O ec E cy Estimand: | following removal of the longer needed.

at,{@nonths MoCA assessment at

%\> @) O..\~ 12 months.
QQ . %é' %’X‘n 9.3.1.2.3 Secondary The description of sensitivity To further clarify the planned
\S

cacy Estimand: MDS- analyses for MDS-UPDRS Part | analyses.
DRS Part I/Part II/Part III I/Part I1/Part I1I was updated.
(M subscales at 18 months (“De
> Jure” Estimand)
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Section # and Name Description of Change Brief Rationale
Section 9.3.1.2.5 Secondary The MoCA assessment To align with the change in the
Efficacy Estimand: MoCA over | originally planned at Schedule of Activities for the
18 months 12 months was removed, and MoCA assessment due to possible
therefore the analysis at practice effects.
18 months was simplified to a . (.)(
post-Baseline analysis adjusted N
for Baseline (Screening) as a QQ
covariate because versions to >
be used at Screening and . OQ
18 months will differ. ‘A\}
Section 9.3.2.1.1 The planned analysis at To improve the@)g'ting of the
Supplementary Efficacy 12 months was updated to be a | analysis resu@
Estimand: DaT-SPECT mean change from Baseline analysis Q
Striatum SBR at 12 months (instead of a post-Baseline (O\)
analysis), with adjustment for
Baseline as a covariate. g\Qq

Section 9.3.2.2 Exploratory CSF endpoints were updated Q‘ja'o further clarify the exploratory
Efficacy Endpoints at 12 and include CSF ASYN (M ASYN endpoints.
18 months oligomers/seeding capac&@

addition to CSF total AS¥N.
Table 9-2 Overview of Footnotes "b" and st?ere To further clarify the planned
handling strategies for MDS- added in order arify what | analyses with regard to handling of
UPDRS ICEs and study should hap en(i)a ICEs.
termination participa nofg(espect the

Wash 1 the ST, (i1)

in @e f apsovent preventing a

aMdCip om attending a

»pdrticylar scheduled clinic visit

wi DS-UPDRS
2sqessment, and (iii) in case of
( S-UPDRS being collected

at home rather than in clinic.

A sentence was added to To make sure ST initiation is
further clarify the handling of | handled correctly when the
ST initiation as an ICE. presribed ST is not the medication
recommended in the protocol (ie,
O levodopa).
\> \on% etermination of The number of participants To further clarify the sample size
@ égampl@ e planned to be screened, determination.

randomized, and evaluated was

< \(‘\\9 N added.
& &)Section 10.11 Appendix 11 The Protocol Amendment Minor administrative change.
Q> | Protocol Amendment History Summary of Changes Table for

the previous amendment has
been added.
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Section # and Name Description of Change Brief Rationale

Throughout Minor editorial and document | Minor, therefore have not been
formatting revisions. summarized.
10.11.3 Amendment 3 (04 Oct 2021)

Overall Rationale for the Amendment

PD0053 Protocol Amendment 3, dated 04 Oct 2021, was completed to add a treatment

IMP for the low dose), allow the use of historical symptomatic treatments, and to ha
feedback from regulatory authories and ethic review boards received during the i%}m
Trial Applications (CTA). The following changes were implemented:

N
a@th
a lower dose of UCB0599 180mg/day (which will come into effect with the availabilit e
i C

ize
linical

&V

Section # and Name

Description of Change

Brief nale

replaced witiIsensor

deﬁcie}]@. ) (}\\ .

N

Global Where applicable, the wording To hasize that the watch is

“Study Watch” was renamed to t investigated in the clinical

“wearable sensor.” ;\\j\'\ dy. The generic term

@)"| “wearable sensor” is used
A& throughout.

Global “Study Hub” was renam@‘(br To reflect the updates of the

“Wearable Sensor Hug’ ’ reference to the wearable

O sensor.
. ; ~

Global “Device deﬁm{ﬁeles” was To reflect the updates of the

reference to the wearable
Sensor.

Section 1.1 Synopsis (Overall
study design)

Clari%:{ion&i’)w and high
of. 0599 (180mg/day
@d 32‘659 /day) was added.

To provide justification for the
selected new dose arm.

& C cation on the wearable
sendor familiarization period.

N2

To allow start of use of the
sensor in the first months of the
treatment period.

-
Section 1.1 Synop, O\' 40'
(Treatment Gro&ndé

Dysyion) 0 ¢

Duration of Screening period was
added.

Added for clarity.

.@\ion @S; g\(Number
?@pantéb

O ¥

The number of participants
screened was increased.

To reflect that more
participants are to be enrolled
due to the additional treatment
arm.

O
O

4
3
’b(\
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Section # and Name Description of Change Brief Rationale

Section 1.2 Schema

An additional dosage level was
implemented to include
180mg/day (90mg BID).

To add a new lower dose
treatment arm in support of
dose selection for the pivotal
studies.

Change to the frequency of the
DMC reviews.

V.

¥
To account for the increase %O
number of participants and@
ensure regular indepen
review.

Visits 9 (Month 6), 11 (Month
10), and 14 (Month 16) have been
changed to in-clinic visits.

Visits 4 (Day 10), 7 (Month 3),
and 16 (Month 19) have been
modified to include option of in-

AN
N@

call supported by a research
nurse.

clinic visit or telemedicine video , 4
N

Visits were changer'to reduce
potential ra‘ge;l/@iability.
&
Remo@sits were made
opt)'g in order to take into
count the site’s and
ticipant’s preference.

N
For France only (refer %&tion
10.9, Appendix 9): A note*has

To exclude remote visits in

France based on feedback from
been added that all in France.
France are in-c&n isits only.
N
Section 1.3 Schedule of “Participant rience survey” To clarify that the survey is not
Activities was rena to ‘©ptional mandatory.
partici ex nce survey.”
AT .
to France: Remote visits were made

Ng?ffplic@%e
@ itim{g\f symbols to represent
y in-cli@ig visits or telemedicine
vidoo calls supported by a
%@search nurse.

optional in order to take into
account the site’s and
participant’s preference.

For France only (refer to Section
10.9, Appendix 9): Footnote “b”
included to clarify a
country-specific requirement.

To reflect the request from
France that telemedicine is not
implemented in the study.

_ Q-
d\)@@\@@
o~ g~

(1354

Footnote “j” included to clarify
that the DaT-SPECT scan at
Screening Visit 2 is only
applicable to participants without
an adequate historical DaT-
SPECT scan within the previous 3
months before Screening Visit 1,
as determined by the central

reader.

To allow participants with a
previous DaT-SPECT that
fulfills the quality criteria of
the central reader.
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Section # and Name Description of Change Brief Rationale

Footnote “k” included to add that
in case of early termination of
study medication, the DaT-

SPECT will occur at EOT (End of

Treatment), provided that the
previous DaT-SPECT occurred
more than 6 months prior to the

EOT. For Germany only: A note

was added to clarify country-
specific requirements.

To clarify the process for DaT-
SPECT assessment in case of
early termination of study
participation.

Footnote “I” was modified to add
that participants have the
opportunity to opt out of CSF
sampling; however, the aim is to
collect samples from at least 50
participants/arm.

(0

d\

To further ¢ CSF
samph ulrements

fo
O

“ L3

Footnote was modified t
clarify that study partlc1pat® 11
be asked to take their st

medication during th visit

after the blood sazl&% collected
should the visi heduled

Rephrased for clarity.

before 11 :OO@#
note has

For Fra@nl
been to "p"

note "p" to

c@gm—spemﬁc

To implement a requirement
from France for monthly
pregnancy testing.

&ﬂe “t” was modified to
that clinical tagging of

rtual Motor Exam (VME) on

X, Q the wearable sensor is only
& A(b' applicable to the participants
wearing the sensor.
\ Q &

To provide clarification on the
use of the wearable sensor.

Se@?n\Z.&]@(Qr‘o Hrus

Addition of text on the

To provide clarification on the

]@ se-2N9 be risk benefit/risk of Covid-19 benefit/risk of Covid-19
k_g)ssess 6\ vaccinations in the study. vaccinations.
\C) Se@lgn 2@\Vearable Sensor | New section with details on the To provide clarification on the
@\/ é@g a@b Classification wearable sensor were added. regulatory classification of the
0 ér A wearable sensor across regions.

Qtlgn 2.3.3 Wearable sensor
}beneﬁt/risk assessment

Section 2.3.3.1 Potential
benefits

New sections with details on the
potential benefit of the wearable
sensor were added.

To provide clarification on the
benefit/risk of the wearable
sensor.
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Section # and Name Description of Change Brief Rationale

Section 2.3.3.3 Wearable sensor
benefit/risk conclusion

Language from the study risk
determination was added.

To provide clarification on the
benefit/risk of the wearable
sensor

Section 4.1 Overall design

Clarification on low and high
doses of UCB0599 (180mg/day
and 360mg/day) was added.

To provide justification for the
selected new dose arm. ‘\\(')

>

Section 4.1.1 Decentralized
model

Details on telemedicine visits
were added.

faN
To provide further clarMion
on telemedicine Vi?i@

For France only: Text was added
to clarify that this is not
applicable to France.

For clariﬁcatio@v
v
O

Section 4.2 Scientific rationale
for study design

Clarification on 12-hour ST
washout.

A\
For @‘rﬁcaﬁon.
R

Section 4.3 Jusification for dose

Updated to include new dosage -
level 180mg/day (90mg BID). Q)

N

4\'\Sl'bprovide justification for the
selected new dose arm.

Section 4.3.1 Safety-based dose
levels

Table 4-1 was updated to ip&fu\%
observed human exposu%\ T
new dosage level 180mg/day

(90mg BID). rx(\

To provide justification for the
selected new dose arm.

Q) Th

oy
Section 4.3.2 Pharmacology Text below T 4-2 was To provide justification for the
based dose levels updated to jgclude observed selected new dose arm.
human ¢ uregifor new dosage
level g{' 90mg BID).
Section 5.1 Inclusion criteria a \only (already Increase the upper age limit for

@]plem’én:ed in other countries):

-related inclusion criterion

,@'as updated: “Study
Pparticipant must be 40 to 75 years

of age inclusive.”

inclusion in the study which
reflects the early PD
population. This population
does not present additional risk
compared to the population
initially included in the study.

Inclusion criterion #2a
(previously criterion #2) was
updated to add in parenthesis
"(including diagnosis during
Screening)."

To clarify that the PD
diagnosis can be established at
the time of screening for the
study.
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Section # and Name Description of Change Brief Rationale

Inclusion criterion #4a
(previously criterion #4) was
revised: “A Screening DaT-
SPECT, or a historical DaT-
SPECT within 3 months of the
Screening Visit (V1) that has been
qualified by the central reader,
shows evidence of dopamine
transporter deficit consistent with

To allow participants with a
previous DaT-SPECT that
fulfills the quality criteria of
the central reader and to further
clarify the outcome of the (.)(
readout by the central readefys\

N
3>

PD as determined by a central QN
reader.” . 4(0'
. . . <\
Inclusion criterion #5a The 1nclue§n criterion was
(previously criterion #5) was delete ce genetic forms of

removed.

of minor incidence in

o
§ lected study population of
N

R 40 and above.
Inclusion criterion #6a @] To extend the study population
(previously criterion #6) u d | to participants with a subtle

<2 to <2.5 modified Ho nd balance issue.

Yahr staging. A\

Inclusion criterio a) To reflect the update that
(previously crigétion #7) updated | participants that received short
to include tions to historical symptomatic
medicati or tBQ treatment of treatment with an appropriate
moto to®Q)f PD. washout before trials start are

O

allowed in the study.

Section 5.2 Exclusion criteria

%}S’(t ab%t\contacting the Medical

To clarify that the medical

) Mopifor to discuss enrollment for | monitor is not involved in the
qriicipants with allergies was participant selection based on
oved from exclusion criterion | feedback from the UK.
#4a (previously criterion #4).
Text about the participant being Rephrased for clarity.

excluded from lumbar puncture
but not from study participation
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Section # and Name Description of Change Brief Rationale
Exclusion criterion #25a Rephrased for clarity.

- Q-
‘)\)@Q’\@@
o~ g~

(previously criterion 25) was
updated:

“Study participant has had
significant blood loss or has
donated or received 1 or more
units (450mL) of blood within 30
days prior to first drug
administration Baseline Visit, or
has donated plasma or platelets
within 14 days prior to Baseline
Visit.”

Exclusion criterion #26a
(previously criterion #26) updated
to add “Short (up to 4 weeks) past
use of medications for the N
S
treatment of motor symptoms\tig
permitted following a sufﬁci&
washout period. Medicati
included are levodopa O-B
inhibitors, COMT i@itors,
anticholinergics, éDamantadine. A
sufficient waslﬁ&t period is at
least 3 mo rior to the first

screeni}),@l it”rs\\ .

To refiedt the update that
pagggipants that received short

istorical symptomatic
Ctreatment with an appropriate
washout before trials start are
allowed in the study.

V S
Exclf$ion crﬁg&on #30a
(p@im%@riterion #30) was
@mo s(}y overed by exclusion

To simplify the protocol.

’crit@k #26a.

’@ﬁal exclusion criterion #40a

Qpreviously criterion #40) for
serum creatinine > upper limit of
normal was removed.

Serum creatinine is included in
the calculation of the estimated
glomerular filtration rate and is
already considered in renal

exclusion criterion 40 part “e”.

Exclusion criterion #43a
(previously criterion #43) was
updated to add “adults with
legally authorized representative."
A note has also been added for
requirements specific for France.

To further specify vulnerable
groups.

Exclusion criterion #45 was
added to exclude participants with
serum potassium level below the
lower limit of the laboratory
reference range.

To add an exclusion criterion
for participants with
hypokalemia.
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Section # and Name Description of Change Brief Rationale

Section 5.4 Screen failures

Text was updated to clarify that if
Visit 2 was completed during
screening, only Visit 1 needs to be
completed for rescreening.

To clarify that MRI, CSF
sampling, and DaT-SPECT
should not be repeated for
rescreening.

Section 6.1 Treatments
administered

Inclusion of new dosage level
“180mg/day (90mg BID).”

{
To add a new dose arm in \()
support of dose selection @Q

the pivotal study.

Section 6.3 Measures to
minimize bias: randomization
and blinding

Addition of text clarifying time
bias due to additional dose arm.

Clarifying the pote blas of
introducing a n se arm in

a running St{l /¢

Section 6.3.1.2 Breaking the
treatment blind in an emergency
situation

Removal of text “The Medical
Monitor or equivalent should be
consulted prior to unblinding,
whenever possible.”

\cedures for
e treatment blind
n feedback from the

To clarif
breaki
ba

Section 6.5.1 Permitted
concomitant treatments
(medications and therapies)

Text updated to add clariﬁcations’\\f
on COVID-19 vaccinations ix{@
study. \

N

< . .
NFor clarification.

Section 6.5.3 Rescue Text was updated to claiify the Clarification regarding the use
medication considerations for ipit#ating ST as | of rescue medication.
rescue medicatiorrb.
Text was up&a\d to clarify To highlight the importance of
cornpha hour ST the washout period.

washo%

Section 7.2 Participant
Discontinuation/Withdrawal
from the study

updatggito specify that the

Teyt Up
&QS will occur at EOT
) ndgs reatment), provided that
t vious DaT-SPECT
v rred more than 6 months
Qrior to the EOT.

To clarify the process for DaT-
SPECT assessment in case of
early termination of study
participation.

Withdrawal criterion #6 was
updated to add criteria for renal
toxicity.

Added laboratory tests
suggestive of renal toxicity to
address a request from the UK.

Bullet was added: “PROs (at
home prior to a clinic visit or first
assessments at the clinic).”

To clarify the sequence of
assessments for PROs.

Text was updated to specify the
maximum blood volumes
collected at every visit (50mL)
and during the study (500mL).

To specify the maximum blood
volumes collected based on
feedback from France.

Section 8.1.1.1 MDS-UPDRS

Clarification on 12-hour ST

To highlight the importance of

washout.

the washout period.
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Section # and Name Description of Change Brief Rationale

Section 8.1.1.3 Dopamine
Transporter Imaging

A note has been added to clarify
that no scan will be performed at
Month 12 for German
participants.

To clarify a country-specific
requirement.

Clarification that a historical
DaT-SPECT scan within the
previous 3 months before
Screening Visit 1 is acceptable.

¥
To allow participants with a\(')
previous DaT-SPECT thatQ
fulfills quality criteria

central reader.

Details on the DaTSCAN tracer
were added.

For clariﬁcation&}c)

Section 8.1.3 Wearable sensor

Text was added to clarify that
where it is not possible to access
the sensor during the Baseline
period, participants may start
wearing it until Visit 8 (M4).

§4

o>
. {]V,
To allow ?‘t of use of the
Senso e first months of the
tregsant period.

O

Section 8.2.1 Physical
examination

N\
Details on any abnormal ﬁnd{i@

from the focused body
examinations found by t
research nurse was ac&e .

>

To clarify the responsiblities of
the research nurse.

.. N\
For telemedicine vé\m,
auscultation waeleted from the

assessment ormed by the and to discuss with the
research . 5\. Investigator via video
@O communication if an AE is
° N\ suspected
- O (74 :

Other assessments will be used
for the identification of AEs

Section 8.2.1 Physical

Section 8.2.5 Cli Qsaf ty
1abom.ﬁry ass ents O
on & kb@um@@
ito
g o

&

examination (%
) L &
Section 8.2.3 Vital signs O
Section 8.2.4 J
Electrocardiograms 2%, &

@etails%\remote visit were
U add

.\0

To clarify the procedures
during telemedicine visits
based on feedback the from
France.

O

;@ erse events and

se events
%]

Details on AEs related to
COVID-19 vaccination was
added.

To clarify the documentation
and reporting process for AEs
related to COVID-19
vaccination.

N
@'ction 8.3.6.2 Renal function
safety monitoring and

Text was added that an increase in
serum creatinine of >25% from

Clarification based on feedback
from the Canadian health

management the previous value will trigger authority.
repeat testing within 48 hours.
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Section # and Name Description of Change Brief Rationale

Section 8.5 Treatment of
overdose

Text was added that a
participant’s dosing will be
stopped in the event of an
overdose while the participant is
being evaluated.

Clarification based on feedback
from the Canadian health
authority.

‘(')

Throughout Section 9 Statistical
considerations

Updates were made throughout to
refer to 3 treatment groups rather
than 2.

To implement the addition
low dose arm.

@\;

Population-level summaries were
updated throughout to show the
comparison of low dose vs
placebo and high dose vs placebo.

To implement th{‘&dition ofa
low dose arr

N
o

Symptomatic Treatment language
was improved throughout.
Reduced use of the term rescue
medication and refer to “ST
initiation” or “predictors of
ST initiation” rather ST i
start of ST.

.d
%

or

\\'\

\21 language and

Im
sCtiption.
&

Adjust for age at ﬁﬁle (as well
as gender) in QI dels rather
than as part sensitivity
analysis th@lghggt

Seen as standard adjustment.

Sensii pplementary

ns were updated;

@ d and
&dd e ax)@ses removed and some

To refine the overall analysis.

@icted Mean Survival Time
P ST) was changed to be
e

stricted Mean Event Time
(RMET) throughout.

To more accurately reflect the
analyses being conducted.

Sectiofy 9.1 D \10n c@)\

Qms sets () (\@
,O QQ\ ES

Definition of FAS was changed to
refer to “1 post-baseline
assessment” rather than “1 valid
post-baseline assessment.”

To add clarity to how this
analysis set should be defined.

S ?n9 kneral statistical
“@3‘

sid

SAS version was updated from
9.3t09.4.

Updated to align with current
programming standards.
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Section # and Name Description of Change Brief Rationale

Section 9.3 Planned
efficacy/outcome analyses

Updates were made to the list of
predictors of early ST initiation.

To reflect latest internal
research.

Text was added to explain how
the three treatments will be
evaluated/compared.

To implement the addition of a

low dose arm. q

RE

PPMI dataset has been updated.

To add more detail as theQQ
now a PPMI 2.0 coho

Text has been added to make the

To clarify the des@lon of the

Estimand to MDS-UPDRS
Parts I III sum score at 12
months (“De Facto” Estimand)

modelling approach clearer. model. (b
Section 9.3.1.1.1.1 Text was added to make it clear To clarify 6{Bkemcr1pt10n of the
Supplementary Efficacy that categorical linear mixed

effects models (LMEMs) will use
baseline data as a covariate.

model.
QN
,b\)

O

Section 9.3.1.1.3 Key
Secondary Efficacy Estimand:
Worsening on MDS-UPDRS
Part I1I subscale at 12 months
(“De Jure” Estimand)

Section 9.3.1.2.2 Key
Secondary Efficacy Estimand:
Worsening on MDS-UPDRS
Part I1I subscale at 18-month
(“De Jure” Estimand)

RMET modelling approach Wa%\\'
improved.

Section 9.3.3.1 Secondary \O
Efficacy Estimand: Time to ST b \\S\
intake at 18 months O\Q) (\@

To reflect further research on
this method.

Section 9.3.5 Center effecé\).’
IS
A(O
%Oﬁ
0(\

fo‘\o
¢)
X
Q .

R
O &

J

ated to state that any
‘Dudditional analyses by
country/region will be done
outside of the CSR.

Additional text was included
about COVID-19 by
country/region summaries.

Since treatment assignment
will not necessarily be
balanced across countries, any
analyses by country will be
done post-hoc.

Detail added on COVID-19
summaries.

(
\CJ sngiandlmg of ICEzs,
@\/ @rotocé~

eviations, and
re})é\ng missing data

Re-ordered and more detail
added.

To add clarity.

6(0

>
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Section # and Name Description of Change Brief Rationale
Section 9.6 Planned analysis at | Addition of bullet “When safety To keep a DMC at the

12 months and data monitoring

data for 3 months of treatment (ie,
until Visit 7) are available for 100
participants.”

timepoint expected before the
low dose arm was included.

Bulleted list was added to specify
timepoints of SMC meetings.

To clarify the SMC meeting‘\\d
frequency based on feedba@

from France. th

Section 9.7 Determination of
sample size

Updated to refer to 3 arms instead
of 2. Text was added to explain
how comparisons will be made
for the 3 groups.

To implement the @tion ofa
low dose arm %\

&

Section 9.7.3 Power for
secondary efficacy estimand
(DaT-SPECT mean striatum
SBR)

\/
Section 9.7.1 Primary efficacy | PPMI dataset has been updated. To add@me detail as there is
estimand noy.g&PMI 2.0 cohort.

&6

X

O

Section 10.1.3 Informed
consent process

,\\\

Vo N\
Text was added to clari ‘e{‘;

potential participants¢§il have as
much reflection tipi.as needed
during the info consent
process and Wit be under no
pressure Q@cidﬁ*\o‘n their
partic,i@ n in €Be'study.

To clarify the informed consent
process based on feedback
from the UK.

e

];@W{ls a@}‘d/to clarify
otenti rticipants will have
rtunity to discuss the
s and its alternatives with the
Mywestigator or seek additional
dvice. The amount of time a
potential participant takes to
decide whether to participate or
not will vary per participant. A
note has also been added for
requirements specific for France
(please refer to Section 10.9
Appendix 9).

To address request for clarity
in the intial CTA review and to
clarify a country-specific
requirement.

Text was updated to remove
“legal representative.”

To implement feedback from
the initial CTA review.

N7
@tion 10.1.6 Data quality

E}assurance

Addition of standard text on
quality tolerance limits.

Added for clarity.
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Section # and Name Description of Change Brief Rationale

Section 10.2: Appendix 2:
Clinical laboratory tests

Text updated: RBC counts and/or
Hemoglobin in CSF for quality
control purposes.

To clarify that quality control
of CSF sampling will be done
either by RBC counts or
hemoglobin analysis.

Section 10.4: Appendix 4:
Contraceptive guidance and
collection of pregnancy
information

A note has been added to the
second bullet under “Pregnancy
testing” for requirements specific
for France (please refer to
Section 10.9 Appendix 9).

1
To clarify a country-specifu\\(')

requirement.
N
sI\QQ

Protocol Amendment History

Section 10.9: Appendix 9: Details added on country-specific | To clarify ajl/i/@?l'try—speciﬁc
Country-specific requirements requirements for Germany and requiremen@.\
France. sX\O
Q>
Section 10.11: Appendix 11 The Protocol Amendment Mi dministrative change.

Summary of Changes Table for

the previous amendment has beersl\\j

moved to Appendix 11. @

O

Minor editorial and docum

Throughout Minor, therefore have not been
formatting revisions. summarized.
Y
10.11.4 Amendment 2 (21 May 2021) (\*

Overall Rationale for the Amendment

Q-

PDO0053 Protocol Amendment 2, dated 21 9 21, was completed to increase the upper age

limit for participants’ inclusion in the s
Disease population. This population d&@s no

to 76, ears, which reflects the early Parkinson’s
sent additional risk compared to the population

initially included in the study. T]gs o\" changes were implemented:

Section # and Name

<

Brief Rationale

Section 5.1 Inclusion crite@a )

P
&

De&qﬁbtion of Change

age-related inclusion

Increase the upper age limit for

Q K\tb‘criteria #1 was updated: “Study | inclusion in the study.
6\ Q" | participant must be 40 to 70
K (A 75 years of age inclusive”
3. onaéilg Upper age limit of the Increase the upper age limit for
se-28¢ enefiivrisk participants to be included in the | inclusion in the study.
‘\O study was changed from 70 to
A(\% 75 years.

N\ \Y]
1%\’5’ Amendment 1 (29 Oct 2020)

QOQ) %%v@l Rationale for the Amendment

\S

PP0053 Protocol Amendment 1, dated 29 Oct 2020, was completed to remove planned video
e}ecording of study participants during the the MDS-UPDRS Part III assessment due to

operational limitations at this time (eg, procedures for de-identification, video processing, video
data handling, access, and storage). Video recording may be re-introduced at a later time via an
amendment. The following changes were implemented:
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Section # and Name

Description of Change

Brief Rationale

Section 1.2 Schedule of
Activities

Video recording Informed
Consent Form was removed.

Removal of planned video
recording during MDS-UPDRS
Part III assessment due to
operational limitations at this

; (
time . C,!

Section 8.1.1.1 MDS-UPDRS

MDS-UPDRS Part III motor test
recording via video using the
telemedicine technology was
removed.

Removal of planned video N
recording during MDS-
Part I1I assessment dus.t

operational limitatigfiy at this
time \\'

Section 10.11 Appendix 11
Protocol Amendment History

“Not applicable” was replaced
by a note that the Protocol
Amendment Summary of
Changes Table for the current
amendment is located directly .

O

N

before the Table of Contents. ,.S

Minor admioléﬁtkitive change

)
N
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10.12 Appendix 12: In-clinic VME Investigator rating scale
Investigators are to rate participant performance with each VME using the following rating scale.
Skill Check Task #1: Tap wearable sensor (sensor tapping) . \()(\
0: Normal: No problems . 0(5'\'
1: Slight: Any of the following: Q\\
a) the regular rhythm is broken with one or two interruptions or hesitations of ‘[1”@Q
movement - O
. . >
b) slight slowing /1/(0
c) the amplitude decrements near the end of the task O’&\
2: Mild: Any of the following: \’§.Q
a) 3 to 5 interruptions during the movements Q(b
b) mild slowing N
c) the amplitude decrements midway in the task &6
3: Moderate: Any of the following: @(b
a) more than 5 interruptions during the mo@*ent or at least one longer arrest (freeze)
in ongoing movement 00}
- &
b) moderate slowing @)

c¢) the amplitude decrements sta@?af@the first open-and-close sequence
4: Severe: Cannot or can only bare@{%rfoégﬁe task because of slowing, interruptions, or

decrements. b\. \\'Q
—
9

Skill Check Task #2: Sézﬁ}d R'Q@(Rest Tremor)
0: Normal: No trem@’o \\(b
| AR
1: Slight: <Tcm{» axdm 1 amplitude
2: :>1 e@but @cgm in maximal amplitude

Oﬁ/lo%&e: }—\m?m in maximal amplitude

O
V'

@re: éf@ cm in maximal amplitude

4: 2
S
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Skill Check Task#3: Arm Raise (Postural Tremor)

0: Normal: No tremor

1: Slight: Tremor is present but less than 1 cm in amplitude . \o(\
2: Mild: Tremor is at least 1 but less than 3 ¢cm in amplitude . 0’8\'
3: Moderate: Tremor is at least 3 but less than 10 cm in amplitude Q\\
4: Severe: Tremor is at least 10 cm in amplitude (OQ
O
,\\U
Skill Check Task #4: Hand Open and Close . ,1/(0
0: Normal: No problems O&\
1: Slight: Any of the following: §
a) the regular rhythm is broken with one or two interruptloei)@hesnations of the
movement \}(\
b) slight slowing <
| Q&
¢) the amplitude decrements near the end of th@&&i&
2: Mild: Any of the following: (\ﬁ
a) 3 to 5 interruptions during the movqu&s
b) mild slowing O

c) the amplitude decrements m@y 1r(§s¥ task
3: Moderate: Any of the followm@‘b @K

a) more than 5 interru S d%rsﬁy the movement or at least one longer arrest (freeze)
in ongoing movement, OQ
b) moderate slowing é\\.
c) the ampl&?ﬁdeeés\nents starting after the first open-and-close sequence
4 Severe: Can r cggonly barely perform the task because of slowing, interruptions or
@Lﬁm
C)U QV ‘
((\ (\
N2
O GF
%
D

o

O
O

Q?Q

N

Q@
Q
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Skill Check Task #5: Arm Twist (Pronation/Supination)

0: Normal: No problems

1: Slight: Any of the following: . \O(\
a) the regular rhythm is broken with one or two interruptions or hesitations of the 0’5\'
movement N
b) slight slowing ®QQ
c¢) the amplitude decrements near the end of the sequence . OQ

2: Mild: Any of the following: (bss}

a) 3 to 5 interruptions during the movements O‘§<1/
b) mild slowing \’§.0
c) the amplitude decrements midway in the sequence o

3: Moderate: Any of the following: \BQO')

g) more.than 5 interruptions during the movement Q&Ieast one longer arrest (freeze)
In ongoing movement >
b) moderate slowing *®

c) the amplitude decrements starting aftefdiie first supination-pronation sequence
4: Severe: Cannot or can only barely perfcgéhe task because of slowing, interruptions or
decrements. S\
RO

A~
Skill Check Task #6: Foot Stontyf- \\S\Q)

0: Normal: No problems Q)O %)
1: Slight: Any of the following::O

a) the regul@tht‘%{&roken with one or two interruptions or hesitations of the
movemen A

-\b) sli%& Wiy
OQ (%tgf)}it %decrements near the end of the task
C? l\w n the following:

\>O 0\) o 5 interruptions during the movements
OQ) 60 @) mild slowness:

* % . . .
Q \(\\ @Q c¢) amplitude decrements midway in the task

Q 3: Moderate: Any of the following:

> a) more than 5 interruptions during the movement or at least one longer arrest (freeze)
in ongoing movement
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b) moderate slowing in speed
c¢) amplitude decrements after the first tap

4: Severe: Cannot or can only barely perform the task because of slowing, interruptions or

decrements

’\O
Skill Check Task #7: Up and Go QQ\
Rising from chair: {\(b
0: Normal: No problems. Able to arise quickly without hesitation. ,‘\30

1: Slight: Arising is slower than normal; or may need more than one attemptf{{bmay need to
move forward in the chair to arise. No need to use the arms of the chair. _ Q)

2: Mild: Pushes self up from arms of chair without difficulty. \S\'

3: Moderate: Needs to push off, but tends to fall back; or may haVQs) try more than one time
using arms of chair, but can get up without help. \30

4: Severe: Unable to arise without help. &Q

&

Gait: (\ﬁ
0: Normal: No problems. \(b'
1: Slight: Independent walking with minoggeit impairment.

2: Mild: Independent walking but with\égstaé@ ‘gait impairment.

3: Moderate: Requires an assistaq@ievicé‘or safe walking (walking stick, walker) but not a
person.

SR
4: Severe: Cannot walk at h’& og%ith another person’s assistance.
A

O
Skill Check Task @@tan&@till (Postural Stability)
0: Normal: No E@uralﬁway.
iy o
1: Qg tP\o'@@al 2\'@y that is almost imperceptible.
C). il tur; ay that is noticeable but does not disrupt balance at all.

\C) 3:@e®%stural sway that disrupts maintenance of balance in some way.
Q)\/ 6(§-"Sev “&‘postural sway that causes the patient to be unstable at some point.

N0 Q
% &\0\9 6,0(\
’b(\
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SPONSOR DECLARATION

I confirm that I have carefully read and understand this protocol and agree to conduct this
clinical study as outlined in this protocol and according to current Good Clinical Practice.
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