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Prasinezumab is a humanised IgG1 monoclonal antibody
that selectively binds aggregated a-synuclein?-2

Prasinezumab’s proposed mode of action for the treatment of Parkinson’s disease!

Prasinezumab selectively binds
aggregated a-synuclein Proposed effects:

\ " Reducing neuronal toxicity

" Preventing cell-to-cell transfer
of pathogenic a-synuclein
\ aggregates
Aggregated extracellular a-synuclein " Slowing disease progression

involved in synaptic loss
and pathogenic spread

1gG, immunoglobulin.
1. Angot E, et al. Lancet Neurol. 2010; 9(11):1128-38; 2. Vekrellis K & Stefanis L. Expert Opin Ther Targets. 2012;16(4):421-32.



PADOVA assessed prasinezumab effect on top of symptomatic therapy
Global Phase llb study in early-stage Parkinson’s disease with a novel time-to-event approach

Key inclusion
criteria

110 sites in Austria, Canada, France, Italy, Luxembourg, Poland, Spain,
UK and US

Screening Double-blind treatment OLE or safety follow-up Early-stage PD
= MDS criteria incl.
DaT-SPECT deficit

) = 3 months to 3 years
Randomisation 1:1 Prasinezumab 1500 mg IV Q4W n=293 Brasi b from diagnosis
T rasinezuma = H&Y Stage l/ll
Stratification
LSO o O 1500 mg IV Q4W - MDS-UPDRS Part IV = 0
Placebo IV Q4W n=293 Stable symptomatic
therapy

= L-DOPA or MAO-Bi

A

A 4

= Stable dose for 3 months
2248 events AND 276 weeks treatment

Primary endpoint Time to confirmed motor progression (MDS-UPDRS Part Il OFF*)

The mentioned compounds and their use are investigational and have not yet received regulatory approval in any country.

*Practically defined OFF-medication state (212 hours since the last dose of L-DOPA).

DaT-SPECT, dopamine transporter imaging with single-photon emission computed tomography; H&Y, Hoehn & Yahr; 1V, intravenous; L-DOPA, levodopa; MAO-Bi, monoamine oxidase type B inhibitor; MDS, Movement Disorder Society;
MDS-UPDRS, Movement Disorder Society-sponsored revision of the Unified Parkinson’s Disease Rating Scale; OLE, open-label extension; PD, Parkinson’s disease; Q4W, every 4 weeks.

ClinicalTrials.gov. NCT04777331. PADOVA Phase Il clinical trial. Available at: https://clinicaltrials.gov/ct2/show/NCT04777331 (last accessed 29 January 2026).


https://clinicaltrials.gov/ct2/show/NCT04777331

Baseline characteristics well balanced across arms
Population consistent with early-stage PD; ~74% of participants on L-DOPA

Key baseline demographic and disease characteristics Prasrilr;ZZL;mab
Age (yr) mean (SD) f 64.4 (7.5) 64.0 (7.2) ﬁ 64.2 (7.3) :
e e s e

Time from diagnosis (months) mean (SD) 18.4 (9.0) 18.8 (9.5) 18.6 (9.2)

 Moehn&Yahrstage L on@) Lo
S 0087 L 8130 78(133)
R S SR 250(853) oL 251857) 501 (85.5¢
. MDS-UPDRS Parthl i mean(SD) ..., S1@n) 49035) 5088 ...
| MDS-UPDRS PartilOFF* 1 mean(SD) 1 246(108) 243(09) . 245(104)
. MDS-UPDRS Partift - mean (SD) | . 195088 ..o, 19089 ... T 19204) ... ;
. MDS-UPDRS PartlV=0 ... n() . ... o 283(96.6) ... 282(96.2) L. 565(96.4) .. ...
S MoCA mean(SD) I .. 26.4(2.7) 266(29) .. 26.5(28)
. SE-ADL completely independent 1 ()L 268(983) . 265(973) ... 573(978)
. Striatal binding ratio: putamen ipsilateral - mean (SD) ST 0870.3) .. ... 088(0.3) . ... S 087(0.3) .. ... .
. Stratificationfactor o n(%) . U TR

LR o 207 (r41) ] 218(r4.4) Lo 435(r4.2) ...
- MAO-Bi : 76 (25.9) 75 (25.6) : 151 (25.8) :

*Practically defined OFF-medication state (212 hours since the last dose of L-DOPA); tRefers to the L-DOPA population; 7 patients were randomised with Hoen & Yahr Stage 3 in PADOVA (3 in the placebo group and 4 in the prasinezumab group).
L-DOPA, levodopa; MAO-Bi, monoamine oxidase type B inhibitor; MDS-UPDRS, Movement Disorder Society-sponsored revision of the Unified Parkinson’s Disease Rating Scale; MoCA, Montreal Cognitive Assessment; PD, Parkinson’s disease;
SD, standard deviation; SE-ADL, Schwab and England Activities of Daily Living scale; yr, year.



Prasinezumab continues to show favourable safety & tolerability

= Strong safety profile and extensive patient exposure

4

Prasinezumab has demonstrated a favourable safety and tolerability profile across over 900 Parkinson's
disease study participants, with more than 500 treated for 2.5 to 5 years

" PADOVA safety summary

4

4
4
4

IRRs comparable between groups (11% prasinezumab vs 12.8% placebo); no serious IRRs
Three deaths: two in placebo, one in prasinezumab arm; deemed unrelated to study drug
SAEs and AEs Grade 3-5 were similar in incidence between prasinezumab and placebo

Two AEs leading to study drug discontinuation in prasinezumab and three in placebo arm

" High transition and retention rate in OLEs

4

~750 participants currently in PASADENA & PADOVA OLEs

AE, adverse event; IRR, infusion-related reaction; OLE, open-label extension; SAE, serious adverse event.



Primary endpoint Overall

Prasinezumab showed a trend towards delaying motor progression
Signal of efficacy on top of effective symptomatic therapy

A 100~ Time to 25 points MDS-UPDRS Part Ill OFF
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20 - Delay in progression:
11.4 weeks Primary analysis HR: 0.84 (95% CI: 0.69, 1.01); p=0.0657
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107 Supplementary analysis (adjusted)* HR: 0.81 (95% CI: 0.67, 0.98); p=0.033t
O I I I I I I I I I I I I I |
0 12 24 36 48 60 72 84 96 108 120 132 144 156 168
Participants at risk Time (weeks)
Placebo 293 244 209 174 149 127 110 92 62 43 24 8 1 0 0
Prasinezumab 293 249 223 192 172 148 125 102 63 50 29 12 6 2 0

Participants received prasinezumab 1500 mg or placebo Q4W. *Covariates used for adjustment: H&Y stage (1 vs 22), DaT-SPECT putamen ipsilateral, age (<60 vs 260), sex (male vs female), BL MDS-UPDRS Part Ill. The intercurrent events of
treatment discontinuation and LEDD increase prior to event are handled with the treatment policy strategy; tFor descriptive purposes, nominal p-values are displayed.

BL, baseline; CI, confidence interval; DaT-SPECT, dopamine transporter imaging with single-photon emission computed tomography; H&Y, Hoehn and Yahr; HR, hazard ratio; LEDD, levodopa equivalent daily dose;

MDS-UPDRS, Movement Disorder Society-sponsored revision of the Unified Parkinson’s Disease Rating Scale; Q4W, every four weeks.



Primary endpoint L-DOPA

Prasinezumab showed a trend towards delaying motor progression
Signal of efficacy more pronounced in pre-specified L-DOPA subgroup (~74% of total study population)

Time to 25 points MDS-UPDRS Part lll OFF

20 Delay in progression:
15.8 weeks

Primary analysis: HR: 0.79 (95% CI: 0.63, 0.99); p=0.0438
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10- | Supplementary analysis (adjusted)* HR: 0.76 (95% CI: 0.61, 0.95); p=0.0175
O | | | | | | | | | | | | | |
0 12 24 36 48 60 72 84 96 108 120 132 144 156 168
Participants at risk Time (weeks)
Placebo 217 181 150 129 111 97 85 71 47 32 17 4 1 0
Prasinezumab 218 191 169 146 132 116 99 81 53 42 24 10 5 1 0

Participants received prasinezumab 1500 mg or placebo Q4W. *Covariates used for adjustment: H&Y stage (1 vs 22), DaT-SPECT putamen ipsilateral, age (<60 vs 260), sex (male vs female), BL MDS-UPDRS Part Ill. The intercurrent events of
treatment discontinuation and LEDD increase prior to event are handled with the treatment policy strategy; tFor descriptive purposes, nominal p-values are displayed.

BL, baseline; Cl, confidence interval; DaT-SPECT, dopamine transporter imaging with single-photon emission computed tomography; H&Y, Hoehn and Yahr; HR, hazard ratio; L-DOPA, levodopa; LEDD, levodopa equivalent daily dose;
MDS-UPDRS, Movement Disorder Society-sponsored revision of the Unified Parkinson’s Disease Rating Scale; Q4W, every four weeks.



Consistent trends in favour of prasinezumab in prespecified subgroups
Signal of efficacy on top of effective symptomatics across majority of subgroups

Prasinezumab Placebo

Baseline risk factors Total n HR 95% CI better better
PD medication at baseline*
L-DOPA 435 0.79 (0.63, 0.99) I il i
MAO-Bi 151 0.96 (0.67, 1.39) ! - | B Sample size
Age at baseline
<60 years 171 0.71 (0.50, 1.02) ! = |
>60 years 415 0.89 (0.71,1.12) -
Age at diagnosis
<60 years 200 0.74 (0.54,1.03) | = i
260 years 386 0.89 (0.70, 1.13) % i %
Time since diagnosis at baseline
<12 months 193 0.80 (0.57,1.12) | = i
>12 months 393 0.85 (0.67, 1.07) ; i |
Sex
Male 372 0.82 (0.65, 1.05) % il %
Female 214 0.85 (0.61,1.17) * - i
H&Y stage at baseline
1 78 1.05 (0.63, 1.76) % - |
2 508 0.81 (0.65, 0.99) Il
| |
0.5 1.0 2.0
Favours prasinezumab HR (95% ClI) Favours placebo

*Stratification factor.
Cl, confidence interval; H&Y, Hoehn & Yahr; HR, hazard ratio; L-DOPA, levodopa; MAO-Bi, monoamine oxidase type B inhibitor; PD, Parkinson’s disease.



Primary and secondary endpoints Overall

Consistent trends in favour of prasinezumab across TTE endpoints
Clinical signals extend beyond motor signs

Time to 25 point in MDS UPDRS Part Il OFF | ® { Primary endpoint
(confirmed)
Time to 23 points in MDS-UPDRS Part Il in the ' o '

presence of confirmed motor event

Time to meaningful worsening in CGI-C } ® { Secondary endpoints
Time to meaningful worsening in PGI-C { 1 {
Time to 21 point in MDS UPDRS Part IV % ® !
OT5 1“.0 1I.5
Favours prasinezumab HR (95% Cl) Favours placebo

Participants received prasinezumab 1500 mg or placebo Q4W.

CGI-C, Clinical Global Impression of Change; Cl, confidence interval; HR, hazard ratio; MDS-UPDRS, Movement Disorder Society-sponsored revision of the Unified Parkinson’s Disease Rating Scale; PGI-C, Patient Global Impression of Change;
Q4W, every four weeks; TTE, time-to-event.
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Exploratory endpoint Overall

First biomarker evidence of prasinezumab impacting disease pathology

Prasinezumab associated with stabilisation of neuromelanin and reduced iron accumulation in key brain regions

Neuromelanin MRI at Week 76 Iron (R2*) MRI at Week 76
Substantia nigra pars compacta intensity Substantia nigra pars compacta (average)
0.4+
p=0.079 T p=0.1903
0.18
o £ 02 (0.185) o & ol
2% 0
c 8 c s
()
EE £ E
TE 5 £ -0.06
G o 2o (0.379)
22 29 s
o Ga T®
<5 - -0.16 <5
0.2 (0.182)
Placebo Prasinezumab1500 mg 0.5 Placebo Prasinezumab 1500 mg
(n=103t) (n=911) (n=1011) (n=891)

Error bars represent SE; p-values are nominal.

*R2 MRI sequence used for imaging; TData generated in sites that had access to MRI sequence.
MRI, magnetic resonance imaging; SE, standard error.



Exploratory endpoint Overall

Biomarker evidence suggests impact on underlying disease pathology

Imaging biomarkers show biological convergence of common pathways and potential link to clinical changes

Biological convergence of imaging biomarker Longitudinal NM MRI changes correlate
results at baseline (NM < Iron < DaT-SPECT) with MDS-UPDRS llI
Spearman’s p
1.0 r=-0.16 (p=0.03) . r=0.02 (p=0.77)
40 ®  rho=-0.2 (p=0.0069) 407 rh0=0.05 (p=0.447)
NM Intensity (PC)  -0.11  -0.23*  0.16* = =
0.5 E 20 .0 ° [ Fv 204
3; i ° 000...0 .3 ° 3) o ®
Iron R2* (putamen) 0.41%  -0.18* L | Sadanie, o . & w
ron utamen . =U. PRl ¥-2 e © e o° 2 e
P 0.0 g SfeBdhe " s L |
8 R 2 RO a .
= Te TP = .
Iron R2* (SN/PC) -0.19* 0.5 20] ‘. 201 .
002 000 002 004 3 0 3 6
&eo\ e\qo\ ¢ é 1.0 SN/PC NM-MRI intensity Putamen R2* intensity
Q&"‘ @ <2 * Individuals with slowed decrease of NM-MRI also
ij;\ QQ:" o progressed slower on MDS-UPDRS |l
& N « Cross-sectionally, these correlations were not observed
N

Prasinezumab's Impact on Neuromelanin- and Iron-sensitive
MRI Biomarkers in Parkinson's Disease: Findings From the

PADOVA Phase IIb Study
Kustermann T, et al. Poster Hall, 17-19 Mar

*p<0.05 (Spearman rank correlation).
DaT-SPECT, dopamine transporter imaging with single-photon emission computed tomography; NM, neuromelanin; MDS-UPDRS, Movement Disorder Society-sponsored revision of the Unified Parkinson’s Disease Rating Scale;
MRI, magnetic resonance imaging; PD, Parkinson’s disease; r, Pearson correlation; rho, Spearman rank correlation; SN/PC, substantia nigra pars compacta.
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Treatment effect more pronounced in the prespecified L-DOPA subgroup

L-DOPA

Time to confirmed motor event (MDS-UPDRS Part lll OFF)

A

A

Change from Baseline to Week 104 MDS-UPDRS Part lll OFF

100 - 7
g 907 HR=0.79 6 - 40%
- ;% 80 (95% CI: 0.63, 0.99) §a 5 lati o
= | Z5 701 p=0.0438 £o 4 relative
1] © = £ . .
£ S5 601 €S 3 reductloq in
25128 501 HR=0 76 es 1 progression
7| 28 . 3E ° p=0.0177*
Y Ch 95% CI: 0.61, 0.95 BE 17
o =] =1
Sel EE %7 p=0.0175* g otacr
£ .
S O S 201 L
2 § —+~ Placebo adjusted -1 -+ Placebo
- —+ S
g 10 Prasinezumab 1500 mg N 1 — Prasinezumab
o 0 T T T T T T T T T T T T T 1 T T T T T T T T T T T T T 1
0 12 24 36 438 60 72 84 96 108 120 132 144 156 168 BL 8 16 24 32 40 48 56 64 72 80 88 96 104
- Ti k Ti k:
Eartlclpants ime (weeks) n participants ime (weeks)
217181 150 129 111 97 85 71 47 32 17 4 1 0 0 — 216 212 204 205 208 206 203 205 203 205 202 171 141 121
218191 169 146 132 116 99 81 53 42 24 10 5 1 0 — 216 203 208 208 208 212 205 201 204 200 191 163 135 121
A 100 1 71
90 = E )
5 % J,_:—H—‘ . HR 0.96 6 33 /0
w 9 -1 [ . [ 5" .
- ;g o (95% CI: 0.67, 1.39) ) relative
= g9 1 — -] - . .
2133 p=0.8300 52 ¢ reduction in
= = 601 c o - .
s | g2 g6 3 rogression
< [ Q p g
o c o 1 — .
HiE B HR=0.86 L p=0.1808"
t 2 - . Q -
sg| 3 (95% Cl: 0.59, 1.25) §2 11
58| EE 307 p=0.4370* T ot - 8
c = -
£%| 3% 201 -+ adjusted g \/
£ g Placebo -1 —+ Placebo
- —— i L v
g 10 Prasinezumab 1500 mg 2 —— Prasinezumab
a 0 T T T T T T T T T T T T T 1 ! ! ! ! ! ! ! ! ! ! ! ! ! !
0 12 24 36 48 60 72 84 96 108 120 132 144 156 168 BL 8 16 24 32 40 48 56 64 72 80 88 96 104
i Time (weeks'
n participants Time (weeks) n participants ( )
— 7663 59 45 38 30 25 21 15 11 7 4 0 0 0 — 75 73 75 75 73 71 69 69 69 69 71 61 50 43
— 7558 54 46 40 32 26 21 10 8 5 2 1 1 0 — 73 72 70 71 69 69 68 69 69 69 71 63 51 41

Covariates used for adjustment: H&Y stage (1 vs 22), DaT-SPECT putamen ipsilateral, age (<60 vs 260), sex (male vs female), BL MDS-UPDRS Part Ill. The intercurrent events of treatment discontinuation and LEDD increase prior to event are handled with the

treatment policy strategy. *For descriptive purposes, nominal p-values are displayed.

BL, baseline; Cl, confidence interval; DaT-SPECT, dopamine transporter imaging with single-photon emission computed tomography; H&Y, Hoehn & Yahr; HR, hazard ratio; L-DOPA, levodopa; LEDD, levodopa equivalent daily dose;
MAO-Bi, monoamine oxidase type B inhibitor; MDS-UPDRS, Movement Disorder Society-sponsored revision of the Unified Parkinson’s Disease Rating Scale.
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Subgroup outcomes impacted by sample size and baseline balance

L-DOPA cohort provides robust signal; MAO-Bi data limited by sample size

Sample size constraints

Population

L-DOPA Age -
n=435

o Sex (female)

High
uncertainty

Disease duration —

MDS-UPDRS Part Il
v

More
reliable data

H&Y Stage 22
MDS-UPDRS Part lll OFF
MoCA 7

SBR putamen average |

Baseline imbalances

MAO-Bi active
versus placebo

) L-DOPA active
versus placebo

Range (-0.25 to 0.25)
indicates no imbalance
of covariates

-0.50

-0.25

Standardised mean difference

0.25

0.50

H&Y, Hoehn and Yahr; L-DOPA, levodopa; MDS-UPDRS, Movement Disorder Society-sponsored revision of the Unified Parkinson’s Disease Rating Scale; MAO-Bi, monoamine oxidase type B inhibitor; MoCA, Montreal Cognitive Assessment;

SBR, specific binding ratio.

15



Large increase in background therapy masked effect in MAO-Bi subgroup
Symptomatic treatment adjustments likely confounded the efficacy signal in this subgroup

L-DOPA: stable dose

117% 16%
? Increase g Increase
a a e
(] (m]
L 1T
- -

Baseline 76 weeks Baseline 76 weeks

Reliable treatment
effect

L-DOPA, levodopa; LEDD, levodopa equivalent daily dose; MAO-Bi, monoamine oxidase type B inhibitor. 16



L-DOPA subgroup provides reliable signal of efficacy

Methodological reasons likely contributed to lower treatment effect in MAO-Bi subgroup

Sample size constraints
Population

L-DOPA
n=435

?
High

uncertainty %
More

reliable
data

Baseline imbalances

Age]

Sex (female)
Disease duration
MDS-UPDRS Part Il

H&Y Stage 22

MDS-UPDRS |
Part Ill OFF

MoCA

SBR putamen _|
average

-0.50 0.25 0.00 0.25
MAO-Bi active Standardised mean difference

versus placebo
L-DOPA active

versus placebo

Range (-0.25 to 0.25) indicates
no imbalance of covariates

0.50

LEDD (mg)

Symptomatic masking

A117}v7\

L-DOPA: stable dose

A16%7

LEDD (mg)

Baseline 76 weeks

Reliable
treatment
effect

Baseline 76 weeks

H&Y, Hoehn and Yahr; L-DOPA, levodopa; LEDD, levodopa equivalent daily dose; MAO-Bi, monoamine oxidase type B inhibitor; MDS-UPDRS, Movement Disorder Society-sponsored revision of the Unified Parkinson’s Disease Rating Scale;

MoCA, Montreal Cognitive Assessment; SBR, specific binding ratio.

17



Persistent reduction of motor progression: 6-month OLE
Consistently stronger signal in L-DOPA subgroup over 2.5 years; mirrors PASADENA results

9 Exploratory endpoint

— Placebo (only double-blind period) Secondary endpoint
77 Prasinezumab 1500 mg (double-blind plus added OLE data)

. 4::5"‘_‘-!*#

_ “i” 42% I 55% 1

relative reduction relative reduction

Adjusted mean change from baseline

T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
BL 4 8 12 16 20 24 28 32 36 40 44 48 52 656 60 64 68 72 76 80 84 88 92 96 100 104 108 112 116 120 124 128 132

Participants at risk Time (weeks)
Placebo 216 208 212 204 204 208 205 208 208 209 206 208 203 209 205 206 203 199 205 196 202 188 171 153 141 134 121 112 98 87 74 64 52 38
Prasinezumab 216 212 203 209 208 208 208 209 208 204 212 207 205 203 201 203 204 201 200 197 191 188 165 157 152 145 144 129 127 114 88 82 76 59

Modeling PD Progression To Quantify Long-Term AR Sustained Effect of Prasinezumab on Parkinson’s
Treatment Effects : Disease Motor Progression in the Open-label

Ribba B, et al. : ; Extension of the PASADENA Trial 5-year Update
Thurs 19 Mar, 15:35 PM, Hall A3 ER ; Gullotta F, et al. Poster Hall, 17-19 Mar

Covariates used for adjustment in MMRM model: medication at baseline (MAO-Bi vs L-DOPA), H&Y stage (1 vs 22), DaT-SPECT putamen ipsilateral, age (<60 vs 260), sex (male vs female), MDS-UPDRS Part III.
BL, baseline; DaT-SPECT, dopamine transporter imaging with single-photon emission computed tomography; H&Y, Hoehn & Yahr; L-DOPA, levodopa; MAO-Bi, monoamine oxidase type B inhibitor; MDS-UPDRS, Movement Disorder Society-sponsored
revision of the Unified Parkinson’s Disease Rating Scale; MMRM, Mixed Model for Repeated Measures; OLE, open-label extension.



PARAISO builds on learnings from the PADOVA trial

Global Phase lll study will randomise ~900 participants across 18 locations

Screening Double-blind treatment OLE or safety follow-up

Prasinezumab IV Q4W
Early-stage PD on
stable L-DOPA
Placebo IV Q4W

< 5

Prasinezumab

IV Q4W

AN

5
» < »

A

104 weeks minimum treatment duration

Primary endpoint Time to confirmed motor progression (MDS-UPDRS Part Ill OFF*)

The mentioned compounds and their use are investigational and have not yet received regulatory approval in any country.

*Practically defined OFF-medication state (212 hours since the last dose of L-DOPA).

1V, intravenous; L-DOPA, levodopa; MDS-UPDRS, Movement Disorder Society-sponsored revision of the Unified Parkinson’s Disease Rating Scale; OLE, open-label extension; PD, Parkinson’s disease; Q4W, every 4 weeks.
ClinicalTrials.gov. NCT07174310. PARAISO Phase lll clinical trial. Available at: https://clinicaltrials.gov/study/NCT0717431Q (last accessed 29 January 2026).

A 4
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https://clinicaltrials.gov/study/NCT07174310

PARAISO: global study now recruiting

Global Phase lil study will randomise ~900 participants across 18 locations

Austria, Denmark,
the Netherlands,

France,
! & “, Germany,
Italy,
Portugal,
Spain,
UK

[

ClinicalTrials.gov. NCT07174310. PARAISO Phase lll clinical trial. Available at: https://clinicaltrials.gov/study/NCT0717431Q (last accessed 29 January 2026).

LI South Korea

{

Taiwan

20


https://clinicaltrials.gov/study/NCT07174310

Summary

Prasinezumab demonstrates potential to delay
Parkinson’s progression

2 Delayed motor progression on top of effective symptomatic therapy
2 First biomarker evidence of impact underlying disease pathology

2 Clinical signal maintained through 6-month open-label extension

2 Favourable safety and tolerability profile confirmed
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Phase Ill PARAISO trial underway, optimised by PADOVA insights
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