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Introduction
e Pridopidine is an investigational small molecule in clinical development for ALS Activation of the SIR by pridopidine positively influences multiple neuroprotective pathways
and Huntington’s Disease (HD) . Mitochondrial- Caleium
: : : ) : Synaptic :
- |t Is a selective and potent sigma-1 receptor (SIR) agonist A ER Contact'2 Homeostasis!4
e Compelling preclinical evidence demonstrates SIR-mediated neuroprotective c :> g% °0° % g
effects of pridopidine in in vitro and in in vivo models of neurodegeneration - SRR =
e Orally-administered pridopidine 45 mg bid was evaluated in the HEALEY ALS Dendritic *ER Stress!’

Platform Trial Spines# % %
= Within the full study population, no benefit was observed in primary and M < SIR )gg

secondary endpoints as compared to placebo

= |n a subgroup of patients: With. more rapidly progressing disease, definite or Mitochondrial
probable ALS by El Escorial Criteria (EEC) and <18 months from symptom BDNF Trafficking fAutophagys Function'2
onset, pridopidine showed benefits versus placebo in multiple clinical and Secretion'~%?

e The safety and tolerability profile of pridopidine was comparable to placebo

endpoints \\_/’ @
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® Th ese data infOl’m the de$ig N Of an u pcoming g IObaI phase 3 trial Wh|Ch W|” 1. Adapted from Aishwarya et al., Front Physiol. 2021; 12:705575, 2. Naia et al, 2021 Neurotherapeutics 18(2):1017-1038, 3. Wang et al., Autophagy. 2022 4:1-26, 4. Ryskamp et al., Neurobiol
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Post hoc analysis of definite, probable & early (<18 months) subgroup

Pridopidine slows disease progression as measured by ALSFRS-R by 32% at week 24; Pridopidine slows decline in Respiration and Dyspnea as measured by ALSFRS-R
all domains contribute domains through 24 weeks
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ALSFRS-R: Revised Amyotrophic Lateral Sclerosis Functional Rating Scale
Pridopidine demonstrates robust slowing of decline in Articulation and Speaking rate Survival analysis shows potential survival benefit with pridopidine
through 24 weeks Product-Limit Survival Estimates ) )
With Number of Subjects at Risk and 95% Hall-Wellner Bands « Kaplan-Meier curves show separation
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Analysis includes only patients who had recorded speech data (available data only) All p-values are nominal; Cudkowicz, M. AAN Annual meeting, April 6-9, 2025, San Diego, CA

A Phase 3 Global, Randomized, Double-Blind, Placebo-Controlled Study to Evaluate

the Efficacy and Safety of Pridopidine in Participants with ALS Conclusions
48-WEEK DOUBLE BLIND PERIOD 48-WEEK OPEN LABEL EXTENSION e The HEALEY ALS Platform Trial demonstrated
. Age 18 to 80 ) potential benefit of pridopidine on ALS progression in
 Definite of Probable PRIDOPIDINE 45 mg bid PRIDOPIDINE 45 mg bid a subgroup of rapidly progressing patients early in
ALS by EEC + SoC + SoC the disease [Definite or Probable by EEC and Early
<18 mtonths frO{n ( <18 months from symptom onset)] :
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capsule PLACEBO PRIDOPIDINE 45 mg bid — Post hoc survival analysis shows potential
» On stable dose of SoC + SoC + SoC survival benefit
(>4 weeks)
. — . — . — e No new safety signals were identified
« Presence of Primary objective: To evaluate the effect of pridopidine on disease progression in
tracheostom : : . . . .
cermanent Y e ted patients with ALS « A homogenous, rapldly.progressmg populatlon is
ventilation planned to be enrolled in a global, multi-center Phase

« Slow Vital Capacity Secondary endpoints Exploratory 3 trial to determine a therapeutic effect within the

(SVC) <60% limited timeframe of clinical trial
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DM/Q: dextromethorphan/quinidine; DXM: dextromethorphan; SoC - Standard of Care, may include riluzole, edaravone and other ALS medications
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FERRER & PRILENIA are partners in co-development and commercialization of pridopidine for Europe and other select markets* For more information, please contact:
* Middle East and North African Region, the Southern African Region, the Central and South American Region, medinfo@ferrer.com
and the Commonwealth of Independent States Region medinfo@prilenia.com
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