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Inhibition de la glucosylcéramide synthase pour une thérapie par
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MODIFY and MODIFY-OLE Phase 3 studies
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A multicenter, double-blind, randomized, placebo controlled, parallel-group phase 3 study to determine the
efficacy and safety of lucerastat oral monotherapy in adult patients with Fabry disease
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Développement de la thérapie par reduction de substrat
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Venglustat, an orally administered glucosylceramide synthase inhibitor: :l
Assessment over 3 years in adult males with classic Fabry disease in an —

open-label phase 2 study and its extension study
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Study Week
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Percent change from baseline in TKV (LS
mean +/- SE)

Number*
Placebo 78 73 67 47
Venglustat 8 mg 74 71 69 48
Venglustat 15mg 79 75 72 44
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Safety and efficacy of venglustat in GBA1-associated x ®

Parkinson’s disease: an international, multicentre,
double-blind, randomised, placebo-controlled, phase 2 trial
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Summary
Bxckgroun Varians in e GEAT gene which encoles Itosomal acid hcocersbrosiate,are among the mont st 3 41
common genetic risk factors for Parkinson's disease and are associated with faster disease progression. The  secommentape et
mechanisms involved are unresolved but might m:ludz accumulation of glucosyceramide. Venglustat is mm [r————
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CARuiac AssessmenT in Fabry Patients on Venglus
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Continue or start approved Fabry therapy
(Fabrazyme, Replagal, Galafold) (N = 45)

Open label extension

Fabrazyme, Replagal, Galafold (20-40% per therapy) Venglustat (N = 90
Venglustat (N = 45) I ] 18 months

Randomization

Randomization

Primary endpoint: Slope of left ventricular mass index (LVMI) on MRI in
venglustat vs. standard therapy (non-inferiority)

Secondary:
= eGFR slope
= LVVMI slope (superiority)
= T1 relaxation time (MRI)
= Global longitudinal strain (ECHO)
= Safety
= Pharmacokinetics
= Fabry symptoms (swelling, tiredness)

Exploratory:
= PRO endpoints, composite clinical events associated with FD, hs-TNT,
pro-NT BNP, plasma GL-3 and lyso-GL3, FASTEX

Double blind period (12 months) Open label extension period
Placebo (n =57)
Venglustat (n = 114
I >\ glustat (n = 114)
Venglustat (n = 57) /—--
At least 12 months, until CSEOTD
— CSEOTD*

Primary endpoint:

Percent change from baseline in the most bothersome symptom selected by
participant between three Fabry Disease Patient-Reported Outcome (FD-PRO)2
items (neuropathic pain in upper extremities, neuropathic pain in lower extremities
or abdominal pain)

Secondary:

Biomarkers (plasma lyso-GL-3)

Frequency of rescue pain medication use

Other Fabry symptoms (diarrhea, tiredness)

Proportion of responders in most bothersome symptom (response defined as >30%
decrease from baseline)

Safety

Pharmacokinetics

Exploratory:

Additional PRO endpoints; eGFR; urine ACR and PCR; plasma and urine Gb3;
medical resource use




