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Introduction Study Demographics and Baseline Characteristics

= FSHD is a relentless, variably progressive disease leading to accumulation
of disability over decades

= FSHD initially affects facial and scapular muscles, eventually progressing
to the arms, trunk and legs

= Muscle pathology leads to accumulation of disability
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Demographics
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Results

A total of 108 subjects with FSHD1 have been exposed to losmapimod

In FSHD, DUX4 aberrant expression OLS
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Study Disposition

= Fulcrum is developing losmapimod, an investigational small molecule inhibitor of p38a/f3 Compieted Lot S o) AT LIS 'a;al égm = Egréga;al
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Phase 1 Study (FIS-001-2018)

N=15 FSHD1 Patients; Double Blind; 2:2:1 Randomization; Placebo Controlled; Repeated Dose

*Participants that started OLE after Week 24; ** Participants that started OLE after Week 48.
Final analysis data from FIS-001-2018 Parts B,C (12May2020); Week 108 analysis data from OLS (04Feb2022); Week 96 analysis data from ReDUX4 (20Jan2022).
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Open-Label Study (OLS): Phase 2 Open-Label Single-Center, 52-Week Study
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*Participants that started OLE after Week 24; ** Participants that started OLE after Week 48

* Most adverse events (AEs) observed during the studies were considered mild to moderate in

severity.
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Al Losmapimod tablet 15 mg twice per day (N=14) (N=12) « The most common AEs were eczema, dry skin, alanine aminotransferase (ALT) increase, rash,
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due to COVID-19 infection.
« There were no reported drug related SAEs, deaths, discontinuations due to AEs, or clinically
significant changes in vital signs, clinical laboratory results, or ECG parameters.

ReDUX4: Phase 2 Randomized Placebo-Controlled, 48-Week, Multi-site Study
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benefit-risk assessment of losmapimod, and are supportive of continued development
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= Ricci score 2-4* = Contraindication to MRI
= STIR+ muscle, as determined by a central = Contraindication to muscle biopsy * Rojas LA, Valentine E, Accorsi A, et al. P38a Regulates Expression of DUX4 in a Model of

reader, safely accessible by needle biopsy
*Ph1 study included CSS 1-4.5

Facioscapulohumeral Muscular Dystrophy. 2019. doi:https://doi.org/10.1101/700195






