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NF-kB Inhibition and Edasalonexent Mechanism of Action

Activation of NF-kB in Duchenne Muscular Dystrophy
Is a Key Factor in Disease Progression

Inhibition of NF-kB Slowed Disease

Edasalonexent Inhibits NF-kB, A Key Driver of Muscle Disease in DMD Progression in Preclinical Models of DMD

No Dystrophin + Mechanical Stress » Edasalonexent is a Unique Molecule Delivering

Salicylic Acid and DHA into Cells by using SMART
Linker Technology

Genetic disruption of NF- kB slowed
disease progression in mdx mice

»  mdx/p65+/- mice with 50%

Pharmacological inhibition of NF-kB also slowed
disease progression in animal models of DMD

» Edasalonexent is an
orally-administered OH
» Oral administration of edasalonexent analog (CAT-1041) reduced muscle
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reduction in NF-kB activity inflammation and improved function in mdx mice and GRMD dog
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Study Design and Capsule Swallowing Ability

Design of MoveDMD®, a Phase 1/2 Trial with Open-Label Extension

» Study Objectives
- Safety and PKin pediatric patients with DMD
- Proof of concept using MRI to assess changes in muscle health

Experience with Edasalonexent Demonstrates Ability of 4 to 7-year-old Boys with DMD to
Take Soft-gel Capsules in Clinical Trials

» As part of the eligibility criteria, Phase 2 MoveDMD trial required boys to demonstrate ability to swallow at least one capsule
size in order to meet eligibility

Yin, et al. Muscle & Nerve 2017 56:759-767

Phase 2 Safety Experience

Hammers, et al. JCl Insight 2016 1(21): e90341

In Phase 2 MoveDMD Trial and Open-Label Extension:
Safety: Edasalonexent was Well-Tolerated

» Well tolerated for
up to 150 weeks

Treatment-Related Adverse Events >5%

Mean + SEM

Edasalonexent Overall
(N=31)

. » Majority of adverse events System Organ Class/ Preferred Term n %
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- Long-term safety and effects on age-appropriate functional measures to enable design of Phase 3 study * Inthe Phase 2 MoveDMD trial, 97% of boys screened were able to swallow capsules mild in nature . )
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- Phase 1: 1-week open-label to assess safety and PK, with initial assessments of function and MRI (one on placebo)
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» Prespecified Analysis Plan » Compliance was high (-98%) Faeces soft 2(6:5%)
- 12-week placebo controlled period evaluated MRI T2, North Star Ambulatory Assessment, timed-function tests, and safety \é\gtmz cgljﬁ:genr:muatlons due to Metabolism and nutrition disorders
- Additional comparison of rates of change during off-treatment control period versus on edasalonexent treatment P Decreased appetite 4(12.9%)

Phase 2 Safety Experience Phase 2 Bone Health and Growth Curves

In Phase 2 MoveDMD Trial and Open-Label Extension:
Safety: Edasalonexent was Well-Tolerated

In Phase 2 MoveDMD Trial and Open-Label Extension:

Potential for Bone Preservation with Edasalonexent Safety: Growth Continues as Expected Compared to Standard Growth Charts

v

Boys on edasalonexent grew similarly to growth curves for unaffected boys up to 150 weeks
- Weight increased by an average of 4.5 Ibs/year
- Height increased by an average of 1.9 inches/year

» There was no evidence of adrenal insufficiency for up to 150 weeks, with no clinically significant changes in

» Unlike glucocorticoids (GC), edasalonexent treatment
either cortisol or ACTH

in a mdx mouse model preserves bone length
and bone density
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Pituitary gland —  ACTH Production —> Adrenal Gland —  Cortisol Production BMI is typically elevated in these boys and on edasalonexent treatment, BMI trended down
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» In MoveDMD, fracture incidence was 3.2%/year with

Duration Edasalonexent Treatment neither long bone nor minimal trauma fractures

Duration Edasalonexent Treatment Duration Edasalonexent Treatment

***% P<0.0001 vs mdx control

Box plot error bars indicate range of values

Box plot error bars indicate range of results Comparison with CDC growth charts: https://www.cdc.gov/growthcharts/clinical_charts.htm
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Phase 2 Functional and MRI T2 Results Phase 2 MoveDMD Trial Supports Phase 3 Trial Design
In Phase 2 MoveDMD Trial and Open-Label Extension: \‘/'»“ In Phase 2 MoveDMD Trial and Open-Label Extension: \‘/'»“
Edasalonexent Demonstrated Clinically Meaningful Slowing of Disease ) OV Edasalonexent Improved Rate of Change of MRI T2 ) OV Phase 2 MoveDMD Trial Supports Phase 3 Trial Design

Progression Compared to Off-Treatment Period Compared to Off-Treatment Control Period

North Star Ambulatory Assessment 4| 4stair Climb MRI T2: Composite of 5 Lower Leg Muscles » MRI T2 is tightly correlated with fat fraction and » The global PolarisDMD trial is fully enrolled across all 8 countries where the trial is active
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Conclusion and Acknowledgements
Conclusion Acknowledgements
» In the Phase 2 MoveDMD trial, treatment with edasalonexent was well-tolerated and » Patients and families ®

associated with favorable growth patterns without negative impact on bone health or adrenal
function.
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Patient groups
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» Edasalonexent has the potential to be disease-modifying in DMD patients and in this Phase 2 ImagingDMD staff

trial did not have the adverse effects associated with high-dose steroids.
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Site staff

» An ongoing Phase 3 trial of edasalonexent, PolarisDMD, is fully enrolled and is further

assessing safety and efficacy in young boys with DMD. Catabasis team
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