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BACKGROUND

= Axonal degeneration has been increasingly recognized as a key early contributor to the clinical presentation and pathogenesis of amyotrophic lateral sclerosis (ALS)*3
= Activation of the calcium-dependent protease calpain-2 is proposed as 1 of the critical effectors of axonal degeneration3

= Calpain-2 has been implicated in the pathogenesis of ALS based on:

— Findings of elevated calpain-2 messenger RNA (mRNA) in muscle samples* and calpain-specific TAR DNA binding protein 43 cleavage product concentrations in postmortem spinal cord samples®
from people living with ALS

— Therapeutic benefit of calpain-2 activity modulation in animal models of ALS®
— The role of calpain-2 in cleaving neurofilament,3 a broadly researched biomarker in ALS

= Antisense oligonucleotides (ASOs) are small nucleic acid sequences (10-50 base pairs) that can bind directly to target mRNA prior to/during translation’
— ASOs have been approved for the treatment of >10 conditions and have been tested in both animal models and clinical trials for the treatment of ALS

= Based on evidence supporting a potential benefit of calpain-2 modulation in ALS and other neurodegenerative diseases, Amylyx Pharmaceuticals developed ASOs aimed at targeting
the gene encoding calpain-2 (CAPN2)

OBJECTIVES

= To evaluate ASOs targeting CAPN2 and quantitatively assess their capacity to inhibit CAPN2 mRNA expression and calpain-2 protein expression
= To establish a kinetic profile of the most potent ASO candidates, quantifying stability and duration of mRNA and protein knockdown
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