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= Axonal degeneration (also known as Wallerian degeneration) has been 1. Preliminary Efficacy Screen in Disease-Relevant Cell Line 2. Dose Response Studies = Stable knockdown of calpain-2 protein was also achieved with AMX0114
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neurodegenerative diseases?? FIGURE 2. AMX0114 POTENCY SCREEN The highest relative knockdown of calpain-2 protein was 51% on
FIGURE 1A. TOP 15 ASO CANDIDATES REDUCED CAPN2 mRNA Day 14, and knockdown remained stable from Day 7 through
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— The role of calpain-2 in cleaving neurofilament, a broadly researched
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biomarker in ALS2 0.5 — b = AMX0114 reduced CAPN2 mRNA levels in iPSC-derived human motor
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AMXQ114, an antisense oligonucleotide (ASO) targeting the gene encoding . 111 1111 1111 3. Kinetic Profiling Assays = These findings will inform future in vivo dosing protocols in
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) ASO screening candidate Votor Neurons = AMXO0114 is an investigational agent not approved for use
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" Cytotoxicity was assessed by Hoechst (5 ug/mL) staining and imaging G 30 71 77 15 36 35 37 5 6 16 67 64 66 80 (48 hours after delivery) with a slight decrease over time to 77% on
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= Levels of CAPN2 mRNA and calpain-2 protein were compared with a D3 D7 D10 D14 D21 DO D3 D7 DI0 D14 D21
negative control ASO treatment at each time point Day After ASO Removal
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