AS-202, a 5-10-5 MOE gapmer targeting the lipid kinase

PIKFYVE as a treatment for sporadic ALS and FTD
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PATIENT-BASED DRUG DISCOVERY

Pikfyve ASO treatment rescues TDP-43 mice

AS-202 potency and safety (rat, NHP)

Here we present recent safety and efficacy testing data for clinical candidate AS-202, a 5-10-5 MOE gapmer wherein
thirteen of the internucleotide linkages are phosphorothioate diesters and the remaining six linkages are phosphate
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ASO-mediated suppression of PIKFYVE provides an excellent therapeutic index, potentially
far superior to a small molecule approach, as too much reduction in PIKFYVE levels is known
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FNCASO #AS-202 *NCASO wAS-202 AS-202 as a clinical candidate for ALS and FTD.
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Mice transduced with AAV-GR100-GFP displayed significantly fewer spinal motor neurons than AAV-GFP mice, and about
50% of the AAV-GR100-GFP mice treated with a negative control ASO at P4 and P30 died by day 35. In contrast, Pikfyve ASO
treatment at P4 and P30 significantly improved spinal motor neuron counts and extended median survival to beyond day 57.
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