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Background:

= Alpha-synuclein (a-syn) aggregation is a key pathological driver of several neurodegenerative disorders and a common co-pathology in Alzheimer’s disease where it is associated with
exacerbated cognitive decline

= We aim to discover cell-permeable, orally bioavailable and brain penetrant small molecules that inhibit aggregation and intracellular accumulation of pathological a-syn

Results:

* |[dentified CNS-penetrant, a-syn aggregation inhibitors with nanomolar potency for inhibiting intracellular a-syn aggregate accumulation

= Robust effects observed even in post-seeding treatment paradigms thanks to intracellular targeting

= Reduced seeding-competent a-syn pathology in the Tg hPFF mouse model with significant neuroprotective effects supporting disease-modifying potential

= Shared binding site with PET tracer ACI-12589 supports translational biomarker and clinical development strategies

Halting intracellular a-syn aggregation with nM potency A-syn Morphomer® efficacy retained when treatment begins post-seeding

Non-treated a-syn mAb + 144h ACI-21018 + 144h

ACI-21018 A-syn Morphomers® reduce intracellular
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