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Takeaways

e The hexadecyl (C16)-small interfering RNA (siRNA) platform offers a new approach for microtubule-associated e MAPT-lowering in the CNS in nonhuman primates (NHPs) after intrathecal (IT) dosing with ALN-5288 led to
protein tau (MAPT)-lowering in the central nervous system (CNS). deep and sustained lowering of tau protein and an encouraging safety and tolerability profile following broad

 Tau-lowering may represent a potential therapeutic strategy for Alzheimer’s disease (AD) and other tauopathies. distribution across the brain.

 ALN-5288 is an investigational therapeutic designed to durably lower MAPT. e Phase 1b, randomized, placebo-controlled study of ALN-5288 is ongoing in patients with AD (NCT07214727).

Background Phase 1b Study of ALN-5288 in Patients with Alzheimer’s Disease (NCT07214727)

e AD is a progressive, life-limiting neurodegenerative disorder associated
with a decline in cognitive function.’

First-in-Human, Global, Randomized, Placebo-Controlled, Ascending Dose Study with Open-Label Extension
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limited efficacy in reducing tau accumulation or clinical decline.*?®
Genetic targeting approaches using tau-lowering siRNAs and antisense

oligonucleotides (ASOs) to modulate both intracellular and extracellular Successful Human Translation of the C16-siRNA Platform in the CNS™
tau have been reported to facilitate clearance of existing tau deposits
in preclinical and clinical studies, suggesting potential for pre- and
post-symptomatic treatment applications.”™™

Durability of C16-siRNA Platform Highlighted by Change in sAPP@3 Over 12 Months
Following a Single Dose of Mivelsiran
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sAPP, soluble amyloid-beta precursor protein; SE, standard error. Data previously presented at AAIC.™
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