Design of APPlauDS, a Phase 2 Study of Mivelsiran in People with Down Syndrome
and Early-Stage Alzheimer’s Disease
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Takeaways

e Triplication of chromosome 21, the locus of the amyloid-beta precursor protein (APP) gene, and resulting overproduction of APP causes a near-complete risk of Alzheimer’s disease (AD) in people with Down syndrome (DS).
o APPIlauDS will investigate the disease-modifying potential of APP reduction with the investigational RNA interference (RNAI) therapeutic mivelsiran in people with early-stage Down syndrome-associated Alzheimer’s disease (DS-AD),
and evaluate whether mivelsiran can slow, halt, or reverse AD progression in people with DS who are not yet experiencing cognitive decline.

Background

Down Syndrome-Associated Alzheimer’s Disease (DS-AD) APPIlauDS is a Phase 2, Global, Multicenter, Randomized, Double-Blind, Placebo-Controlled Study
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e Preclinical studies in induced pluripotent stem cell (iPSC)-derived neurons of people with DS have shown that
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30 days; cell viability measured at 56 days. * p<0.05; ** p<0.01; *** p<0.001.
AB, amyloid-beta; AD, Alzheimer’s disease; AICD, amyloid-beta AD, Alzheimer’s disease; APP, amyloid-beta precursor protein;
precursor protein intracellular domain; APP, amyloid-beta B-CTF, B-C-terminal fragment; CTSD, cathepsin D; DS, Down syndrome;
precursor protein; B-CTF, B-C-terminal fragment. IPSC, induced pluripotent stem cell; siRNA, small interfering RNA.

Randomization of the main cohort will be stratified by amyloid PET at BL (high and low CL values). All endpoints are measured as change from BL to Month 24, with the
exception of safety endpoints, which are measured through Month 36. The primary endpoint will include all participants who received the selected dose of mivelsiran or
placebo in the pooled PK/PD and main cohorts.

AB42, amyloid-beta peptide-42; AE, adverse event; BL, baseline; CL, centiloid; CSF, cerebrospinal fluid; DB, double-blind; DS, Down syndrome;

Mivelsiran Phase 1: Rapid, Robust APP-Lowering with Encouraging Safety” DS-AD, Down syndrome-associated Alzheimer’s disease; ID, intellectual disability; M, month; MCI, mild cognitive impairment; mCRT, modified Cued Recall Test;

: : . - : : - : OLE, open-label extension; PD, pharmacodynamics; PET, positron emission tomography; PK, pharmacokinetics; p-tau217, phosphorylated tau protein at threonine 217;
g _The P_hase 1_ study investigated the safety and tolerability of single and multiple ascending doses of mivelsiran SEN, ey Mo 2 sl iaetk SAEE, sollis A eibE e e
In patients with early-onset AD.

" Tesponses of evidence of crug-related amyloidrelated maging abnormaiites observed. _Enrollment
responses or evidence of drug-related amyloid-related imaging abnormalities observed.

» Marked reductions in cerebrospinal fluid soluble APP3 and A peptides (AB42 and AB40) were observed with e Enrollment will begin in 2026 across ~30 sites worldwide.
single and multiple doses of mivelsiran above 25 mg versus placebo.  Interested investigators and referring physicians may contact clinicaltrials@alnylam.com.
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