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The Alzheimer’s Tau Platform (ATP): a Phase 2, combination
amyloid and tau therapy clinical trial for early AD
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Abstract

Background: Anti-amyloid immunotherapies modestly slow disease progression in

early symptomatic AD; addition of other therapeutic modalities may be necessary to

achieve larger treatment effects. Therapies that directly target tau can potentially

produce substantial clinical benefit because the accumulation of insoluble tau protein

is strongly correlated with the progression of AD. Which tau therapies are likely to be

efficacious, whether or not to combine them with anti-amyloid therapies, and which

individuals are most likely to benefit are important unresolved questions that would

requiremultiple parallel design trials to answer. Platform (umbrella) trials testmultiple

therapies in the same trial, allowing for substantial savings in time, cost and participant

burden.

Method:ATP is a newNIH-fundedPhase 2 clinical trial platform thatwill be conducted

as part of the AD Clinical Trials Consortium (ACTC) in partnership with industry and

philanthropic groups. The goal is to investigate the effects of tau therapies on the

biological hallmarks of AD including insoluble and soluble tau species, amyloid and

other biomarkers of neurodegeneration. ATP will initially evaluate two tau therapies

alone or in combination with an anti-amyloid therapy. 900 participants with late

preclinical or early prodromal AD (CDR0 or 0.5) will be randomized to six arms for two

years of blinded treatment, followed by an optional open label extension (Figure 1). At

least 20 percent of participants will be from underrepresented groups. The primary

endpoint is 18FMK6240 tau PET, with key secondary endpoints including plasma P-tau

and MTBR243-tau, amyloid PET and clinical assessments (CDR-SB, PACC5). Inclusion

criteria are based on plasmaP-tau217, clinical status and regional 18FMK6240uptake.

Result: Two tau therapies and an anti-amyloid therapy have been chosen for inclusion

in ATP and startup is underway. The final design, choice of therapies and design as well
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as plans for inclusion of additional tau therapies after the trial begins and other details

will be presented.

Conclusion: The ATP is a six arm factorial design platform trial that is planned to

begin in late 2024 or early 2025 that will support efficient development of tau and

combination therapies for early, sporadic AD.
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