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Abstract

Background:Recent studies suggest that lifestyle changes (physical exercise,Mediter-

ranean diet adherence, cognitive stimulation, vascular risk management) may protect

against cognitive decline and reduce AD pathophysiology. The U.S. Study to Protect

Brain Health Through Lifestyle Intervention to Reduce Risk (U.S. POINTER) is a 2-

year randomized controlled trial to evaluate whether lifestyle interventions can pro-

tect cognitive function in older adults (60-79 years)who are at increased risk for cogni-

tive impairment anddementia. ThePOINTER Imaging ancillary studywill assess effects

of the POINTER lifestyle interventions on neuroimaging biomarkers of AD and cere-

brovascular pathophysiology, and whether baseline neuroimaging measures predict

cognitive responses to the interventions.

Method: The POINTER Imaging ancillary study aims to enroll 1250 participants from

the five U.S. POINTER sites. Ancillary study participants will undergo PET imaging

(Baseline, Month 24) to measure Aβ ([18F]Florbetaben) and tau ([18F]MK-6240) bur-

den, andMRI (Baseline,Months 12&24) tomeasure brainmorphometry, whitematter

(WM)hyperintensities andmicrostructure, and cerebral blood flow.U.S. POINTERpro-

vides standardized cognitive, clinical, genetic (e.g. APOE), and lifestyle activity assess-

ments, and demographics for integration with neuroimaging data.

Result: The study design and methods for the POINTER Imaging ancillary study will

be presented. The study will examine whether: (1) neuroimaging biomarkers at base-

line (Aβ, tau, hippocampal volume, WM hyperintensities) predict intervention-related

cognitive changes and (2) biomarker outcomes are differentially modified by partici-

pation in lifestyle interventions. It will also examine changes in exploratory biomark-

ers (tensor-basedmorphometry,microstructural integrity,microbleeds, cerebral blood

flow).

Conclusion: The POINTER Imaging study aims to address gaps in our understand-

ing of how a variety of lifestyle practices (diet, exercise, cognitive stimulation and

vascular risk management) influence brain health. In particular, the study will deter-
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mine whether imaging measurements of AD and cerebrovascular pathophysiology are

amenable to improvement with the POINTER lifestyle interventions. It also aims to

determine pathological profiles of individuals who benefit most from such interven-

tions.


