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Overview of U.S. POINTER
Primary 

Objective

Compare the effects 
of two multidomain 
lifestyle interventions 
on global cognitive 
function in 2000 
older adults at
risk for cognitive 
decline and dementia

Study Design, Participants & Interventions 

2-year RCT; enrolled diverse cohort of 2,111 cognitively healthy 
older adults at risk for cognitive decline due to lifestyle, health, 
and demographic factors; clinic assessments at baseline and 
every 6 months; randomized to one of two interventions



Primary Outcome: 

Global 
Cognitive 

Composite 

Memory

• Free & Cued Selective Reminding 
Test (immediate & delayed recall)

• Story Recall (immediate, delayed)
• Visual Paired Associates 

(immediate, delayed recall)

Processing Speed

• Trails A (time) 
• Digit Symbol 

Substitution Test

Executive Function

• Number Span Backward
• Number Sequencing 

(alphanumeric 
sequencing)

• Word Fluency (letter, 
category)

• Trails B (time)
Constructed from equally weighted 

cognitive domain composites

Individual test scores converted to z-scores 
using the baseline mean and SD  

Composite score: mean of individual test  
z-scores, renormalized to SD of 1 at baseline 



• Intent to treat: all data from all participants analyzed according to group assignment

• Mixed-effects model for repeated measures, using restricted maximum likelihood with 
an unstructured covariance 

• Independent variables: participant, intervention assignment, time (continuous by 
assessment visit: 0, 0.5, 1.0, 1.5, 2.0 years)

• Covariates: site (stratification factor), baseline age, test version (if >1 version used), 
number of prior assessments (to control for practice effects), prior assessments x age

• Two-tailed type 1 error: 0.05

• Intervention x time tested whether covariate-adjusted slopes differed between groups

• Missing data assumed missing at random; inverse probability weighting used to assess 
impact of missing data

Primary Analysis – Statistical Model



CONSORT



Primary Outcome: Global Cognitive Composite
mean rate of change per year (slope)

Structured: 0.243 SD per year
 (95% CI, 0.227 - 0.258)

Self-Guided: 0.213 SD per year 
 (95% CI, 0.198 - 0.229)

Adjusted group difference
 0.029 SD per year
 (95% CI, 0.008 - 0.050)

Post-hoc analyses evaluated sensitivity of results 
to model assumptions; slope-based model was 
more conservative relative to other models tested 
(e.g., area between the curves, P = 0.0002)



Favors Self-Guided Favors Structured
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U.S. POINTER at Baseline:  -0.064 SD per year
(cross-sectional)

English Longitudinal Study of Aging: -0.037 SD per year

Females Males

Paola Zaninotto et al. J Epidemiol Community Health 2018;72:685-694

How does global cognitive function decline with age when 
there is no lifestyle intervention?

Assessing Clinical Relevance



Other Data to Address Relevance & 
Durability of Intervention Effects

• Cogstate subtests and Digital Clock Test to expand 
domain composites

• Cogstate C3 battery
• BrainHQ Assessment
• Clinical Dementia Rating Scale
• Instrumental Activities of Daily Living
• Everyday Cognition Scales
• Cognitive Change Index
• Frailty Index

• Blood biomarkers

• Adjudicated cognitive status (MCI, dementia) at 
baseline and follow-up

• Ongoing 4-year extended follow-up (no intervention) 
with annual assessments

Assessing Clinical Relevance

Extra Cognitive Benefit of the 
Structured Intervention? 

• Based on modeling of expected annual aging-
related cognitive decline, we estimate that – 
relative to the Self-guided group – participants 
in the Structured group performed at a level 
comparable to adults 1 to 2 years younger in 
age. 

• A 2-year lifestyle intervention that slows or 
offsets decline by 1 to 2 years may have a 
meaningful downstream impact on multiple 
levels. 



NIA-Funded Ancillary Studies

Intervention Results to be reported at CTAD, December 3, 2025, San Diego, CA



Kivipelto, Mangialasche et al. World-Wide FINGERS Network: A Global Approach to Risk Reduction and Prevention of Dementia (Alzheimer’s Dement, July 6, 2020)

71 countries (90 teams) participating, planning or have completed multi-domain 
non-pharmacological risk modification intervention trials  20,000+ participants



U.S. POINTER: Public Health Implications
Generalizability of POINTER

68 years old, 68% female 31% from ethnoracial 
minorized groups, 30% without a college 
degree, CVD metrics are borderline high, 79% 
have family history of memory loss, 30% ApoE4 
carriers 

In the US:  at least 35% of older adults do not 
meet physical activity guidelines, 81% consume 
suboptimal diets, and 55% meet criteria for 
metabolic syndrome (>3 CVD risks). 

 Highlight prevalence of eligibility-targeted 
characteristics in the U.S. population. 

Feasibility of POINTER Interventions

• Intervention delivered in the community
• Access to trained and experienced 

personnel for guidance and support
• Access to peer support groups
• Access to resources to support 

behavior change
• Implications for cost-effectiveness, 

feasibility, and sustainability



Summary & Conclusions

• Cohort:  We successfully recruited and enrolled a diverse and largely representative 
older adult population enriched for risk of cognitive decline – and with room 
intervention-related improvement

• Interventions:  Our interventions were adopted and sustained by participants, and 
successfully delivered using community partners and resources – provides solid 
foundation for feasibility, sustainability, and therefore  implementation

• Results:  Both intervention groups improved, but the Structured intervention led to a 
significantly greater benefit.  This extra benefit for the Structured group was 
consistent across several key subgroups. 

• Next Steps: Extensive biomarker and ancillary study data still to be examined.  
Ongoing 4-year observational extension allows assessment of durability of 
intervention effects.  Work beginning to implement into clinical care. 



Available at jama.com Scan to read the article
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