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The Geroscience Hypothesis
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Geroprotection for Healthspan Extension 

Morbidity/ Disability

HealthspanOpportunity for geroprotective intervention 
to prevent disease  extend healthspan

H
ea

lth
 

Midlife Late Life 



4

A DNAm biomarker of Pace of Aging: DunedinPACE

Dunedin Birth Cohort Follow-up

Blood DNAm at age 45

Elastic-net 
Regression

DunedinPACE
AG032282 (Moffitt)

• Developed from analysis of 
Dunedin Study birth cohort 

• Within-person change in 19 
biomarkers

• Follow-up from age 26-45 across 
4 measurements

Fig. Elliott et al. 2022 Nat Aging
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Belsky et al. 2022 eLife
Sugden et al. 2022 Neurology

A DNAm biomarker of Pace of Aging: DunedinPACE

Consistent prediction of disease, disability, and mortality

https://elifesciences.org/articles/73420
https://n.neurology.org/content/early/2022/07/06/WNL.0000000000200898
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What is the role of biological aging in ADRD?

Sugden et al. 2022 Neurology

https://n.neurology.org/content/early/2022/07/06/WNL.0000000000200898
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Biological aging predicts preclinical cognitive changes in ADRD

Savin et al, 2024 Alzheimer’s & Dementia
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Biological aging acts upon cognition through multiple paths

DunedinPACE

Preclinical Change

Dementia

A=-0.96*** B=-0.55***

C=1.47***

%M=23.5***

Total Effect=1.69***

Savin et al, 2024 Alzheimer’s & Dementia
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The Greying of HIV

Presenter Notes
Presentation Notes
To study these relationships, we collaborated with members of WISDOM WINGS to harmonize data from 39 studies conducted by the HNRC and 5 satellite sites in the U.S.
224 American Indian/Alaska Native participants were identified and then matched by study to 224 randomly selected Non-Latinx White participants
Cross-sectional data were then abstracted from the respective study’s baseline visit
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Postulated cause of ADRD in 
HIV

One possible explanation for the co-
occurring nature of ADRD in HIV is 
accelerated biological aging, wherein 
molecular changes contribute to the 
progressive loss of system integrity and 
resilience capacity that in turn cause aging-
associated conditions and multimorbidity 
(e.g., AD in HIV)

ADRD?

Presenter Notes
Presentation Notes
To study these relationships, we collaborated with members of WISDOM WINGS to harmonize data from 39 studies conducted by the HNRC and 5 satellite sites in the U.S.
224 American Indian/Alaska Native participants were identified and then matched by study to 224 randomly selected Non-Latinx White participants
Cross-sectional data were then abstracted from the respective study’s baseline visit
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HIV Status Informs Pace of Biological Aging

Presenter Notes
Presentation Notes
To study these relationships, we collaborated with members of WISDOM WINGS to harmonize data from 39 studies conducted by the HNRC and 5 satellite sites in the U.S.
224 American Indian/Alaska Native participants were identified and then matched by study to 224 randomly selected Non-Latinx White participants
Cross-sectional data were then abstracted from the respective study’s baseline visit



12

Changes in Pace of Aging Coincides with Cognitive 
Decline

Figure 3: Older biological age coincides with faster cognitive decline

Presenter Notes
Presentation Notes
To study these relationships, we collaborated with members of WISDOM WINGS to harmonize data from 39 studies conducted by the HNRC and 5 satellite sites in the U.S.
224 American Indian/Alaska Native participants were identified and then matched by study to 224 randomly selected Non-Latinx White participants
Cross-sectional data were then abstracted from the respective study’s baseline visit
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Biological aging acts upon cognition through multiple paths
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