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Early life, Midlife, and Late life Modifiable Factors for Dementia
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Early Childhood Experiences are Associated with
Cognitive Decline

Covariate-adjusted % Slower Faster N=5371 1
Source (95% CI) cognitive decline ' cognitive decline 40% men’ 23% Black
%Tﬂm 02 (12.1t0-6.4) . Median cognitive decline: -0.33 SDs
Midlife nSEP -0.6 (-3.8t0 2.6) =
Tertiles Anlc
Childhood nSEP
Low 0 [Reference] ] t
Intermediate  -9.4 (-14.7 to -4.1) =
High =17.7(-24.1t0-11.3) - -
Midlife nSEP
Low 0 [Reference] L] Jq'
Intermediate -1.9(-7.6t0 3.9) = ‘
High -1.8(-8.6t0 5.0) 2
-25 -20 -15 10 5 0 5
Covariate-adjusted % (95% CI)

47-70 years 52-75 years 66-90 years 71-94 years 72-95years
Visit 2 Visit 4 Visit 5 Visit 6 Visit 7
Childhood nSEP Midlife nSEP ’96-'98 ‘1113 ’16-'17 ’18-’19
At age 10 years At ~50 years

Cognitive Decline from 50 to 90 years of age (n=5,711)

Kucharska-Newton,..., Palta. 2023 JAMA Netw Open



Early Life Factors and their Role in Cardiometabolic
Disease Risk
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Early life, Midlife, and Late life Modifiable Factors for Dementia
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Blood Pressure
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Mixed Dementia Etiologies and Vascular Contributions
to Cognitive Impairment and Dementia (VCID)
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Using Cardiovascular Cohorts to Link Early and Midlife

Exposures for Dementia
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Midlife Vascular Risk Factors as a Key Pathway from
Earlv Life Exposures to Dementia
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Early Life Exposures, Dementia Risk, and Mediation
by Midlife Vascular Risk Factors (VRFs) ARIC

Mediators

Systolic Blood Pressure % Mediation by VRFs only ranged from ~10-26%
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Cardiovascular Health in Mid- to Late-Life

as a Point of Intervention on Past Exposures SmNT

Systolic Blood Pressure Intervention Trial
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Table 2. Incidence of Probable Dementia and Mild Cognitive Impairment by Treatment Group

Treatment Group

Mean Age: 68 years Intensive <120 mmHg Standard <140 mmHg
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Qutcomes Qutcome/Person-Years Person-Years QOutcome/Person-Years Person-Years Hazard Ratio (95% CI)* P Value
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Even earlier interventions are critical!
But few have done so...
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What do we still need to know?

* Timing and duration of early life disadvantage
* Gestational period

* Role of midlife vascular risk factors independently and in combination
(i.e., risk score)

* Current mediation analyses are limited to few SES measures
(e.g., education, income)

* Moderating role of contextual risk and resilience factors
* Relationships, community, social support, and other psychosocial impacts

* Associations of early and midlife exposures on dementia subtypes and
underlying pathology (i.e., imaging and blood-based biomarkers)



Current Challenges in Cardiovascular Cohort
Studies of Dementia

* Limited measures of early life disadvantage

* Potential mismeasurement of relevant modifiable midlife risk factors
(e.g., physical activity, occupational exposures, social support)

e Secular trends in cardiometabolic conditions and other comorbidities
(i.e., COVID-19) require careful consideration

* Limited racial/ethnic and geographic diversity



Recommendations and Conclusions

* Utilize extant cohorts linked with relevant data resources to better
characterize early life disadvantage (e.g., Census linkage)

* Cross-cohort harmonization to enhance racial/ethnic and geographic
diversity

* Integrated lifecourse approach through synthetic cohorts to address age
gaps in individual cohort studies

e Culturally tailored individual and multilevel interventions for
cardiovascular health in children and adolescents
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