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Outline / Objectives

1.Define the need

2.Describe a multi-disciplinary framework to identifying risk factors

3.Discuss gaps and opportunities for research in high-risk groups
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THE NEED: Representativeness & Generalizability
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THE NEED: Population Differences
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Bynum et al. Alzheimer’s Dement, 2024. 20:6755-6764Matthews et al. Alzheimer’s Dement, 2019;15:17-24.



THE NEED: Disease Heterogeneity
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• Traditional risk factors for AD/ADRD do not fully account for 
differences between Latino and non-Latino White adults

– Disproportionate cardiovascular disease (CVD) risk factors1 do not 
fully account for the difference2,3

– APOE genotypes have not shown the same pattern of risk (e4) or 
protection (e2)4

– APOE not related to cognitive decline5 or amyloid load6 in the same 
manner

1Pirzada et al. Curr Atheroscler Rep, 2023. 25(11):785-793; 2Haan et al. JAGS, 2003. 51(2):169-177. 3O’Bryant et al. Alzheimers Demen, 2013. 9(6):622-631. 4Xiao et al. 
Alzheimers Demen, 2023. 19(11):5086-5094; 5Chan et al. JINS, 2023. 29(2):126-135. 6Duara et al. NeuroImage Clin, 2019. 22:101800.



IDENTIFYING RISK FACTORS using a Contextual Framework
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Lamar, Barnes & Marquez, 2023. In J Angel, F Andrade, S Mejia Arango & F Riosmena (Eds) Aging in the Americas. Switzerland: Springer Cham

Socioenvironmental:

Unfair Treatment
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Acculturation in Context: RADC Longitudinal Cohort

Lamar et al. J Gerontol B Psychol Sci Soc Sci, 2021. 76:e129-e139. 

FACTOR 1: 
Acculturation

FACTOR 2: 
SocioEnvirons

FACTOR 3: 
Familism

Unfair Treatment
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X-Axis: Years in the study (0 to 12 increments of 2)

X-Axis: Years in the study (0 to 12 increments of 2)
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Lamar et al. J Gerontol B Psychol Sci Soc Sci, 2021. 76:e129-e139. 9

Acculturation in Context & Cognition: RADC Longitudinal Cohort



Acculturation in Context: HCHS/SOL Visit 1

Lamar et al. under review. 



Acculturation in Context & Cognition: HCHS/SOL Visit 1
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Lamar et al revise and resubmit 

Lamar et al in progress



HIGH RISK GROUPS: Gaps & Opportunities
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Fleischman et al. J Alz Dis, 2023. 95(4):1585-1595.

NINDS Neural Exposome



HIGH RISK GROUPS: Gaps & Opportunities
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Matthews et al. Alzheimer’s Dement, 2019;15:17-24.

By
nu

m
 e

t a
l. 

Al
zh

ei
m

er
’s

 D
em

en
t, 

20
24

. 2
0:

67
55

-6
76

4

GBD 2019 Dementia Forecasting Collaborators The Lancet, 2022;7(2):E105-E125.
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https://www.radc.rush.edu
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EXTRA SLIDES



Acculturation in Context: HCHS/SOL Visit 1

Lamar et al. under review. 



Acculturation in Context: Next Steps @ HCHS/SOL

17

Latent Profiles
Class 1 – high acculturation 
lower neighborhood enclave

Class 2 – middle acculturation 
high neighborhood enclave
Class 3 – low acculturation 
high neighborhood enclave
Class 4 – low acculturation   

low neighborhood health

Lamar et al. in progress. 



Acculturation in Context and SOL-INCA-MRI

18

Latent Profiles
Class 1* – high acculturation 
lower neighborhood enclave

Class 2 – middle acculturation 
high neighborhood enclave
Class 3 – low acculturation 
high neighborhood enclave
Class 4 – low acculturation   

low neighborhood health

*reference group

Lamar et al. in progress. 



Acculturation in Context: RADC Geospatial Additions

19

Latinos participating in 
RADC cohort studies N=385



Acculturation in Context: Conclusions To Date
• Acculturation- and contextually-related factors 

– differentiated from each other
– differentially contributed to level > change in cognitive12

– differentially contributed to change > level of cardiovascular health13

• Negative socioenvironmental contextually-related experiences 
– related to white matter integrity
– may be the most robust white matter associate of the framework14

• Left hemisphere predominance consistent with other studies14

– favored for higher-order social processes
– self-other distinctions and perceived discrimination

20
12Lamar et al. J Gerontol B Psychol Sci Soc Sci, 2021. 76:e129-e139; 13Lamar et al. J Amer Heart Assoc, 2023. 12(6):e027620; 14Fleischman et al. J Alz Dis, 2023. 95(4):1585-
1595. 



Acculturation in Context: HCHS/SOL Conclusions

• Contextually-related factors in a larger, more diverse population
– differentiated from each other
– differentially contributed to levels of cognitive
– showed select dose-response relationships with cardiovascular health

• Individual-level socioenvironmental experiences 
– did not coalesce into a latent factor
– differences in ages and geographies may have contributed

21
Lamar et al. under review. 
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