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Abstract

Background: Social inequalities are key health determinants shaping Alzheimer’s

disease (AD) progression. In dominantly inherited Alzheimer’s disease (DIAD), where

genetic causes are established, the influence of socioeconomic status (SES) on

cognitive and functional outcomes remains underexplored. This study examines how

SES impacts DIAD progression, offering insights into the role of social risk factors in a

genetically defined ADmodel.

Method: Data from 421 participants in the Dominantly Inherited Alzheimer Network

(DIAN) across 10 countries was analyzed, including 158 non-mutation carriers (nMC),

170 asymptomatic mutation carriers (aMC), and 93 symptomatic mutation carriers

(sMC). Using hierarchical linear mixed models, we evaluated the longitudinal effects

of SES, measured by the Hollingshead Social Class Index (SC), on cognition (DIAN

CognitiveComposite) and function (ClinicalDementiaRatingScale SumofBoxes,CDR-

SB).We identified an optimal change point (CP) near estimated years fromonset (EYO)

to detect when mutation carriers diverged from non-carriers. Interactions among SC,

mutation status, time, and proximity to symptomatic onset weremodeled.

Result: Cognitive trajectories revealed a significant four-way interaction (Mutation ×
Time × Baseline EYO × SC, p < 0.020), indicating SES moderates the combined effects

ofmutation status, time, and proximity to onset. Another interaction (Mutation× Time

× CP_EYO_final × SC; p < 0.017) confirmed SES’s role in influencing cognitive decline.

Lower SESwas consistently associated with greater cognitive decline amongmutation

carriers, as verified through simple slopes analyses and Johnson-Neyman intervals (p

<0.05, Figure 1). Analyses of CDR-SB revealed consistent patterns, indicating that SES

similarly affects functional outcomes (Figure 2).
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Conclusion: SES significantly affects cognitive and functional trajectories in DIAD,

highlighting the role of social determinants in disease variability. These findings

suggest social inequalities exacerbate DIAD progression, finding that could be

extrapolated to sporadic AD. Addressing social determinants of health is critical in

genetically defined populations to improve outcomes andmitigate disparities.

 15525279, 2025, S7, D
ow

nloaded from
 https://alz-journals.onlinelibrary.w

iley.com
/doi/10.1002/alz70861_108091 by C

ochraneA
rgentina, W

iley O
nline L

ibrary on [11/09/2026]. See the T
erm

s and C
onditions (https://onlinelibrary.w

iley.com
/term

s-and-conditions) on W
iley O

nline L
ibrary for rules of use; O

A
 articles are governed by the applicable C

reative C
om

m
ons L

icense


	Abstract

