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Background
• In Alzheimer’s disease (AD), APOEe4 is associated with worse cognition for females. 
• APOEe4 impacts phenotype of Lewy body (LB) disease (LBD) through both direct 

and indirect AD pathology-related mechanisms. 
• As clinical correlations of AD and LB pathologies differ by sex, APOEe4 effect on 

clinical profile may differ by sex in LBD in relation to these pathologies. 

Objective: Assess whether AD or LB pathologies mediate the association between 
APOEe4 and clinical profile differently for females and males with LB pathology

Results
• APOEe4 was associated with lower likelihood of parkinsonism and higher 

likelihood of memory decline, delusions, clinical AD diagnosis for females; lower 
likelihood of gait changes, bradykinesia, clinical LBD diagnosis and higher 
likelihood of orientation, language decline, clinical AD diagnosis for males. 

• For females, APOEe4 association with clinical AD diagnosis was partially 
mediated by AD pathology. For males, APOEe4 associations with bradykinesia, 
language, clinical diagnoses were mediated by AD pathology. 

• LB pathology was not a significant mediator. 

Conclusions
• For people with LB pathology, APOEe4 can have sex-specific effects on 

clinical profile mediated by AD pathology. 
• Sex differences should be considered to improve the determination of 

genetic and pathology targets for risk and treatments in LBD. 

Methods
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• Parallel mediation models with 
nonparametric bootstrapping 
(1000 iterations) including age at 
last visit as covariate to assess 
whether APOEe4 effect on clinical 
outcomes at last visit is mediated 
by LB or AD pathology (ADNC).

• False discovery rate used for 
multiple comparisons.

• 178 females, 293 males with LB pathology and 
no other neurodegenerative pathology from 
National Alzheimer’s Coordinating Center

• Compared to 
males, APOEe4 
association 
with higher 
likelihood for 
clinical AD 
diagnosis was 
stronger; 
clinical LBD 
diagnosis was 
weaker for 
females. 
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