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Background Results
* In Alzheimer’s disease (AD), APOEe4 is associated with worse cognition for females. « APOEe4 was associated with lower likelihood of parkinsonism and higher
* APOEe4 impacts phenotype of Lewy body (LB) disease (LBD) through both direct likelihood of memory decline, delusions, clinical AD diagnosis for females; lower
and indirect AD pathology-related mechanisms. likelihood of gait changes, bradykinesia, clinical LBD diagnosis and higher
* As clinical correlations of AD and LB pathologies differ by sex, APOEe4 effect on likelihood of orientation, language decline, clinical AD diagnosis for males.
clinical profile may differ by sex in LBD in relation to these pathologies.
Objective: Assess whether AD or LB pathologies mediate the association between : CoTpared to Clinical AD diagnosis Clinical LB disease diagnosis
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National Alzheimer’s Coordinating Center (1000 iterations) including age at clinical LBD < 021 Lo, /
Females (n=178) Males (n=293) last visit as covariate to assess diagnosis was
Age at last visit 75.52 (11.43) 73.71(10.31) Arf 0.0
Age at death 78.29 (11.06)  76.24 (9.86) whether APOEe4 e_ﬂ_:e_Ct ol C_llmcal weaker for 5 ; 2 7 y z
Years of education * 15.11 (2.86) 16.31(2.92) outcomes at last visit is mediated females. APOEe4 allele count APOEe4 allele count
s  wwusy  0YLBoOrAD pathology (ADNC). SR N .
-1 82 (46.1) 127 (43.3) . False discouery rate used for O For f.emales, APOEe4 aSSOClatlon U)lth Cllnlcal AD dlagn'OSlS U)a'.S partla“g. ) =
e 27 (15.2) 39(13.3) multiple comparisons. mediated bg. Ap pat.hologg. For males, APOEe4 associations with bradykinesia,
e T 6120.8) ‘ language, clinical diagnoses were mediated by AD pathology.
-Amygdala 21(11.8) 18 (6.1) APOEe4 Total effect o Clinical | 8 * LB pathology was not a significant mediator.
-Brainstem 15 (8.4) 36 (12.3) ST outcomes
-Limbic 30(16.9) 43 (14.7)
-Neocortical 65 (36.5) 135 (46.1) Lewy body
NIA-AA Alzheimer’s disease neuropathologic change score (ADNC) * pathology stage Conclusions
-0 4(2.2) 13 (4.4) 1stindirect effect
> =L = APOEed Direct effect Clinical * For people with LB pathology, APOEe4 can have sex-specific effects on
= = count outcomes o« o . -
-3 133 (74.7) 181(61.8) i clinical profile mediated by AD pathology.
Clinical diagnosis of Lewy body disease * 36 (20.2) 108 (36.9) 2""indirect effect . . . . .
Clinical diagnosis of Alzheimer's disease 137 (77) 196 (66.9) TEre * Sex differences should be considered to improve the determination of
Variables are reported as mean (standard deviation) or count (percentage). pathology (ADNC) H H .
Statistical significance marked with * for false discovery rate-adjusted g<.05. genetlc and’ patho"ogg targets for rISk and’ treatments in LBD'
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