Genetic and Hormonal Contributions to Psychosis Symptoms in Alzheimer’s
Disease : A Sex-Stratified Analysis
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Introduction

e Psychosis affects 30-50% of individuals with Alzheimer’s disease (AD),

presenting as delusions and hallucinations, and occurs more frequently in Females Males  Effect Size Significance Effect of Estrogen Hormone Therapy on Psy‘:hos's Outcomes
females. (n=15,354) (n=13,841) 5
e APOE4 is the strongest genetic risk factor for Alzheimer’s disease and Clinical Variables <eliclons | ® 1

influences disease severity.

+ + = - .
Age, years (mean £ SD) 77.10 £9.89  76.77 d=-.035 p <.01 |

e Previous papers support a sex-linked association for psychosis, with female 9.28 Hallucinations I ® | *
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body-related processes. MMSE score (mean % SD) 14 61 li iy '
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Gap #1: The mechanistic link between APOE4 genotype and the emergence of _ e TATHEIETonS ;
psychosis symptoms in AD remains unclear. Years of Education (mean = SD) 14.07 £ 3.48 12-?&* d=.44 p <.001 5
° Estrogep therapy (EHT) has shown r?europro’Fective and antipsychotic APOE4 homozygotes 1735 1683 o =.012 »< .05 Auditory Hallucinations . & | .
properties within the context of schizophrenia. '
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psychosis in AD remains understudied. Presence of Psychosis Symptoms |
Objectives: To examine how APOE4 zygosity and sex interact to affect . o 16.9 12.1 — 0552 < 001 o U daa 0 6 10 2 et
psychosis symptoms in AD, and whether EHT use is associated with a reduced Delusions (NP1 - Q; %o) P P Odds Ratio
risk of psychosis. . _
Hallucinations (NPI-Q; %) 7.2 5.3 ¢=.0350  p=<.001 Figure 4. Effect of EHT on Psychosis Outcomes Among Females
Hypotheses: APOE4 homozygosity will be more strongly linked to _ , , o
relluEmealens fin Fameles, sine) ELT vl feghies Feyehoss prevElenae. Visual hallucinations 5.4 4.3 ¢=.0224  p<.001 Summary. EHT was associated with lower odds of hallucinations (OR = 0.403, p < .05).
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97% of AD patients experience NPS
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5°°'§j:|’"°m'° Aggression (Clinician-rated; %) —=> APOE4 homozygosity was associated with delusions and hallucinations in
en
Ordandfross Apathy females, but only with delusions in males, highlighting sex-specific vulnerability
B HgaaticT Table 1.Participant Demographics and Clinical Characteristics. Females were slightly older and to psychosis in AD.
Sherapies Psychosis exhibited higher rates of all psychosis-related symptoms, with the largest sex differences observed for
delusions and abnormal or false beliefs. . o . . .
=> EHT protected against hallucinations independent of APOE4, supporting its
Insufficient therapy exacerbates AD potential as a symptom-specific intervention, possibly via modulation of tau
Figure 1.Neuropsychiatric symptoms are highly prevalent in AD and contribute to disease phosphorylation, synaptic function, and neuroinflammation.
burden.
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Summary. In females, APOE4 status was significantly associated with delusions (OR = 1.26, p <.01)

and general hallucinations (OR =1.29, p <.05),whereas in males, significance was limited to
Figure 2. Flowchart illustrating the stepwise Generalized Additive Model analysis of delusions (OR = 1.23, p < .05).

sex-specific associations between APOE4, estrogen therapy and psychosis outcomes in AD.




