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4 \Women are twice as likely to develop Alzheimer’s disease

(AD) as men' and experience more rapid cognitive decline?.
4 Many AD mouse models recapitulate such sex differences**.
A Reproductive hormones does not fully account for this extent

of sex-dimorphic AD neuropathological responses®®.

4 Transferring AD gut microbiota to wild-type rats impaired
adult hippocampal neurogenesis (AHN) and memory”.

4 Sex differences in the gut microbiome composition are
detected around the age of onset of AD in humans®®.
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Total ASVs: 1858
Species: 32 (19 Species)
Genus: 910 (104 Genera)
Family: 1607 (43 Families)

: 1856 (33 Orders)

: 1857 (20 Classes)

: 1857 (14 Phyla)
: 1858 (Archaea -

2, bacteria - 1856)
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Sex differences in the gut microbiota are associated with distinct
neuropathological responses in the 5xXFAD model of Alzheimer’s disease
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(1) Female 5xFAD mice exhibit higher AB burden compared to males at the earliest analysis timepoint
and this sex dimorphism is sustained through aduithood.

Quantification of 3D LSM AB plaque load of 5xFAD mouse hemibrains labeled with Congo red at various ages
Total plaque volume (um?3)
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(©) Female 5xFAD mice show lower microglial plaque association compared to males in the dentate gyrus.
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() Significant sex-specific ASV differences emerge early in WT and 5xFAD mice
which coincides with the onset of plaque deposition and subsides with age.

Heatmap of ASVs significant for at least one pairwise comparison (FDR=0.05)
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) Age, sex, and AD drive differencesin () Significant and early sex differences
microbiome composition. in gut- related metabolites.
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