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Figure 1. X-34- positive B-amyloid plaque count (**p=0.005) is decreased in the entorhinal cortex of the APP/PS1xPLCy2-P522R | ® <i% o %07 . N vor lelle R A & P A
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Figure 4. A) A dot plot of normalized enrichment scores for enriched and depleted gene sets in enrichment analyses by GSEA
for gene (Hallmarks, FDR<0.25) expression in MDMi cells of CG and CC individuals upon UNT, LPS, and myelin treatments. B)
Mitochondrial oxygen consumption rate (OCR, maximal respiration and spare respiratory capacity) is increased in
homozygous PLCy2-P522R (GG) induced pluripotent stem cell derived microglia (iMGL) as compared to isogenic controls (CC)
having APOE33, but not APOE44 genetic background. iMGL n=1 line per group, 7-9 technical replicates per line.
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Figure 2. A) Area (um2 ) of IBA1-positive microglia is increased at 20-40 pm (*p=0.017) and 0-40 pm (*p=0.03) distances from . " . . . .
the plaque outline in the entorhinal cortex of the APP/PS1xPLCy2- P522R (A+/PX/)mice as compared to the APP/PS1 d|fferent stress COnd|t|OnS aSSOCIatEd W|th aglng and AD, Wlth
(A+/PWUWtmice. Simultaneously, a trend towards an increase in total IBA1 area is observed. n(A+/PWtwt)=4, n(A+/Pk’k)=6, B) Area . . . . . S
(um2) of 22C11-labeled dystrophic neurites around [B-amyloid plaques strongly correlates with plaque size (r=0.8113, Sp@Clal emphaSIS on pathways and funCthnS aSSOCIated Wlth llpld
****1<0.0001). 22C11-positive area shows a decrease within 3-amyloid plague area (p=0.033) and a similar decreasing trend mEtabOlism and mitOChOndrial function

within the 0-14 pm radius from the B-amyloid plaque outline in the entorhinal cortex of the A+/P</imice as compared to the
A+/PWwWtmice when normalized to the plague size. n(A+/PW/Wt=4, n(A+/Pk/k)=6,
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