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The AD-associated gain-of-function TREMZ2'7°K mutation impairs microglial clustering around AB plaques, lowers soluble Trem2, impairs

AP uptake, and suppresses the DAM response in favor of a homeostatic-like state, specifically in female 5xFAD mice.

RESULTS

INTRODUCTION T96K increases AD risk T96K suppresses DAM signature
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Human whole-genome
sequencing analyses to evaluate
the association of Trem27%K with
Alzheimer's disease risk.
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generated Trem2T9¢K knock-in &
mice crossed with SxFAD mice.

I mmunofluorescence/confocal CONCLUSIONS
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;;'}if’ggﬁa‘,’fpﬁif;ty“;e";gy and Although TREM2T9K enhances receptor signaling in vitro, it paradoxically impairs microglial responses to amyloid pathology by
-Flow cytometry, western reducing soluble/cell-surface TREMZ2, limiting plaque-associated microglial and suppressing DAM differentiation, thereby increasing
blotting, ELISA, and AB uptake Alzheimer's disease risk.

assays in primary microglia and

engineered HMC3/BV2 cell lines.
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