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he dysfunction of microglia, the brain’s immune cells, is linked to dementia. Heterozygous variants in the gene 7Triggering

Receptor Expressed on Myeloid Cells (TREM?2) are associated with late-onset Alzheimer’s disease, whilst homozygous variants
cause Nasu-Hakola disease (NHD), an early-onset dementia. Here, we generated induced pluripotent stem cell-derived microglia-
like cells (iPSC-MGLC) from patients with NHD caused by a homozygous T66M or W50C variant in the TREM?2 gene, unaftected
T66M heterozygous relatives and controls. Human iPSC-MGLC expressed microglial markers, and expressed and secreted TREM2.
TREM?2 expression and secretion were reduced in TREM2 variant iPSC-MGLC, which also exhibited impaired phagocytosis of
apoptotic neuronal cells, but not other substrates. Cytokine secretion was unaffected. Taken together, these findings highlight the
ramifications of TREM2 variants in robust human models of microglia.
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