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Involvement of microglial lipid signaling in the pathomechanism of Alzheimer
disease

Takatori, Sho

3,200,000
AD B AB
TREM2 AD
INPP5D
AB INPPSD  TREM2
AB
TREM2 INPP5D
INPP5D

AB

In the pathomechanism of Alzheimer disease (AD), microglia cluster around
amyloid B (AB ) plaques and mitigate the neurotoxicity of AB . TREM2, an AD risk gene that encodes
a microglial receptor, is crucially important in this process, although its downstream signals
remain unknown. Here we investigated the involvement of INPP5D, another AD risk gene that encodes a
lipid phosphatase and is specifically expressed in microglia in the brain. We found that
heterodeficiency of Inpp5d partially reverted impaired microglial clustering in TREM2
loss-of-function mice, suggesting that INPP5D has an inhibitory role in the TREM2 signaling pathway.
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