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Elucidating mechanisms of microglial activity in Alzheimer®s disease
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Suppressor of cytokine signalling (SOCS) proteins act as negative feedback
inhibitors, dampening specific cytokine signals to prevent excessive cellular responses and
returning the cell to a homeostatic state. In this study, we focused on glial SOCS family genes.
Regent X, which is SOCS inhibitor, negatively regulated the expression of inflammatory cytokines in
activated microglia in vitro. In addition, chronic X injection ameliorated the cognitive
impairments of AppNL-G-F (App-KI) mice. X-treated App-KI mice also showed significantly decrease of
amyloid accumulation and activated astrocyte’ s markers compared to veh-treated App-KI mice.
Moreover, we performed next-generation sequence using RNA isolated from AD precuneus and
isolated-microglia from cortex of App-KI mice, and some genes, includin? the expression of
cannabinoid type Il receptor (CB2) gene were commonly altered. Astroglial SOCS and microglial CB2
may be a potential therapeutic target for AD.
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