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Elucidation of amyloid-tau association and development of new therapeutic
methods based on analysis of microglia RIPK1
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TGF-B activated kinase 1 (TAK1), a key mediator in the TNF inflammatory
signaling pathway, is activated by many inflammatory signals but also exerts anti-cell death
processes. We examined how TAK1 suppresses the function of RIPK1 and acts on neuroinflammation in an

AD model with tau accumulation and amyloid 3 accumulation. In a tau accumulation model, we
demonstrated that the deficiency of microglial TAKl induced continuous inflammasome activation
accompanied by enhanced RIPK1 expression, exacerbating tauopathy in the hTau mice. On the other
hand, in the amyloid accumulation model, TAK1 knockout suppressed microglial activation and reduced
amyloid deposition, and no difference was observed in RIPK1 expression. Microglial TAK1 deficiency
yielded opposite results in the mouse model of tauopathy and amxloid. The above results suggested
that the RIPK activation pathway by TAK1l differs depending on the background pathology.
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