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Investigating mechanisms of tau-induced neurotxicity
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Neuropathological observations revealed the existence of abundant
inclusions with the properties of amyloid fibrils. Most neurodegenerative diseases are defined by
multiple types of inclusion consisting of aggregated forms of protein or peptide called
proteinopathy. The microtubule-associated protein tau abnormally aggregates into intracellular,
filamentous inclusions (NFTs) in brains of individuals with neurodegenerative diseases including
Alzheimer’ s disease (AD). NFTs are closely associated with the severity of brain function loss in
AD. Thus, making tau protein a target in the treatment of AD has become a major therapeutic
strategy. Here, we established cellular and mouse models of tauopathy showing cell-cell propagation
and pathological tau accumulation. In addition, tauoEathy—linked microglial phenotypic change
distinct was observed in the mouse model of tauopathy. These models will be essential tools for

investigating mechanisms of tau-induced neurotoxicity.
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