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Elucidation of mechanisms underlying tau-mediated neurodegeneration by WFS1
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Lifestyle diseases such as diabetes are important factors that progress the
condition of Alzheimer s disease (AD). WFS1, a causative gene for Wolfram syndrome that develops
juvenile diabetes, has been involved in neuronal vulnerability to tau pathology. In this study, we
aimed to 1) establish a novel mouse model that is genetically predisposed to diabetes and
recapitulate the progression of tau pathology in AD, and to 2) elucidate the mechanism by which WFS1

deficiency exacerbates neurodegeneration. Using a system for viral vector-mediated tau expression,
we analyzed how WFS1 deficiency affects the progression of tau pathology in mouse brain.
24-month-old WFS1 knockout mice exhibited mild loss of pancreatic B cell, whereas levels of blood
glucose and insulin were not altered compared to control mice. However, this study suggests a new
function for WFS1, which is involved in clearance mechanisms of waste products form the brain
related to aging and neurodegenerative processes.
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