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Elucidation of the mechanisms involved in extracellular tau dynamics in brain
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Tau, a microtubule-associated protein accumulated within brain cells of
tauopathies, is also released into the extracellular fluid. However, it remains elusive whether
clearance of extracellular tau impacts tau-associated neurodegeneration. Here we show that
aquaporin-4, a major driver of the glymphatic clearance system, facilitates the elimination of
extracellular tau, and that deletion of aquaporin-4 exacerbates tau deposition and

neurodegeneration. Our findings implicate aquaporin-4 and glymphatic system in the pathophysiology
of tauopathies.
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Aquaporin-4 deficiency exacerbates tau accumulation and neurodegeneration in a mouse model of tauopathies.
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