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Elucidation of pathomechanism of Alzheimer®s disease focusing on AQP4 function
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We investigated roles of aquaporin-4 function in Alzheimer®s disease
pathology by crossing aquaporin-4 knockout mouse to an Alzheimer®s model, 5xFAD. We found that
aquaporin-4 is not involved in formation of parenchymal amyloid plaques or gliosis in response to
the accumulation of amyloid plaques. In contrast, we observed that nighttime motion of 5xFAD lacking

aquaporin-4 was gradually reduced from over 20 weeks of age through approximately 32 weeks of age,
which is accompanied by frequent epileptiform brain activity as well as convulsions. These results
suggest that in 5xFAD mice, aquaporin-4 is implicated in clearance system of interstitial neurotoxic
waste after accumulation of amyloid plaques.
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