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Prevention of dementia bg improving excretion of waste products from
cerebrospinal fluid and brain
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We identified a deletion of Dnahl4, which is involved in ciliary movement,
from a pedigree with normal pressure hydrocephalus (NPH), and generated a Dnahl4 knockout mouse
(Dnah14K0). This mouse developed late-onset hydrocephalus, demonstrating abnormal ependymal ciliary
movement and delayed excretion of fluorescent substances. By mating Dnah14KO with APP knock-in mice,

we succeeded in creating NPH model mice with Alzheimer®s disease pathology. In this mouse, it was
proved that the accumulation of (B -amyloid in the brain is accelerated due to the delayed excretion
of waste products from the brain due to decreased ciliary motility, and cognitive function declines
from a young age. Furthermore, we demonstrated that the drainage of cerebrospinal fluid (CSF) from
the cerebral cistern promotes the excretion of fluorescent substances administered into the brain
parenchyma. CSF drainage promotes the excretion of waste products and contributes to the prevention
of cognitive dysfunction.
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