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Cerebrospinal fluid (CSF) plays a crucial role in maintaining brain function

by clearing waste products generated from brain activity. However, in elderly individuals, the
elimination of neurotoxic proteins from the brain is hindered due to aging, which is closely
associated with the onset of dementia. In this study, we focused on idiopathic normal pressure
hydrocephalus (iNPH), a condition unique to the elderly, which arises from CSF malabsorption. We
proposed a classification system to assess the severity of INPH based on the prognosis of treatment
through CSF drainage enhancement. This classification considers cognitive impairment, gait
disturbance, urinary incontinence symptoms, as well as levels of phosphorylated tau and f amyloid
(AB ) neurotoxic proteins in CSF and blood. Furthermore, we developed an animal model of iNPH that
simulates age-related development and demonstrated that the accumulation rate of pathological
proteins can be delayed through accelerated CSF metabolism.
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