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The role of neurovascular unit in pathogenesis of Alzheimer®s disease
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White matter lesions are associated with vascular risk factors, especially
hypertension. These lesions affect cognitive function and brain function in patients with Alzheimer”
s disease at the early stage of disease. Amyloid-positive MCI subjects with cerebral white matter
lesions showed increased MMP2, 8, 9, and fibrinogen as well as plasminogen and decreased TIMPs 1 and

2 in the plasma, which related to blood-brain barrier (BBB) damage. In addition, they showed
increased MMP12 and decreased TIMP4 in cerebrospinal fluid. The severity of cerebral white matter
lesions and BBB damage markers do not correlate with cerebral amyloid deposition. Therefore, we
speculated that the BBB damage due to arteriosclerosis and chronic inflammation is related to
pathogenesis of cerebral white matter lesions in Alzheimer®s disease. Moreover, BBB damage and white

matter lesions may affect independently the brain function and cognitive function.
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VWF (von Willebrand factor) KCNJ8 (potassium inwardly-rectifying channel, subfamily J,
member 8) PTPRB (protein tyrosine phosphatase, receptor type, B)
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