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Approach to cerebral small vessel disease: lesson from CARASIL.
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Cerebral small-vessel disease (CSVD) is a neurological disorder involving white
matter lesions. CSVD is frequently observed in an elderly population and causes cognitive impairment and
motor dysfunction. However little is known about a molecular pathogenesis for CSVD. Cerebral
autosomal-recessive arteriopathy with subcortical infarcts and leukoencephalopathy (CARASIL), an
autosomal-recessive inherited cerebral small vessel disease (CSVD), involves severe leukoaraiosis,
multiple lacunar infarcts, early-onset alopecia, and spondylosis deformans without hypertension.
High-temperature requirement serine peptidase Al (HTRAL) gene mutations cause CARASIL by decreasing HTRAL
protease activity. We have investigated the HTRALl deficit mouse. We found that these mice showed mural
cell and internal elastic membrane degeneration. We found fibronectin and protein X accumulates at the
internal membrane. The pathological findings of the mouse resemble those of CARASIL as well as sporadic
CSVD.
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