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Missing link from chronic Inflammation to dementia onset/exacerbation: New
mechanism and drug target in cerebral small vessel disease
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Emerging evidence clearly suggests that vascular dysregulation is_more
important in the pathogenesis of dementia. Since astrocytes can respond to various stimuli in the
central nervous system and contribute to the exacerbation/suppression of pathological conditions, we

focused mainly on astrocytes among the cell groups that constitute the blood-brain barrier. In this
study, we found that Orai2, a member of the store-operated calcium channel (SOCC) family, is
involved in the production of PGE2, a known inflammation-related substance, in the response of
astrocytes to simultaneous stimulation with TNFa and IL1a , which are known to induce astrocytes to
inflammatory phenotypes. In summary, Orai2 is upregulated in TNFa /ILla stimulated astrocytes and
reduces PGE2 production to some extent, thereby modulating CNS inflammation. Our findings may help
to understand how astrocytes are associated with inflammatory responses and to identify new targets

that modulate astrocytic reactivity.
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