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Identifing of common mechanisms of depression and cognitive decline associated
with systemic diseases and application to treatment
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We investigated the mechanisms of common s¥mptoms, such as cognitive
impairment and depression, observed in various systemic and neurological disorders. We focused on
the "system xc-/xCT" induced in brain microglia under pathological conditions and the extracellular
glutamate released through it. We clarified its involvement in various pathological models. We
observed a symptom-reducing effect of genetic deficiency of xCT or chemical xCT inhibitor on
vitamin E deficiency (a type of oxidative stress, aging model), Alzheimer®s disease model, and
Parkinson®s disease model. These results suggest that XCT could be a new therapeutic target for

cognitive impairment and depression.
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DCD : Depression and Cognitive Decline
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