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Elucidation of the Mechanism of Age-Related Salt-Sensitive Hypertension and
Novel Therapeutic Strategies
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It has been known from epidemiological studies that both the incidence of
hypertension and salt sensitivity increase with age, but their mechanisms have been unclear. Using
aged mice, we clarified the mechanism by which excessive salt intake in the presence of decreased
Klotho in the blood causes activation of the Wnt5a-RhoA system in the vasoconstrictor pathway,
resulting in increased vasoconstrictor response and development of hypertension. In addition, we
showed that age-related hypertension was significantly suppressed by Klotho supplementation, Wnt
inhibitors, and Rho kinase inhibitors. This study provides a novel therapeutic strategy for
hypertension in the elderly and emphasizes the importance of salt reduction.
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