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Klotho binds with the ATl receptors to suppress angiotensin signal
transduction, participating in inactivating renal RAS. Exogenous klotho supplementation represses
Akt-mTOR signaling to reduce renal hypertrophy and restore the autoregulatory ability of GFR in
uninephrectomized sp-SHRs. Klotho supplementation inhibits HIF-1la pathway and medullary fibrosis,
contributing to enhancements of pressure-natriuresis and reduction in blood pressure.

Klotho supplementation reduces blood pressure and albuminuria along with ameliorating renal RAS
activation in db/db mice. Klotho inhibits IGF signalling, induces SOD expression to reduce oxidative
stress, and suppresses Akt-mTOR signalling to inhibit abnormal kidney growth. Klotho inhibits TGF-

B and TNF signalling, resulting in a decline in renal fibrosis.
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