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We previously reported the novel mechanism of mineralocorticoid receptor (MR) ac
tivation by Racl (Nat Med 2008). In this project, we found that activation of Racl-MR pathway, induced by
reactive oxygen species, causes injury of the heart, kidney and brain. Racl-MR activation in glomerular po
docytes and renal tubular cells causes glomerular damage and salt-sensitive hypertension (JCI 2011), respe
ctively.

We a¥so found that activation of glucocorticoid receptor (GR), another nuclear receptor, stimulates rena
I sympathetic activity resulting in activation of GR-WNK4-NCC pathway by changing histone modulation (Nat
Med 2011). It suggests that epigenetic modulation is intimately involved in the MR and GR activation with
sodium reabsorption in the different tubular sites.

Taken together, we identified the two novel pathways of MR- and GR-activation for the development of sal
t-sensitive hypertension, leading to the clue of epigenetic regulation of organ damage in metabolic syndro
me.
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