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Exploration of gluco-_and mineralocorticoid-dependent sodium transporter system
involved in salt sensitive hypertension
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Pendrin is expressed in intercalated cells of the renal tubules and plays a
pivotal role in maintenance of body fluid and blood pressure. The present study revealed the
essential role of aldosterone-mineralocorticoid receptor (MR) pathway 1in the activation of
pendrin by angiotensin Il using adrenalectomy model and MR knockout mice, paving the way to the
development of new therapy against salt-sensitive hypertension.

Apparent mineralocorticoid excess (APE) is caused by mutations in the HSD11B2 gene, which lead to
hypertension. To delineate the role of the kidney, we generated mice with kidney-specific deletion
of HSD11B2. These mice developed hypertension, along with activation of epithelial sodium channel-Na
+-CI- cotransporter activation. Mineralocorticoid receptor antagonist decreased blood pressure of

the knockout mice. These results suggest the importance of 1llbeta HSD2 expressed in the kidney in MR
activation and development of hypertension in APE syndrome.
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