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Elucidation of the molecular mechanism for the development of salt sensitive
hypertension by serine proteases.

Adachi, Masataka
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Aldosterone induces a molecular weight shift of the epithelial sodium channel y
subunit (y ENaC) from 85 to 70 kDa that is necessary for the channel activation. However, the in vivo
contribution of serine proteases to this cleavage still remains unclear. To address this issue, we
administrated a synthetic serine protease inhibitor camostat mesilate (CM) to aldosterone-infused rats.
CM decreased the abundance of 70 kDa form of ENaC.Our findings strongly indicate that CM inhibited the
cleavage of y ENaC by prostasin and subsequently suppressed the ENaC activity. The results of our current
studies also suggest the possibility that a synthetic serine protease inhibitor CM might represent a new
strategy for the treatment of salt-sensitive hypertension in humans.
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