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Neprilysin (NEP) is a Zn-metalloprotease whose substrate is brain
natriuretic peptide (BNP), but also angiotensin Il (Ang I1). Interestingly, angiotensin converting
enzyme (ACE) is also a Zn-metalloprotease, and both are strongly expressed in the brush border of
the proximal tubule. These two proteases are thought to be involved in the regulation of sodium
balance by regulating the Intrarenal Ang 1l by the degradation (NEP) and production (ACE) of Ang II.
Dual blockade of NEP and renin-angiotensin system was shown to have a complementary
anti-hypertensive effect by BNP-induced natriuresis and suppressing salt sensitivity due to an
increase in intrarenal Ang Il concentration.
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