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implicated in the pathophysiology of nociceptive transmission. In particular, ENK, ECE, and ACE
exert multiple analgesic actions in models of neuropathic and inflammatory pain. In addition, ENK
and ECE are known to be present on primary afferents and to co-localize with calcitonin gene-
related peptide (CGRP) on small DRG neurons. In contrast, the mechanisms by which NEP
modulates nociceptive signaling in the DRG are unknown. Given its distribution in the periphery,
NEP has the potential to regulate nociceptive signaling in both the spinal cord and the DRG. NEP is
highly expressed in DRG sensory neurons and a number of different NEP inhibitors have been shown
to reduce nociception in preclinical animal models. The best characterized NEP inhibitor is
phosphoramidon, however, because of its positive inotropic actions, phosphoramidon is not ideal as
a tool for investigating the role of NEP in nociception. The Specific Aims of this proposal are to: 1)
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