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Effect of endothelin converting enzyme -1 on prutitus
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Endothelin-1 (ET-1) evokes histamine-independent pruritus in mammals by
activating its G protein-coupled receptor, Endothelin A receptor (ETAR). We identified neural
endothelin-converting enzyme-1 (ECE-1) as a key regulator of ET-1-induced pruritus and neural signaling
of itch. ETAR, ET-1 and ECE-1 are expressed and co-localize in murine DRG neurons and human skin nerves.
In neurons of murine dorsal root ganglia neurons, ECE-1 inhibition prolonged ET-1-induced activation of
extracellular signal regulated kinasel/2 (ERK1/2). ET-1-induced scratching behavior in mice was
significantly augmented by ECE-1 inhibition and abrogated by ERK1/2 inhibition in vivo. Our results for
the first time indicate that a neural peptidase, ECE-1, directly regulates endothelin-induced,
histamine-independent pruritus in mice, and implicate the ET-1/ECE-1/ERK1/2 pathway as an important
target to treat pruritus.
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ET-1/ECE-1/ERK1/2 pathway
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