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Role of aminopeptidases in atherosclerosis
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Endoplasmic reticulum aminopeptidase (ERAP) 1 is secreted from macrophages in
response to IFN-y and LPS, suggesting that it can regulate blood pressure via cleavage of peptide
hormones in the blood vessels and thus affect the formation of atherosclerosis.

In this study, we initially analyzed the secretion mechanism of ERAP1. We found that IFN-y /LPS
treatment caused the exEression of several cytokines in macrophages such as IFN-B and TNF-a .
Synergistic action of these cytokines induced the mobilization of calcium in the cytosol to cause the
ERAP1 secretion. We also found that secreted ERAP1 mediated NO production via cleavage of peptide
hormones having N-terminal arginine. Taken together, our data suggest that ERAP1 was secreted via calcium
mobilization in the cytosol in response to infectious states caused by either bacteria or virus infection
and could regulate blood pressure via cleavage of peptide hormones and thus might play roles in the
formation of atherosclerosis.
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