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Pathophysiological roles of M1 aminopeptidases
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Endoplasmic reticulum aminopeptidase (ERAP)1 was secreted under infectious
conditions. When analyzed the mechanism, several cytokines were expressed in macrophages in response to
LPS and IFN-gamma and their synergistic action caused the secretion via induction of calcium
mobilization. Then we found that ERAP1 contributed to the NO production in vivo when analyzed by
empIoKing ERAP1-knockout mice.

In the serum of knockout mice, decrease in free arginine level was observed, suggesting that ERAP1
caused the cleavage of N-terminal arginine of substrate peptides and thus increased NO production.
Further works are now in progress to elucidate the pathophysiological roles of ERAP1.

By molecular modeling, we elucidated the characteristic features of the substrate pocket of M1
aminopeptidases. Based on these results, we screened the inhibitor of ERAP1 and found a candidate. After
EgkgTization, we will develop a therapeutically useful inhibitor to pathological conditions caused by

M1
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