©
2019 2021

Dysfunction of ERAP1 induces anxiety disorder via excess serotonin synthesis

GOTO, Yoshikuni
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Reduction of enzymatic activity of ERAP1 promotes anxious behaviors. In
this study, we elucidated the mechanisms promoting anxious behavior associated with ERAP1 gene
deletion.

We found that loss of ERAP1 enzyme activity in the raphe nucleus of the brain promotes excessive
serotonin synthesis by suppressing the expression of the tryptophan hydroxylase 2-transcriptional
repressor, REST. We also showed that the stress behavior elicited by ERAPL gene deficiency is due to
excess serotonin. Thus, ERAP1 is one of the regulators of serotonin synthesis in the brain and
dysfunction of ERAP1 can induce anxiety disorders.
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