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The mechanism of the immunomodulatory effect of macrolide antibiotics was
still unclear. Our group previously showed that macrolide antibiotics bound to NIP-NSAP 1 and
NIP-SNAP2 (NIP-SNAPs), a mitochondria protein located on the mitochondrial surface. In addition, it
had reported that NIP-SNAPs regulated the mitochondrial quality control of celled mitophagy. We
agmed todinvestigate the relationship between mitophagy by NIP-SNAPs and cytokines expression in
this study.

We revealed that knockdown (KD) cells by siRNA transfection had mitochondrial dysfunction and less
mitochondrial number. However, no difference was observed in NIP-SNAPs knockout cells. In addition,

KD cells secreted less IL-8 by LPS stimulation. These data suggested that macrolides modulate
cytokine production through "temporary and modulate™ mitochondrial dysfunction, which causes
suppression of NIP-SNAPs function by binding of macrolides.
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