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We have already identified HMGB1, an important inflammatory mediator of
sepsis, as a novel phosphorylation substrate of the endoplasmic reticulum stress sensor PERK and
found that HMGB1 secretion is regulated by PERK in LPS-treated RAW264.7 cells. However, whether PERK
regulates HWMGB1 secretion in vivo and the molecular mechanism of regulation of HMGB1 secretion by
PERK are still unknown.In this study, we found that blood levels of HMGBl were increased in the
LPS-treated Perk KO mice compared to wild-type mice, indicating that PERK also regulates HMGB1
secretion in vivo. We also identified proteins whose interactions are altered by HVMGB1
phosphorylation as the molecular mechanism for the regulation of HMGB1 secretion by PERK.
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