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A novel therapeutic strategy targeting HMGB1 isoforms in sepsis
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During sepsis, hi?h mobility group box 1 protein (HMGB1) can be released
from the cellular nucleus to the extracellular space. Extracellular HMGB1 acts as a signal of tissue

damage and promotes not only inflammatory responses but also tissue regeneration. Recent studies
have suggested that disulfide HMGB1 promotes inflammation whereas all-thiol HMGB1 promotes tissue
regeneration. However, to date, there is no reliable way to differentially target these HMGB1
subtypes. In this research project, we have identified monoclonal antibodies that can discriminate
between inactive HMGB1 and active HMGB1. We have also obtained a neutralizing antibody against HMGB1
that shows a significant survival benefit over the control antibody in mice with cecal ligation and

puncture-induced sepsis. These antibodies may be useful for the in-depth analysis of HMGB1-induced
pathogenicity as well as HMGBl-targeting therapy.
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