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A novel therapy for sepsis by regulating soluble ULBP2
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Sepsis is a leading cause of death in infectious disease patients in the
world. One of the potential mechanism of sepsis is dysregulated host immune response to infectious
agents. To date, the role of natural killer (NK) cells, an essential component of the innate immune
system, in sepsis are scarcely studied. Therefore, we investigated the mechanism of functional
dysregulation of NK cells in sepsis in connection with an inhibitory molecule of NK cells, soluble
ULBP2 (sULBP2). We found that sULBP2 is elevated in a portion of septic patients. As a mechanism, we

uncovered that cell surface ULBP2 is shed into serum as sULBP2 by ADAM17, but not by ADAM10
protease. Finally, we found that clarithromycin, a macrolide antibiotic, can reduce the amount of

sULB2 by inhibiting the ADAM17 activities. These findings might be the cue to develop new agents for
sepsis by modulating the NK cell function.
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