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Despite advances in our understanding of endotoxic shock, novel therapeutic
interventions that can reduce the burden of sepsis remain elusive. Current treatment options are
limited, and it is only through refinements in the ways that we deliver supportive care that
mortality has fallen over the years.

Here, the role of kynurenine 3-monooxygenase (KMO) in immune regulation was examined in LPS-induced
endotoxemia using KMOKO and WT mice treated with the KMO inhibitor Ro61-8048. We showed that
LPS-induced or cecal ligation and puncture-induced mortality and hepatic IL-6 production increased
in the absence of KMO, possibly involving increased ATF4 signaling in hepatic macrophages. Moreover,
treatment of septic mice with 3—hydroxykgnurenine reduced mortality rates and inflammatory
responses regardless of the presence or absence of KMO.
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