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The Protective Role of Trained Immunity against Lethal Sepsis in Neonatal Mice
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We aimed to investigate the protective role of an initial low-dose septic

challenge for the prevention of subsequent lethal sepsis in a mouse model. A stock cecal slurry (CS)
solution was prepared from adult ceca. The LD83 (1.5 mg CS/g) was used for all ani-mals. An initial
challenge of normal saline (NS) or 0.5 mg CS/g (non-lethal dose) was adminis-tered at four days of
age, then 1.5 mg CS/g was administered intraperitoneally at seven days of age (72 h post-initial
challenge), and survival was monitored. Initial exposure to NS (n = 10) re-sulted in 90% mortality
following exposure to the LD83 CS dose in contrast to an initial exposure to CS (n = 16), which
significantly decreased mortality to 6% (p < 0.0001), reduced blood bacteri-al counts, attenuated
inflammatory responses, and suppressed lipid mediators. Initial exposure to a non-lethal CS dose
prior to exposure to a lethal CS dose significantly reduces sepsis mortality.
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