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Mechanism and treatment of severe sepsis
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Assuming sepsis due to nosocomial pneumonia after peritonitis, we
investigated the effect of interferon B administration on a two-hit animal model that causes
Pseudomonas aeruginosa pneumonia after cecal ligation and puncture. Peritonitis made pneumonia more
severe, and interferon 3 showed a therapeutic effect. In addition, the phagocytic ability of
alveolar macrophages before pneumonia was evaluated, and peritonitis reduced the phagocytic ability,

and interferon B restored the phagocytic ability. In addition, assuming ischemia-reperfusion due
to shock or surgery, the survival rate and multi-organ damage of an animal model of intestinal
ischemia-reperfusion injury were evaluated as the first hit. It was confirmed that the prolongation
of the ischemic time made the disease more severe and that multiple organ damage was caused by
intestinal ischemia-reperfusion.



Surviving Sepsis Campaign guidelines(SSCG)
Crit Care Med.2013;41:580-637 SSCG
25% 2016
SOFA Sequential Organ Failure Assessment
JAMA.2016;315:801-10 SOFA
Intensive Care Med.1996;22:707-10

2
first hit
2 second hit
two hit theory
first hit cecal ligation and puncture;CLP
second hit Pseudomonas aeruginosa intratracheal instilation;
PAIT two hit CLP PAIT

Intestinal ischemia-reperfusion injury:1-IRI

Mol Med.2015;20:676-683

first hit
two hit
Two hit theory (acute respiratory
distress syndrome; ARDS) B IFNB
Lancet.Respir.Med.2014;2: 98-
107 ARDS IFNB 32 8
IFNB  CD73, AMP,
CLP PAIT two hitmodel IFNPB
Sham-PAIT 88.6% two hit 2H,NS
CLP-PAIT  9.7% (P 0.001) CLP-PAIT IFNB 2H,IFN
40.6% (P 0.01) IFNB
immune modulation
two hit model IFNPB
first hit
first hit two hit model
ARDS IFNRB
1 first hit two hit model
2 (acute respiratory distress syndrome; ARDS)
B two hit model
3 B

C57/BL6 first hit cecal ligation and puncture;CLP



Intestinal ischemia-reperfusion injury:I1-IRI
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First hit I-IRI:intestinal ischemic
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