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 Supplemental Methods

Blood analysis
Blood samples were obtained by cardiac puncture. Plasma aspartate aminotransferase (AST), alanine aminotransferase (ALT), creatinine (Cre), urea nitrogen (UN), lactate dehydrogenase (LD), and creatine kinase (CK) levels were measured by an outside laboratory (LSI Medience Corporation; Tokyo, Japan). 

Histological pathology
Lung samples taken before cecal ligation and puncture (CLP) or 24 hours after CLP were immersed in fixative solution (4% paraformaldehyde in PBS) for 24 hours, dehydrated through graded alcohol dilutions, and embedded in paraffin. Tissue was sectioned and stained with hematoxylin and eosin (H&E) using standard protocols. The average alveolar septal thickness in the lungs was quantified by measuring 50 septa at 400X magnification. Polymorphonuclear neutrophils were stained using a naphthol AS-D chloroacetate esterase staining kit (Sigma Diagnostics) and identified by nuclear morphology stained in bright red. All histological analyses were performed in 10 high power fields (HPFs) per sample with the samples’ identities masked.
Supplemental Results
Tissue histopathology

To assess the effect of interleukin (IL)-18 deletion on organ damage in multiple organs, biochemical tests (AST, ALT, LD, CK, Cre, UN) and morphological assessments were performed 24 hours after CLP operation. There were no significant differences in the AST, ALT, LD, CK, and Cre levels in the blood in response to either CLP operation or IL-18 status (Supplemental Table 1). UN levels were significantly increased by CLP both in the wild type (WT) and IL-18 knockout (KO) mice (Supplemental Table 1). 
Next, we examined lung morphology after CLP in the presence and absence of IL-18 (Supplemental Figure 1). Prior to CLP, there was no difference in lung morphology between WT and IL-18 KO mice. After CLP, there was neutrophil accumulation and septal thickening in both the WT and IL-18 KO mice, with more neutrophil accumulation in the lungs of the IL-18 KO mice than in the WT mice (p<0.01). 
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Supplemental Figure Legends
Supplemental Figure. 1. Lung morphology after CLP. A. Naphtol AS-D chloroacetate esterase staining. Black arrowheads showed alveolar septal thickening, and black arrows showed a polymorphonuclear neutrophils. B. Alveolar septa thickness. C. The number of neutrophil per high power field. **, p<0.01 by ANOVA with the Tukey-Kramer post hoc test.
Supplemental Table 1: Blood biochemistry after induction of sepsis by CLP
	
	CK (IU/L)
	LD (IU/L)
	AST (IU/L)
	ALT (IU/L)
	Cre (mg/dL)
	UN (mg/dL)

	WT
0 hours
	1295±572
	463±171
	257±91
	20±2
	0.23±0.03
	28±3

	KO
0 hours
	1303±108
	483±23
	307±24
	38±15
	0.30±0.06
	26±3

	WT
24 hours
	1502±608
	634±184
	503±125
	86±15
	0.52±0.10
	85±14*

	KO
24 hours
	3912±1009
	1838±490
	538±110
	157±45
	0.40±0.14
	101±10**


ALT, alanine aminotransferase; AST, aspartate aminotransferase; CK, creatine kinase; CLP, cecal ligation and puncture; Cre, creatinine; KO, knockout; LD, lactate dehydrogenase; UN, urea nitrogen; WT, wild type. *, p<0.05; **, p<0.01 vs. 0 hour by ANOVA with the Tukey-Kramer post hoc test. 
