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Effect of autophagy-related polymorphism on inflammatory reaction of severe SIRS
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We examined the association between autophagy-related IRGM (human immunity-related
GTPase) polymorphism and clinical course/outcome in patients with severe sepsis. We have set the 2 cohort
s and lipopolysaccharide challenge of whole blood from randomly selected healthy volunteers was performed
for comparison of IRGM mRNA expression among different genotypes. When mortality were compared, no signifi
cant difference was observed in the non-sepsis group, while TT homozygotes exhibited a significantly highe
r mortality than that of the CC+CT genotype category in the severe sepsis group for both cohorts. Lipopoly
saccharide challenge showed a significant suppression of IRGM mRNA expression in TT homozygotes compared w
ith that of the CC+CT genotype category. The data suggest that IRGM(+313) SNP, an autophagy-related polymo
rphic locus, influences outcome in patients with severe sepsis, with the possible involvement of autophagy
in sepsis exacerbation.
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