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Pathophysiological study of lower limb ischemia-reperfusion injury for development
new drug therapy
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The mouse bilateral hind limb tourniquet-reperfusion model can be considered as
an experimental animal model of crush syndrome. By using this model, we investigated mRNA expression
levels of various inflammatory cytokines in the lung, liver and Kidney. We were administered sivelestat
(Siv), edaravone (Ed) or saline intraperitoneally into mice, at the various timings. In the result, we
found that the TNF-a was reduced by Siv administration, and the suppression of INOS was reduced by Ed
administration in kidney. IL-6 expression level was remained static by any drugs. Summed up that the
results of survival assay in IL-6 KO and iNOS KO mice, blood concentration of inflammatory cytokines,
oxidative stress and antioxidative potency, it was emerged the factors of reduce I/R injury that
induction of IL-6 expression, stability of NO synthesis ability, decreased blood levels of TNF-a, IL-la
and IL-1b. We tried cross IL-6 and iNOS double KO mice, but drought in birth within a time frame.
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