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INTERLEUKIN-6 PROTECTS THE LIVER FROM REPERFUSION INJURY DURING ISCHEMIC PRECONDITIONING. T. Matsumoto, K. O'Malley, P.A. Efron, S. Fujita, L.L. Moldawer, A.W. Hemming, D.P. Foley*, Division of Transplantation Surgery, Department of Surgery, University of Florida College of Medicine.


Introduction: Ischemic preconditioning (IP) protects the liver from ischemia/reperfusion (IR) injury. We sought to determine whether IL-6 expression directly modulates hepatic IR injury and/or the protective effects of IP in a mouse model of total hepatic ischemia (THI).


Methods: Twenty-one days after splenic transposition, C57BL/6 (WT) and IL-6 null (IL-6-/-) mice underwent 75 min of THI with or without prior IP (10 min of ischemia /15 min of reperfusion). After 3 hrs of reperfusion, serum ALT and IL-6 levels, as well as liver histology (H&E) were evaluated. Statistical analyses were performed by one-way ANOVA.


Results: IP significantly reduced IR produced hepatocellular injury in WT mice (ALT: 603±109 IU/L in IP-WT vs. 2927±462 IU/L in non-IP-WT; p<0.05). Histological analyses confirmed decreased hepatocellular necrosis in the IP group compared to the non-IP group. IP significantly increased serum IL-6 concentrations (12491±2064pg/ml in IP-WT vs. 5727±1328pg/ml in non-IP-WT; p<0.05). IP did not reduce hepatocellular injury in IL-6-/- mice (ALT: 7803±2762 IU/L in IP-IL-6 -/- vs. 5393±3162 in non-IP-IL-6-/-). Histological analysis revealed increased hepatocellular necrosis in IP-IL-6-/- mice when compared to IP-WT mice.


Conclusions: The absence of IL-6 abrogated the protective effects of IP in liver IR injury. The protective effects of IP, which are associated with significant increases in systemic IL-6 expression, are not observed in IL-6 null mice. We conclude that IL-6 expression directly modulates the protective effects of IP during total hepatic IR injury.















