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WFFE R S OMEEL (FE3L) : Remote ischemic preconditioning (RIPC) induced by brief episodes
of blood flow occlusion applied in limbs is a powerful innate mechanism of cardiac
protection against ischemia. Mechanisms for the cardiac RIPC have not been fully
elucidated. Here we propose a novel mechanism of RIPC; renal nerve plays an important
role in cardioprotection after myocardial infarction (MI) by releasing erythropoietin
(EPO) production from the kidney. In mice transient limb ischemia decreased renal blood
flow (RBF), upregulated hypoxia—inducible factor-1a (HIF1 ) and EPO mRNA in the kidney,
and increased the plasma EPO level. Transient limb ischemia activated cardioprotective
signaling pathways and anti—apoptotic pathways in the heart, and reduced infarct size

which were abolished by administration of an EPO neutralizing antibody. Renal nerve
denervation also abolished the transient limb ischemia—induced RBF reduction, EPO
production, and cardioprotection. In humans, Transient limb ischemia of the upper arm
decreased RBF and increased plasma EPO levels. Taken together, our data suggest that
cardioprotection by transient limb ischemia is produced through renal nerve-mediated
reduction of RBF associated with activation of the HIF1 o —EPO pathway
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