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Objectives: AD 198 is cardioprotective against ischemia-reperfusion damage in rodent hearts when given prior to ischemia.  This study was intended to determine whether AD 198 demonstrates cardioprotection when given at reperfusion.
Background: AD 198 is a novel anthracycline protein kinase C (PKC)-activating agent. PKC is a critical component of cardioprotective signaling that preserves mitochondrial function and cellular ATP stores in mammalian cardiomyocytes during ischemia. Previous studies from our laboratories have shown that AD 198 protects rodent hearts from ischemia-reperfusion damage. Given prior to ischemia, 100 nM AD 198 produces >80% recovery of left ventricular function. 
Methods and Results: Excised rat hearts were cannulated and mounted on a Langendorff apparatus and perfused with Krebs-Henseleit (KH) buffer. Left ventricular developed pressure (LVDP) was measured throughout the experiment using a pressure transducer. Ischemia was maintained for 15 minutes followed by reperfusion with AD198 in KH buffer for 5-10 min., followed by perfusion with buffer for 90 min. total. Post-ischemic LVDP was measured during reperfusion to assess recovery from ischemia and cardioprotection from reperfusion injury. Measured LVDP recovered to >60% of baseline in AD 198 treated hearts, compared to 20% recovery in control hearts without drug infusion.
Conclusion: Cardiomyocytes are subject to irreversible injury during ischemia, with additional damage during reperfusion. The ability to establish cardioprotection at reperfusion would limit cell death associated with reperfusion, and provide an important addition to the pharmacologic treatment of acute ischemic events.

