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Protection of Myocardial Ischemia Injury by Cardiac Specific Recombinant Adeno-Associated Viral Vector Containing a Hypoxia
Sensor, Alpha-Myosin Heavy Chain (Alpha-MHC) Promoter and Bicistronic PGIS Genes
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We tested the hypothesis that prostacyclin synthase (PGIS) Transfer by heart specific Adeno-associated virus-8 (AAV-8) reduce heart
infarct volume by augmenting synthesis of protective prostaglandins. Method and Result: In this study, we infused into lateral
ventricle of a mice stroke model by recombinant AAV-8 containing PGIS (AAV-8- PGIS), or AAV-GFP control vector, and we
determined PGIS protein and eicosanoid levels and infarct volume of the heart. PGIS proteins were increased in a time-dependent
manner. AAV-8-PGIS infusion selectively augmented prostacyclin levels, with reduction of other eicosanoids in ischemic heart and a
significant reduction of infarct volume. Infusion of AAV-8-PGIS also increased prostacyclin, suppressed leukotriene levels, and
achieved a similar degree of heart protection. Its cardio-protection was abrogated by treatment with a selective PGIS inhibitor.
Conclusions: AAV-8-PGIS gene transfer reduce heart infarct volume by augmenting prostacyclin and suppressing leukotriene
productions.



