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Background: Pioglitazone (PIO), a PPAR-gamma agonist, limits myocardial infarct size (IS). The protective effect involves Akt, cPLA2 and COX2 activation and down regulation of microRNA 29a and 29c. However, it was reported that PIO has several PPAR-g-independent effects. 
Purpose: To determine whether PIO limits ISin cardiac specific induced PPAR-g knockout mice. 
Methods: Cardiac specific inducible PPAR-g knockout (PPAR-g CKO) mice were generated by crossing alpha-MHC-Cre-Mer-Cre mice to PPAR-g-FLOX/FLOX mice. PPAR-gdeletion was achieved after 7d of i.p. tamoxifen (Tam; 20 mg/kg/d) administration. PPAR-g-FLOX/FLOX micetreated with Tam served as controls for the Tam effect. Mice were anesthetized with ketamine andxylazine and underwent 30min coronary artery occlusion followed by 4h reperfusion. Area at risk (AR) was assessed by blue dye and IS by TTC. Effective silencing of PPAR-g in cardiomyocytes was verified by immunohistochemistry and immunofluorescence. 
Results: Body weight and the size of AR were comparable among the groups. PIO significantly reduced IS in PPAR-g-FLOX/FLOX/Cre mice with intact PPAR-g (p<0.02 vs. control (PPAR-g-FLOX/FLOX/Cre mice). Cardiac specific PPAR-g knockout by Tam significantly increased IS [p<0.004). However, Tam had no effect on IS in the PPAR-g-FLOX/FLOX mice. PIO reduced IS in the PPAR-g-CKO mice by 51%. The magnitude of the effect was comparable to that seen in the mice with intact PPAR-g (55%). 
Conclusions: Although silencing PPAR-g increases IS, PPAR-g-CKO does not affect the ability of PIO to limit IS in vivo.

