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PIOGLITAZONE IMPROVE LEFT VENTRICULAR FUNCTION IN EXPERIMENTAL DIABETIC CARDIOMYOPATHY  
S. Kumar, V. Kain, S.L. Sitaswad
National Center for Cell Science, Puna, Maharashtra, India
Controversial studies doubt the role of PPAR gamma agonists in diabetic cardiomyopathy. Emerging evidence suggests that pioglitazone might exert beneficial effects via cell death inhibition. We investigated whether pioglitazone improves left ventricular function independently in an experimental model of diabetic cardiomyopathy. Streptozotocin-induced diabetic rats were treated with pioglitazone 5 mg/kg/day, p.o.) or with vehicle for 12 weeks. Age-matched non-diabetic SD rats were used as controls. LV function was analyzed by a Millar tip catheter. Levels of tumor necrosis factor (TNF)-alpha, interleukin (IL)-4, IL 10, IL 6, IL 4, transforming growth factor beta 1 were quantified ELISA. Troponin I, SERCA-2A, p53, p38 MAPK and NF-kappaB protein expression was quantified by Western Blot. Diabetes was associated with increased levels of cardiac TNF-alpha, IL-6, IL-4 increased PMN infiltration and accumulation. There was an increase in the levels of cardiac injury biomarkers which was decreased with pioglitazone treatment. In addition, there was an increase in the systolic and diastolic duration which correlated with impaired LV function. In contrast, pioglitazone-treatment reduced both intramyocardial inflammation and myocardial fibrosis, resulting in improved LV function. This effect was in conjunction with normalization of diabetes-induced p53 activity and with a decrease in diabetes-induced p38 MAPK activity. Dyslipidemia was not affected by pioglitazone-treatment. Pioglitazone reduces intramyocardial inflammation and myocardial fibrosis without LDL cholesterol lowering, resulting in improved LV function in an experimental model of diabetic cardiomyopathy.

