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Therapeutic strategy for ischemic heart failure with diabetes mellitus
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In transgenic mice with cardiac-specific overexpression of HWGB1 (TG) and
wild type mice (WT), a diabetic state was induced by streptozotocin, and myocardial infarction was
created by ligation of the left anterior descending coronary artery. A dipeptidyl peptidase 4 (DPP4)

inhibition increased HMGB1 plasma levels in the diabetic TG mice. The infarct area was
significantly larger in the diabetic TG than in the non-diabetic TG mice, and was reduced by DPP4
inhibition. Cardiac function, angiogenesis, and VEGF expression were impaired in the diabetic TG
mice, but ameliorated by the DPP4 inhibition to levels similar to those found in the non-diabetic TG
mice.
The DPP4 inhibitor ameliorated cardiac function by inhibiting the inactivation of HVMGB1 in diabetic
mice after myocardial infarction.
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