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Development of new heart failure treatment using DPP-4 inhibitors-The role of
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It has been reported that GLP-1 and DPP-4 inhibitors improves the pathophysiology
of heart failure (HF). On the other hand, adenosine is a well-established cardioprotective molecule.
Interestingly, several reports have indicated that DPP-4 forms a complex with adenosine deaminase (ADA)
in immune cells and that ADA regulates DPP-4-mediated intracellular signaling. Because circulating
adenosine is eliminated by ADA activity, ADA inhibition by DPP-4 inhibitors may mediated cardioprotection
via an adenosine-dependent mechanisms. The present study elucidated the cardioprotective mechanism of
DPP-4 inhibitor in various models of HF. The increase in GLP-1 level induce by DPP-4 inhibitor reduces
myocardial damage via GLP-1 receptor-mediated activation of the adenosine Al receptor-PKC a -cAMP
response element binding protein (CREB) signaling cascade in ischemia-reperfusion model. These findings
support the therapeutic potential of this Interaction between GLP-1 and adenosine for HF.
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