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Response to Letter Regarding Article, "Cardiac Overexpression of PDE4B Blunts β-adrenergic Response and Maladaptive Remodeling in Heart Failure"

 suggest that this could be the case. Concerning the potential contribution of other isoforms of phosphodiesterase (PDE), in particular PDE3, to the cardioprotective effect of PDE4B overexpression, we did not observe an increase in PDE3A or other major PDEs expression in hearts from PDE4B TG mice. Regarding the optimal fold-change of PDE4B overexpression for clinical application, based on our study a 5-fold increase in myocardial PDE4B protein expression attenuated cardiac dysfunction and maladaptive remodeling induced by chronic isoprenaline infusion or trans-aortic constriction in mice, without adversely impacting normal cardiac function.

 suggesting that specific modulation of PDE4B in cardiomyocytes but not in fibroblasts and inflammatory cells is possible. Future investigations to determine which factors are responsible for the downregulation of PDE4 observed in pathological conditions and the downstream effector(s) of PDE4B modulated by its overexpression to improve cardiac function are indeed of high interest to develop new therapeutic approaches.