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Developing therapeutic strategy targeting PDE1l against right heart failure
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We established a mouse model of right ventricular failure (RVF) and
demonstrated the critical roles of PDE1A, PDEIC, and PDE10A in the progression of RVF. We also
demonstrated that the PDE1l was up-regulated in the myocardium of HFpEF mice, and that inhibition of
PDE1 improved HFpEF phenotype. Activation of both cAMP-PKA and cGMP-PKG pathways was observed in
PDE1-inhibited in animals. These findings will be a basis for the development of treatment for RVF
and HFpEF, for which treatment have not been established. We initially assumed the involvement of
endoplasmic reticulum stress response, but significant modification was not observed in
PDE1-inhibited animals. We got preliminary data suggesting the PDE1l regulation of intracellular

calcium dynamics and subsequent myocyte dysfunction. Further studies are planned to elucidate the
precise intracellular mechanism of PDEl-mediated pathobiology of RVF and HFpEF.
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