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We utilized a novel gene modified mice in that ERa non nuclear signaling

was ablated and clarified these things.

1. ERa non nuclear signaling plays an important role in estrogenic cardio-protective effects 2.
This estrogen derived cardio-protective effects are provided by NO-cGMP-PDE5 pathway in the heart 3.
sGC stimulator can exert its cardio-protective effects regardless of the estrogen status, making
sharp contrast with PDE5 inhibitor

Furthermore, We utilized endothelial cell specific knock-in mouse of ERa non nuclear signaling. We
clarified endothelial non-nuclear signaling works cardio-protecitve by VEGF production followed by
the reactive angiogenesis.
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