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There is currently no pharmacological treatment for aortic valve stenosis
(AS), and the molecular mechanisms underlying calcification of the aortic valve remain unknown. In
this study, we aimed to identify the differentiation mechanism from undifferentiated interstitial
cells to osteoblasts and focus on tissue calcification in the pathogenesis of AS. We also aimed to
identify proteins that regulate aortic valve calcification and develop inhibitors for their
function. We successfully identified 12 master regulatory genes involved in osteoblast
differentiation, including Notch signaling ligands. Additionally, we discovered secreted proteins
that are downregulated in the vicinity of calcified tissues during the progression of AS, raising
expectations for the development of novel preventive and therapeutic drugs for AS.
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