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[11I-AHAJS-2] Notch1 and Bicuspid Aortic Valve Disease: From Human Genetics
to Mouse and Cell-based Models

Ovidu Garg (Nationwide Children’s Hospital and The Ohio State University)

Bicuspid aortic valve (BAV) is the most common type of cardiac malformation with a
prevalence of ~1% in the population. BAVis associated with congenital aortic valve stenosis
foundininfancy along with later onset aortopathy and calcific aortic valve disease.
Pathogenic variantsin NOTCH1 were discovered to be a cause of BAVin humans. Here, we will
review evidence supporting the independent roles of Notch1 signaling in aortic valve cells
and in smooth muscle cells of the proximal aorta that contribute to the associated diseases
of congenital valve stenosis, ascending aortic aneurysms and valve calcification using a
combination of mouse and induced pluripotent stem cell models. These findings suggest that
genetic contributions to a congenital heart valve malformation are also associated with adult
onset cardiovascular diseases.
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