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Molecular mechanism of familial aortic dissection by smooth muscle myosin
mutation and elucidation of vascular aging mechanism

Nagai, Ryozo
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We established a pathogenic variant of the myosin heavy chain (Myhll), known
to cause familial thoracic aortic aneurysm and dissection (FTAAD), in the form of Myhlldel1256 K
mice. The MyhllA K/A K mice exhibited thickening of the vascular wall, microscopic structural
abnormalities including decreased cell adhesion, and reduced contractility in the aorta. The MyhllA
K/+ mice developed aortic dissection and intramural hematoma upon angiotensin stimulation. The
underlying mechanism involved a decrease in the integrin subunit o 2 (Itga2). The impact of reduced
cell adhesion due to Itga2 depletion suggested a defect in aortic contraction.
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A deletion mutation in myosin heavy chain MYH11 reduces the contraction force of the aorta resulting in aortic dissection
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