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Defective autophagy has been implicated in various human diseases, including
cardiovascular diseases. In this study, we aimed to elucidate the role of autophagy in vascular
smooth muscle cells (SMCs) on atherosclerosis.SMCs cultured from mice with SMC-specific deletion of
the essential autophagy gene atg7 (Atg7cKO) by 7-ketocholestrerol exposure showed enhanced apoptotic
cell death and cellular senescence. Atg7cKO mice crossed with Apoe-deficient mice showed a reduced
survival rate, increased plaque area, and aneurysm formation. In addition, we investigated the role
of autophagy in SMCs on plaque instability in vivo. To generate a mouse model of plaque instability,
we conducted to form a tandem stenosis in the carotid artery of Atg7cKO:apoeKO mice. Our data
suggest that defective autophagy in SMCs enhances plaque instability and the risk of plaque rupture.
Thus,we suggest that activation of SMCs autophagy may be a new therapeutic target to reduce
cardiovascular disease.
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Defective autophagy in vascular smooth muscle cells enhances atherosclerotic plaque
instability.
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