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Novel mechanism of chronic inflammation in progression and destabilization of
atherosclerotic plaque
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Endogenous DNA fragments released by lifestyle-related diseases provoke
chronic sterile inflammation through the recognition by DNA sensors. We investigated the role of
stimulator of interferon genes (STING), a cytosolic DNA sensor, in atherogenesis. ApoE-deficient
mice showed higher STING expression and markers for DNA damage. The level of cyclic GMP-AMP (cGAMP),

a STING agonist, in the aorta was higher in ApoE-deficient mice. Genetic deletion of STING in
ApoE-deficient mice reduced atherosclerotic lesions in the aortic arch, lipid, and macrophage
accumulation in plagues, and inflammatory molecule expression in the aorta compared with the
control. Pharmacological blockade of STING using a specific inhibitor, C-176, ameliorated
atherogenesis in ApoE-deficient mice. In contrast, bone marrow-specific STING expression in
ApoE-deficient mice stimulated atherogenesis. STING genes signaling may serve as a potential
therapeutic target for atherosclerosis.
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