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We tested the hypothesis that macrophage IL-6 signal is involved in the
pathogenesis of aortic dissection (AD). We found that macrophage-specific SOCS3-KO (mSOCS3-KO), in which
IL-6 signal is enhanced specifically in macrophages, developed distructive aortic dissection more
frequently than wild type mice (WT) upon angiotensin Il stimulation. Transcriptome analyses showed higher
expression of cell cycle and inflammatory genes in mSOCS3-KO than in WT before the onset of AD. In
mSOCS3-K0, macrophages were preferentially differentiated to proinflammatory M1, indicating enhancement
of aortic inflammation. Human AD samples showed higher activation of macrophage IL-6 signal and cell
cycle in adventitia and outer media close to the site of dissection than the remote aortic walls. These
results indicate that excessive activation of IL-6 signaling in macrophages leads to the destructive
inflammation in AD. We will investigate whether anti-inflammatory M2 can stabilize AD in the future.
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