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Elucidation of biological defense mechanism by tyrosine kinase Syk in aortic
dissection and therapeutic application
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o __ In pathogenesis of aortic dissection (AD), smooth muscle and inflammatory
cells participate in tissue destruction and defense. We found that Syk was activated in inflammatory

and smooth muscle cells in AD. Administration of fostamatinib, a specific Syk inhibitor, resulted
in worsening of AD with increase in mortality. Analyses of transcriptome and inflammatory cytokines
indicated that fostamatinib suppressed systemic inflammatory response, but augmented local
inflammatory response with suppression of regulatory T cell in the aorta. Syk may coordinate the
systemic and local inflammatory responses to protect aorta from AD.
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