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Apoptosis-associated speck-like protein containing a caspase recruitment
domain (ASC) has been reported a pro-apoptotic molecule that is epigenetically silenced in several
human cancers. However, the role of ASC in the regulation of tumor progression remains elusive. To
determine the effect of ASC depletion in cancer cells, ASC was stably knocked down in B16BL6, a
murine melanoma cell line. ASC suppression increased the motility of B16BL6 cells and augmented
invasiveness. Invadopodia formation and Src phosphorylation level were enhanced in ASC-knockdown
cells as well. Since caspase-8 has been reported to enhance cellular migration by Tyr380
phosphorylation via Src, we examined Tyr380 phosphorylation of caspase-8 in ASC-knockdown cells and
found it to be elevated. Moreover, ASC ablation increased pulmonary metastasis in mice after
intravenous injection of B16BL6 cells. Our findings indicate that ASC suppresses cancer metastasis

via the modulation of the Src-caspase-8 signaling pathway.
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