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RIG-1-like receptors (RLRs) are cytoplasmic viral RNA sensors, which induce
antiviral innate immune responses. After recognition of viral RNA, RLRs bind to the MAVS adaptor
molecule, resulting in downstream signaling. To reveal the molecular mechanism of MAVS-dependent
signaling, we performed a yeast two-hybrid screening and identified zyxin as a protein that binds to
MAVS. Zyxin interacted with MAVS in human cells. A proximity ligation assay showed that zyxin and
MAVS partly co-localized on mitochondria. Ectopic expression of zyxin augmented MAVS-mediated IFN-f3
promoter activation, and knockdown of zyxin (ZYX) attenuated the IFN-B promoter activation.
Moreover, ZYX knockdown reduced the expression of type I IFN and an interferon-inducible gene after
stimulation with ligands of RLRs. Interestingly, physical interactions between RLRs and MAVS were
abrogated by ZYX knockdown. These observations indicate that zyxin serves as a scaffold for the

interactions between RLRs and MAVS.
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