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In this study, we investigated how the empty state of Argonaute (AGO)
proteins is degraded after ubiquitination. Our unpublished data had suggested that ubiquitinated
empty AGO is degraded by autophagy, but not by the proteasome. Thus, first, we identified
autophagy-related molecules that interact with ubiquitinated empty AGO. Next, we conducted
functional analyses of these molecules to reveal the mechanism of empty AGO degradation. We found
that VCP, a mediator of selective autophagy, recognizes ubiquitinated empty AGO via the Ufd1-Npl4
heterodimer to direct its degradation.
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Iruka ensures the quality of Argonaute by selective ubiquitination of its empty state.
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Iruka ensures the quality of Argonaute by selective ubiquitination of its empty state.
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Iruka directs selective ubiquitination of empty Argonaute for successful miRNA-mediated silencing.
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Takotsubo (Iruka) mediates selective degradation of miRNA-unloaded Argonaute.
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