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Elucidation of the Molecular Mechanism of GOMED and Its role in the pathogenesis
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The Golgi-membrane-associated degradation (GOMED) pathway is a physiological
mechanism that mediates the degradation of proteins whose trafficking from the Golgi apparatus to
the plasma membrane or extracellular space is impaired. In this study, we identified Wipi3 as an
essential effector molecule of the GOMED pathway. Furthermore, it was demonstrated that: (1) Wipi3
undergoes dephosphorylation upon induction of GOMED; (2) this dephosphorylation is critical for the
execution of GOMED; and (3) the phosphatase responsible for Wipi3 dephosphorylation was identified.
These findings reveal that regulation of Wipi3 dephosphorylation is indispensable for the activation
of the GOMED pathway.
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