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Unconventional protein secretion (UcPS) refers to the release of non-signal peptide-containing secretory proteins independent of the ERâ€“Golgi trafficking.1 Although two major pathways including vesicle-dependent and -independent UcPS have been revealed,1 the physiological role of each pathway is largely unclear due to the lack of molecular details. Previously, we identified a translocation pathway termed transmembrane p24 trafficking protein 10 (TMED10)-channeled UcPS (THU), which regulates vesicle-dependent UcPS pathway.2,3 In THU, TMED10 is a protein translocator key for mediating secretory cargo translocation into the ERâ€“Golgi intermediate compartment to initiate vesicle-dependent UcPS. The identification of TMED10 as a central player for UcPS allows us to employ genetic approaches to understand physiological function of UcPS.
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                    Fig. 1: TMED10 regulates the differentiation of secretory cell lineage and protects against colitis by regulating IL-33 protein secretion.[image: ]
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