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Exosomes derived from multivesicular bodies (MVBs), mediate cell-to-cell

communication by transporting proteins, mRNAs, and miRNAs. However, the molecular mechanism by which
proteins are sorted to exosomes is not fully understood. Here, we report that ubiquitin-like 3
(UBL3) acts as a posttranslational modification (PTM) factor that regulates protein sorting to
exosomes. We Ffind that UBL3 modification is indispensable for sorting of UBL3 to MVBs and exosomes.
By performing proteomics analysis, we find 1241 UBL3-interacting proteins, including Ras. We also
show that UBL3 directly modifies Ras and oncogenic RasG12V mutant, and that UBL3 expression enhances
sorting of RasG12V to exosomes via UBL3 modification. Collectively, these results indicate that PTM
by UBL3 influences the sorting of proteins to exosomes.
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