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o Cubilin (CUBN) and amnionless (AMN), expressed in kidney and intestine, form
a multiligand receptor complex called CUBAM that plays a crucial role in albumin absorption. Here,

we describe a quantitative assay to evaluate albumin uptake by CUBAM using cells expressing
full-length CUBN and elucidate the crucial roles of the C-terminal part of CUBN and the endocytosis
signal motifs of AMN in albumin endocytosis. We also demonstrate that nuclear valosin-containing
protein-like 2 (NVL2), an interacting protein of AMN, is involved in this process. Although NVL2 was
mainly localized in the nucleolus in cells without AMN expression, it was translocated to the
extranuclear compartment when coexpressed with AMN. NVL2 knockdown significantly impaired
internalization of the CUBN-albumin complex in cultured cells, demonstrating an involvement of NVL2

in endocytic regulation. These findings uncover a link between membrane and nucleolar proteins that
is involved in endocytic processes.
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