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Tail-anchored proteins (TA proteins) are localized at various endomembrane
compartments and play essential roles in cellular homeostasis. TA proteins are posttranslationally
inserted into the endoplasmmic reticulum (ER) membrane, followed by vesicular traffic to their final
destinations. However, little is known about the molecular mechanism underlying the posttranslational
membrane insertion.

In this study, we revealed that two ER membrane proteins, CAML and WRB, constituted the molecular
machinery for the membrane insertion of TA proteins in mammalian cells. We identified the CAML-binding
proteins responsible for regulating the membrane insertase activity of the CAML WRB complex. We also
identified a novel ER membrane-shaping protein and its binding protein responsible for regulating the
membrane-shaping activity. Thus, this study uncovered the molecular identity of the membrane inseratse
for TA proteins and helped us understand the mechanism of the membrane protein insertion.
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