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GAREM1 (Grb2-associated regulator of Erk/MAPK1) is an adaptor protein that
is involved in the EGF pathway. The nuclear localization of GAREM1 depends on the nuclear
localization sequence (NLS), which is located at the N-terminal CABIT (cysteine-containing, all in
Themis) domain. Here, we identified 14-3-3¢ as a GAREM-binding protein, and its binding site is
closely located to the NLS. Moreover, the binding of 14-3-3 had an effect on the nuclear
localization of GAREM1. We suggest that the interplay between 14-3-3, the C-terminal SAM (sterile
alpha motif) domain and CABIT domain might be responsible for the distribution of GAREM1 in
mammalian cells.

In contrast to GAREM1 that is expressed ubiquitously in human organs and cultured cells, GAREM2 is
specifically expressed in the mouse, rat, and human brain. Moreover, GAREM2 does not possess the NLS
sequence. To analyze the physiological functions of each GAREM subtype, we established and
characterized a GAREM knockout (KO) mouse.
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