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The molecular basis of cell-intrinsic program that establishes T cell anergy is not
completely understood. Recent reports demonstrated that E3 ubiquitin ligases, including
gene related to anergy in lymphocytes (GRAIL), as essential components to induce and
maintain T-cell anergy. The aim of this study is identification of GRAIL E3 ligase
substrates to substantiate the molecular mechanisms of T cell anergy. We identified 30
proteins specifically decreased under anergic condition as we previously reported. In
addtion to RhoGDIo/p, we identified several actin cytoskelton-associated proteins as the
substrates of GRAIL. These proteins were ubiquitinated by GRAIL E3 ligase but not
enzymatically inactive H2N2 or RING deletion GRAIL. Confocal laser microscopy analysis
revealed that these proteins were colocalized with GRAIL. These data demonstrate that
GRAIL might regulate actin cytoskelton-associated proteins to maintain an anergic states
of T cell.
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