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Elucidation of a Novel Mechanism of Regnase-1-mediated mRNA Decay via
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The mRNA decay enzyme Regnase-1 (Regl) plays a crucial role in the
regulation of immune cell activation. In this study, through a comprehensive analysis of proteins
interacting with Regl, we identified KIhl121 as being involved in the ubiquitination of Regl.
Interestingly, T cell-specific KIhl21-deficient mice showed the enlargement of spleen and lymph
nodes, with the majority of splenic T cells converting into effector cells. Analysis of serum from
these mice revealed presence of anti-dsDNA antibodies, suggesting that KIhl21 suppresses
self-responses by T cells. These results demonstrate that KIhl121 plays a crucial role in maintaining

immune homeostasis via the control of T cell activation.
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