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Functional analysis of CNOT3 in mice devoid of CNOT3 in T cell specific manner
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Positive selection of double-positive (DP) thymocytes requires precise
regulations of T-cell antigen receptor (TCR) signaling. We here describe that limitation of mRNA
poly (A) tail length by the deadenylase CCR4-NOT complex ensures the positive selection by
modulating TCR signaling. The CCR4-NOT complex is the major deadenylase that removes poly(A) tails
from mRNAs. To clarify the role of CNOT3 in T cell, we generated mice devoid of CNOT3 in T cell
specific manner. T cell-specific depletion of the CNOT3 subunit revealed requirements of the
CCR4-NOT complex in the positive selection and inhibition of inappropriate Jnk and p38 activations
induced by TCR stimulation. Furthermore, we found that the CCR4-NOT complex post-transcriptionally
attenuates expression of ASK1, thereby preventing inappropriate activation of Jnk and p38 after TCR
stimulation. Consequently, our data suggest a novel link between the deadenylase-mediated poly(A)
tail shortening and the T cell repertoire formation.
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