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A novel regulatory mechanism of NF-kB signaling
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To investigate the physiological role of the serine residue at position 534
of the NF-k B, p65 subunit, we generated knock-in mice (S534A mice) in which the serine residue at
position 534 was substituted with alanine. We established mouse embryonic fibroblasts (MEF) derived
from wild-type and S534A mice. When we treated with TNFa , the nuclear translocation of p65
persisted for a longer time and enhanced transcriptional activity of NF-k B in S534A cells compared
with wild-type cells. These results led us to, thought that there is phosphorylation-specific
negative feedback mechanism of p65 S534. Therefore, we identified a novel molecule binding
specifically to phosphorylation of p65 S534, and further revealed a new regulatory mechanism by NF-
K B.
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