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The role of the phosphorylation of NF-kB, p65 subunit on fat metabolism
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The visceral fat accumulation is the common clinical condition of
lifestyle-related diseases, such as, diabetes, the arteriosclerosis and the high blood pressure, which
were caused by the chronic inflammation in fat. Recent reports showed that phosphorylation of ﬁ65, a main
subunit of NF-k B involved in epigenetic regulation of gene expression. To better understand the
biological role of the phosphorylation of p65 of serine at position 536 (in mouse at 534), we generated
mice expressing a p65 mutant bearing an alanine instead of serine at position 534 (S534A) mice. After
exposure for 5 weeks to high-fat diet (HFD), HFD increased fat mass in WT mice, with a statistically
larger increase in S534A mice. HFD also produced a large increase in liver weight in S534A mice but not
in WT mice. Insulin activates Akt in WT mouse embryonic fibroblasts but the phosphorylation of Akt was
reduced in S534A MEFs. These results suggest that S534A mutants lead to insulin resistance.
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