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In recent studies, it is revealed that chronic low-grade inflammation is involved in
rising insulin resistance and metabolic syndrome. p38 is known as stress-activated
protein kinase of mitogen-activated protein kinase (MAPK) family. To investigate the
p38a functions in metabolic syndrome, we produced conditional knockout mice of p38a,
in which p38a gene was disrupted in hematopoietic cells and vascular endotherial cells.
In the p38a conditional knockout (cKO) mice, high fat diet-induced insulin resistance
and obesity were significantly suppressed. High fat diet-induced infiltration of
macrophage into adipose tissue was also suppressed in the p38a cKO mice. Expression
level of genes regulating inflammation and chemotaxis was altered in the adipose
tissue and ATM (adipose tissue macrophage) of the p38a cKO mice. These observations
indicate that p38a is involved in the high fat diet-induced insulin resistance, probably
through modifying macrophage infiltration. Furthermore, the expression of lipid
metabolism genes was changed in liver of the p38a ¢cKO mice. It suggests that p38 «in
blood cells regulates obesity via lipid metabolism in liver.
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