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Wk B oE (3532) : This study was conducted to investigate how p16'™“ expression
modulates inflammatory cytokine production from macrophages in relation to simple CDK4/6
kinase inhibition. Forced expression of p16™“ in macrophages suppressed LPS—induced
expression of IL-6. The p16'"e expression accelerated LPS-induced IRAK1 degradation, and
suppressed AP-1 pathway. The accelerated IRAK-1 degradation should be mediated by
proteasomal degradation because a proteasome inhibitor restored AP-1 activation in
p16'™“—expressing macrophage. Also, IRAK1 overexpression restored |L-6 production in
p16'™“—expressing macrophage. Finally, p16™“ knock down with siRNA enhanced IL-6
production from senescent macrophage that expressed endogenous p16'™“4 These results
showed that p16™“e suppressed IL-6 production from macrophages in a CDK4/6-independent
manner. This was due to proteosome-mediated IRAK1 degradation and fol lowing suppression
of the AP-1 pathway. Thus, p16™“ could exert anti-inflammatory effects on synovial
macrophages.
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