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Role of IL-17F in severe asthma
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IL-17F is involved in_the pathogenesis ofsevere asthma. However, the effects

of steroids on the function of IL-17F signaling mechanisms are largely unknown. One of the
transcription elongation factors, P-TEFb composed of cyclin T1 and CDK9, is known as a novel
checkpoint regulator of gene expression via Brd4. We reported that IL-17F markedly induced the
expression of the IL-8 in human airway smooth muscle cells . Pretreatment of CDK9 inhibitor and
transfection of siRNAs targeting CDK9 abrogated IL-17F-induced IL-8 production. Transfection of
siRNAs targeting Brd4 and cyclin T1 diminished IL-17F-induced phosphorylation of CDK9 and IL-8
production. Moreover, budesonide decreased CDK9 phosphorylation and markedly inhibited
IL-17F-induced IL-8 production. P-TEFb is involved in IL-17F-induced IL-8 expression and that
steroids diminish it via the inhibition of CDK9 phosphorylation. IL-17F and P-TEFb might be novel
therapeutic targets for severe asthma.
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