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Mechanisms of mucus overproduction and airway inflammation in asthma

Fujisawa, TomoyuKi

3,000,000 900,000
NF-k B STAT6
TLR3 Polyl:C  TRIF/NFk B IL-17C
Polyl:C IL-17C hBD2 CSF-3 S100A12 IL-17RE  IL-17C
Polyl:C 1L-17C

The present study was conducted to elucidate the mechanisms of mucus overproductio
n and airway inflammation in exacerbation of asthma.
Co-treatment with NF-kappa B activators and STAT6 activators did not show synergistic mucin genes expressi
on in normal human bronchial epithelial (NHBE) cells. We demonstrated that polyl:C, the ligand to Toll-lik
e receptor 3, induced IL-17C expression via TRIF/NF kappa B pathway in NHBE cells. Both IL-17C and polyl:
C increased the expression of antimicrobial peptides and proinflammatory cytokines, such as human beta-def
ensin (hBD) 2, colony-stimulating factor (CSF) 3, and S100A12 in NHBE cells. Knockdown of IL-17 receptor
E, the specific receptor for IL-17C, attenuated polyl:C-induced hBD2, CSF3, and S100A12 expression, withou
t any reduction of polyl:C-induced IL-17C expression, which suggest that IL-17C is an essential epithelial
cell-derived cytokine that enhances airway inflammation in a unique autocrine/paracrine manner in the air

way epithelium.
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