CXCL17 augments inflammatory signalling by Poly I:C in human airway epithelial basal cells
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[image: image1.emf]Introduction. Chemokine (C-X-C motif) ligand 17 (CXCL17) is a chemokine abundantly expressed in the lung that plays a protective role against respiratory pathogens via its antimicrobial properties. During viral infection, CXCL17 expression is markedly elevated, however in chronic inflammatory pathologies, including asthma and COPD, CXCL17 is downregulated. The role of CXCL17 remains uncharacterized despite its dysregulation in inflammation pathologies.
Aim. The aim of the present study is to characterise the contribution of CXCL17 to sensing acute viral infection in the lung.
Methods. Human airway epithelial basal cells (BCi NS1.1 cells) were simulated with 0.001-10 µg/mL of Poly I:C (viral RNA mimetic) in the presence or absence of CXCL17 (100 nM – 3 µM) for 24 hours. Immunoassay was performed on culture supernatants to assess inflammatory cytokine production. RT-qPCR was performed on cell lysates to ascertain how Poly I:C signalling was affected by CXCL17 treatment. 
Results. Poly I:C concentration dependently induced IL-6 and IL-8 secretion in BCi NS1.1 cells. Incubation with CXCL17 potentiated the inflammatory response in a manner dependent on CXCL17 concentration. Via confocal microscopy, we observed FITC-conjugated Poly I:C in endosomes. Preliminary data suggest low concentrations of Poly I:C  (0.1 µg/mL) modestly upregulate CXCL17 expression and cause even more pronounced increases in the expression of both RIG-I and Toll-like receptor 3 (TLR3) (cytosolic and endosomal receptors for Poly I:C). 
Discussion. The preliminary data suggests  CXCL17 expression is upregulated as part of an acute inflammatory response and can modulate Poly I:C signalling via pattern recognition receptors in the airway epithelia which serve as a sentinel cell population for recruiting immune cells. Thus, the downregulation of CXCL17 in conditions such as asthma and COPD may serve as an explanation for impaired innate defences that culminates in more severe outcomes following viral infection. 
