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Elucidation of the regulation mechanism of cystic fibrosis-specific splice
variant expression and development of novel therapeutic strategies
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Cystic Fibrosis (CF) is a hereditary disorder typically characterized by
infection-associated chronic lung inflammation. Toll-like receptors (TLRs) are innate immune
receptors that sense pathogen-associated molecular patterns (PAMPs) and their excessive or prolonged

activation is considered as one of the mechanisms for CF hyperinflammatory phenotype. SIGIRR is a
transmembrane protein acting as a negative regulator of multiple TLR signaling pathways after
stimulation with anti-inflammatory cytokine I1L-37, a ligand for SIGIRR.

We have recently demonstrated the defective surface expression of full-length SIGIRR (WT-SIGIRR) in
CF airway epithelial cells due to its splicing variant A 8-SIGIRR, suggesting impaired

IL-37-depdendent anti-inflammatory activity.

In order to restore its surface expression in CF cells, we performed screening analysis and revealed

that factor X inhibitor is a specific inducer for WT-SIGIRR.
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