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Efficacy of PAR-2 antagonists in lung fibrosis

SUZUKI, TOMOKO

4,200,000

IPF
PAR-2 IPF
1 PAR-2 TGF-beta
EMT PAR-2
PAR-2

Pathogenetic mechanisms of idiopathic interstitial pneumonias (I11PS) remain
unclear. Epithelial-to-mesenchymal transition (EMT) may play a key in the pathogenesis of fibrosis.
Transforming growth factor (TGF)-beta is known to induce the transformation of fibroblasts to
myofibroblasts and EMT of epithelium. Protease activated receptor (PAR)-2 has been recognized as a key
Eﬁ%ecule regulating inflammation and fibrosis. We hypothesized that PAR-2 activation induces TGF-beta and
Functional PAR-2 was expressed on lung epithelium. PAR-2 activation by trypsin or PAR-2AP induced
TGF-beta. PAR-2 activation led to cleavage of E-cadherin and induction of vimentin expression. These
phenomena were blocked by PAR-2 inhibiting peptide. PAR-2 activation induces TGF-beta and EMT of lung
epithelium, processes that may contribute to lung fibrosis. PAR-2 may be a key molecule driving lung
fibrosis and thus represent a novel therapeutic target.
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