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Functional Analysis of Pulmonary Fibrosis Pulmonary Fibroblasts for Novel
Antifibrotic Drug Development.
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Lysophosphatidic acid (LPA), generated extracellularly by the action of
autotaxin through LPA receptors (LPARs) to induce pro-fbrotic signaling in patients with idiopathic
pulmonary fibrosis. We hypothesized that the autotaxin/LPA axis-induced changes in human lung
fibroblasts play an important role in the lung fibrosis. The ability of fibroblasts to mediate TGF-
B 1 or LPA inducing migration and contraction of three-dimensional type | collagen gels was assessed

in the presence of GLPG1690 and BMS-986020.
GLPG1690 and BMS-986020 significantly suppressed TGF-3 1 and LPA inducing collagen gel contraction,
migration and the expression of o -SMA and fibronectin through Rho/ROCK signal (p<0.05). The
response to TGF-B 1 and LPA-stimulating collagen gel contraction and migration were greater in lung
fibrosis fibroblasts than in normal lung fibroblasts. Autotaxin/LPA axis is the key therapeutic
target to suppress Rho/ROCK signal mediated lung fibrosis in lung fibroblasts.
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