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The study for suppression of obliterative bronchiolitis by inhibiting autotaxin
activity
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Obliterative bronchiolitis (OB), a fibroproliferative disorder of the small
airways, is the main manifestation of chronic lung allograft rejection. Because of poor understanding of
the mechanism, there is currently no treatment of this disease. The aim of this study was to repress OB
by the administration of a autotaxin (ATX) inhibitor or lysophosphatidic acid (LPA) receptors (LPARS)

antagonist. i i ) i i i )
The administration of Kil6198 attenuated airway epithelial cell loss in the heterotopic tracheal

transplant allograft model. The number of agoptotic epithelial cells was decreased in the allografts
treated with Kil6198. In addition, LPA inhibited the attachment of BEAS-2B to the ECM, which was restored
by the presence of Kil6425. Accordingly, LPA signaling is involved in the loss of airway epithelial cells
through the inhibition of cell adhesion to the ECM in an alloimmune-environment. This finding suggests
LPA as a novel therapeutic candidate target in human OB after lung transplantation.
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