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Cross-Talk between Transforming Growth Factor-beta and Periostin Can Be Targeted
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In this study, we sought to learn whether the cross-talk between TGF-b and
periostin leads to generation of pulmonary fibrosis and whether inhibitors for integrin avb3, a
periostin receptor, can block pulmonary fibrosis in model mice and the TGF-b signals in fibroblasts
from patients with IPF. We found that cross-talk exists between TGF-b and periostin signals via
avb3/b5 converging into Smad3. This cross-talk is necessary for the expression of TGF-b downstream
effector molecules important for pulmonary fibrosis. Moreover, we identified several integrin
inhibitors capable of blocking cross-talk with TGF-b signaling. One of the compounds, CP4715,
attenuated bleomycin-induced pulmonary fibrosis in mice and the TGF-b signals in fibroblasts from
patients with IPF. These results suggest that the cross-talk between TGF-b and periostin can be
targeted for pulmonary fibrosis and that CP4715 can be a potential therapeutic agent to block this

cross-talk.
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