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                PIN1 has previously been shown by this group to regulate the expression of granulocyte/macrophage colony-stimulating factor by eosinophils. So, using a specific PIN1 inhibitor, juglone (as well as dominant-negative PIN1 peptides) the authors examined TGFβ1 production by activated human eosinophils and found that Tgfb1 mRNA accumulation required PIN1 activity. Protein kinase Cα (PKCα) and protein phosphatase 2A (PP2A) were shown to associate with and control the peptidyl-prolyl isomerase activity of PIN1. Further analysis showed that PIN1 associated with several AU-rich element (ARE)-binding proteins (AREBPs) that regulate Tgfb1 mRNA stability, and that activation of PIN1 by PKCα and PP2A following eosinophil activation resulted in the release of destabilizing AREBPs from Tgfb1 mRNA. Inhibition of PIN1 resulted in increased Tgfb1 mRNA exosomal degradation in human activated eosinophils.
Using a rat model of allergen-induced inflammation, the authors showed that inhibition of PIN1 by juglone resulted in lower numbers of eosinophils in the bronchoalveolar lavage (BAL) fluid, reduced TGFβ1 and type I collagen expression by BAL cells and decreased lung fibrosis compared with controls. In addition, chronic allergen challenge of sensitized Pin1−/− mice resulted in reduced lung collagen deposition compared with wild-type mice.
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