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The role of mTORC2-SPARC pathway in the pathogenesis of pulmonary fibrosis
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Pathogenesis of idiopathic pulmonary fibrosis (IPF) remains unclear. SPARC
is a matricellular protein, whose expression is regulated by TGF-B 1 through activation of mTORC2.
Exchange factor found in platelets, leukemic, and neuronal tissues (XPLN) is an endogenous inhibitor

of mTORC2. Herein, we investigated the regulatory mechanisms of XPLN in human lung fibroblasts.
XPLN depletion stimulated SPARC expression and Akt phosphorylation on Ser473. TGF-f 1 treatment
down-regulated XPLN via Smad 2/3. XPLN mRNA expression was up-regulated upon treatment with HDAC
inhibitors in a concentration-dependent manner, and TGF-f3 1-induced SPARC expression was reversed by
entinostat treatment. mTORC1 inhibition by rapamycin and Raptor depletion stimulated SPARC
expression. These findings may heIB uncover the regulatory mechanisms of the mTORC2-SPARC axis. The
up-regulation of XPLN by HDAC inhibitors may be a novel therapeutic approach in patients with IPF.
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