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A study on si%naling pathways associated with NOX4/NADPH oxidase for the
development of new antifibrotic drugs
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It is well known that NOX4/NADPH oxidase is involved in fibrogenesis. Signaling
pathways upstream and downstream of NOX4 were analyzed. A Smad binding element at approx. 75-base
upstream of the transcription start site of the NOX4 gene was found essential for TGF-[3 -induced NOX4
expression. Proteomics analyses using cleavable isotope-coded affinity tags were carried out on a human
lung fibroblast cell line stimulated with TGF- to identify ﬁroteins that oxidized thiols were decreased
by knock-down of NOX4. Among them, Protein X, an enzyme that has been thought to be involved in
polymerization of extracellular matrices, was found decreased by knock-down of NOX4 at mRNA levels. On
the other hand, Protein Z, of which function is unknown, was suggested to be a target of NOX4-derived
reactive oxygen species (ROS). In a human neuroblastoma cells in which NOX4 is involved in cell
proliferation, Protein A, a growth factor receptor, was suggested to be a target of NOX4-derived ROS.
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