©
2016 2018

Clarification of new oxidative signaling involved in tissue fibrogenesis and its
application to therapeutic strategy
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It is well known that NOX4/NADPH oxidase is involved in fibrogenesis. In
human lung fibroblasts transfected with siRNAs against NOX4, levels of endoglin, a co-receptor of
TGF-B , were reproducibly decreased at protein levels compared with those in control
siRNA-transfected cells. Results from experiments using pharmacological inhibitors suggested that
NOX4-derived reactive oxygen species (ROS) stabilize endoglin and maintain its functional expression

at cell membranes by regulating atypical PKC.

On the other hand, NOX4A mRNA is a splice variant of NOX4 mRNA with only 4-base deletion in the
coding region. Exogenous expression of NOX4A suggested that it is a small protein corresponding to
the N-terminus of NOX4 and generates ROS.
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