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Reactive oxygen species play roles in multiple myeloma pathogenesis
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Six-transmembrane epithelial antigen of the prostate 1 (STEAPl), identified
in prostate cancer cells as a cell surface protein, is over-expressed in a subset of human cancers.
In cases of Ewing sarcoma, STEAP1 augmented cell proliferation and invasion and was accompanied by
increased reactive oxygen spices (ROS) levels. Here, we characterized the biological impact of
STEAP1 and ROS in multiple myeloma (MM) pathogenesis. STEAP1 expression negatively correlated with
0S as determined from a publicly accessible gene expression profile data set. A loss-of-function
approach in cultured MM cell lines revealed that STEAP1 silencing suppressed migration, invasion and

bone marrow homing through inhibition of ROS production. Mechanistically, the inhibition of STEAP1
was associated with increased expression of anti-oxidant molecules regulated by the transcription
factor, nuclear erythroid 2-related factor (NRF2), in MM cells. This study identified STEAPl as a

therapeutic target for MM.
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