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Molecular mechanism for stabilization of RTKs proteins by SFN in lung
adenocarcinoma.
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Stratifin %SFN, 14-3-3 sigma) acts as a novel oncogene, accelerating the
tumor initiation and progression of lung adenocarcinoma. We previously revealed that SFN
specifically bound to USP8. Here we showed that both USP8 and SFN showed higher expression in human
lung adenocarcinoma than in normal lung tissue, and USP8 expression was significantly correlated
with SFN expression. SFN Expression was also associated with poor prognosis. USP8 stabilizes
receptor tyrosine kinases (RTKs) such as EGFR and MET by deubiquitination, contributing to the
proliferative activity of many human cancers including non-small cell lung cancer. In vitro, USP8
binds to SFN and they co-localize at the early endosomes in lung adenocarcinoma cells. Moreover,
USP8 or SFN knockdown leads to downregulation of tumor cellular proliferation and upregulation of
apoptosis, p-EGFR or p-MET, which are related to the degradation pathway, and accumulation of
ubiquitinated RTKs, leading to lysosomal degradation.
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