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Elucidation of mechanisms of xCT-mediated cancer therapy resistance accompanied
with metabolic reprograming and cancer stem cell property
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The initial standard treatment for small cell lung cancer (SCLC) is systemic
chemotherapy with platinum drugs, but many patients experience relapse or disease progression.
However, the mechanisms promoting resistance in relapsed/aggravated SCLC cells remain largely
unknown. In this study, we demonstrated that the regulation of xCT expression via p62/SQSTML is
involved in the progression of SCLC cells. Furthermore, we found that autophagy deficiency
contributes to the cisplatin resistance of SCLC cells. Therefore, we searched for inhibitors to
develop therapies targeting p62/SQSTM1 and identified promising candidates that can reduce the
protein stability of p62/SQSTM1.
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