2021 2022

SMARCA4

Development of the therapy targeted to the vulnerability of SMARCA4-mutant lung
cancer cells to ferroptosis
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To elucidate the regulatory mechanisms of ferroptosis and apoptosis and to
develop novel therapies targeting the vulnerability of SMARCA4 mutant cancer cells to ferroptosis,
we established cell lines stably expressing SMARCA4, performed ATAC-seq analysis, and extracted from

public databases the genes that were highly expressed in ferroptosis -resistant cells. Among the
genes obtained, only the genes highly expressed in ferroptosis -resistant cells were extracted from
public databases, and new ferroptosis resistance candidate genes, SMYD3, LTBR, and PFKP, were
identified. We also found that the expression status of the CASP8 gene regulates the stability of
the p62/SQSTM1 protein, which promotes the activation of antioxidant signaling in cancer cells and
could be a promising ferroptosis susceptibility marker.
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