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Molecular mechanisms of ferroptosis resistance mediated by calcium signaling and
their therapeutic application
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In recent years, several studies have reported that cancer cells show

resistance to ferroptosis as cell density increases, but the underlying mechanisms are still largely
unknown. In this study, based on the results of preliminary investigations, calcium-mediated signal
transduction was primarily investigated. On the other hand, omics analyses comparing low and high
cell densities suggested that fatty acid metabolism, especially SCD, is upregulated in high cell
density. Indeed, several melanoma cell lines showed an increase in SCD with increasing cell density.
Furthermore, sensitization to ferroptosis induction by SCD inhibition was observed at higher cell
densities. Thus, SCD was identified as one of the molecules that contribute to ferroptosis

resistance at high cell densities.
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