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Establishment of a novel therapy for renal cell carcinoma by induction of
ferroptosis via lipo-quality modulation

HASEGAWA, Masanori
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When arachidonic acid, a PUFA, was added to the culture medium of renal cell
carcinoma cell lines and exposed to a ferroptosis inducer (GPX4 inhibitor), ferroptosis was
strongly induced. On the other hand, the addition of oleic acid, a MUFA, reduced the sensitivity to
GPX4 1nhibitor. We revealed that the inhibition of SCD1, the enzyme responsible for MUFA de novo
synthesis, inhibited MUFA synthesis and increased ferroptosis susceptibility. It was revealed that
the combination of SCD1 inhibition and GPX4 inhibitor was effective for comprehensive cancer control
through ferroptosis. Furthermore, when rapamycin exposed to renal cell carcinoma cell lines to
suppress the mTOR pathway, SCD1 expression was decreased and sensitivity to GPX4 inhibitors was
synergistically increased.
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