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Induction of solid tumor growth inhibition induced by a differentiation inducer
cotylenin A and molecular target agents and its molecular mechanism
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We have examined whether a new differentiation inducer of leukemia cells can
suppress the proliferation of solid tumor cells. In this study we found that cotylenin A plus
phenethyl isothiocyanate (PEITC), an inducer of reactive oxygen species(ROS) and a dietary
anticarcinogenic compound, or piperlongumine (PL), a natural product with cytotoxic properties
restricted to cancer cells, synergistically inhibited the proliferation of human pancreatic cancer
cells. The combined treatment with CN-A plus PEITC or PL synergistically induced the generation of
ROS. Antioxidants, ferroptosis inhibitors and iron chelators canceled the synergistic cell death.
These results show that synergistic cell death induced by the combined treatment with CN-A plus
PEITC or PL is mainly due to the induction of ferroptosis. These results suggest that the
combination of CN-A plus PEITC or PL has potential as a novel therapeutic strategy against
pancreatic cancer.
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