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Molecular mechanism of solid tumor growth inhibition by a new differentiation
inducer and molecular target agents
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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 significantly
potentiate arsenic trioxide-induced inhibition of cell growth of human breast and pancreatic cancer
cells. The combined treatment with cotylenin A and arsenic trioxide induced cleaved caspase-7 in human
breast cancer MCF-7 cells at the concentration which arsenic trioxide alone scarcely induced and
cotylenin A alone only weakly induced. Expression of survivin was markedly decreased with the presence of
both cotylenin A and arsenic trioxide. The pretreatment with N-acetylcysteine significantly reduced the
combination treatment-induced cell growth inhibition. These data suggest that induction of cleaved
caspase-7, inhibition of survivin and oxidative responses are important events in the corporative
inhibition in the growth of MCF-7 cells.
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