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Development of anticancer lead based on catalytic asymmetric total synthesis of
leucinostatin A
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Currently available targeted therapy of tumor acts on ?rowth signal within
tumor cells, which realizes potent and selective anti-tumor activity, and is clinically successful
indeed. However,genetic instability of tumor cells frequently cause resistance toward this type of
therapy. Based on this background, growth signals from normal cells (stromal cells) neighboring
tumor cells are recognized as good candidate of molecular target of future anti-cancer medicine.
Leucinostatin A acts on this cross-talk of tumor and stromal cells to inhibit proliferation of the
tumor cells.In this study, leucinostatin and related compounds were found to inhibit complex V, a
key enzyme in mitochondrial respiratory chain, to reduce expression of IGF-1. in fact, these
compounds supressed growth of tumor cells, showed and anti-tumor activity in model mice.
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