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Chemical biology of MDR cancer selective cytotoxicity using natural product
derivatives
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TEDB, a derivative of natural flavonoid desmosdumotin B, selectively inhibits
multidrug resistant (MDR) tumor cell growth without any cytotoxicity against normal cells as well as
non-MDR cells. Despite its unique antiproliferative activity, the mechanism of action is totally unclear.
Using medicinal chemistry as well as chemical biological approaches of TEDB derivatives, we have
discovered that TEDB with an artificial benzothiophene ring-B system induced a unique antimitotic
bioactivity. The resulting antimitotic agent showed a wide spectrum against multiple cancer cell lines
including MDR cells. Based on this findin?, a series of new antimitotic flavonoids was designed and
synthesized. We have also identified a cellular protein overexpressed in MDR cells as a novel candidate
for overcoming MDR tumor using TEDB derivatives.
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Fig. 2. TEDB Derivatives
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