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Identification of compounds to suppress post-chemotherapeutic cancer relapse using
drug-tolerant cancer subpopulations
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Post-chemotherapeutic cancer relapse has been considered a result of population
selection of drug-tolerant colonies (DTCs).The originally developed CoLA technology revealed that DTCs
are of two distinct subpopulations expressing either stem cell- or epithelia-associated proteins. The
TAF15 gene was identified as one of the uniquely expressed genes in DTCs. Subsequent TAF15 gene knockdown
demonstrated a similar morphological change that was seen when RNA polymerase inhibitors were
administered. An RNA polymerase inhibitor, alpha-amanitin (alpha-AMA) was identified for suppression of
DTCs in vitro. Concurrent administration of alpha-AMA/CDDP suppressed peritoneal dissemination and
prolonged survival in a mouse model.
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