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Inhibition of inducing multidrug resistance in human osteosarcoma cells by histone
deacetylase inhibitor and DNA methylation inhibitor
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We investigated that the combination of histone deacetylase (HDAC) inhibitor,
hydralazine (DNA methylation inhibitor) and celecoxib (nonsteroidal anti-inflammatory drugs,
cyclooxygenase-2 inhibitor) inhibit inducing the expression of multidrug resistance (MDR) protein (MDR-1,
MRP-1) 1in osteosarcoma cells without inhibiting cytotoxic sensitivity. The combination of HDAC inhibitor
and celecoxib significantly inhibits cell-proliferation. This combination showed different reactions
depending on the type of cells but generally inhibited. HDAC inhibitor alone increased MDR activity,
however, combined with celecoxib reduced the activity depended on MDR-1 and MRP-1. These results suggest
that combined treatment of HDAC inhibitor, hydralazine and celecoxib may be a useful for enhancing the
effect of chemotherapy for osteosarcoma.
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