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Elucidation of HDAC inhibitor resistance mechanism in T-cell lymphoma and
establishment of therapeutic strategies to overcome resistance
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In HDAC inhibitor-resistant cells, we have found several gene expression
changes, especially JAK/STAT pathway activation, abnormal cytokine-related signaling, and changes in
the expression of anti-apoptotic genes. Phenotypic screening using drug screening was performed to

clarify the vulnerability of HDAC Inhibitor-resistant cells. Among them, we found marked
hypersensitivity to bortezomib, a proteasome inhibitor. These findings may provide important
suggestions for establishing therapeutic strategies for T-cell lymphomas that have acquired
resistance to HDAC inhibitors.
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