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Analysis of the defect of DNA damage response in adult T-cell leukemia
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We have demonstrated that the DNA damage response is impaired in Adult
T-cell leukemia. Especially we showed following three points. 1, A transcription factor NRF-1 is a
positive transcriptional regulator of DNA repair geneTDP1 expression. HTLV-1 bZIP factor (HBZ)
suppresses TDP1 expression by inhibiting NRF-1 function in ATL cells. 2, HBZ induces microsatellite
instability which is the condition of genetic hypermutability that results from impaired DNA
mismatch repair. 3, We recently reported that abacavir (ABC), an anti-HIV-1 drug, selectively kills
ATL cells. This effect was attributed to the reduced expression of TDP1.
We demonstrates that Mycophenolic acid enhances the cytotoxicity of ABC in ATL cells.
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