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Targeting DNA repair system for a novel treatment of refractory / relapsed acute
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DNA damage was analyzed in acute myeloid leukemia (AML) cell lines. We found
constant expression of y H2AX in several cells. Treatment of these y H2AX-expressing cell lines
with the RAD51 inhibitor BO2 induced cell death rapidly in the DNMT3A mutation-negative line, but
not in the DNMT3A mutation-positive line. This resistance involved cell cycle arrest at the G2/M
phase. Next, we analyzed the clinical significance of DNMT3A mutations in 605 Japanese de novo AML

patients; mutations at the R882 site of the DNMT3A gene were extracted as a strong poor prognostic
factor in AML. (Cancer Sci. 114(4):1297).
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