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Investigation of the origin of clonal hematopoiesis in aplastic anemia
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Little is known about clonal architecture of aplastic anemia and its significance
in the pathogenesis. In this study, we performed massive parallel sequencing to 439 cases with aplastic
anemia and revealed the whole picture of genomic aberrations. Mutations were observed in 36% of the cases
and biased to the 5genes; BCOR/BCORL1, PIGA, DNMT3A and ASXL1. Mutations in genes including DNMT3A and
ASXL1, which are frequently observed in myeloid tumors, were associated with poor prognosis and showed
pre-leukemic feature. In contrast, clones with BCOR, BCORL1 and PIGA mutations were associated with
favorable outcome and exhibited tendency not to expand, which indicate the possibility that these clones
could escape from the attack by cytotoxic T cells and acquire clonal advantage. These results yielded
insights about the pathogenesis of aplastic anemia and early detection of mutated clones and intervention
towards cases with these clones might improve the prognosis of aplastic anemia.
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