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Identification of myelosuppressive cytokines taking advantage of genomic
abnormalities of leukocytes in patients with aplastic anemia

Nakao, Shinji
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To determine genomic abnormalities responsible for clonal hematopoiesis in
patients with aplastic anemia (AA), we analyzed peripheral blood DNA from 159 patients with aplastic
anemia using a next generation sequencer. At least one gene abnormality was detectable in approximately
40% of the patient. Recurrent abnormalities included those of DNMT3 and ASXL1 that were often detected in
patients with myelodysplastic syndrome (MDS). However, the presence of PIGA and BCOR/BCOR1 abnormalities
were rather associated with good response to immunosuppressive therapy than the risk of evolving into
MDS. In another attempt to clarify the immune mechanism of AA, we successfully isolated a cytotoxic T
cell clone from an AA patient with uniparental disomy of chromosome 6p, which killed hematopoietic
progenitor cells in a resitricted manner by HLA-DRB1*40:02.
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