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Development of an epoch-making method for identification of Down syndrome
patients with TAM who will subsequently develop acute megakaryoblastic leukemia
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The goal of this study is to develop an epoch-making method for
identification of Down syndrome patients with transient abnormal myelopoiesis (TAM) who will
subsequently develop acute megakaryoblastic leukemia (DS-AMKL) and establish the base for developing

the prophylaxis for DS-AMKL. The results of this study are as follows. All patients with TAM and
DS-AMKL have GATA1l mutations. To detect minimal residual diseases (MRD) of TAM, we developed highly
sensitive methods to detect GATAL mutations (sensitivity 0.02%) using target next-generation
sequencing. We next performed whole exome sequencing of 40 sets of samples from DS-AMKL patients at
diagnosis of AMKL and remission phases, and identified several novel mutational targets, which will

be useful as MRD markers.
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