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Juvenile myelomonocytic leukemia (JMML) is an intractable hematological disease
of childhodd. Despite the treatment with hematopoietic stem cell transplantation, the prognosis is poor.
Among the cause of death is a blast criris, of which molecular pathogenesis still remains to be
elucidated. In this study, we performed a comprehensive genetic analysis including whole-exome sequencing
in three patients with JWML. In a patient whose JWML progressed to a sarcoma, we identified a uniparental
disomy event in NRAS, resulting in homozygous activating mutataion. In another patient who developed a
mature B-cell leukemia, we identified an acquisition of pathogenic IGH-MYC gene fusion. In the other
patient who developed B-cell precursor acute lymphoblastic leukemia, however, we did not identify any
acquired genetic lesions.
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(B) Loss of heterozygosity.
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(B) Somatic mutations.
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(C) FISH analysis.
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(D) Clonal evolution.
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