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Molecular analysis of pediatric myelodysplastic syndrome (MDS) and juvenile
myelomonocytic leukemia (JMML) by next generation sequencer

SOTOMATSU, Manabu

3,800,000
CSF3R MDS  JMML AML 534 10 Exon 17 10
CALR 21 MDS  JMML
(non-DS-AMKL) 43 CBFA2T3-GLIS2 12 NUP98- JARID1A OTT-MAL 10
OTT-MAL TAM 21 GATAL MDS/AML

We analysed CSF3R exons 14 and 17, and calreticulin (CALR) exon 9, in pediatric
AML(521 cases), JMML(40), MDS(20) and essential thrombocythemia (ET;21). CSF3R mutations were found in 10
(1.2%) of 521 patients with AML; 2 in exon 14 and 8 in exon 17. All of the patients with the mutations in
CSF3R exon 17 had chromosomal translocations. No CSF3R mutations were found in cases of MDS, JMML or ET.
CALR mutation was found in one ET patient. We examined 41 transient abnormal mgelopoiesis (TAM), 49
DS-AMKL and 19 non-DS-AMKL samples by whole-exome sequencing. TAM appeared to be caused by a single GATAL
mutation and constitutive trisomy 21. Subsequent AMKL evolves through the acquisition of additional
mutations, including cohesin components and other epigenetic regulators. We identified CBFA2T3-GLIS2,
NUP98-JARID1A, and RBM15-MKL1, in 12, 4, and 2 patients out of 44 pediatric non-DS-AMKL patients.
CBFA2T3-GLIS2 is considered to be a significant poor prognostic factor in non-DS-AMKL patients.
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