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Study on the clonal evolution of leukemia induced with internal mutators
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Onset of acute myeloid leukemia (AML) has been accounted for by cooperation
between multiple genetic alterations which induce abnormal control of various cellular pathways.
Among the previously listed leukemogenic lesions, AML1-ETO fusion (AE) generated by translocation
(8;21) (g22;922) is one of the common mutations observed in 20-40% of patients. AE affects
transcriptional regulation associated with hematopoietic differentiation, while 60% of AE-positive
AML cases are shown to have together other types of mutation of genes involved in cell
proliferation. However, the detailed mechanisms of how they work in the very early stages of
leukemogenesis and what unknown “ cooperative ” cues function in those periods. From this
viewpoint, in order to identify novel cellular molecules involved in the acquisition of leukemic
phenotypes, we have conducted the gene-trap strategy-based phenomic screen in the use of pluripotent

stem cell (PSC)-derived hematopoietic culture.
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Gene Total No. CDS  Trapped
Colony ID___symbol Accession No. Locus __exons exons exon
#01 Gene A NM_XXXXXXX Ch.XX 20 1-20 2-20
#03 Gene B NM_000820.3 Ch.13 15 1-15 8-15
APOBEC #04 Gene C NM:001039618.2 Ch.11 1 1 -
#06 Gene D NM_001206736.1 Ch.20 10 1-10 3-10
#08 Gene E NM_000754.3 Ch.22 6 3-6 6
#09 Gene F NM_001003696.1 Ch.21 4 2-4 2-4
in vitro #10  GeneG  NM_022717.3 Ch.12 2 2 -
#10 Gene H NM_002412.4 Ch.10 5 1-5 4-5
APOBEC #12 Gene | NM_002711.3 Ch.7 4 1-4 2-4
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