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detection of essential epigenetic marks for leukemogenesis
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We introduced NRasG12D mutation to hematopoietic stem cells (HSCs) from
Runxl conditional null mice and tried to shut off the expression of mutant NRas after developing
acute myeloid leukemia (AML) to compare epigenetic status of leukemia stem cells before and after
NRas silencing. Our goal was to elucidate an essential epigenetic mechanism for pathogenesis of AML.
We lentivirally transduced NRasG12D into Runxl flox/flox HSCs with various multiplicity of
infection to titrate the expression levels, followed by transplantation into lethally irradiated
recipient mice. After four-month observation period, they didn’ t develop AML, possibly due to
cytotoxicity by lentivirus and low expression levels of ectopic NRas G12D. Now we are developing new

inducible AML models using retroviral gene transduction and other gene abnormalities.
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