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Investigation of the novel mechanisms regulating AML/Runxl
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There are nine serine/threonine residues in the C-terminal region of mouse Runxl,
which are capable of being phosphorylated. We have made two Runxl mutants; Dephospho-mimetic 1-9A and pho
spho-mimetic 1-9D mutant, of which all of these serine/threonine residues were mutated to alanine or aspar
tic acid, respectively. In luciferase assay, transcriptional activities of these mutants were affected com
pared with WT Runxl. However, protein expression levels or intracellular localizations were not changed.
Next we have established Runxl mutant-KI ES cells. 1-9A or 1-9D mutant has been knocked-in to Runx1-KO ES
cells. Both 1-9A and 1-9D KI ES cells could differentiate toward hematopoietic cells, indicating that the
se mutants retain their activity, which could rescue the differentiation blockade of Runxl KO ES cells. As
the frequencies of hematopoietic colonies were affected by these mutations, it is suggested that phosphor
ylation status of Runxl might regulate its biological activity.
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