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MLL fusion gene, frequently observed in infant acute lymphoblastic leukemia,

is a hallmark of poor prognosis. Novel targeting therapies are necessary to improve the prognosis
of the patients. To explore the targetable molecules which are essential for a growth of the
leukemic cells, we used mouse xenograft model. Human leukemic cell lines with MLL-AF4 fusion were
transplanted into immunodeficient mice and human cells engrafted in the mouse bone marrow at early
phase were collected and gene expression signatures were analyzed. Several genes encoding cell
adhesion molecules and receptors for tumor necrosis factors (TNFs) were highly expressed in cells at
early phase of the engraftment. In addition, retroviral insertional mutagenesis with mouse ES cells
derived, MLL-AF4 expressin? hematopoietic progenitor cells suggested that over expression of some
specific genes by retroviral integration could act as driver mutation in MLL-AF4 expressing leukemic
cells.
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