Q)
2011 2013

Molecular basis of myeloid leukemogenesis

Nakamura, Takuro

30,900,000 9,270,000

AML Hoxa9 Meisl
Meisl Chip
Sytll Sytll
Tribl C/EBPa

Tribl Tribl AML
Bcllla

We have analyzed the molecular network around Hoxa9 and Meisl that play a importan
t role as transcription factors in development of acute myeloid leukemia (AML). Meisl is required for engr
aftment of leukemic cells in bone marrow niche. ChIP-Seq analysis and gene expression profiling identified
the Meisl target gene Sytll that is responsible for Meisl®s function. Sytll facilitates intracellular tra
fficking of membrane-bound receptors to modulate cell-cell interaction between leukemic cells and bone mar
row stroma. Tribl downregulates the C/EBPa protein and regulates granulocytic differentiation. Tribl soma

tic mutation was identified in a case of human AML. Retroviral tagging experiments identified Bcllla as a
novel cooperative gene for Tribl in leukemogenesis.
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