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Tamura, Tomohiko

13,700,000

IRF8
IRF8

IRF8

IRF8 CML BCR-ABL
CML

Transcription factors play critical roles in cell differentiation. In this study,
we aimed at understanding the molecular mechanism of differentiation towards mononuclear phagocytes, such
as monocytes and dendritic cells, by investigating the role of the transcription factor IRF8. We found
that IRF8 expression sharply increases at the mononuclear phagocyte progenitor stages and interacts with
other transcription factors, thereby stimulating the differentiation towards monocytes and dendritic
cells, while preventing the differentiation towards non-mononuclear phagocytes, neutrophils. When
promoting the differentiation, IRF8 induces the formation of chromatin regions called enhancers to
stimulate transcription of many critical target genes. Moreover, we found that IRF8 overrides the
oncogene BCR-ABL to rescue dendritic cell development in chronic myeloid leukemia (CML), providing the
conceptual basis for developing a new therapy of CML.
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