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Molecular mechanisms underlying early dendritic cell lineage specification
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Various types of hematopoietic cells are derived from bone marrow

hematopoietic stem cells; however, the mechanism of lineage determination to each hematopoietic cell

lineage is still unclear. In this study, we have identified a subpopulation of multipotent
progenitors that express the transcription factor IRF8. This progenitor subpopulation exhibits
dendritic cell lineage biased differentiation potential. Furthermore, we analyzed the role of the
early fate determination to the dendritic cell lineage in host defense against pathogens. We found
that infection induces IRF8 expression in hematopoietic stem and progenitor cells. A detailed
analysis of the Irf8 gene locus revealed the cis-regulatory region and transcription factor involved

in the induction of IRF8 expression during infection. Our results indicate that early DC fate
specification through IRF8 induction might occur during infection.
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