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Dendritic cells (DCs) are spread in the whole body, capture and present antigen into T cells for
eliciting adoptive immunity and control peripheral tolerance. In mouse Iymphoid organ, there are
two major DC subsets, such as plasmacytoid DCs and conventional DCs. Previously, we have identified
common DG progenitor (CDPs) in the mouse BM, which are restricted DC potential but not other cell
| ineages. However, CDPs give rise to large numbers of ¢DCs and few pDCs, implying that pDC
progenitors remain to be identified. Here, we identified new DC progenitors, FIt3+M-CSFR+ cel s,
with a prominent pDC differentiation potential.

New DC progenitors express high levels of £2-2/7cf4, an essential transcription factor for pDC
development. They give rise to a large number of functional pDCs and some cDCs but not to other
| ineages ex vivoor in vivo. Gollectively, our findings provide insight into DC differentiation
pathways and may lead to progenitor-based therapeutic applications for infection and autoimmune
disease. To identify mouse CDP counterpart cells in human, we generated humanized mice that are
transplanted human CD34" cel Is from cord blood into immunodeficient NOG mice. In the humanized mice
bone marrow, we identified |inFIt3'*CD123"CD38" cells. These cells very efficiently differentiated
into CD123"CD11¢™ pDC and very few CD123°CD11¢c* ¢DC in FIt3-1igand and mouse stromal Ac6 co—culture
system. Furthermore, based on the in vitro myeloid-erythroid colony assay, these

[inF1t3"CD123"CD38* cells have no or minimal myeloid-erythroid colony forming potential. The
developmental of |inFIt3'CD123*CD38" cells is quite similar with mouse new DG progenitors,
F1t3+M-CSFR+ cel|ls. Thus, our results provide new mouse to study human hematopoiesis and immunity
n vivo.




