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CLEC-2 is a podoplanin (PDPN) receptor expressed on the surface of platelets

and megakaryocytes (Mgk). We have previously reported that PDPN+ bone marrow (BM) stromal cells
facilitate Mgk expansion and maturation through the CLEC-2/PDPN axis. Although deletion of
Mgk/platelet CLEC-2 causes anemia, its contribution to erythropoiesis remains unknown. To reveal the
mechanism of this anemia, we first obtained BM cells from CLEC-2 conditional KO (cKO) mice and
analyzed them using flow cytometry. In the CLEC-2 cKO mice, the number of TER119+ erythroblasts was
decreased due to increased apoptosis. In vitro experiments showed that PDPN+ bone marrow stromal
cells secreted IGF-1 upon stimulation with CLEC-2. In CLEC-2 cKO mice, IGF-1 concentrations in serum
and BM extracellular fluid were decreased. These data reveal a novel mechanism of erythropoiesis
regulation; BM microenvironment consisting of Mgk and PDPN+ stromal cells supports erythropoiesis
via appropriate secretion of I1GF-1.
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