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            Abstract
Anemia because of insufficient production of and/or response to erythropoietin (Epo) is a major complication of chronic kidney disease and cancer. The mechanisms modulating the sensitivity of erythroblasts to Epo remain poorly understood. We show that, when cultured with Epo at suboptimal concentrations, the growth and clonogenic potential of erythroblasts was rescued by transferrin receptor 1 (TfR1)-bound polymeric IgA1 (pIgA1). Under homeostatic conditions, erythroblast numbers were increased in mice expressing human IgA1 compared to control mice. Hypoxic stress of these mice led to increased amounts of pIgA1 and erythroblast expansion. Expression of human IgA1 or treatment of wild-type mice with the TfR1 ligands pIgA1 or iron-loaded transferrin (Fe-Tf) accelerated recovery from acute anemia. TfR1 engagement by either pIgA1 or Fe-Tf increased cell sensitivity to Epo by inducing activation of mitogen-activated protein kinase (MAPK) and phosphatidylinositol 3-kinase (PI3K) signaling pathways. These cellular responses were mediated through the TfR1-internalization motif, YXXΦ. Our results show that pIgA1 and TfR1 are positive regulators of erythropoiesis in both physiological and pathological situations. Targeting this pathway may provide alternate approaches to the treatment of ineffective erythropoiesis and anemia.
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                    Figure 1: pIgA1 binds erythroblasts and enhances their growth.[image: ]


Figure 2: Enhanced erythropoiesis induced by hypoxic stress in α1KI mice.[image: ]


Figure 3: Accelerated recovery from acute anemia by TfR1 ligands.[image: ]


Figure 4: Noncompetitive binding to TfR1 and convergent function of Fe-Tf and pIgA1.[image: ]


Figure 5: TfR1 is a signaling-competent molecule.[image: ]


Figure 6: TfR1 triggering potentiates and sensitizes Epo signaling.[image: ]
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