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Mechanisms of Fetal and Neonatal Immunosuppression by Nucleated Erythrocytes
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We have hypothesize previously shown that cord blood-derived CD45-NRBCs and
adult peripheral blood-derived monocytes under LPS stimulated indirect co-culture system, increased
IL-10 and decreased TNF-a secretion which suggests the immunosuppressive function of CD45-NRBCs via

unknown soluble factor. We hypothesized that NRBCs secrete haptoglobin and induce
immunosuppressive function of monocytes by activating the CD163-HO-1 axis. We confirmed the
immunosuppressive function of CD45-NRBC by co-culturing with cord blood derived monocytes under LPS
stimulation in indirect co-culture system. Immunosuppressive response decreased when the co-culture
medium was supplemented with anti-CD163 blocking antibody or HO-1 inhibitor ZnPP-1X. Haptoglobin
levels in the culture medium with NRBCs were high and expressed haptoglobin gene. Thus, CD45-NRBCs
secrete haptoglobin and activates the immunosuppressive function of monocytes.
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