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MONOCLONAL ANTIBODY AGAINST ANNEXIN V PREVENTS INTERTROPHOBLAST FUSION
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Human villous trophoblast differentiation into syncytiotrophoblast is associated with externalization of phosphatidylserine (PS) from the inner to outer surface of the plasma membrane and with the externalization of annexin V, a PS specific binding protein. Autoantibodies against PS or annexin V are detectable in the sera of patients with recurrent miscarriage. In this study, we tested whether monoclonal anti-annexin V affected the intertrophoblastic fusion process. BeWo cells were cultured with 100 microM forskolin for 24 through 96 hrs in the presence of media alone or with media supplemented with a monoclonal anti-cytokeratin, a monoclonal antibody against PS-dependent antigens (3SB), or a monoclonal anti-annexin V antibody. Fusion was quantified with immunofluorescent microscopy using anti-E-cadherin plasma membrane staining and propidium iodide nuclear staining. The results were expressed as % nuclei in multinuclear cells. Cultures in forskolin alone or supplemented with anti-cytokeratin antibody exhibited maximum intercellular fusion: 79.2% + 0.4 and 75.7% + 0.6, respectively. Both 3SB (13.3% + 0.3) and anti-annexin V (14.7% + 0.4) completely blocked intercellular fusion to the level of the undifferentiated control (10.1% + 0.4). Thus, antibody against annexin V significantly decreases intercellular fusion of differentiating BeWo cells, suggesting a role for that protein in the fusion process and a mechanism by which autoantibodies against annexin V induce miscarriage.

