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Previous studies in our lab and others have demonstrated that certain antiphospholipid antibodies, particularly those directed against beta-2-glycoprotein I (B2GPI), upregulate monocyte tissue factor (TF) expression and activity. The critical monocyte cell surface receptor(s) involved in autoantibody-mediated TF expression are not known. Annexin A2 (ANXA2, previously termed annexin II), a cell surface receptor involved in plasmin generation, has recently been identified as an endothelial cell receptor for B2GPI. We hypothesized that ANXA2 may also be involved in the interaction of B2GPI and anti-B2GPI autoantibodies to monocytes. Flow cytometry and immunoblotting experiments demonstrated that ANXA2 is present on the surface of peripheral blood monocytes and Mono Mac 6 (MM6) cells, a monocytic cell line. Preincubation of monocytes with an anti-ANXA2 murine monoclonal antibody was found to inhibit monocyte TF activity induced by antiphospholipid syndrome (APS) patient IgG and B2GPI. The effect of anti-ANXA2 mAb was dose-dependent; a final concentration of 33 nM inhibited 90% of TF activity induced by APS IgG/B2GPI. An isotype-matched control monoclonal antibody had no effect. Anti-ANXA2 mAb did not inhibit monocyte TF activity induced by bacterial lipopolysaccharide. These data suggest that ANXA2, or a molecule closely associated with it, mediates the autoantibody-mediated upregulation of monocyte TF and may play an important role in the pathophysiology of APS.

