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COMPARISON OF THE EFFECTS OF ANTI-BETA2-GLYCOPROTEIN I AND ANTI-PROTHROMBIN ANTIBODIES ON PLATELET ADHESION IN AN IN VITRO FLOW SYSTEM
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It is now widely accepted that antiphospholipid antibodies are not directed against phospholipids directly, but against phospholipid-bound proteins, like beta2-glycoprotein I (beta2GPI) and prothrombin. To compare the effects of anti-beta2GPI and anti-prothrombin antibodies on platelet activity, we have used an in vitro flow system in which whole anticoagulated blood was perfused over collagen in the presence of anti-beta2GPI or anti-prothrombin antibodies (50 microg/mL). We found that preincubation with lupus anticoagulant (LAC) positive anti-beta2GPI antibodies 19H9, 27G7, 23H9, 22A11 (monclonal) and MB (purified patient antibody) resulted in increased platelet adhesion to collagen. However, LAC positive anti-beta2GPI antibodies 2B2 and 4F3 did not show this increase. The LAC negative anti-beta2GPI antibody 1F12 had no effect on platelet adhesion. The anti-prothrombin antibodies 28F4 (monoclonal), BP (purified patient antibody), and the polyclonal antibody, all being LAC positive, showed no effect on platelet adhesion to collagen. We also tested binding of these antibodies to platelets after perfusion over collagen using immunofluorescence. We showed that all LAC positive anti-beta2GPI antibodies were able to bind to platelets. No binding was detected for the LAC negative anti-beta2GPI antibody and for the anti-prothrombin antibodies, indicating that binding to platelets is essential to exert effects on platelet activation. However, binding itself is not enough, as shown by the antibodies 2B2 and 4F3, which are able to bind to platelets but do not affect platelet adhesion. We showed that anti-beta2GPI antibodies can sensitize platelets, resulting in increased deposition of platelets on collagen, Anti-prothrombin antibodies, however, lack the effects. This suggests that anti-beta2GPI antibodies are more likely to be pathogenic than anti-prothrombin antibodies.

