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A MONOCLONAL ANTIBODY AGAINST PROTHROMBIN FRAGMENT 2 BEHAVES LIKE A LUPUS ANTICOAGULANT.
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It is now well recognised that a subset of human lupus anticoagulants (LA) are directed against human prothrombin. According to previous reports, many human LA are oligoclonal and may react with both prothrombin fragment 1 and prothrombin-1 but not with thrombin. One murine monoclonal antibody (Mab) against prothrombin fragment 1 has been reported to possess LA activity. We also raised antibodies against prothrombin of which a number had LA properties. The most potent of these, Mab 28F4, was used in several multicenter studies of LA diagnosis. We now studied its binding domain on human prothrombin. Prothrombin was purified from plasma and partially cleaved, with thrombin or the venom proteases ecarin or taipan. The resulting activation fragments were seperated on SDS PAGE and binding of Mab 28F4 was studied by Western blot. Mab 28F4 bound to intact prothrombin, prothrombin fragment F1+2, prethrombin 1 and meizothrombin but not with prothrombin fragment F1 or thrombin. The binding capacity was completely lost after reduction of the whole molecule or its fragments. These results indicate that the epitope of the LA positive Mab 28F4, is a conformational epitope located on fragment F2.

