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Tissue factor pathway inhibitor (TFPI) is a major inhibitor of the tissue factor (TF) pathway and plays a crucial role in haemostasis. We and others have previously shown enhanced factor Xa generation, decreased levels of TFPI, and anti-TFPI antibodies (aTFPI) in APS, suggesting that inhibition of TFPI may be important in the pathophysiology of APS. In this study, we compared TFPI activity (amidolytic assay based on FXa generation) and antigen (ELISA, American Diagnostica), with an aTFPI ELISA in 14 patients with APS (11 primary APS, 3 SLE). 9 had decreased TFPI activity (range 0.0-0.30 u/ml; normal range 0.60-1.50), all of whom had normal TFPI antigen (range 37.9-143.2ng/ml; nr 34-159). When purified IgG from these 9 patients was mixed with normal plasma, there was >25% reduction of TFPI activity in 4 cases. Two of these were also positive for aTFPI (33 and 60 units, normal <30). 5 patients had normal levels of TFPI activity and no detectable aTFPI. None of the 5 patients with normal TFPI activity had a history of thrombosis, while 4 patients with low TFPI activity, and an inhibitory effect of their IgG (2 of whom also had aTFPI), had a history of arterial thrombosis. The lack of complete concordance between TFPI levels, inhibitory effects of IgG and detectable aTFPI in the ELISA assay may be explained by a variety of effects. The potential role of antibodies to TFPI in the pathogenesis of APS requires further investigation.

