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A NOVEL FUNCTION OF B2GPI. IMPLICATIONS FOR THE APS
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Beta 2-glycoprotein I is the major target antigen for autoantibodies occurring in the antiphospholipid syndrome (APS). APS is characterised clinically by recurrent venous and arterial thrombosis, miscarriages and thrombocytopenia. The level of anti-Beta 2-GPI antibodies in patients with APS correlates with thrombotic manifestations. The physiological function of Beta 2-GPI in-vivo remains to be determined. The recent development by our group of Beta 2-GPI knockout mice has provided a unique opportunity to examine the physiological function of this molecule in-vivo. In order to examine the role of Beta 2-GPI in-vivo in an autoimmune setting we have back crossed the Beta 2-GPI knockout mice to 2 autoimmune strains of mice NZW and BXSB backgrounds. The NZW x BXSB F1 mice develop features of APS including cardiac and cerebral thrombosis with circulating autoantibodies to Beta 2-GPI. The Beta 2-GPI knockout NZW x BXSB F1 pups had a very high mortality rate at birth. In 3 litters containing 22 pups, 17 were stillborn. The pups were examined histologically with a number of specialised stains to determine the cause of death. Preliminary analysis of the anti-Beta 2-GPI response in the NZW (-/-) x BXSB (-/-) F1showed that these mice did not produce anti-Beta 2-GPI antibodies. The analysis and potential implication of these findings will be discussed.

