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SER316SER BETA2-GLYCOPROTEIN-I VARIANT WITH REDUCED BINDING TO PHOSPHOLIPID ASSOCIATED WITH ANTI-BETA2-GLYCOPROTEIN I ANTIBODIES IN A PATIENT WITH PREGNANCY COMPLICATIONS
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Beta2-glycoprotein I (beta2GPI) is an important target antigen of antiphospholipid antibodies (aPL) and serves as a cofactor in the binding of aPL to lipid surfaces. Previous studies have shown that individuals with a polymorphism at codon 316 of the beta2GPI gene (resulting in a tryptophan to serine substitution) have reduced binding of beta2GPI to phospholipid surfaces. It has also been reported that this polymorphism may be protective against the production of aPL as it may prevent expression of the epitope that promotes aPL production. Our patient (36 years old) presented with a past obstetric history of a stillbirth at 28 weeks associated with hypertension and severe intrauterine growth restriction and an early miscarriage. She was subsequently found to be persistently positive for both IgG anticardiolipin antibodies (10-20 GPLU, normal<5 GPLU) and anti-beta2GPI antibodies (28-40%, normal<3%). She has since successfully delivered three healthy babies when managed antenatally. Genotyping of this patient has revealed she is homozygous for the codon 316 Trp to Ser beta2GPI polymorphism. Studies examining the binding capability of the patients beta2GPI to cardiolipin reveal markedly reduced binding in comparison to normal beta2GPI. It is of particular interest that this patient possesses a Ser316Ser beta2GPI variant, which lacks lipid binding but still has a significant titre of anti-beta2GPI antibody activity that is manifesting as multiple pregnancy complications. A possible explanation is that paternal beta2GPI expressed on trophoblastic tissue may be acting as both a stimulant to, and a target of, the maternal immune response, resulting in pregnancy loss.
