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ANTI-BETA2-GLYCOPROTEIN I ANTIBODIES FROM PATIENTS WITH APS ENHANCE BUDDING OF PHOSPHOLIPID MEMBRANES

A. Ambrozic1, S. Svetina1, J. Majhenc1, V. Arrigler1, B. Bozic2, T. Kveder2 

1University of Ljubljana, Institute of Biophysics, 2University Medical Centre, Ljubljana, Slovenia 

The in vivo physiologic and pathogenic role of beta2GPI is presumed to be related to its interactions with negatively charged phospholipid membranes. An increased quantity of microparticles derived from vesiculation of platelets, endothelial and other blood cells has been detected in patients with antiphospholipid syndrome (APS). We investigated the influence of anti-beta2GPI from patients with APS, mouse monoclonal anti-beta2GPI Cof-22, and anti-beta2GPI from children with atopic dermatitis (AD) on the budding of giant phospholipid vesicles (GPV). The GPV composed of phosphatidylserine and phosphatidylcholine were formed in an aqueous medium, then transferred to a compartment containing either a/ beta2GPI, b/ anti-beta2GPI, or c/ beta2GPI and anti-beta2GPI. The shape changes of GPV were being observed in a phase contrast microscope. In the presence of beta2GPI alone, the budding of GPV was moderate without branching of daughter vesicles. Anti-beta2GPI from APS patients and Cof-22 together with beta2GPI pronounced the budding, generating also daughter vesicles. No such effects were seen in the presence of anti-beta2GPI from children with AD, or anti-beta2GPI without beta2GPI. We showed a significant role of beta2GPI in the budding of phospholipid membranes. Anti'beta2GPI from APS patients recognizing domains I to IV, but not anti-beta2GPI from children with AD directed at domain V, enhanced the budding and vesiculation of GPV induced by beta2GPI. Our results suggest a novel pathogenic mechanism of anti-beta2GPI, possibly increasing in vivo the expression of proadhesive and procoagulant surfaces in APS.

