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BRANCHED PEPTIDES CORRESPONDING TO TARGET EPITOPES ON B2GPI INDUCE APOPTOSIS IN SPECIFIC B CELLS OF PATIENTS WITH APS IN VITRO AND SUPPRESS EXPERIMENTAL APS IN VIVO
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Anti-beta-2-glycoprotein-1 (anti-beta2GPI) antibodies are a polyclonal population of pathogenic autoantibodies seen in patients with antiphospholipid syndrome (APS). Previously we identified three beta2GPI corresponding peptides A, B, and C, which are recognized by human anti-beta2GPI mAbs (PNAS 1999). In the present study, human B cells derived from APS patients, exposed to branched dipeptides A B or C as well as to the corresponding branched tetrapeptides, reduced the number of B cells secreting the related anti-peptides. Subfractions of CD19 B cells that recognizes peptide A, B or C underwent an early stage of apoptosis upon exposure to its specific branched dipeptide. Transduction of these B cells by bcl-2, blocked the branched dipeptide induced early B cell apoptosis. Treatment of the CD19 B cell subfraction with the corresponding specific branched tetrapeptides led to a specific DNA fragmentation. Mice with experimental APS, treated with the branched tetrapeptide-A or octapeptide-A reduced specifically the production of anti-peptide-A Abs and anti-peptide-A antibody forming cell activity in experimental APS. The mechanism of the process was analyzed. Treatment with a nonspecific branched peptide had no effect on the disease manifestations. These findings point to a possible specific down-regulation of B cells secreting pathogenic autoantibodies.

