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EXPLORING THE ORIGINS OF aPL: POSSIBLE INSIGHTS INTO CAUSATION OF AUTOIMMUNE DISEASE
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In Antiphospholipid Syndrome (APS) the close association of antiphospholipid antibodies (aPL) with clinical complications such as recurrent thrombosis and fetal death are well recognized, and indicate a causative role for these antibodies. However, the mechanisms that induce production of aPL are not understood. We demonstrated induction of pathogenic aPL by immunization with foreign beta-2-GPI, or synthetic peptides representing the PL-binding site of the beta-2-GPI, a peptide named GDKV. These antibodies caused intrauterine fetal death and transverse myelopathy due to spinal cord infarction in mice, and activated endothelial cells in vitro. These antibodies also enhanced thrombus formation and activated endothelial cells in vivo. We then induced aPL in mice by immunization with PL-binding viral and bacterial peptides named TADL, TIFI, VITT, and SGDF, derived from human adenovirus, cytomegalovirus and Bacillus subtilis respectively. The pathogenic effects of aPL antibodies induced by immunization with TIFI (a PL-binding peptide derived from human cytomegalovirus) were then further evaluated (Arthritis Rheum 46:545, 2002). To study whether patients with aPL antibodies have been exposed to these viral products more than those without aPL, we tested 160 consecutive serum samples from aPL Standardization Laboratory at Morehouse School of Medicine, for binding to TIFI by ELISA. The aPL-positive sera showed significantly higher levels of antibody to TIFI than the aPL-negative sera, suggesting a more frequent exposure to HCMV in the aPL-positive individuals. We hypothesize that in Antiphospholipid Syndrome patients aPL may be induced by incidental exposure to beta-2-GPI-like PL-binding products of common human bacteria or viruses, by a molecular mimicry mechanism.

