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ANTI-CD40 ANTIBODIES IN APS
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Evidence on the pathogenic potential of anti-beta2 GPI (beta2 glycoprotein I) antibodies, associated with APS, is inconclusive. Engagement of another endothelial cell related molecule, CD40 by antibody or its ligand is critical for signaling associated with thrombogenic activity and atheromatosis. Objective: To detect serum reactivity against CD40 either due to cross-reaction with beta2GPI or to the presence of anti-CD40 antibodies. Materials-Methods: Sequence homologies between beta2GPI and CD40 using the scoring matrix blosum 62 program, showed only one match reaching a 86% homology between the aminoacid position 239-245 of the CD40 and the aminoacid position 26-32 of beta2GPI (FPDDLPGSN)(CD40pep). The CD40pep was synthesized and linked with multiple antigenic carriers coupled under covalent binding conditions (NUNC, Covalink NH, FB) and enzyme-linked immunoabsorbent assay (ELISA) was used to detect anti-CD40pep antibodies. Patients with APS (n=39), SLE, either positive for anticardiolipin antibodies (aCL), (SLE/aCL+, n=19) and those negative for aCL (SLE/aCL-, n=11) as well as 21 healthy individuals were tested. Thrombosis and pregnancy morbidity were defined according to Sapporo criteria. Results: A high prevalence (66.6%) of anti-CD40pep antibodies among APS patients was noted. The corresponding figures for SLE/aCL+, SLE/aCL- and healthy controls were 57.8%, 54% and 14% respectively. Anti-CD40 positive individuals were frequently positive for central nervous system manifestations (47.6%) and mouth ulcers (39.5%) compared to anti-CD40 negative patients (26.9% and 25% respectively). Conclusions: Anti-CD40 reactivity, probably independent of anti-beta2GPI reactivity, is common among APS patients and may explain signal transduction mechanisms leading to a procoagulant activity of the vascular wall.

