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ANTICARDIOLIPIN ANTIBODY IS ASSOCIATED WITH DECREASED PARAOXONASE ACTIVITY AND SERUM NITRIC OXIDE IN A MOUSE MODEL
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Antiphospholipid syndrome (APS) is characterised by recurrent thrombosis, foetal loss and enhanced atherosclerosis, in the presence of antiphospholipid antibodies (aCL). Lipid peroxidation represents a major risk for atherosclerosis, whereas paraoxonase (PON), an HDL associated enzyme bearing anti-oxidant properties, has been considered an important factor against atheroma progression. This study investigates the induction of a pro-oxidant state by aCL antibodies. Two hybridoma cell lines producing human monoclonal IgG aCL, IS4 (n=5) and CL24 (n=7), were injected in the peritoneum of BALB/c SCID mice. Animals injected with fusion partner cell line, CBF7 (n=5), acted as controls. At day 30, serum was collected and PON activity was measured by monitoring p-Nitrophenol formation. Total anti-oxidant capacity (TAC) was measured by chemiluminescence and nitrate/nitrite (NOx), as a quantitative estimate of nitric oxide activity, were measured by spectrophotometry. IgG aCL was present in mice sera from groups 1 (IS4) and 2 (CL24), but not in the control group. PON activity (p=0.01) and NOx (p=0.012) were significantly decreased in the aCL positive groups when compared with controls. There was a trend towards a decrease in serum TAC (p=0.07) in groups 1 and 2 when compared to the control group. TAC inversely correlated with PON activity (p=0.04) and directly with NOx (p<0.01). Anticardiolipin antibodies induced a pro-oxidant state characterised by a decrease in PON activity and NOx levels with a consequent decrease in total anti-oxidant capacity of plasma. This model represents a possible mechanism for atherogenesis in the antiphospholipid syndrome.

