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ENHANCED TISSUE FACTOR EXPRESSION BY OXIDATIVE STRESS IN PATIENTS WITH ANTIPHOSPHOLIPID ANTIBODIES
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To investigate if there is a relationship between lipid peroxidation and monocyte tissue factor expression in antiphospholipid antibodies positive patients, in a first study we performed a cross sectional analysis of urinary excretion of Isoprostanes IPF2a-III and IPF2a-VI and monocyte tissue factor antigen and activity between 11 antiphospholipid positive patients 
(10 women, 1 man; 24 to 51 years) and 13 antiphospholipid negative patients (12 women,1 man;18 to 49 years). In a second study 11 antiphospholipid positive patients were randomly supplemented with (n=6) or without (n=5) antioxidants (vitamin E at 900 IU/day, vitamin C at 2000 mg/day) for 6 weeks. In a third study tissue factor and superoxide anion were measured in human monocyte incubated with anti-beta2-Glycoprotein1 or control Ig G and with or without vitamin E. antiphospholipid (+) patients showed higher values of isoprostanes (p<0.05) and monocyte tissue factor antigen [median (range) 52 (20-78) vs 18 (10-28) pg/2x105 monocytes; p<0.0001] and activity [median (range) 35 (20-48) vs 12 (6-20) U/2x105 monocytes; p<0.0001] than antiphospholipid (-) subjects. After supplementation with antioxidant vitamins, we found a significant decrease of isoprostanes (p<0.05) and monocyte tissue factor antigen (p<0.01) and activity (p<0.007). In vitro experiments demonstrated that anti-beta2-Glycoprotein1 antibodies dose-dependently enhanced the monocyte production of superoxide anion and tissue factor that were significantly inhibited by vitamin E. The study demonstrates that in antiphospholipid (+) patients oxidative stress contributes to activate the clotting system via over-expression of monocyte tissue factor

