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BACKGROUND & PURPOSE. Pregnancy complications associated with placental dysfunction such as preeclampsia (PE) and intrauterine growth restriction (IUGR) are frequently observed in women with obstetric antiphospholipid syndrome  (OAPS) despite the use of antithrombotic therapy (LMWH+LDA) and may result in increased adverse maternal and fetal outcomes.  It has been shown that pravastatin (PRAV) increased placental blood flow and neonatal outcomes in mice and women. The aim of this study was to supplement women receiving antithrombotic therapy with PRAV to improve pregnancy and fetal outcomes.
EXPERIMENTAL APPROACH.  OAPS-women receiving LMWH+LDA treatment were treated with PRAV from the moment abnormal placental blood flow was detected. Women treated with LMWH+LDA without PRAV served as the control group. A mouse model of OAPS was used to identify the mechanisms underpinning the protective effects of the triple therapy 
KEY RESULTS. PRAV improved placental blood flow in OAPS-women leading to term live births .  Using OAPS- mice and wire myography, a synergistic  vasculoprotective effect, of the three drugs was identified. Through a mechanism that involves increased nitric oxide (NO) synthesis and release the triple combination therapy induced significant vasorelaxation leading to improved placental blood flow and improved pregnancy outcomes in OAPS.
[bookmark: _GoBack]CONCLUSIONS & IMPLICATIONS.  The addition of PRAV to LMWH+LDA significantly improves placental haemodynamics and maternal and neonatal outcomes in women and mice with OAPS.  A role for NO in mediating the vasculoprotective effects of the triple treatment was demonstrated, strengthening the concept that impaired NO production is a crucial mediator in the pathogenesis of OAPS and an important target for pharmacological interventions.
