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APL AND PREGNANCY LOSS - BEYOND THROMBOSIS
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Pregnancy loss associated with aPL has traditionally been ascribed to thrombosis of the utero-placental vasculature. However, thrombosis is neither a universal nor a specific finding in aPL pregnancies and some women recurrently miscarry despite thromboprophylaxis with aspirin and heparin. Alternative mechanisms of pregnancy loss have therefore been sought. The key event in determining the outcome of a pregnancy is implantation of the embryo into the maternal decidua followed by trophoblast invasion and subsequent placentation. Implantation is a continuous process which starts shortly after fertilisation and is largely complete by 20 weeks gestation. In vitro data reports that aPL affects trophoblast differentiation, invasion and function. Our Unit has recently reported that aPL pregnancies are characterised by defective endo-vascular trophoblast invasion of maternal uterine spiral arteries, extra-villous trophoblast invasion being normal. We have also reported that aPL affects the expression of markers - Prolactin and insulin like growth factor binding protein1 - of decidualisation, which is the process by which the endometrial stromal cells are transformed in the second half of the menstrual cycle in readiness for implantation. aPL also has a direct inhibitory effect on the STAT 5 (signal transducer and activator of transcription 5) intra - cellular signalling pathway which is involved in the expression of genes controlling decidualisation. Whilst heparin has been prescribed for its anticoagulant action, more recent in vitro data suggests that it restores trophoblast function and invasiveness in aPL exposed culture media and may also act as an immunomodulatory agent affecting cytokine production and cell signalling mechanisms in aPL women.

