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APL INHIBITION OF HUMAN ENDOMETRIAL STROMAL CELL DIFFERENTIATION IN VITRO
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There is increasing evidence of direct effects of aPLs on target tissues including the reproductive tract. Here we have investigated the potential for effects of aPL (monoclonal antibody ID2, reactive with ß2-glycoprotein I/phospholipid complexes) on the early stages of commitment of human endometrial stromal cells to differentiation. Decidualisation-induced production of prolactin and insulin-like growth factor binding protein-1 was significantly decreased in the copresence of ID2. The effects of ID2 on prolactin production were mirrored by inhibition of differentiation-induced activation of the decidual prolactin promoter. Nuclear localisation of Signal Transducer and Activator of Transcription, Stat5, is a feature of ESC undergoing decidualisation that is associated with the ability of Stat5 to stimulate the decidual prolactin promoter. We observed an apparent decrease in nuclear Stat5 in decidualising cells exposed to ID2. This suggests the cellular actions of aPL involve, at least in part, disruption of signalling mechanisms involved in activation of a transcription factor that contributes to the regulation of expression of a differentiation-associated gene. This work was sponsored by the MRC (G84/5623), The Wellcome Trust (55214, 54043) and the TR Golden Charitable Trust.

