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ENDOMETRIOSIS AND HUMAN EMBRYO IMPLANTATION

J. Garcia-Velasco, A. Pellicer
Instituto Valenciano de Infertilidad, Spain
Whether human embryo implantation is altered in women with endometriosis is still a matter of intense debate. Although contradictory results have been reported, different clinical studies have demonstrated lower IVF success rates in women with endometriosis compared with healthy women or tose with tubal factor.  Among those that found lower pregnancy rates in women with endometriosis, most authors found alterations in embryo implantation rates. Embryo implantation is a two-player combination and success is equally dependent from both: human embryo quality and endometrial receptivity.  We have learned from our IVF and oocyte donation program that several factors truly affect the outcome of women with endometriosis-associated infertility.  A first analysis showed a poorer outcome in women with endometriosis, in terms of pregnancy rate per cycle and per transfer as well as a lower implantation rate.  We then analyzed in vitro the development of human embryos from women with endometriosis up to 72 hours after oocyte retrieval and found a significantly reduced number of blastomeres as well as a higher incidence of arrested embryos when compared to controls.  Studying the data from the oocyte donation program, we observed that women who recieved oocytes from donors with endometriotic ovaries showed a significantly reduced implantation rate compared to controls.  However, the presence of an endometriotic cyst in the oocyte recipient did not affect the outcome of the egg donor cycle. Taken together, these observations suggest that IVF in patients with endometriosis may be related to alterations within the oocyte, which may yield lower quality embryos with a reduced ability to implant. Endometrial receptivity is a difficult matter to assess.  Single molecule observational studies have been widely performed, with discordant results from different labs.  Several adhesion and anti-adhesion molecules have been extensively compared in women with and without endometriosis, but conflicting results are described.  Newly developed basic molecular techniques are being used in a genome-wide approach to investigate whether the endometrium of these women differs from women without the disease. Using differential display and DNA microarrays, we have observed a significantly different expression of several molecules in human endometrial tissue that may have a relevant role in human embryo implantation. The role of GnRH analogs in the treatment of endometriosis has been traditionally used considering its central action.  Long periods of GnRH analog treatment have been claimed to improve IVF outcome in women with endometriosis.  However, it is known that GnRH mRNA and protein is expressed in both secretory endometrium and human preimplantation embryo. GnRH agonist and antagonist have opposing effects in embryo development. Thus, endometrial/ovarian pretreatment as well as IVF stimulation using GnRH analogs may be particularly modulated in women with endometriosis, looking for their hypothetical benefitial effects.



















