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GnRH ANTAGONIST ALLOWS FOR NOVEL APPROACHES IN OVARIAN STIMULATION FOR IVF
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Increased knowledge regarding the physiology of follicle development may enable the design of less complex, safer en more cost effective stimulation strategies for IVF. Preliminary observations suggest that the approach of extending the FSH ’window’ (by increasing the number of days where early follicular phase serum FSH concentrations remain above the threshold) combined with late follicular phase GnRH antagonist administration to suppress a premature LH rise can be applied successfully in IVF. Multiple preovulatory follicles can be induced by the administration of low doses of exogenous FSH during the mid to late follicular phase, effectively preventing the physiological decline in serum FSH. Our center has performed several randomized comparative studies both in control subjects and in IVF  patients to further elucidate the optimum starting day and dose of exogenous FSH. It seems that minimal ovarian stimulation generates higher cancellation rates, but once oocytes are retrieved fertilization rates, embryo quality and implantation rates of transferred embryos are increased (Hohmann et al. J Clin Endocrinol Metab. 2003. In Press). In fact most pregnancies are obtained in women where 2-5 oocytes are retrieved, whereas this is not the case in conventional stimulation. This observation further stresses that a normal response to low stimulation is distinctly different from a low response to conventional stimulation. Further studies should focus on the use of adjusting the dose on the basis of individual variability in ovarian response, and whether a dose increase, as soon as GnRH antagonist co treatment is started, is beneficial. Moreover, the concept that LH may selectively stimulate growth of dominant follicles in the late follicular phase is most challenging and should be further substantiated. The extreme suppression of endogenous LH in some patients receiving (recombinant) FSH may be harmful for IVF outcome and may be circumvented by reducing the GnRH antagonist dose in some women. However, properly sized randomized studies are awaited to address whether late follicular phase addition of LH is beneficial. Two recently published meta-analysis have shown – on the basis of five randomized controlled trials - that implantation rates (or pregnancy rates per embryo transfer) are somewhat reduced in IVF with GnRH antagonist co-treatment. However, the possible minimal reduction in IVF outcome should be viewed in the light of the overall balance between costs, risks and side effects versus efficacy of IVF.



















