
0028

TAILORING ART PROTOCOLS WITH CETROTIDE: CLINICAL RECOMMENDATIONS IN THE LIGHT OF ACCUMULATING EVIDENCE
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Tailoring protocols is a general principal in ovarian stimulation procedures during assisted reproductive technology (ART) treatments. Coming from the GnRH agonist long protocol to the GnRH antagonists was a first step to individualisation: it led to starting pituitary suppression not several days before but after onset of follicular growth, i.e. around day 6 of gonadotrophins. Using an even more tailored protocol with the GnRH antagonist cetrorelix (Cetrotide®, Serono International S.A., Geneva, Switzerland) we demonstrated that, an individual start of Cetrotide® led to less vials of Cetrotide® (4.59(1.65 vs. 6.81(1.61, p<0.01), to less total amount of gonadotrophins needed (1838(576 vs. 2232(624 IU, p<0.05), to higher estradiol values on the day of hCG administration (1737(1160 vs. 1041(459, p = 0.046), and to more retrieved oocytes (10.97(7.07 vs. 6.15(4.18, p < 0.05). This was found in  a prospective, randomised study comparing a fixed protocol, starting the GnRH antagonist always on day 6 of gonadotrophins, and a flexible protocol, starting the GnRH antagonist with a follicle size of 14 mm (Ludwig et al., 2002). Two recent meta-analysis suggested, that it is this step of tailoring, which may be a key point in the success of these protocols. Tailoring, however, may be even more than that. It was suggested, that the dose of the GnRH antagonist used should be adapted to body weight. This could, however, not be proven for the GnRH antagonist Cetrotide®. May be, tailoring will also mean the use of oral contraceptives to achieve pituitary suppression and synchronize the follicle cohort. It is also possible, that the elective use of r-hLH activity, added at defined points during ovarian stimulation might improve the success of GnRH antagonist protocols even more. Tailoring might be, to individualise the start of gonadotrophins in a GnRH antagonist protocol or to use other drugs – as e.g. clomiphene citrate – in special subgroups of patients to guarantee an optimal success rate. However in a study that we have carried out it was found that the incidence of breakthrough LH surges was increased when CC was used (Engel et al., 2002). Some of these points have already been addressed by clinical studies – others have not. To conclude, the use of GnRH antagonists allows tailoring to individual patients needs in much more different ways than the GnRH agonist long protocol. Tailoring seems to be the key factor for the success of these protocols.
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