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GONADOTROPIN SECRETION IN WOMEN WITH HYPOTHALAMIC AMENORRHEA IS  INHIBITED BY TEVERELIX, AN LHRH ANTAGONIST, THAT, HOWEVER, DOES NOT ELICITE ANY LATE REBOUND INCREASE
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GnRH antagonists, suppress gonadal axis via inhibition of GnRH receptors. In normal women (NW) this effect is followed by LH rebound. Hypothalamic amenorrhea (HA) is characterized by derangement of GnRH pulsatility and hypogonadism. We evaluated the effects of Teverelix (TEV), on gonadotropin secretion in 6 women with HA (age range: 18-35 yrs, BMI: 18-21 kg/m2) and in 9 NW (age:20-35 yrs, BMI:19-23 kg/m2). LH and FSH levels (sampling every 10 min for 4 hours) were studied before and at 24 and 96 hours after TEV (2.5 mg, 1 ml sc). In NW, LH and FSH secretion was inhibited at 24h (AUC,mean,SEM:264.6+-75.9vs671.2+-153.1 and 1196.6+-150.5vs794.2+-228.9 mU/ml*min, p<0.05). At 96 hours, FSH secretion (1971.8+-190.4 mU/ml*min) restored to basal levels while LH showed a rebound rise (849.2+-169.4 mU/ml*min, p<0.05). TEV induced estradiol decrease (nadir at +24h). In HA, both LH and FSH secretion (257.5+-169.1 and 1068.6±142.8 mU/ml*min;p<0.05) and estrogen levels (8.2+-3.3vs33..1+-6.8 pg/ml; p<0.001) were lower than in NW. Similarly to NW, in AH both LH and FSH secretion were inhibited at 24 hours after TEV (42.9+-24.3 and 745.6+-21.2 mU/ml*min; p<0.05). At 96 hours, both LH (264.6102.9 mU/ml*min) and FSH (1038.8+/-107.0 mU/ml*min) secretions restored to pretreatment values. E2 levels were further reduced by TEV (nadir at +24h) and at 96 hours they recovered to pretreatement levels. This study demonstrates that TEV administration induces prompt inhibition of gonadotropin secretion in AW as well as in NW. This evidence indicates that GnRH antagonism is able to fully turn off central GnRH activity even in these patients.




















