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Low LH Level on the Day of GnRH Agonist Trigger Is Associated With Reduced Ongoing Pregnancy and Live Birth Rates and Increased Early Miscarriage Rates Following IVF/ICSI Treatment and Fresh Embryo Transfer
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Objective: To examine the correlation between serum luteinizing hormone (LH) levels on the day of GnRH agonist (GnRH-a) trigger and reproductive outcomes following in vitro fertilization/intracytoplasmic sperm injection (IVF/ICSI) treatment and fresh embryo transfer, and to identify a pre-trigger serum LH threshold which would be compatible with the most optimal cycle outcome.

Design: This study is based on data from a previously published randomized controlled trial conducted from 2014 to 2016.

Patients: A total of 322 participants were enrolled.

Setting: Private IVF center. Intervention(s): GnRH-antagonist-based IVF cycles triggered with GnRH-a. For the purpose of the study, patients were stratified according to preovulatory LH quartiles (Q1-Q4). Main Outcome Measure(s): Ongoing pregnancy rates (OP), live birth rates (LB) and early pregnancy loss (EPL) rates.

Results: The results of the present study showed increasing OP as well as LB rates and decreasing EPL rates with increasing pre-trigger serum LH levels (P for trend < 0.06, 0.07, and 0.02), respectively. The absolute difference between the highest LH(Q4) and the lowest LH (Q1) group was 13.4%, 12.1%, and 12% in OP, LB, and EPL rates, respectively. In multivariate regression analysis, a pre-trigger serum LH level of 1.60 mIU/ml was identified as a threshold below which reproductive outcomes decreased. The ROC curve values were statistically significant for OP, LB, and EPL; the AUC (95% CI) = [0.57 (0.50–0.63) P < 0.04; 0.57 (0.50–0.63) P < 0.05, and 0.60 (0.51–0.70) P < 0.04], respectively. A significant positive correlation was found on the day of GnRH-a trigger between serum LH, the number of follicles, serum P4, and serum E2, p < 0.03; P < 0.03; and P < 0.001, respectively.

Conclusion: Low serum LH levels on the day of GnRH-a trigger is associated with reduced ongoing pregnancy and live birth rates and increased early miscarriage rates. Our findings suggest a lower threshold of serum LH values on the day of GnRH-a trigger necessary to optimize reproductive outcomes in fresh embryo transfer cycles.

Clinical Trial Registration: www.ClinicalTrials.gov, Number: 02053779
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INTRODUCTION

Luteinizing hormone (LH) is essential for normal folliculogenesis and oocyte maturation in the natural ovulatory menstrual cycle (1). As early as at a follicle size of 6–8 mm, granulosa cell LH receptors are expressed, although at a low level, explaining the importance of LH from the early stage of follicular growth (2). Concomitantly, the pulsatile secretion of LH increases in frequency during the cycle and the mean LH level increases gradually from approximately 4.8 to 8 mIU/ml (3–5). Beyond the upper limit of the above-mentioned range, a surge of endogenous gonadotropins (FSH and LH) induces ovulation (4). Conversely, in stimulated IVF cycles, the use of GnRH antagonist during the late follicular phase in order to prevent the occurrence of a premature LH surge results in LH levels significantly lower as compared to the natural cycle, preventing the occurrence of premature LH surges (6–8). Accordingly, when GnRH agonist (GnRH-a) is used for final oocyte maturation, low LH levels will be present after the initiation of the GnRH antagonist co-treatment (9–11), raising concerns that LH levels may be too low for optimal cycle outcomes particularly when FSH only is used for ovarian stimulation. Further, several studies have shown that the surge of gonadotropins induced by a bolus of GnRH-a is short and low, respectively, in terms of duration and amplitude (12–17), and that has a negative effect on the early luteal phase gonadotropin and steroids profile (18, 19). Others recently, explored the possible impact of the LH level on the day of ovulation trigger when GnRH-a was used for final oocyte maturation. Indeed, it was found that low LH levels on the day of GnRH-a trigger were associated with a low mature oocyte yield (20, 21). However, their impact on the probability of pregnancy is still unknown. The primary objective of the present study was to examine the relationship between serum LH levels on the day of ovulation trigger and the reproductive outcomes in patients triggered with a bolus of GnRH-a followed by a modified luteal phase support (LPS) and fresh embryo transfer. The secondary objective was to identify a pre-trigger serum LH threshold, if appropriate, which would be compatible with the most optimal cycle outcome.

MATERIALS AND METHODS

Study Design

A secondary data analysis evaluating the relationship between serum LH levels on the day of GnRH-a trigger and the reproductive outcomes. Data were obtained from a randomized controlled trial exploring the impact of mid-luteal GnRH agonist administration on reproductive outcomes in GnRH-a triggered cycles (NTC: 02053779) (22).

Patients

This study included 322 infertile women who underwent ovarian stimulation, GnRH antagonist co-treatment, GnRH-a trigger and in vitro fertilization /intracytoplasmic sperm injection (IVF/ICSI) treatment followed by fresh embryo transfer, using a modified luteal phase support (23–25) at the IVF center Ibn Rochd, Constantine, Algeria, between February 2014 and January 2016.

Blood Samples and Hormone Assays

Serum LH concentrations were measured at the laboratory of the center, Ibn rochd, Constantine, Algeria on the day of ovulation induction for all participants early in the morning. Sera were analyzed immediately using a Vidas kit (BioMerieux, France). All measurements were performed according to the manufacturer's instructions. The detection limit for the VIDAS LH (LH) assay is 0.1 mIU/ml. The Intra and inter assay coefficients of variation were 2.7 and 3.7%, respectively.

Study Protocol

The reproductive outcomes as well as luteal phase gonadotropin and steroid profiles of this study have previously been published (22). In brief, hormonal stimulation was performed with GnRH antagonist co-treatment, using recombinant FSH (Puregon., MSD; Gonal F., Merck Serono) for ovarian stimulation. No LH activity was added. Once the leading follicle had reached a size of 13 mm, co-treatment with a GnRH antagonist (Cetrotide. 0.25 mg; Merck Serono) or (Orgalutran. 0.25 mg; MSD) was initiated and continued up until and including the day of induction of ovulation. Ovulation induction was performed with a single bolus of 0.2 mg triptorelin, s.c. (Decapeptyl. 0.1 mg, Ipsen, France) as soon as ≥3 follicles were ≥17 mm in diameter, followed by oocyte pick up (OPU) 36 h later. Retrieved oocytes were fertilized by either IVF or ICSI depending on sperm quality.

Embryo Transfer and Luteal Phase Support

In alignment with our local embryo transfer policy, one to three embryos were transferred on day 2 or 3 after OPU. A good quality embryo is defined as follows: the number of cells on day 2 is 4 cells and 7–9 cells by day 3, <20% of fragmentation, and regular sized cells.

For luteal phase support, in addition to a bolus of hCG 1,500 IU, IM (Pregnyl.; MSD) given 1 h after OPU, all patients received micronized P (600 mg/day) vaginally (Utrogestan.; Laboratoires Besins-Iscovesco, Paris, France) and estradiol (4 mg/day) orally (Progynova. 2 mg; Schering, Madrid, Spain), beginning on the day after oocyte retrieval and continuing until either a fetal heartbeat was detected by ultrasound examination 5 weeks after OPU or a negative pregnancy test. As part of the study set-up, participants were randomized into two groups, of which the study group received a bolus of Triptorelin 0.1 mg (Decapeptyl. 0.1 mg) 6 days after OPU for additional luteal phase support (22).

Statistical Analysis

All statistical analyses were performed using the Statistical Package for Social Sciences (SPSS) version 20.0 (SPSS Inc., USA). Descriptive data are presented as mean ± standard deviation or median and range for continuous variables as appropriate, and percentages for categorical variables. Normality was examined by use of the Shapiro–Wilk test. Spearman rank correlation and Mann–Whitney tests were applied when indicated. Non-parametric ANOVA (Kruskal-Wallis test) was used across the four LH quartiles followed by a post-hoc pairwise comparison in case of a statistical difference between groups where appropriate. Percentages or rates were compared by use of Pearson chi-square, and Mantel–Haenszel test was computed for trend analysis. The receiver operating characteristic (ROC) curve was defined for serum LH on day of trigger and the area under the curve (AUC) was calculated. Multivariate logistic regression was used to estimate the odds ratio (OR) for the association between LH value on the day of trigger adjusted for all potential confounders and ongoing pregnancy (OP), live birth (LB), and early pregnancy loss (EPL). The LH level on the day of trigger was assessed as quartiles rather than continuous. Variables were included in the logistic regression model if they demonstrated a P < 0.03 for the association with outcome in the unadjusted analyses. The model for OP and LB included variables: serum estradiol (E2) levels and serum prolactin levels on day 2, total dose of GnRH antagonist, serum E2, serum progesterone (P4), number of follicles > 11 mm, and serum LH levels on the day of trigger (the first quartile was taken as the reference category), serum LH levels and serum P4 on OPU+7, number of embryos obtained, number of transferred embryos, embryo quality (good vs. bad), and GnRH-a dose on OPU+6 (yes/no). The model for EPL included the following variables: BMI, serum LH levels on the day of trigger (the first quartile was taken as the reference category), serum LH levels and serum FSH levels on OPU+7, the day of embryo transfer (2 or 3), and the GnRH-a dose on OPU+6 (yes/no). All statistical tests were two sided. P < 0.05 was considered statistically significant.

RESULTS

The present study evaluated a total of 322 IVF cycles. Of note, data on preovulatory LH levels were missing in six participants of the original cohort (328 IVF cycles), and hence were dropped from the current analysis. For the purpose of the study, patients were divided into four distinct groups according to their quartile serum LH levels on the day of GnRH-a trigger: [Q1: < 0.68, Q2: 0.68–0.98, Q3: 0.99–1.60, and Q4: > 1.60 mIU/ml] (Figure 1).
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FIGURE 1. Descriptive analysis of the serum values of LH (mIU/ml) on the day of GnRH-a trigger.



Demographic data, stimulation, follicles, oocytes, and embryos.

Baseline characteristics, and stimulation outcomes according to quartiles of serum LH levels on the day of trigger are presented in Table 1. The four groups (Q1, Q2, Q3, Q4) were comparable as regards age, BMI, days of stimulation, total dose of r-FSH, total dose of GnRH antagonist, P4 on day of trigger, number of embryos, and number of transferred embryos. However, significant differences were seen between the highest quartile (Q4) and the lowest quartile (Q1) as regards number of follicles >11 mm and E2 on day of trigger, P < 0.04 and P < 0.001 respectively.


Table 1. Baseline characteristics, and stimulation outcome based on LH levels on the day of GnRH-a trigger.
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Reproductive Outcomes

The relationship between pre-trigger LH and reproductive outcomes is shown in Figure 2. On one hand, a trend toward increasing OP rates across the lowest to highest quartile of serum LH levels on the day of GnRH-a trigger was seen as the OP rate increased from 28.9% in the Q1 to 42.3% in the Q4 (P for trend < 0.06). Likewise, a trend toward increased LB rates across the lowest to highest quartile of serum LH levels on the day of GnRH-a trigger was seen as the LB rate increased from 28.9% in the Q1 to 41% in the Q4 (P for trend < 0.07). In contrast, a trend toward decreased EPL rates across the lowest quartile (Q1) to the highest quartile (Q4) of serum LH concentration on the day of GnRH-a trigger was seen as the EPL rate decreased from 13.2% in the lowest quartile (Q1) to 1.2 % in the highest quartile (Q4) (P for trend < 0.02). The absolute difference between the highest and the lowest LH groups was 13.4%, 12.1%, and 12% in OP, LB, and EPL rates respectively. The ROC curve values, for OP, LB, and EPL, are shown in Figure S1; the AUC were 0.57, P < 0.04; 95% CI (0.50–0.63), 0.57 P < 0.05; 95% CI (0.50–0.63) and 0.60, P < 0.04; 95% CI (0.51–0.70) respectively. The ROC for EPL outcome has been performed by reversing the dataset labels giving the individuals who got EPL a label of “0” and those who didn't a label of “1”. The difference between these areas and the reference line (area 0.5) was statistically significant for the serum LH measurement (Figure S1). Table 2 summarizes the results of a multivariate regression analysis of the OP rates, LB rates and EPL rates. The results show that in addition to the availability of good embryos for transfer, serum LH level is the most valuable independent predictor of the reproductive outcome. Figure 3 depicts the OR (95% CI) for OP rates, LB rates, and EPL rates according to the quartiles of serum LH (Figures 3A–C), respectively. After adjustment for relevant confounders, OP significantly increased in women with the highest quartile (LH > 1.60 mIU/ml) compared to the lowest quartile Q1 (LH < 0.68 mIU/ml; reference category), OR = 2.80, 95% CI (1.32- 5.95), p < 0.007. Figure 3A, LB significantly increased in women with the highest quartile (LH > 1.60 mIU/ml) compared to the lowest quartile Q1 (LH < 0.68 mIU/ml; reference category), OR = 2.56, 95% CI (1.21–5.40), p < 0.01. Figure 3B), and EPL significantly decreased in patients with the highest quartile (LH > 1.60 mIU/ml) compared to the lowest quartile Q1 (LH < 0.68 mIU/ml; reference category), OR = 0.09, 95 % CI (0.01–0.75), p < 0.02. Figure 3C.
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FIGURE 2. Bar charts represent the ongoing pregnancy (A), the live birth (B), and the early pregnancy loss (C) outcomes for LH concentrations when stratified into quartiles. Trend analyzed using Mantel Haenszel test. A trend for increase of ongoing pregnancy, a trend for increase of live birth, and trend for decrease of early pregnancy loss observed with progressively higher concentrations of serum LH (p-trend < 0.06) < (p-trend < 0.07), and (p-trend < 0.02), respectively (A-C). Data are expressed as ongoing pregnancy rates (95% Cl) (A,B), and early pregnancy loss rates (95% CI) (C) for each quartile of the serum LH levels.




Table 2. Multivariate regression analysis of factors related to the cycle outcome.
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FIGURE 3. Adjusted Odds ratio (95% CI) for ongoing pregnancy rates (A), adjusted Odds ratio (95% CI) for live birth rates (B), and adjusted Odds ratio (95% CI) for early pregnancy loss (C) across quartiles serum LH levels the day of GnRH-a trigger.



DISCUSSION

To our best knowledge, this is the first study to investigate the association between the LH level on the day of GnRH-a trigger and reproductive outcomes in a large cohort of GnRH antagonist co-treated IVF/ICSI treatment cycles. The results of the present study showed increasing OP as well as LB rates and decreasing EPL rates with progressively higher pre-trigger LH levels (P for trend < 0.06; 0.07; 0.02), respectively (Figure 2). After correction for the effect of main confounders, a multivariate regression analysis suggested a serum LH level of 1.60 mIU/ml on the day of GnRH-a trigger as the most appropriate threshold to predict reproductive outcomes (Table 2). Thus, patients with LH> 1.60 mIU/ml exhibited significantly better reproductive outcomes than those with LH < 1.60 mIU/ml (Figure 3). The ROC curve values, though statistically significant for OP, LB, and EPL, did not allow for accurate prediction; the AUC (95% CI) = [0.57 (0.50–0.63) P < 0.04; 0.57 (0.50–0.63) P < 0.05, and 0.60 (0.51–0.70) P < 0.04], respectively (Figure S1). In line with previous reports after human chorionic gonadotropin (hCG) trigger (11, 26–29), the current study using GnRH-a trigger supports the concept that a late follicular phase LH threshold exists below which adverse effects on the reproductive outcomes will occur. Importantly, others previously failed to find any association between LH levels and reproductive outcomes in hCG triggered IVF (30–33). However, studies on the optimal preovulatory LH level in GnRH-a triggered cycles are scarce. Indeed, only two studies showed that low LH level yields a lower number of mature oocytes (20, 21). In contrast, the relationship between pre-trigger LH levels and reproductive outcomes has not been reported before. The area under the curve of LH elicited by a bolus of GnRH-a is significantly less than compared to both the natural cycle and hCG trigger (12–17). Hence, it might be anticipated that low LH levels on the day of GnRH-a trigger might have an even higher impact on assisted reproductive outcomes as compared to hCG trigger. It should be noted that in IVF cycles triggered with hCG, varying cut-off values of LH on the day of trigger have been proposed ranging from 0.5 to 1.2 mIU/ml (11, 26–29), and the majority of them were arbitrarily chosen, and hence not conclusive. In the present study, the threshold of 1.60 mIU/ml suggested by the multivariate regression seems to be slightly higher than the above-mentioned thresholds, assuming that GnRH-a triggered cycles would require a higher LH level to compensate for the inadequacy of the LH activity surge compared to natural as well as hCG triggered cycles. Recently, accumulating evidence has been provided that many potential factors such as GnRH, inhibin, oestradiol, gonadotrophin surging-attenuating factor (GnSAF), and antimüllerian hormone (AMH) may be implicated in the control of circulating LH levels during the follicular phase (34, 35). However, none of these substances fully explain why the LH levels vary from individual to individual. Besides, in antagonist IVF co-treated cycles the circulating LH levels may decrease during the late follicular phase due to the negative feedback of ovarian hormones from multiple follicular developments or after suppressive effect from GnRH antagonist (36). The underlying mechanism by which low pre-trigger LH levels seem to reduce the pregnancy rates has not been fully elucidated. In fact, whether the observed effect of low LH exposure is exerted on the oocyte and/or on the endometrium is not clear. As mentioned, previous studies reported a negative impact of low LH levels on the day of GnRH-a trigger as regards mature oocyte yield. Thus, the study by Meyer el al. (20), showed that a low LH level (LH< 0.5 mIU/ml) on the day of GnRH-a trigger leads to a poor oocyte retrieval. Another recent study (21), reported that patients with a suboptimal hormone response to GnRH-a trigger, as defined by a serum LH< 15 mIU/ml on the morning after GnRH-a administration, had significantly lower LH levels on the day of trigger (1.93 ± 4.65 mIU/ml vs. 2.26 ± 2.25 mIU/ml; P < 0.001), and significantly lower mature oocytes retrieved (4.10 ± 5.85 vs. 8.29 ± 6.94; P < 0.001) compared to those with adequate response (post-trigger LH> 15 mIU/ml). In contrast, our data failed to find any significant impact of LH levels on the number of mature oocytes which is in agreement with the results reported by Andersen et al. (37) in hCG triggered IVF cycles showing a significant positive association between the late-follicular-phase LH levels and P4 levels, but not the number of oocytes retrieved. Hence, this discrepancy suggests that the impact of low LH levels (LH< 1.60 mIU/ml) may be more relevant to endometrial receptivity rather than to oocyte and/or embryo development. Moreover, our findings are in accordance with a prior study (28) showing that patients with LH levels < 0.5 mIU/ml before the day of hCG trigger in GnRH antagonist cycles exhibited an impairment of their endometrial receptivity since they had decreased implantation rates and LB rates as compared to patients with LH levels > 0.5 mIU/ml, despite significantly higher number of oocytes retrieved and embryos obtained in the group of patients with low LH levels. Interestingly, the same report found that the addition of LH activity in the form of low- dose hCG before ovulation induction significantly enhanced reproductive outcomes in low LH patients. The aforementioned notion is also consistent with a multicenter study (36), which included 333 IVF patients receiving six different doses of the GnRH antagonist, Ganirelix. Administration of the GnRH antagonist started on day 6 of stimulation. In the two highest dose groups, i.e., 1 mg and 2 mg per day, serum LH levels were suppressed well-below 1IU/l on the day of hCG trigger, 0.6 and 0.4 IU/l, respectively. Importantly, despite the fact that the number of retrieved oocytes and the number of good quality embryos were similar to those seen in lower GnRH antagonist dosing groups, implantation rates were significantly lower and early miscarriage rates significantly higher in the 1 mg and 2 mg per day, groups, with no ongoing pregnancies in the 2 mg per day group. Collectively, the above-mentioned effects could be ascribed to lack of up-regulation of endometrial LH receptors. Importantly, endometrial stromal cell apoptosis seems to be reduced by the administration of low dose of hCG (38, 39). Thus, the addition of LH activity in subgroups with markedly suppressed pre-trigger LH levels may have a positive effect on the regulation of the endometrium and hence, implantation (40–43). More studies, including gene-expression analyses, are required in the future to decrypt potential mechanisms involved in the interaction between circulating LH on the day of ovulation induction and the endometrium, particularly when GnRH-a is used for final oocyte maturation.

In the current study, we found that the LH level on the day of trigger is positively correlated with the number of follicles > 11 mm, E2 levels, and P4 levels (r = 0.11, P < 0.03, r = 0.19, P < 0.001, r = 0.12, P < 0.03, respectively) using Spearman rank correlation (data not shown). Thus, our data concur with previous findings, demonstrating the tight correlation between LH and follicular growth (37, 44). To date, several early studies demonstrated contradicting effects of elevated P4 on the day of hCG trigger and reproductive outcomes (45–49). The results of the present study are consistent with the fact that preovulatory P4 levels do not seem to affect reproductive outcomes. Further, the highest OP rate was found in the group of patients who had the highest late-follicular-phase P4 concentrations (i.e., P4 >1.5 ng/ml) 87.5% (98/112) and thus, developed many follicles which is supported recently by Andersen et al. (37). Our results are also in line with two recent reports showing that the possible negative impact of an elevated P4 on the day of hCG trigger seems to be more pronounced in women with low follicle numbers (50, 51). Importantly, the current published data on P4 elevation and IVF outcomes predominantly derive from hCG triggered cycles (52), whereas, there is still a paucity of information addressing this issue in GnRH-a triggered cycles (53). We recognize the limitations of the present study, including the sample size, which prevents statistical detection of further clinically significant differences, the fact that data derive from a post-hoc analysis, and the fact that possible circadian variations in LH and progesterone were not taken into account. Moreover, the findings of the current study can not be extrapolated to single fresh blastocyst stage transfer, which is the current mode of modern practice. Finally, the LH assays currently used do not always accurately reflect the LH bioactivity (54).

CONCLUSION

This is the first study to assess the impact of low late follicular phase LH levels on reproductive outcomes in GnRH-a triggered IVF cycles. A significant positive correlation was found on the day of ovulation trigger between serum LH quartiles and the number of follicles > 11 mm. Low serum LH levels on the day of GnRH-a trigger is associated with a reduction in reproductive outcomes. Future studies in a larger cohort of patients are needed to corroborate our findings.

DATA AVAILABILITY

The raw data supporting the conclusion of this manuscript will be made available by the authors, without undue reservation, to any qualified researcher.

ETHICS STATEMENT

This secondary data analysis is based on a previously published randomized controlled trial which was conducted according to the declaration of Helsinki for Medical Research and approved by the Ethics Committee of the University hospital Centre Ibn Badis, Constantine, Algeria. All patients provided written and oral informed consent to participate in the study.

AUTHOR CONTRIBUTIONS

AB and PH designed the study, drafted, and edited the manuscript. AB performed data collection, handling of data, and statistical analysis. SB and AZ involved in patient's treatment and review of manuscript. All co-authors accepted the final draft.

FUNDING

This study was entirely funded by the center for Reproductive Medicine Ibn-Rochd, Constantine, Algeria.

ACKNOWLEDGMENTS

The technical assistance by Amel Boularak is gratefully acknowledged. Statistical analyses were performed by Tarik El Ghoulem.

SUPPLEMENTARY MATERIAL

The Supplementary Material for this article can be found online at: https://www.frontiersin.org/articles/10.3389/fendo.2019.00639/full#supplementary-material

REFERENCES

 1. Hillier SG. Gonadotropic control of ovarian follicular growth and development. Mol Cell Endocrinol. (2001) 179:39–46. doi: 10.1016/S0303-7207(01)00469-5

 2. Jeppesen JV, Kristensen SG, Nielsen ME, Humaidan P, Dal Canto M, Fadini R, et al. LH-receptor gene expression in human granulosa and cumulus cells from antral and preovulatory follicles. J Clin Endocrinol Metab. (2012) 97:E1524–31. doi: 10.1210/jc.2012-1427

 3. Hall JE, Schoenfeld DA, Martin KA, Crowley WF Jr. Hypothalamic gonadotropin-releasing hormone secretion and follicle-stimulating hormone dynamics during the luteal-follicular transition. J Clin Endocrinol Metab. (1992) 74:600. doi: 10.1210/jc.74.3.600

 4. Filicori M, Santoro N, Merriam GR, Crowley WF Jr. Characterization of the physiological pattern of episodic gonadotropin secretion throughout the human menstrual cycle. J Clin Endocrinol Metab. (1986) 62:1136. doi: 10.1210/jcem-62-6-1136

 5. Speroff L, Glass RH, Kase NG. Regulation of the menstrual cycle. In: Clinical Gynecologic Endocrinology and Infertility. 5th ed. Baltimore, MD: Williams & Wilkins (1994). p. 218.

 6. Duijkers IJM, Klipping C, Willemsen WNP, Krone D, Schneider E, Niebch G, et al. Single and multiple dose pharmacokinetics and pharmacodynamics of the gonadotrophin-releasing hormone antagonist Cetrorelix in healthy female volunteers. Hum Reprod. (1998) 13:2392–8. doi: 10.1093/humrep/13.9.2392

 7. Griesinger G, Dawson A, Schultze-Mosgau A, Finas D, Diedrich K, Felberbaum R. Assessment of luteinizing hormone level in the gonadotropinreleasing hormone antagonist protocol. Fertil Steril. (2006) 85:791–3. doi: 10.1016/j.fertnstert.2005.08.048

 8. Sommer L, Zanger K, Dyong T, Dorn C, Luckhaus T, Diedrich K, et al. 7-Day administration of the gonadotropin-releasing-hormone antagonist cetrorelix in normal cycling women. Eur J Endocrinol. (1994) 131:280–5. doi: 10.1530/eje.0.1310280

 9. Shoham Z. The clinical therapeutic window for luteinizing hormone in controlled ovarian stimulation. Fertil Steril. (2002) 77:1170–7. doi: 10.1016/s0015-0282(02)03157-6

 10. Humaidan P, Bungum L, Bungum M, Andersen CY. Ovarian response and pregnancy outcome related to mid-follicular LH levels in women undergoing assisted reproduction with GnRH agonist down-regulation and recombinant FSH stimulation. Hum Reprod. (2002) 17:2016–21. doi: 10.1093/humrep/17.8.2016

 11. Lahoud R, Al-Jefout M, Tyler J, Ryan J Driscoll GA relative reduction in mid-follicular LH concentrations during GnRH agonist IVF/ICSI cycles leads to lower live birth rates. Hum Reprod. (2006) 21:2645–9. doi: 10.1093/humrep/del219

 12. Gonen Y, Balakier H, Powell W, Casper RF. Use of gonadotropinreleasing hormone agonist to trigger follicular maturation for in vitro fertilization. J Clin Endocrinol Metab. (1990) 71:918–22. doi: 10.1210/jcem-71-4-918

 13. Itskovitz J, Boldes R, Levron J, Erlik Y, Kahana L, Brandes JM, et al. Induction of preovulatory luteinizing hormone surge and prevention of ovarian hyperstimulation syndrome by gonadotropinreleasing hormone agonist. Fertil Steril. (1991)56:213–20. doi: 10.1016/S0015-0282(16)54474-4

 14. Humaidan P, Kol S, Papanikolaou EG on behalf of ‘The Copenhagen GnRH Agonist Triggering Workshop Group'. GnRH agonist for triggering of final oocyte maturation: time for a change of practice? Hum Reprod Update. (2011) 17:510–24. doi: 10.1093/humupd/dmr008

 15. Leth-Moller K, Hammer Jagd S, Humaidan P. The luteal phase after GnRHa trigger-understanding an enigma. Int J Fertil Steril. (2014) 8:227–34.

 16. Humaidan P, Alsbjerg B. “GnRHa trigger for final oocyte maturation: is HCG trigger history?” Reprod Biomed Online. (2014) 29:274–80. doi: 10.1016/j.rbmo.2014.05.008

 17. Dosouto C, Haahr T, Humaidan P. Gonadotropin-releasing hormone agonist (GnRHa) trigger - State of the art. Reprod Biol. (2017) 17:1–8. doi: 10.1016/j.repbio.2017.01.004

 18. Zelinski-Wooten MB, Lanzendorf SE, Wolf DP, Chandrasekher YA, Stouffer RL. Titrating luteinizing hormone surge requirements for ovulatory changes in primate follicles. I. Oocyte maturation and corpus luteum function. J Clin Endocrinol Metab. (1991) 73:577–83. doi: 10.1210/jcem-73-3-577

 19. Zelinski-Wooten MB, Hutchinson JS, Chandrasekher YA, Wolf DP, Stouffer RL. Administration of human luteinizing hormone (hLH) to macaquesafter follicular development : further titration of LH surge requirements for ovulatory changes in primates follicles. J Clin Endocrinol Metab. (1992) 75:502–7. doi: 10.1210/jcem.75.2.1639951

 20. Meyer L, Murphy LA, Gumer A, Reichman DE, Rosenwaks Z, Cholst IN. Risk factors for a suboptimal response to gonadotropin-releasing hormone agonist trigger during in vitro fertilization cycles. Fertil Steril. (2015) 104:637–42. doi: 10.1016/j.fertnstert.2015.06.011

 21. Lu X, Hong Q, Sun L, Chen Q, Fu Y, Ai A, et al. Dual trigger for final oocyte maturation improves the oocyte retrieval rate of suboptimal responders to gonadotropin-releasing hormone agonist. Fertil Steril. (2016) 106:1356–62.

 22. Benmachiche A, Benbouhedja S, Zoghmar A, Boularak A, Humaidan P. Impact of mid-luteal phase GnRH agonist administration on reproductive outcomes in GnRH agonist-trigger: a randomized controlled trial. Front Endocrinol. (2017) 8:12 doi: 10.3389/fendo.2017.00124

 23. Humaidan P, Bungum L, Bungum M, Yding Andersen C. Rescue of corpus luteum function with peri-ovulatory HCG supplementation in IVF/ICSI GnRH antagonist cycles in which ovulation was triggered with a GnRH agonist: a pilot study. Reprod Biomed Online. (2006) 13:173–8. doi: 10.1016/S1472-6483(10)60612-8

 24. Humaidan P, Ejdrup Bredkjaer H, Westergaard LG, Yding Andersen C. 1,500 IU human chorionic gonadotropin administered at oocyte retrieval rescues the luteal phase when gonadotropin-releasinghormone agonist is used for ovulation induction: a prospective, randomized, controlled study. Fertil Steril. (2010) 93:847–54. doi: 10.1016/j.fertnstert.2008.12.042

 25. Humaidan P, Polyzos NP, Alsbjerg B, Erb K, Mikkelsen AL, Elbaek HO, et al. GnRHa trigger and individualized luteal phase hCG support according to ovarian response to stimulation: two prospective randomized controlled multi-centre studies in IVF patients. Hum Reprod. (2013) 28:2511–21. doi: 10.1093/humrep/det249

 26. Fleming R, Chung CC, Yates RWS Coutts JR. Purified urinary follicle stimulating hormone induces different hormone profiles compared with menotrophins, dependent upon the route of administration and endogenous luteinizing hormone activity. Hum Reprod. (1996) 11:1854–58. doi: 10.1093/oxfordjournals.humrep.a019506

 27. O'Dea L, O'Brien F, Currie K, Hemsey G. Follicular development induced by recombinant luteinizing hormone (LH) and follicle-stimulating hormone (FSH) in anovulatory women with LH and FSH deficiency: evidence of a threshold effect. Curr Med Res Opin. (2008) 24:2785–93. doi: 10.1185/03007990802374815

 28. Propst AM, Hill MJ, Bates GW, Palumbo M, Van Horne AK, et al. Low-dose human chorionic gonadotropin may improve in vitro fertilization cycle outcomes in patients with low luteinizing hormone levels after gonadotropin-releasing hormone antagonist administration. Fertil Steril. (2011) 96:898–904. doi: 10.1016/j.fertnstert.2011.06.069

 29. Westergaard LG, Laursen SB, Andersen CY. Increased risk of early pregnancy loss by profound suppression of luteinizing hormone during ovarian stimulation in normogonadotrophic women undergoing assisted reproduction. Hum Reprod. (2000) 15:1003–8. doi: 10.1093/humrep/15.5.1003

 30. Griesinger G, Shapiro DB, Kolibianakis EM, Witjes H, Mannaerts BM. No association between endogenous LH and pregnancy in a GnRH antagonist protocol: part II, recombinant FSH. Reprod Biomed Online. (2011) 23:457–65. doi: 10.1016/j.rbmo.2011.06.016

 31. Doody KJ, Devroey P, Leader A, Witjes H, Mannaerts BM. No association between endogenous LH and pregnancy in a GnRH antagonist protocol: part I, corifollitropin alfa. Reprod Biomed Online. (2011) 23:449–56. doi: 10.1016/j.rbmo.2011.06.015

 32. Merviel P, Antoine JM, Mathieu E, Millot F, Mandelbaum J, et al. Luteinizing hormone concentrations after gonadotropin-releasing hormone antagonist administration do not influence pregnancy rates in in vitro fertilization-embryo transfer. Fertil Steril. (2004) 82:119–25. doi: 10.1016/j.fertnstert.2003.11.040

 33. Bosch E, Escudero E, Crespo J, Sim C, Remoh. J. Serum luteinizing hormone in patients undergoing ovarian stimulation with gonadotropin-releasing hormone antagonists and recombinant follicle-stimulating hormone and its relationship with cycle outcome. Fertil Steril. (2005) 84:1529–32. doi: 10.1016/j.fertnstert.2005.05.040

 34. Messinis I. E., Messini C.I., Dafopoulos K. Novel aspects of the endocrinology of the menstrual cycle. Reprod Biomed Online. (2014) 28:714–22. doi: 10.1016/j.rbmo.2014.02.003

 35. Cimino I, Casoni F, Liu X, Messina A, Parkash J, Jamin SP, et al. Novel role for anti-Müllerian hormone in the regulation of GnRH neuron excitability and hormone secretion. Nat Commun. (2016) 12:10055. doi: 10.1038/ncomms10055

 36. The ganirelix dose-finding study group. A double-blind, randomized, dose-finding study to assess the efficacy of the gonadotrophin-releasing hormone antagonist ganirelix (Org 37462) to prevent premature luteinizing hormone surges in women undergoing ovarian stimulation with recombinant follicle stimulating hormone (Puregon). Hum Reprod. (1998) 13:3023–31. doi: 10.1093/humrep/13.11.3023

 37. Andersen CY, Bungum L, Andersen AN, Humaidan P. Preovulatory progesterone concentration associates significantly to follicle number and LH concentration but not to pregnancy rate. Reprod Biomed Online. (2011) 23:187–95. doi: 10.1016/j.rbmo.2011.04.003

 38. Lovely LP, Fazleabas AT, Fritz MA, McAdams DG, Clessey BA. Prevention of endometrial apoptosis: Randomized prospective comparison of human chorionic gonadotropin versus progesterone treatment in the luteal phase. J Clin Endocrinol Metab. (2005) 90:2351–6. doi: 10.1210/jc.2004-2130

 39. Jasinska A, Strakova Z, Szmidt M, Fazleabas AT. Human chorionic gonadotropin and decidualization in vitro inhibits cytochalasin-D-induced apoptosis in cultured endometrial stromal fibroblasts. Endocrinology. (2006) 147:4112–21. doi: 10.1210/en.2005-1577

 40. Filicori M, Fazleabas AT, Huhtaniemi I, Licht P, Rao CV, Tesarik J, et al. Novel concepts of human chorionic gonadotropin: reproductive system interactions and potential in the management of infertility. Fertil Steril. (2005) 84:275–84. doi: 10.1016/j.fertnstert.2005.02.033

 41. Han SW, Lei ZM, Rao CV. Treatment of human endometrial stromal cells with chorionic gonadotropin promotes their morphological and functional differentiation into decidua. Mol Cell Endocrinol. (1999) 147:7–16. doi: 10.1016/S0303-7207(98)00240-8

 42. Cameo P, Szmidt M, Strakova Z, Mavrogianis P, Sharpe-Timms KL, Fazleabas AT. Decidualization regulates the expression of the endometrial chorionic gonadotropin receptor in the primate. Biol Reprod. (2006) 75:681–9. doi: 10.1095/biolreprod.106.051805

 43. d'Hauterive SP, Berndt S, Tsampalas M, Charlet-Ranaud C, Dubois M, Bourgain C, et al. Dialogue between blastocyst hCG and endometrial LH/hCG receptor: which role in implantation? Gynecol Obstet Invest. (2007) 64:156–60. doi: 10.1159/000101740

 44. Kyrou D, Al-Azemi M, Papanikolaou EG, Donoso P, Tziomalos K, Devroey P, et al. The relationship of Premature progesterone rise with aerum estradiol levels and number of follicles in GnRH antagonist/ Recombinant FSH stimulated cycles. Eur J Obstet Gynecol Reprod Biol. (2012) 162:165–8. doi: 10.1016/j.ejogrb.2012.02.025

 45. Silverberg KM, Martin M, Olive DL, Burns WN, Schenken RS. Elevated serum progesterone levels on the day of human chorionic-gonadotropin adminis- tration in in-vitro fertilization cycles do not adversely affect embryo quality. Fertil Steril. (1994) 61:508–13. doi: 10.1016/S0015-0282(16)56584-4

 46. Bosch E, Valencia I, Escudero E, Crespo J, Simon C, Remohi J, Pellicer A. Premature luteinization during gonado- tropin-releasing hormone antagonist cycles and its relationship with in vitro fertilization outcome. Fertil Steril. (2003) 80:1444–9. doi: 10.1016/j.fertnstert.2003.07.002

 47. Bosch E, Labarta E, Crespo J, Simo n C, Remoh i J, Jenkins J, Pellicer A. Circulating progesterone levels and ongoing pregnancy rates in controlled ovarian stimulation cycles for in vitro fertilization: analysis of over 4000 cycles. Hum. Reprod. (2010) 25:2092–100. doi: 10.1093/humrep/deq125

 48. Ubaldi F, Smitz J, Wisanto A, Joris H, Schiettecatte J, Derde MP, et al. Oocyte and embryo quality as well as pregnancy rate in intracytoplasmic sperm injection are not affected by high follicular phase serum progesterone. Hum Reprod. (1995) 10:3091–6. doi: 10.1093/oxfordjournals.humrep.a135864

 49. Martinez F, Coroleu B, Clua E, Tur R, Buxaderas R, Parera N, et al. Serum progesterone concentrations on the day of HCG administration cannot predict pregnancy in assisted reproduction cycles. Reprod Biomed Online. (2004) 8:183–90. doi: 10.1016/S1472-6483(10)60514-7

 50. Griesinger G, Mannaerts B, Andersen CY, Witjes H, Efstratios M, Kolibianakis EM, et al. Progesterone elevationdoes not compromise pregnancy rates in high responders: a pooled analysis of in vitro fertilization patients treated with recombinant follicle-stimulating hormone/gonadotropin-releasing hormone antagonist in six trials. Fertil Steril. (2013) 100:1622–8. e1–3. doi: 10.1016/j.fertnstert.2013.08.045.

 51. Wang NF, Skouby SO, Humaidan P, Andersen CY. Response to ovulation trigger is correlated to late follicular phaseprogesterone levels: a hypothesis explaining reduced reproductive outcomes caused by increased late follicular progesterone rise. Hum Reprod. (2010) 34:942–8. doi: 10.1093/humrep/dez023

 52. Venetis CA, Kolibianakis EM, Bosdou JK, Tarlatzis BC. Progesterone elevation and probability of pregnancy after IVF: a systematic review and meta-analysis of over 60 000 cycles. Hum Reprod Update. (2013) 19:433–57. doi: 10.1093/humupd/dmt014

 53. Connell MT, Patounakis G, Healy MW, DeCherney AH, Devine K, Widra E, Levy MJ, Hill MJ. Is the effect of premature elevated progesterone augmented by human chorionic gonadotropin versus gonadotropin-releasing hormone agonist trigger? Fertil Steril. (2016) 106:584–9.e1. doi: 10.1016/j.fertnstert.2016.04.024

 54. Jaakkola T, Ding YQ, Kellokumpulehtinen P, Valavaara R, Martikainen H, Tapanainen J, et al. The ratios of serum bioactive immunoreactive luteinizing-hormone and follicle-stimulating hormone in various clinical conditions with increased and decreased gonadotropin-secretion- reevaluation by a highly sensitive immunometric assay. J Clin Endocrinol Metab. (1990) 70:1496–505. doi: 10.1210/jcem-70-6-1496

Conflict of Interest Statement: PH received unrestricted research grants from MSD, Merck, and Ferring Pharmaceuticals, as well as honoraria for lectures from MSD, Merck, and Gedeon Richter outside of this work.
 
The remaining authors declare that the research was conducted in the absence of any commercial or financial relationships that could be construed as a potential conflict of interest.

Copyright © 2019 Benmachiche, Benbouhedja, Zoghmar and Humaidan. This is an open-access article distributed under the terms of the Creative Commons Attribution License (CC BY). The use, distribution or reproduction in other forums is permitted, provided the original author(s) and the copyright owner(s) are credited and that the original publication in this journal is cited, in accordance with accepted academic practice. No use, distribution or reproduction is permitted which does not comply with these terms.

OPS/images/fendo-10-00639-t002.jpg
Variable Odds ratio (95 % CI) P-value

Ongoing pregnancy

Serum LH day of tigger (Q4 vs. Q1) 2,80 (1.32- 5.95) 0007
Embryo quality (Good vs. Bad) 382 (1.68-8.65) 0001
Embryos (1) 1.16 (1.04-1.29) 0,006
Embryos transferred () 1.59 (1.01-2.50) 004

Live birth

Serum LH day of trigger (Q4 vs. Q1) 2.56 (1.21- 5.40) 001

Embryo quality (Good vs. Bad) 360 (1.60-8.12) 0.002
Embryos (1) 1.16 (1.05-1.30) 0.005
Folicles day of trigger (n) 092 (0.86-0.99) 003
Early pregnancy loss

BMI (Kg/m2) 091 (0.83-1.00) 006
Serum LH day of trigger (Q4 vs. Q1) 0.09(0.01- 0.75) 002

Serum LH was compared between the first quartile (<0.68 miU/mi; reference category).
and the rest of quartiles (2-4).





OPS/images/fendo-10-00639-t001.jpg
Parameter
Number

Age (years)

Body mass index (kg/m2)
Basal LH (miU/m)

No. of days of stimulation

Total dose of r-FSH (IU)

Total dose of antagonist (mg)
No. of folicles on day of trigger
£2 on day of trigger (og/mi)

P4 on day of trigger (ng/mi)
No. of oocytes retrieved

No. of embryos

No. of embryos transferred

LH Quartile 1
(<0.68)

8
31
(23-89)
27
(18.6-45.8)
44
(1.3-19.9)
9
(7-14)
1800
(1400-2700)
1
0.75-150)
10a
(6-26)
1611a
(350-6298)
085
(0.36-2.56)
7
(8-29)
5
(1-17)
2
(1-9)

LH Quartile 2
(0.68-0.98)

83
32
(23-39)
276
(19.1-40)
48
(1.2-28.2)
9
(6-13)
1800
(1200-2925)
1
(0.75-125)
12
(4-30)
1953
(304-4300)
098
(0.38-2.63)

9
(2-30)
5
(1-14)
2
(1-8)

Values are presented as median (range), Groups were compared using Kruskal-Walis test.
b>a: Statisticaly significant difference in the post-hoc analysis over the groups Q4 vs. Q1.
Two-sided P < 0.05 were considered significant.

LH Quartile 3
(0.99-1.60)

78
31
(26-39)
28.1
(19.8-37.8)
42
(1.7-17.4)
9
(7-12)
1800
(1200-2700)
1
(0.50-1.50)
15
(4-30)
1916
(426-3000)
094
(0.27-2.86)

8
(3-25)
5
(1-16)
2
(1-9)

LH Quartile 4
(> 1.60)

78
31.50
(21-39)
27
(18.4-43.4)
5.1
(1.9-15)
9
(©-15)
180
(1125-3375)
1
(0.50-1.50)
15b
(4-24)
2029b
(636-3000)
096
(0.38-4.65)
7
(1-22)

4
(1-14)

2
(1-8)

P-value

0.99

0.26

0.30

0.85

0.26

0.29

0.04

0.002

0.08

0.45

0.32

0.63





OPS/images/fendo-10-00639-g001.gif





OPS/images/fendo-10-00639-g003.gif
T

[






OPS/images/fendo-10-00639-g002.gif
el el !





OPS/images/cover.jpg
’ frontiers
in Endocrinology

Low LH Level on the Day of GnRH
Agonist Trigger Is Associated With
Reduced Ongoing Pregnancy and
Live Birth Rates and Increased Early
Miscarriage Rates Following IVF/ICSI
Treatment and Fresh Embryo
Transfer









OPS/images/crossmark.jpg
©

2

i

|





OPS/images/logo.jpg
’ frontiers
in Endocrinology





