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Abstract 

Background: It is the duty of doctors to choose a safe, simple, economic and effective controlled ovulation stimula-
tion (COS) protocol for the patients. This study aims to compare the clinical effects of the early follicular prolonged 
GnRH agonist (EFPL) and GnRH antagonist (GnRH-Ant) protocols, hoping to provide some reference for clinicians 
when choosing COS program.

Methods: A retrospective study included 3310 ovum pick up cycles undergoing assisted reproductive technology 
during January 2019 to May 2022 in Renmin Hospital of Wuhan University. Propensity Score Matching (PSM) and mul-
tivariable logistic regression analysis were used to improve the comparability between the two protocols. Subgroups 
were divided according to age, body mass index (BMI) and anti-Mullerian hormone (AMH). The live birth rate (LBR) 
and clinical pregnancy rate (CPR) were the primary outcomes.

Results: After PSM, the endometrial thickness, fresh embryo transplantation rate, chemical pregnancy rate, CPR 
were significantly higher in EFPL group than that in GnRH-Ant group (P < 0.001). The E2, LH, P values on trigger day 
were significantly lower in EFPL group (P < 0.001). The cycle cancellation rate was significantly reduced in EFPL group 
(P < 0.001). However, the total amount of Gn and duration of Gn were significantly increased in the EFPL group 
(P < 0.001). Multivariable logistic regression analysis showed that the LBR was significantly higher in EFPL group after 
matching [OR (95%CI), 1.86 (1.13, 3.05), P = 0.02], especially for those with age < 35 years [OR (95%CI), 1.95 (1.14, 3.34), 
P = 0.02], BMI < 24 kg/m2 [OR (95%CI), 2.08 (1.14, 3.80), P = 0.02], AMH levels ≥ 4.5 ng/ml [OR (95%CI), 4.19 (1.53, 11.43), 
P < 0.01].

Conclusion: EFPL regimen is more suitable to elicit live birth for those young patients with BMI < 24 kg/m2 and 
AMH ≥ 4.5 ng/ml. However, for patients with decreased ovarian reserve or advanced age, EFPL regimen has no advan-
tage over the GnRH-Ant regimen.

Keywords: Controlled ovarian stimulation, Early follicular prolonged GnRH agonist protocol, GnRH antagonist 
protocol, Assisted reproductive technology, Live birth rate

Background
Controlled ovarian stimulation (COS) is a key link of 
in vitro fertilization and embryo transplantation. It is the 
duty of doctors to choose a safe, simple, economic and 
effective COS protocol according to the patient’s age, 
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infertility factors and economic conditions. In order to 
maximize fresh embryo transplantation and shorten the 
time to reach gestation, early follicular prolonged GnRH 
agonist (EFPL) protocol and GnRH antagonist (GnRH-
Ant) protocol have become the mainstream regimens in 
China.

GnRH-Ant regimen has the characteristics of no inhi-
bition of pituitary and ovarian functions which can 
effectively shorten the time of ovarian stimulation. In 
addition, agonist can be used as trigger in GnRH-Ant 
regimen to reduce the incidence of ovarian hyperstimu-
lation syndrome (OHSS). However, the effect of antago-
nist on endometrial receptivity has been controversial. 
Several studies suggested a detrimental impact on endo-
metrial receptivity with a significant reduction in the 
endometrial expression of homeobox A10 during GnRH-
Ant cycles compared with GnRH agonist cycles or natu-
ral cycles [1, 2]. But Depalo et al. found that GnRH-Ant 
regimen could achieve live birth rate (LBR) comparable 
to GnRH agonist regimen [3].

EFPL regimen uses GnRH agonist 3.75  mg to inhibit 
pituitary function on 2–4 days of menstrual period, then 
endogenous hormone levels could be completely inhib-
ited within 2 weeks. Gonadotropin (Gn) is started at 
28–40 days after successful pituitary downregulation [4, 
5]. This regimen was initially used primarily in patients 
with endometriosis and adenomyosis [6]. After applica-
tion in the general population, it showed the advantages 
in improving endometrial receptivity, embryo implanta-
tion and clinical pregnancy rates [7, 8]. Therefore, it has 
been paid more attention by doctors and widely used in 
clinic [5].

This study aims to compare the clinical effects of 
EFPL and GnRH-Ant protocols through retrospective 
data analysis of our reproductive center, hoping to pro-
vide some reference for clinicians when choosing COS 
program.

Methods
Study design and patients
This was a retrospective study of women who underwent 
assisted reproductive technology (ART) at the Repro-
ductive center of Renmin Hospital of Wuhan University 
between January 2019 and May 2022. Data were col-
lected from the hospital records. Patient’s data included 
female age, infertility duration and infertility type as 
well as clinical and laboratory characteristics of ART 
cycles. The inclusion criteria included that patients were 
aged < 45 years old underwent fresh cycles; the protocols 
were EFPL and GnRH-Ant protocols; pregnancy out-
comes were followed up at least to gestational 12 week. 
The cycles for gamete donation program, preimplan-
tation genetic testing, recurrent implantation failure 

and patients with a history of uterine malformation or 
intrauterine adhesion or endometrial tuberculosis were 
excluded from the study. This study was approved by the 
Ethics Committee of the Renmin Hospital of Wuhan Uni-
versity. The need for individual consent was waived by 
the committee due to the retrospective character of the 
study. The primary outcome parameters were LBR and 
clinical pregnancy rate (CPR). The secondary outcome 
parameters considered as number of oocytes retrieved, 
number of 2 pronuclear (2PN) embryos, number of good 
quality embryos, duration of Gn treatment, amount of 
Gn administered, OHSS rate, cycle cancellation rate, 
fresh embryo transfer rate and chemical pregnancy rates. 
The live birth outcome was followed up until May 2022.

COS protocols
EFPL protocol
Patients were given 3.75  mg long-acting GnRH agonist 
(Leuprorelin Acetate, ENANTONE, Takeda, Japan) on 
day 2 to 5 of menstruation. Ultrasound and sex hormone 
testing were performed 28–30 days after the injection 
to confirm the successful down-regulation of pituitary 
with  follicle-stimulating hormone (FSH) < 5 U/L, lutein-
izing hormone (LH) < 5 U/L, estradiol < 50 pmol/L, endo-
metrial thickness < 5 mm, and follicular diameter < 5 mm. 
Then 87.5–300 IU of recombinant human FSH (rhFSH; 
Gonal-F, Merck Serono, Switzerland) was started to given 
according to the patient’s age, body mass index, anti-Mul-
lerian hormone (AMH), antral follicle count. The dose of 
Gn was adjusted 5 days later according to the patient’s 
estradiol concentration and ovarian response. After that, 
patients were returned to the clinic to adjust the dose of 
Gn every two to three days. When two follicles reached 
18  mm in diameter or three dominant follicles reached 
17  mm in diameter, moderate human chorionic gon-
adotropin (hCG, Livzon Pharmaceuticals, China) was 
administered as a trigger.

GnRH‑Ant protocol
Patients were given rhFSH (Gonal-F; Merck Serono, 
Switzerland) 150 to 300 IU/day from day 2 to 3 of men-
struation. The dose of Gn was adjusted 3–4 days later 
according to the patient’s estradiol concentration and 
ovarian response. An antagonist (cetrorelix; Merck 
Serono, Switzerland) was added once a day when the 
average diameter of the dominant follicle was over 
14 mm. When two follicles reached 18 mm in diameter 
or three dominant follicles reached 17  mm in diameter, 
the final stage of oocyte maturation was induced by mod-
erate hCG (Livzon Pharmaceuticals, China) with or with-
out decapeptyl (0.1 mg) (Ferring International Center SA, 
Germany).
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Transvaginal oocyte retrieval was performed 36 h after 
the hCG injection. After oocytes retrieved, in  vitro fer-
tilization or intracytoplasmic sperm injection was per-
formed according to the condition of the sperms. After 
culturing for 3 to 5 days, 1 or 2 embryos were selected 
for transplantation. Then 40  mg progesterone injec-
tion (Xianju Pharmaceuticals, Zhejiang, China) and 
30  mg oral dydrogesterone tablets (Davutone, Abbott, 
The Netherlands) were routinely given for luteal sup-
port. Blood β-hCG > 10 U/L on day 12 after fresh embryo 
transplantation indicated chemical pregnancy. Trans-
vaginal ultrasonography was performed 30 days after 
embryo transfer, and clinical pregnancy was confirmed 
in the presence of a gestational sac with or without fetal 
heart activity.

Statistics
Categorical variables were presented as frequencies or 
percentages and compared by the chi-square or Fisher’s 
exact test. Continuous variables were presented as means 
and standard deviations or medians and interquartile 
ranges and compared by T-test or Kruskal Wallis Test 
depending on the distribution. Propensity Score Match-
ing (PSM) was used to balance the baseline and improve 
the comparability between EFPL group and GnRH-Ant 
group. The variables in PSM model included female age, 
BMI, duration of infertility, type of infertility, basal sex 
hormone (E2, P, FSH, LH), AMH, insemination meth-
ods, the number of good quality embryos transferred and 
the type of embryos transferred. A 1:1 nearest neighbor 
matching method with caliper (0.05 for ovum pick up 
cycles; 0.1 for fresh embryo transfer cycles) was used to 
match data between the two groups. Multivariate logis-
tic regression analysis was performed to compare the live 
birth rate between the two protocols. Additional analy-
ses were performed after stratification of the partici-
pants by age [9] (age < 35 years vs. age ≥ 35 years), BMI 
(BMI < 24 kg/m2 vs. BMI ≥ 24 kg/m2) and AMH level [9–
11] (AMH < 1.2 ng/ml vs. 1.2ng/ml ≤ AMH < 4.5 ng/ml 
vs. AMH ≥ 4.5 ng/ml). P < 0.05 was considered to indicate 
statistical significance. SPSS 26.0 (SPSS Inc. Chicago, IL) 
was used for the statistical analysis.

Results
General outcomes
Before PSM, a total of 3310 fresh cycles were included 
in this study, including 1537 EFPL regimens and 1773 
GnRH-Ant regimens. Significant differences were 
observed between the two groups in age, BMI, AMH, 
type of infertility, duration of infertility, cause of infertil-
ity, basal FSH, type of fertilization. After 1:1 matching, 
a total of 800 ovum pick up cycles were analyzed in this 
study. There were no significant differences in age, BMI, 

AMH, type of infertility, duration of infertility, cause of 
infertility, basal FSH, type of fertilization, number of 2PN 
fertilized embryos, number of transportable embryos, 
number of good quality embryos and OHSS incidence 
between the two groups. Compared with the GnRH-Ant 
group, EFPL group still had significantly higher endo-
metrial thickness, lower E2, LH, P values on trigger day, 
lower cycle cancelation rate and higher fresh embryo 
transfer rate, but higher duration of Gn and Gn doses 
(P < 0.001). Details were in Table 1.

After 1:1 matching, a total of 332 fresh transfer cycles 
were analyzed in this study. The basal variations were 
comparable. There were no significantly difference 
between the two groups in the number of good embryos 
transferred, miscarriage rate, heterotopic pregnancy rate. 
The chemical pregnancy rate (65.06% vs. 48.80%, P < 0.01) 
and CPR (56.02% vs. 38.55%, P < 0.01) were significantly 
higher in EFPL group than that in GnRH-Ant group. The 
live birth rate was higher in EFPL group but without sig-
nificance (39.49% vs. 29.03%, P = 0.05). The details were 
in Table 2.

Live birth measured by multivariate logistic regression 
with stratification analysis
Before and after matching, and after adjusting for poten-
tial confounding factors (such as age, BMI, AMH, basal 
E2, basal FSH, basal LH, basal P, number of good quality 
embryos transferred), the multivariate logistic regression 
analysis showed that the EFPL protocol was associated 
with a higher possibility of having live birth than that of 
the GnRH-Ant protocol [OR (95%CI), 1.88 (1.28, 2.77)], 
(P = 0.001); [OR (95%CI), 1.86 (1.13, 3.05)], (P = 0.02). 
The details were in Table 3.

A further analysis was conducted to find the live birth 
rate of the EFPL or GnRH-Ant protocols in patients 
with different characteristics by stratifying the patients 
according to their age, BMI and AMH levels. After 
matching, the multivariate logistic regression analysis 
showed a significantly higher possibility of having live 
births of age < 35 years [OR (95%CI), 1.95 (1.14, 3.34)], 
(P = 0.02), BMI < 24  kg/m2 [OR (95%CI), 2.08 (1.14, 
3.80)], (P = 0.02) and AMH ≥ 4.5 ng/ml [OR (95%CI), 
4.19 (1.53, 11.43)], (P < 0.01) in the EFPL group than in 
the GnRH-Ant group.

Discussion
The results of this study showed that the EFPL regimen 
can obtain a significantly higher CPR and LBR in fresh 
embryo transfer cycles than GnRH-Ant regimen espe-
cially for the patients aged < 35 years with BMI < 24 kg/m2 
and high ovarian reserve (AMH ≥ 4.5 ng/ml). The cycle 
cancellation rate was significantly decreased and fresh 
embryo transfer rate was significantly increased in EFPL 
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Table 1 Comparison of basic parameters, ovarian stimulation and embryo characteristics between EFPL and GnRH-Ant regimens 
before and after PS matching

Before matching After matching
Parameter EFPL GnRH-Ant P EFPL GnRH-Ant P

Number of ovum pick 
up cycles

1537 1773 400 400

Age (year) 31.00 (28.00–33.00) 32.00 (29.00–35.00) < 0.001 30.00 (28.00–33.00) 30.00 (28.00–33.00) 0.67

Primary infertility (%) 59.60 (916/1537) 53.13 (942/1773) < 0.001 59.75 (239/400) 59.50 (238/400) 0.94

Duration of infertility 
(year)

3.00 (2.00–5.00) 3.00 (2.00–5.00) 0.33 3.00 (2.00-4.19) 3.00 (2.00–5.00) 0.08

Cause of infertility (%) < 0.001 0.25

    Pelvic and tubal 
factor

30.32 (466/1537) 22.39 (397/1773) 29.00 (116/400) 26.75 (107/400)

 DOR 1.04 (16/1537) 9.31 (165/1773) 1.50 (6/400) 2.75 (11/400)

 PCOS or ovulation 
dysfunction

8.85 (136/1537) 8.52 (151/1773) 12.25 (49/400) 11.50 (46/400)

 Endometriosis or 
adenomyosis

5.53 (85/1537) 1.69 (30/1773) 4.75 (19/400) 2.00 (8/400)

 Male factor 12.23 (188/1537) 9.42 (167/1773) 12.00 (48/400) 10.75 (43/400)

 Complex male and 
female factors

18.35 (282/1537) 18.89 (335/1773) 19.75 (79/400) 20.50 (82/400)

 Complex female 
factors

15.29 (235/1537) 23.63 (419/1773) 15.25 (61/400) 19.50 (78/400)

 Others 8.39 (129/1537) 6.15 (109/1773) 5.50 (22/400) 6.25 (25/400)

BMI (kg/m2) 21.70 (19.90–24.00) 22.00 (20.20–24.50) < 0.01 22.30 (20.20–24.4) 22.00 (20.05–24.20) 0.53

AMH (ng/ml) 3.96 (2.70–5.64) 2.46 (1.20–5.24) < 0.001 3.94 (2.57–6.38) 3.75 (2.29–6.20) 0.17

Basal  E2 (pg/ml) 41.92 (32.14–56.26) 42.66 (34.14–55.69) 0.15 43.04 (33.25–55.40) 41.94 (34.34–52.56) 0.60

Basal LH (mIU/ml) 3.97 (2.84–5.54) 3.85 (2.71–5.31) 0.38 4.07 (2.99–5.54) 4.02 (2.88–5.50) 0.74

Basal FSH (mIU/ml) 7.16 (5.89–8.41) 7.74 (6.42–9.48) < 0.001 7.34 (6.15–8.52) 7.45 (6.20–8.77) 0.19

Basal P (ng/ml) 0.55 (0.37–0.75) 0.55 (0.38–0.76) 0.53 0.53 (0.36–0.73) 0.55 (0.39–0.73) 0.40

E2 on trigger day (pg/ml) 2732.41 (1890.96-
3774.40)

2750.94 (1641.90-
4260.62)

0.99 2716.15 (1884.29-
3685.65)

3188.85 (2172.30-
4899.94)

< 0.001

LH on trigger day (mIU/
ml)

0.56 (0.31–0.96) 1.73 (0.95–3.12) < 0.001 0.49 (0.28–0.94) 1.52 (0.82–2.73) < 0.001

P on trigger day (ng/ml) 0.90 (0.65–1.21) 0.93 (0.65–1.29) 0.05 0.88 (0.58–1.21) 1.02 (0.70–1.42) < 0.001

Gn dose (IU) 2025.00 (1611.25-
2536.25)

2025.00 (1650.00-
2512.50)

0.05 2100.00 (1650.00-
2625.00)

1950.00 (1579.38-
2346.88)

< 0.01

Gn duration (day) 11.00 (10.00–13.00) 10.00 (9.00–11.00) < 0.001 11.00 (10.00–13.00) 10.00 (9.00–11.00) < 0.001

Endometrial thickness 
(mm)

12.20 (10.70–14.00) 11.00 (9.90-12.45) < 0.001 12.00 (10.80–14.00) 11.00 (10.00-12.15) < 0.001

Oocytes retrieved (n) 13.00 (9.00–18.00) 10.00 (5.00–17.00) < 0.001 12.00 (9.00–18.00) 13.00 (8.00–20.00) 0.50

Type of fertilization (%) < 0.001 0.31

 IVF 73.06 (1123/1537) 70.11 (1243/1773) 72.00 (288/400) 69.50 (278/400)

 ICSI 19.45 (299/1537) 26.06 (462/1773) 21.50 (86/400) 25.50 (102/400)

 Rescue ICSI 7.48 (115/1537) 3.84 (68/1773) 6.50 (26/400) 5.00 (20/400)

Number of 2PN fertilized 
embryos n

7.00 (4.00–10.00) 6.00 (3.00–10.00) < 0.001 7.00 (4.00–10.00) 7.00 (4.00–12.00) 0.16

Number of transportable 
embryos n

4.00 (2.00–7.00) 3.00 (2.00–6.00) < 0.001 4.00 (3.00–7.00) 4.00 (2.00–7.00) 0.86

Number of good quality 
embryos n

3.00 (2.00–6.00) 3.00 (1.00–6.00) < 0.001 4.00 (2.00–7.00) 4.00 (2.00–7.00) 0.20

OHSS (%) 17.50 (269/1537) 14.33 (254/1773) 0.01 22.00 (88/400) 23.25 (93/400) 0.67

Cycle cancellation rate 
(%)

3.45 (53/1537) 7.16 (127/1773) < 0.001 2.25 (9/400) 7.25 (29/400) < 0.01

Fresh embryo transfer 
rate (%)

62.91 (967/1537) 40.04 (710/1773) < 0.001 61.50 (246/400) 32.00 (128/400) < 0.001
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Table 1 (continued)

Before matching After matching
Parameter EFPL GnRH-Ant P EFPL GnRH-Ant P

Reasons for canceling 
the fresh embryo trans-
fer (%)

< 0.001 < 0.01

 Prevention of OHSS 54.56 (311/570) 39.51 (420/1063) 62.34 (96/154) 45.59 (124/272)

 Embryo factor 9.47 (54/570) 12.98 (138/1063) 7.79 (12/154) 12.13 (33/272)

 Endometrial factor 13.51 (77/570) 13.45 (143/1063) 9.09 (14/154) 11.03 (30/272)

 Elevated P value 10.18 (58/570) 18.72 (199/1063) 10.39 (16/154) 19.12 (52/272)

 Hydrosalpinx 1.93 (11/570) 1.03 (11/1063) 1.30 (2/154) 0

 Patient factors or 
others

10.35 (59/570) 14.30 (152/1063) 9.09 (14/154) 12.13 (33/272)

Continuous data are presented as median (25%IQR-75%IQR) and discontinuous data are presented as percentage. IQR Interquartile range, EFPL Early follicular 
prolonged GnRH agonist, GnRH-Ant GnRH antagonist, DOR Decreased ovarian reservation, PCOS Polycystic ovarian syndrome, BMI Body mass index, AMH Anti-
Mullerian hormone, E2 Estradiol, LH Luteinizing hormone, FSH Follicle-stimulating hormone, P Progesterone, Gn Gonadotropin, IVF In vitro fertilization, 
ICSI Intracytoplasmic single sperm injection, 2PN Two pronuclear, OHSS Ovarian hyperstimulation syndrome

Chi-square test and Mann-Whitney U test were used for the comparison between the two groups. The variables in PSM model included female age, BMI, duration of 
infertility, type of infertility, basal sex hormone (E2, P, FSH, LH), AMH and insemination methods. A 1:1 nearest neighbor matching method with caliper 0.05 was used 
to match data between the two groups

Table 2 Comparison of clinical outcomes between EFPL and GnRH-Ant regimens before and after PS matching

Data are presented as percentage. IQR Interquartile range, EFPL Early follicular prolonged GnRH agonist, GnRH-Ant GnRH antagonist

Chi-square test was used for comparison of clinical outcomes between the two groups. The variables in PSM model included female age, BMI, duration of infertility, 
type of infertility, basal sex hormone (E2, P, FSH, LH), AMH, insemination methods, the number of good quality embryos transferred and the type of embryos 
transferred. A 1:1 nearest neighbor matching method with caliper 0.1 was used to match data between the two groups

Before matching After matching
Parameter EFPL GnRH-Ant P EFPL GnRH-Ant P

Number of fresh embryo transfer cycles 967 710 166 166

Number of embryos transferred < 0.001 0.43

 1 32.06 (310/967) 17.46 (124/710) 24.70 (41/166) 21.08 (35/166)

 2 67.94 (657/967) 82.54 (586/710) 75.30 (125/166) 78.92 (131/166)

Type of embryo transferred < 0.001 0.01

 Cleavage embryo 56.15 (543/967) 85.49 (607/710) 63.86 (106/166) 76.51 (127/166)

 Blastocyst 43.85 (424/967) 14.65 (104/710) 36.14 (60/166) 23.49 (39/166)

Number of good embryos transferred < 0.001 0.16

 0 14.99 (145/967) 9.58 (68/710) 12.65 (21/166) 6.63 (11/166)

 1 34.23 (331/967) 29.01 (206/710) 28.92 (48/166) 28.92 (48/166)

 2 50.78 (491/967) 61.41 (436/710) 58.43 (97/166) 64.46 (107/166)

Chemical pregnancy rate per cycle 67.94 (657/967) 49.86 (354/710) < 0.001 65.06 (108/166) 48.80 (81/166) < 0.01

Clinical pregnancy rate per cycle 58.12 (562/967) 41.27 (293/710) < 0.001 56.02 (93/166) 38.55 (64/166) < 0.01

Live birth rate per cycle 41.54 (356/857) 25.90 (166/641) < 0.001 39.49 (62/157) 29.03 (45/155) 0.05

Twin pregnancy rate 21.35 (76/356) 22.29 (37/166) 0.81 19.35 (12/62) 11.11 (5/45) 0.25

Miscarriage rate 15.73 (87/553) 17.54 (50/285) 0.50 21.11 (19/90) 11.11 (7/63) 0.10

Pregnancy type 0.42 0.89

 Intrauterine pregnancy 98.04 (551/562) 96.59 (283/293) 96.77 (90/93) 98.44 (63/64)

 Heterotopic pregnancy rate 1.60 (9/562) 2.73 (8/293) 3.22 (3/93) 1.56 (1/64)

 Simultaneous intrauterine and extrau-
terine pregnancy

0.36 (2/562) 0.68 (2/293) 0 0
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group, which may shorten the time to gestation. How-
ever, whether before or after matching, the total amount 
of Gn and duration of Gn were significantly increased in 
the EFPL group which might give rise to the high cost of 
patients.

The main factors affecting embryo implantation in 
ART are embryo quality and endometrial receptivity, of 
which embryo quality accounts for about 1/3 and endo-
metrial receptivity accounts for about 2/3 [12]. Endo-
metrial thickness has been considered as a prognostic 
factor in assessing endometrial receptivity and embryo 
transplantation [13, 14]. Previous studies have showed 
that the positive rate of β-HCG in fresh embryo trans-
fer cycles increased with the thickening of endometrial 
thickness on the triggering day, and the optimal thresh-
old of endometrial thickness for transplantation was 
10 mm on the triggering day [15–17]. Studies also have 
shown that fully down-regulation with the long-acting 
GnRH agonist before COS could obtain optimal endome-
trial thickness, improve endometrial receptivity [18–23] 
and LBR [24, 25], which is consistent with the results of 
our study. GnRH agonist appears to have a direct effect 
in endometrial cells cultures, by enhancing the percent-
age of apoptotic cells and decreasing the release of pro-
mitogenic cytokines such as interleukin 1beta (IL-1b) 
and vascular endothelial growth factor during the prolif-
erative phase to inhibit endometriosis [26], but increased 
IL-1b expression in the mid luteal phase of the menstrual 
cycle to help implantation [27]. A full dose of GnRH ago-
nist could increase the expression of endometrial recep-
tivity markers such as homeobox A10, myeloid ecotropic 
viral integration site 1 and leukemia inhibitory factor in 

endometrium [24]. In this study, the endometrial thick-
ness on the triggering day in the EFPL group was sig-
nificantly higher than that in GnRH-Ant group. The E2 
and P values on trigger day were significantly reduced in 
EFPL group which would also improve the receptivity 
of endometrium. Although the number of good quality 
embryos transferred was comparable between the two 
groups, the CPR and LBR were still higher in the EFPL 
group. It further indicated that the better pregnancy out-
come was attributed to the endometrial factors and veri-
fied that the EFPL regimen was more suitable for fresh 
embryo transplantation.

Although the EFPL regimen can improve endometrial 
receptivity and LBR, the full down-regulation of pitui-
tary may require a higher dose of Gn for ovarian stimu-
lation [28, 29]. The GnRH-Ant protocol avoids excessive 
pituitary suppression and flare-up side effects, requires 
a shorter usage duration and lower total dosage of Gn, 
and reduces the incidence of severe OHSS. Our study 
showed that although OHSS incidence was not signifi-
cantly different between the two groups, the total dos-
age of Gn and duration of Gn were significantly higher 
in EFPL group than GnRH-Ant group, which was in con-
sistent with previous studies [30, 31]. This means EFPL 
protocol would increase the economic burden for infer-
tile couples. It should not be recommended to all type 
of infertile couples. Xia et  al. [30] found that the EFPL 
protocol had a higher clinical pregnancy rate in normal 
ovarian responders (age < 35 years and AMH > 1.2 ng/
ml) with the fresh transfer cycles than the GnRH-Ant 
protocol. The results of this study are consistent with our 
findings. According to our result, only patients aged < 35 

Table 3 Comparison of live birth rate of EFPL and GnRH-Ant protocols using multivariable logistic regression analysis in subgroup 
women with different age, BMI and AMH before and after PS matching (the GnRH-Ant protocol as a reference)

CI Confidence interval. Adjusting for confounders of age, BMI, AMH, basal E2, basal FSH, basal LH, basal P, number of good quality embryos transferred. The variables 
in PSM model included female age, BMI, duration of infertility, type of infertility, basal sex hormone (E2, P, FSH, LH), AMH, insemination methods, the number of good 
quality embryos transferred and the type of embryos transferred. A 1:1 nearest neighbor matching method with caliper 0.1 was used to match data between the two 
groups

Before matching After matching
Adjusted OR (95% CI) P Adjusted OR (95% CI) P

Total 1.88 (1.28, 2.77) 0.001 1.86 (1.13, 3.05) 0.02

Age (year)

 < 35 1.95 (1.28, 2.96) < 0.01 1.95 (1.14, 3.34) 0.02

 ≥ 35 0.76 (0.18, 3.21) 0.72 0.67 (0.10, 4.50) 0.68

BMI (kg/m2)

 < 24 2.37 (1.46, 3.84) < 0.001 2.08 (1.14, 3.80) 0.02

 ≥ 24 1.24 (0.63, 2.47) 0.53 1.54 (0.61, 3.85) 0.36

AMH (ng/ml)

 < 1.2 0 1.00 0 1.00

 1.2 ≤ AMH < 4.5 1.75 (1.00, 3.04) 0.05 1.81 (0.93, 3.52) 0.08

 ≥ 4.5 2.68 (1.30, 5.53) < 0.01 4.19 (1.53, 11.43) < 0.01
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years with low BMI and high AMH had received more 
benefits from EFPL protocol than GnRH-Ant proto-
col, so we might recommend the EFPL protocol for this 
population. However, the outcomes of stratified analy-
sis from Chen et al. [31] were different from ours. They 
found that for those with AMH levels between 3 ng/ml 
and 6 ng/ml, with BMI ≥ 24  kg/m2 and were aged ≥ 30 
years old, and for those women with BMI < 24 kg/m2 and 
were aged ≥ 30 years whose AMH levels were ≤ 3 ng/ml, 
the EFPL protocol was more likely to elicit live births [OR 
(95%CI), 2.13(1.19,3.80)], [OR (95%CI), 1.41(1.05,1.91)]. 
These differences might come from the different stratifi-
cation methods in the studies.

Female age is an independent risk factor for embryo 
quality [32, 33]. With increasing age, the number and 
quality of oocytes are significantly reduced [34]. Li Fei 
et  al. analyzed clinical data from 45,912 in  vitro ferti-
lization/intracytoplasmic sperm injection cycles and 
found that EFPL was the most effective protocol than 
GnRH-Ant protocol for young poor ovarian respond-
ers. However, there were no differences in the implanta-
tion rates, CPR, or LBR in older patients [5]. Our study 
also found that for patients with decreased ovarian 
reserve or age ≥ 35 years old, there was no difference in 
LBR between the two regimens. The poor embryo qual-
ity counterbalances the advantage of good endometrial 
receptivity in this population.

There are some limitations in the present study. Firstly, 
this study was a retrospective analysis and the research 
subjects were patients in one reproductive center, which 
might be likely to cause some deviations in the results. 
Secondly, the present study only focused on the effects 
of fresh embryo transfer and did not examine frozen 
embryo transfer. Last but not least, due to the limited 
sample size, we did not continue to conduct stratified 
analysis on all the causes of infertility.

Conclusion
The EFPL regimen can effectively improve endometrial 
receptivity, facilitate embryo implantation, improve the 
CPR and LBR in fresh cycles, and reduce the time to 
reach gestation without increasing the OHSS incidence. 
However, the increased cost might limit its wide appli-
cation. For patients aged < 35 years with BMI < 24 kg/m2 
and AMH ≥ 4.5 ng/ml, EFPL regimen is recommended as 
the first choice to achieve higher LBR in the fresh cycles. 
However, for patients with decreased ovarian reserve or 
advanced age, EFPL regimen could not improve the preg-
nancy rate but increase the amount and duration of Gn. 
Thus, GnRH-Ant regimen might be more suitable for 
these patients.

Abbreviations
AMH: Anti-Mullerian hormone; ART : Assisted reproductive technology; COS: 
Controlled ovarian stimulation; CPR: Clinical pregnancy rate; EFPL: Early fol-
licular prolonged GnRH agonist; FSH: Follicle-stimulating hormone; Gn: Gon-
adotropin; GnRH-Ant: GnRH-antagonist; hCG: Human chorionic gonadotropin; 
LBR: Live birth rate; LH: Luteinizing hormone; OHSS: Ovarian hyperstimulation 
syndrome; rhFSH: Recombinant human follicle stimulating hormone..

Acknowledgements
We are grateful to all study participants and appreciate the National Natural 
Science Foundation of China (81601248) for the support.

Authors’ contributions
GJ: Project development, Data analysis, Manuscript writing and revising; NY: 
Manuscript revising; LQ: Data collection, Data analysis; WXC: Data collection, 
Data analysis; XQZ: Manuscript revising. All authors read and approved the 
final manuscript.

Funding
This study was supported by grants from the National Natural Science 
Foundation of China (81601248). The funders had no role in study design, data 
collection and analysis, decision to publish, or preparation of the manuscript.

Availability of data and materials
The data that support the findings of this study are available from Electronic 
medical records of Renmin hospital of Wuhan University but restrictions apply 
to the availability of these data, which were used under license for the current 
study, and so are not publicly available. Data are however available from 
the corresponding author upon reasonable request and with permission of 
Renmin hospital of Wuhan University.

Declarations

Ethics approval and consent to participate
All procedures performed in the study involving human participants were 
in accordance with the ethical standards of the institutional and/or national 
research committee and with the 1964 Helsinki declaration and its later 
amendments or comparable ethical standards. All the patients signed 
informed consent forms. The study was approved by the ethics committee of 
Renmin Hospital of Wuhan University.

Consent for publication
Not applicable.

Competing interests
The authors declare that they have no competing interests.

Author details
1 Dept. of Reproductive center, Renmin Hospital of Wuhan University, 238 
Jiefang Road, Wuchang District, 430060 Wuhan, China. 2 Assisted Reproduction 
and Embryogenesis Clinical Research Center of Hubei Province, Wuhan, China. 

Received: 7 July 2022   Accepted: 8 December 2022

References
 1. Rackow BW, Kliman HJ, Taylor HS. GnRH antagonists may affect endome-

trial receptivity. Fertil Steril. 2008;89(5):1234–9.
 2. Chen Q, Fan Y, Zhou X, Yan Z, Kuang Y, Zhang A, Xu C. GnRH antagonist 

alters the migration of endometrial epithelial cells by reducing CKB. 
Reproduction. 2020;159(6):733–43.

 3. Depalo R, Jayakrishan K, Garruti G, Totaro I, Panzarino M, Giorgino F, 
Selvaggi LE. GnRH agonist versus GnRH antagonist in in vitro fertilization 
and embryo transfer (IVF/ET). Reprod Biol Endocrinol. 2012;10:26.

 4. Ying Y, Yang T, Zhang H, Liu C, Zhao J. Prolonged pituitary down-regula-
tion with full-dose of gonadotropin-releasing hormone agonist in differ-
ent menstrual cycles: a retrospective cohort study. PeerJ. 2019;7:e6837.



Page 8 of 8Gui et al. BMC Pregnancy and Childbirth          (2022) 22:942 

•
 
fast, convenient online submission

 •
  

thorough peer review by experienced researchers in your field

• 
 
rapid publication on acceptance

• 
 
support for research data, including large and complex data types

•
  

gold Open Access which fosters wider collaboration and increased citations 

 
maximum visibility for your research: over 100M website views per year •

  At BMC, research is always in progress.

Learn more biomedcentral.com/submissions

Ready to submit your researchReady to submit your research  ?  Choose BMC and benefit from: ?  Choose BMC and benefit from: 

 5. Li F, Ye T, Kong H, Li J, Hu L, Jin H, Su Y, Li G. Efficacies of different ovarian 
hyperstimulation protocols in poor ovarian responders classified by the 
POSEIDON criteria. Aging. 2020;12(10):9354–64.

 6. de Ziegler D, Borghese B, Chapron C. Endometriosis and infertility: patho-
physiology and management. Lancet. 2010;376(9742):730–8.

 7. Ren J, Sha A, Han D, Li P, Geng J, Ma C. Does prolonged pituitary 
down-regulation with gonadotropin-releasing hormone agonist 
improve the live-birth rate in in vitro fertilization treatment?,. Fertil Steril. 
2014;102(1):75–81.

 8. Schisterman EF, Sjaarda LA, Clemons T, Carrell DT, Perkins NJ, Johnstone 
E, Lamb D, Chaney K, Van Voorhis BJ, Ryan G, et al. Effect of folic acid and 
zinc supplementation in men on Semen Quality and live birth among 
couples undergoing infertility treatment: a Randomized Clinical Trial. 
JAMA. 2020;323(1):35–48.

 9. Esteves SC, Conforti A, Sunkara SK, Carbone L, Picarelli S, Vaiarelli A, 
Cimadomo D, Rienzi L, Ubaldi FM, Zullo F, et al. Improving reporting of 
Clinical Studies using the POSEIDON Criteria: POSORT Guidelines. Front 
Endocrinol (Lausanne). 2021;12:587051.

 10. Sopa N, Larsen EC, Nyboe AA. Low dose HP-hMG in an antagonist proto-
col for IVF in ovulatory and anovulatory patients with high AMH. Gynecol 
Endocrinol. 2018;34(7):623–6.

 11. Sopa N, Larsen EC, Westring HH, Andersen AN. An AMH-based FSH dos-
ing algorithm for OHSS risk reduction in first cycle antagonist protocol for 
IVF/ICSI. Eur J Obstet Gynecol Reprod Biol. 2019;237:42–7.

 12. Achache H, Revel A. Endometrial receptivity markers, the journey to suc-
cessful embryo implantation. Hum Reprod Update. 2006;12(6):731–46.

 13. Al-Ghamdi A, Coskun S, Al-Hassan S, Al-Rejjal R, Awartani K. The correla-
tion between endometrial thickness and outcome of in vitro fertilization 
and embryo transfer (IVF-ET) outcome. Reprod Biol Endocrinol. 2008;6:37.

 14. Chen SL, Wu FR, Luo C, Chen X, Shi XY, Zheng HY, Ni YP. Combined analy-
sis of endometrial thickness and pattern in predicting outcome of in vitro 
fertilization and embryo transfer: a retrospective cohort study. Reprod 
Biol Endocrinol. 2010;8:30.

 15. Gallos ID, Khairy M, Chu J, Rajkhowa M, Tobias A, Campbell A, Dowell K, 
Fishel S, Coomarasamy A. Optimal endometrial thickness to maximize live 
births and minimize pregnancy losses: analysis of 25,767 fresh embryo 
transfers. REPROD BIOMED ONLINE. 2018;37(5):542–8.

 16. Tomic V, Kasum M, Vucic K. Impact of embryo quality and endometrial 
thickness on implantation in natural cycle IVF. ARCH GYNECOL OBSTET. 
2020;301(5):1325–30.

 17. Wang Y, Zhu Y, Sun Y, Di W, Qiu M, Kuang Y, Shen H. Ideal embryo transfer 
position and endometrial thickness in IVF embryo transfer treatment. Int 
J Gynaecol Obstet. 2018;143(3):282–8.

 18. Elgindy EA. Progesterone level and progesterone/estradiol ratio on the 
day of hCG administration: detrimental cutoff levels and new treatment 
strategy. FERTIL STERIL. 2011;95(5):1639–44.

 19. Lambalk CB, Banga FR, Huirne JA, Toftager M, Pinborg A, Homburg R, van 
der Veen F, van Wely M. GnRH antagonist versus long agonist protocols 
in IVF: a systematic review and meta-analysis accounting for patient type. 
HUM REPROD UPDATE. 2017;23(5):560–79.

 20. Orvieto R, Meltzer S, Rabinson J, Zohav E, Anteby EY, Nahum R. GnRH 
agonist versus GnRH antagonist in ovarian stimulation: the role of endo-
metrial receptivity. FERTIL STERIL. 2008;90(4):1294–6.

 21. Song J, Wu W, Jiang L, Duan C, Xu J. Effects of different exposure days to 
Gonadotropin-Releasing hormone agonist (GnRH-a) on live birth rates in 
the Depot GnRH-a protocol: a retrospective analysis of 7007 cycles. Med 
Sci Monit. 2021;27:e929854.

 22. Wu L, Ren XL, Chen W, Huang B, Zhou YF, Jin L. Influence of different 
gonadotropin-releasing hormone agonist administration methods on 
pregnancy outcomes of patients undergoing In-vitro fertilization-embryo 
transfer. Curr Med Sci. 2019;39(3):437–41.

 23. Trenkic M, Popovic J, Kopitovic V, Bjelica A, Zivadinovic R, Pop-Trajkovic 
S. Flexible GnRH antagonist protocol vs. long GnRH agonist protocol in 
patients with polycystic ovary syndrome treated for IVF: comparison of 
clinical outcome and embryo quality. Ginekol Pol. 2016;87(4):265–70.

 24. Xu B, Geerts D, Hu S, Yue J, Li Z, Zhu G, Jin L. The depot GnRH agonist 
protocol improves the live birth rate per fresh embryo transfer cycle, 
but not the cumulative live birth rate in normal responders: a rand-
omized controlled trial and molecular mechanism study. Hum Reprod. 
2020;35(6):1306–18.

 25. Yang R, Guan Y, Perrot V, Ma J, Li R. Comparison of the long-acting GnRH 
agonist follicular protocol with the GnRH Antagonist protocol in women 
undergoing in vitro fertilization: a systematic review and meta-analysis. 
Adv Ther. 2021;38(5):2027–37.

 26. Meresman GF, Bilotas MA, Lombardi E, Tesone M, Sueldo C, Baranao RI. 
Effect of GnRH analogues on apoptosis and release of interleukin-1beta 
and vascular endothelial growth factor in endometrial cell cultures from 
patients with endometriosis. HUM REPROD. 2003;18(9):1767–71.

 27. Raga F, Casan EM, Bonilla-Musoles F. Gonadotropin-releasing hormone 
(GnRH)-I regulation of interleukin (IL)-1b and IL-1 receptor antagonist 
expression in cultured human endometrial stromal cells. J Obstet Gynae-
col Res. 2008;34(4):464–72.

 28. Albuquerque LE, Tso LO, Saconato H, Albuquerque MC, Macedo CR. 
Depot versus daily administration of gonadotrophin-releasing hormone 
agonist protocols for pituitary down regulation in assisted reproduction 
cycles. Cochrane Database Syst Rev. 2013;1:D2808.

 29. Pan W, Tu H, Jin L, Hu C, Li Y, Wang R, Huang W, Liao S. Decision analysis 
about the cost-effectiveness of different in vitro fertilization-embryo 
transfer protocol under considering governments, hospitals, and patient. 
Med (Baltim). 2019;98(19):e15492.

 30. Xia M, Zheng J. Comparison of clinical outcomes between the depot 
gonadotrophin-releasing hormone agonist protocol and gonadotrophin-
releasing hormone antagonist protocol in normal ovarian responders. 
BMC Pregnancy Childbirth. 2021;21(1):372.

 31. Chen MX, Meng XQ, Zhong ZH, Tang XJ, Li T, Feng Q, Adu-Gyamfi EA, Jia 
Y, Lv XY, Geng LH, et al. An individualized recommendation for controlled 
ovary stimulation protocol in women who received the GnRH Agonist 
Long-Acting Protocol or the GnRH Antagonist Protocol: a retrospective 
cohort study. Front Endocrinol (Lausanne). 2022;13:899000.

 32. Scheffer JB, Scheffer BB, de Carvalho RF, Rodrigues J, Grynberg M, Mendez 
LD. Age as a predictor of embryo quality regardless of the quantitative 
ovarian response. Int J Fertil Steril. 2017;11(1):40–6.

 33. Abu-Musa A, Haahr T, Humaidan P. Novel physiology and definition 
of poor ovarian response; clinical recommendations. Int J Mol Sci. 
2020;21(6):2110.

 34. Scheffer J, Scheffer B, Scheffer R, Florencio F, Grynberg M, Lozano 
DM. Are age and anti-mullerian hormone good predictors of ovarian 
reserve and response in women undergoing IVF? JBRA Assist Reprod. 
2018;22(3):215–20.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in pub-
lished maps and institutional affiliations.


	Comparison of clinical effects between early follicular prolonged GnRH agonist protocol and GnRH antagonist protocol in 3310 cycles: a retrospective study
	Abstract 
	Background: 
	Methods: 
	Results: 
	Conclusion: 

	Background
	Methods
	Study design and patients
	COS protocols
	EFPL protocol
	GnRH-Ant protocol


	Statistics
	Results
	General outcomes
	Live birth measured by multivariate logistic regression with stratification analysis

	Discussion
	Conclusion
	Acknowledgements
	References


