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Different endometrial preparation protocols yield similar

pregnancy outcomes for frozen-thawed embryo transfer in

patients with advanced endometriosis
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Objective To explore the different endometrialpreparation for frozen-thawed embryo

transfer (FET) in women with advanced endometriosis (EMS).
Methods The pregnancy outcomes ofpatients with advanced EMS (542 cycles), who

were preparedfor FEr, were retrospectively assessed. Included patients underwent a
total of233 FET cycles (180 patients) using natural cycle (NC), a total of 142 FET
cycles (115 patients) using letrozole (LE) ovulation induction, and a total of167 FET

cycles (137 patients) using hormonal replacement treatment (HRT) for endometrial

preparation.
Results There were no significant dijJenences in the clinical pregnancy rate (LE:
49.30%, NC: 50.21%, and HRT: 43.11%, P=0.343), the implantation rate (LE: 29.26%,

NC: 36.03%, and HRT: 29.55%, P=0.084), and the live birth rate (LE: 38.02%, NC:
39.11%, and HRT: 35.33%, P=0.648) among the three groups. No statistically signifi­

cant differences were observed in the ongoing pregnancy rate, the miscarriage rate,
and the pregnancy complication rate. The single birth weight in patients using NC­
FET was lower than that in patients using HRT-FET (P=O. 044) and a higher twin birth

weight in patients using LE-FET were observed compared with other groups (P=0.022).
The rate ofbirth weight <2 500 g was also higher in the NC-FET group than in other

groups. No congenital birth defects were found in the three groups.

Conclusion Different endometrial preparation protocols without ultra-long GnRH-a
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down-regulation for FET yield similar pregnancy outcomes in patients with EMS. A
tailored endometrial preparation protocol should be recommended according to
different patients' situation.
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Although a number ofmechanisms have been proposed to explain how endometriosis

(EMS) may affect normal reproductive function, no conclusive evidence exists as to how

this disease influences fertility till date. Many factors have been suggested as playing a role

in the infertility associated with EMS, such as altered pelvic anatomy, impaired ovary function,

distorted microenvironment, altered endometrial receptivity, and reduced oocyte/embryo

quality'!", Improvement in controlled ovarian hyperstimulation (COH) through the down­

regulation ofgonadotropin-releasing hormone agonist (GnRH-a) may suppress some ofthe

negative effects of EMS on pregnancy'v", However, no consensus exists concerning the

impactofEMS on invitro fertilization (IVF)lintracytoplasmic sperm injection (lCS!) outcomes.

A number ofstudies have shown that administering down-regulation drugs for 3~6 months

prior to the implementation ofIVF/ICSI can significantly improve the pregnancy outcomes'",
Since the "freeze-all" embryo strategy was performed, not very much attention was needed

to pay to the endometrium during the COH process. In frozen-thawed embryo transfer

(FET) cycles, endometrial preparation protocol can be focused. So far, endometrial prepa­

ration protocols following FET cycles in patients with advanced EMS mainly include pituitary

down-regulation with long-term GnRH-a administrationt", GnRH-a down-regulation for

endometrial preparation can completely and effectively suppress the pituitary, and improve

the embryo quality and endometrium receptivity in women with EMS. However, the data on

the effectiveness of this protocol in endometrial receptivity also conflict. Haouzi et al.llO]

supported the idea that GnRH-a diminished endometrial receptivity. However, some other

scholars confirmed that down-regulation in FET cycles improves the pregnancy outcomes

compared with natuml cycle (NC)-FET in advanced EMSIll]. NC, letrozole (LE) ovulation

induction, and hormone replacement treatment (HRT) were adopted for endometrial prepa­

ration without ultra-long GnRH-a down-regulation for FET in women with advanced EMS,

which were more time-saving and cost-saving, with no side effects for long-term GnRH-a

application, making it easier for the patients to accept. A large number ofstudies suggest that

the three kinds of endometrial preparation protocols have similar clinical pregnancy out­

comes in tubal infertility'!", Therefore, endometrial preparation for FET is critical for

successful clinical pregnancy outcomes in patients. However, no consensus has yet been

reached on optimal endometrial preparation protocol for FET with severe EMS.
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