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Does prednisone improve live birth in patients with
recurrent implantation failure (RIF) in IVF cycle?

What is known already?

Previous Studies have shown that prednisone could not only suppress
uterine natural Killer (NK) cells cytotoxicity and cytokines secretion in
pre-implantation endometrium, but also stimulate the secretion of hCG
and promote proliferation and invasion of trophoblast [1, 2]. These effects
are suggesting that prednisone may have a positive considerable impact
on embryo implantation and IVF outcomes.

Other prospective pilot study confirmed that prednisolone was useful in
patients with at least two previous IVF failures and serum anti-ovarian
antibody [3]. However, a recent retrospective cohort study demonstrated
that the administration of prednisolone with low molecular weighted
(LMWH) in women with RIF does not improve pregnancy outcomes [4].
Hence, the effect of prednisone in women with RIF remains controversial
despite lacking of convincing evidence, prednisone is being used by more

and more IVF centers and reproductive physicians all across the world.

What is New?

A more recent prospective, multicenter, randomized, double-blind,
placebo-controlled clinical trial was conducted at 8 fertility centers in
China [5]. Eligible women with RIF were receiving oral pills containing
either 10 mg of prednisone (n = 357) or matching placebo (n = 358) once
daily from the start of endometrial preparation for frozen-thawed embryo
transfer through early pregnancy after IVF or (ICSI) cycle. The setting of
frozen-thawed embryo transfer cycles in this study was to eliminate the



possible detrimental effect that ovarian stimulation might have on

endometrial receptivity.

This study reported that no statistically significant between-group
differences in the rates of: live birth, biochemical pregnancy,

implantation, clinical pregnancy and preterm delivery (Table below)

Prednisone | Placebo | Absolute Relative
n =357 n =358 | difference | Ratio(RR)| P
1-Live birth 37.8% 38.8% 1.0% [95% 0.97 [95%
Primary Outcome Cl,-8.1%to | Cl,081lto | 7g
6.1%] 1.17]]
2-Biochemical 7.5% [95% 1.75[ 95%
pregnancy loss 17.3% 9.9% Cl,0.6% to Cl, 1.03to 04
14.3%] 2.99]
3-Implantation 178/419 | 172/426 | 2.1 (—4.5t0 | 1.05(0.90 | .53
No.(%)e = SIET (425 104y |88) to1.24
4-Clinical"us" 161 (45.1) | 163 0.4 (7.7 |0.99(0.84 | .91
pregnancy No. % (45.5) |[t06.9) to 1.16)
4- Preterm 11.8% 5.5% 6.3% [95% | 2.14 [95%
delivery Cl,0.2%to |ClI,1.00to | .04
12.4%; 4.58]

Implications of the findings:

Among patients with recurrent implantation failure, treatment with

prednisone is not recommended as it did not improve live birth rate.

References

1-Abdolmohammadi-Vahid S,Danaii S, Hamdi K,Jadidi-Niaragh F, Ahmadi M,
Yousefi M. Novel immunotherapeutic approaches for treatment of infertility. Biomed
Pharmacther;84:1449-59. 2016 S

2. Benschop L, Seshadri S, Toulis KA, Vincent K, Child T, Granne IE, et al. Immune
therapies for women with history of failed implantation undergoing IVF treatment.
Cochrane Database Syst Rev.; library- 2012



3. Forges T, Monnier-Barbarino P, Guillet-May F, Faure GC, Bene MC.
Corticosteroids in patients with antiovarian antibodies undergoing invitro fertilization:
a prospective pilot study. Eur J Clin Pharmacol.;62:699-705. 2006

4. Siristatidis C, Dafopoulos K, EI-Khayat W, Salamalekis G, Anifandis G,Vrantza T,
et al. Administration of prednisolone and low molecular weight heparin in patients
with repeated implantation failures: a cohort study. GynecolEndocrinol.Immune
therapies for women with history of failed Implantation. .;34:136-9, 2018

5-Yun Sun, MD, PhD; Linlin Cui, MD, PhD; Yao Lu, MD, MMSc; Jichun Tan, MD,
PhD; Xi Dong, MS; Tianxiang Ni, MD, PhD; Junhao Yan, MD, PhD; Yichun Guan,
MD, PhD; Guimin Hao, MS; Jia-Yin Liu, MD, PhD; Bo Zhang, MD; DaiminWei,
MD, PhD; Yan Hong, MD, PhD; Yagiong He, MD, PhD; Jia Qi, MD, PhD; Bing Xu,
MS; Juanjuan Lu, MS; Qian Zhang, MD, PhD; Shanshan Zhao,MD, PhD; Xiaowei Ji,
MS;Xiaofang Du, MD; Jie Zhang, MS; Jinyong Liu, MD, PhD; JingWang, MD, PhD;
Yinggin Huang, MD; Dongmei Huang, MD; Yanzhi Du, PhD; Hugo Vankelecom,
PhD; Heping Zhang, PhD; Zi-jiang Chen, MD, PhD. JAMA, 329:17, 2023



