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Dear Editor,

We appreciate greatly the comments made by Rui-Hong 
Xue. Our report discusses an extreme and complex case of 
quadruplet pregnancy at a very advanced maternal age of 
65 years with cross border in vitro fertilization (IVF) using 
donor eggs and sperms. As far as we are aware, it is indeed 
the most extreme case of multiple pregnancy in a postmeno-
pausal woman following IVF published yet [1].

One of the issues that we addressed in the publication 
was the impact of women travelling across home country 
borders to access infertility treatments where the adherence 
to regulations from national authorities and recommenda-
tions from national or international professional societies 
governing infertility treatments are different, which may 
cause a lack of medical accountability. In this particular 
case, IVF was performed in Eastern Europe. Since some of 
the previous pregnancies of our patient (Gravida 14) were 
also induced by IVF at an age, when menopause is likely, 
the question on her ‘natural’ menopausal age cannot be reli-
ably answered. Additionally, no information was provided 

on the treatment protocol, hormonal status or the number of 
embryos transferred. This in itself highlights a major issue 
as patients return to their home country for later pregnancy 
and delivery care without appropriate documentation of ini-
tial treatments. Thus, fertility specialists performing these 
procedures have a duty of care, that should not be abandoned 
as soon as the mother is pregnant [2].

Infertility treatment regulations are complex. In Germany, 
they are governed by national laws such as the Embryo Pro-
tection act which does not allow fertility treatments with 
donor eggs for IVF, a fact that is very controversially dis-
cussed [3]. Notably, the European Society of Human Repro-
duction and Embryology (ESHRE) provides a framework 
of good practice guidelines that should be followed where 
national laws are not established [4].

Confronted with the increased maternal and fetal risks 
such as in our case the option of unselected fetal reduction 
was indeed discussed. Of course we acknowledge the inher-
ent moral and ethical challenges faced in such a situation 
which usually takes place between 12 to 14 weeks gestation 
[5]. Issues such as patient’s rights and autonomy, doctors 
duty of care and accountability, benevolence, non-malef-
icence and justice come into consideration. There is now 
growing evidence recommending the use of elective sin-
gle embryo transfer (eSET) to limit the complex maternal 
and perinatal complications generated by multiple embryo 
transfer [6, 7]. For example, in Sweden with eSET rates of 
82.5%, the rate of multiple birth is 3.1% as compared to 
21.5% in Germany with eSET rates of 21.6% [8]. In our case, 
the decision declining eSET or unselected embryonic/fetal 
reduction was made by the physicians, who performed the 
embryo transfer, and the patient.

Despite the recommendations and guidelines from socie-
ties such as ESHRE, there seems to be no adherence to these 
consensus regulations in some countries. Unless regulations 
are enforced, there will occur extreme cases like ours in the 
future. The international IVF community and perhaps the 
World Health Organization (WHO) need urgently to find 
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implementable solutions to protect mothers and children in 
every country, and also consider the fundamental right that 
children can obtain their true genetic descent at adolescent 
age.

Author contributions  LH wrote the paper, CD wrote the paper (LH 
and CD should be regarded as joint first authors). TB, IN and WH 
contributed and reviewed the final manuscript. All authors have read 
and approved the manuscript.

Funding  Open Access funding enabled and organized by Projekt 
DEAL.

Availability of data and materials  Data sharing is not applicable to 
this article as no datasets were generated or analyzed during the cur-
rent study.

Code availability  Not applicable.

Declarations 

Competing interests  The authors report no conflict of interest.

Ethics approval and consent to participate  Not applicable.

Consent to publish  Written informed consent was obtained from 
the patient for publication of this case report and any accompanying 
images. A copy of the written consent is available for review by the 
Editor-in-Chief of this journal.

Open Access  This article is licensed under a Creative Commons Attri-
bution 4.0 International License, which permits use, sharing, adapta-
tion, distribution and reproduction in any medium or format, as long 
as you give appropriate credit to the original author(s) and the source, 
provide a link to the Creative Commons licence, and indicate if changes 
were made. The images or other third party material in this article are 
included in the article's Creative Commons licence, unless indicated 
otherwise in a credit line to the material. If material is not included in 
the article's Creative Commons licence and your intended use is not 

permitted by statutory regulation or exceeds the permitted use, you will 
need to obtain permission directly from the copyright holder. To view a 
copy of this licence, visit http://​creat​iveco​mmons.​org/​licen​ses/​by/4.​0/.

References

	 1.	 Hinkson L, Dame C, Braun T, Nachtigall I, Henrich W (2021) 
Never too late? Quadruplets at the age of 65 years. Arch Gynecol 
Obstet 304:851–854

	 2.	 Vasireddy A, Bewley S (2013) Tragic outcome of post-menopau-
sal pregnancy: an obstetric commentary. Reprod Biomed Online 
27(2):121–124

	 3.	 Schleissing S, Kersten J, Thaler CJ, von Schonfeldt V (2014) Ethi-
cal issues currently being discussed in relation to reproductive 
medicine and the laws governing reproductive medicine. Geburt-
shilfe Frauenheilkd 74(5):436–440

	 4.	 Shenfield F, Pennings G, De Mouzon J, Ferraretti AP, Goos-
sens V (2011) Care ETFCBR: ESHRE’s good practice guide for 
cross-border reproductive care for centers and practitioners. Hum 
Reprod 26(7):1625–1627

	 5.	 Cheong MA, Tay SK (2014) Application of legal principles and 
medical ethics: multifetal pregnancy and fetal reduction. Singa-
pore Med J 55(6):298–301

	 6.	 Practice Committee of the American Society for Reproductive M, 
the Practice Committee for the Society for Assisted Reproductive 
Technologies. Electronic address Aao: Guidance on the limits to 
the number of embryos to transfer: a committee opinion. Fertil 
Steril 2021

	 7.	 Kamath MS, Mascarenhas M, Kirubakaran R, Bhattacharya S 
(2020) Number of embryos for transfer following in vitro fertili-
sation or intra-cytoplasmic sperm injection. Cochrane Database 
Syst Rev 8:CD003416

	 8.	 Wyns C, Bergh C, Calhaz-Jorge C, De Geyter C, Kupka MS, 
Motrenko T, Rugescu I, Smeenk J, Tandler-Schneider A, 
Vidakovic S et al (2020) ART in Europe, 2016: results gener-
ated from European registries by ESHRE. Hum Reprod Open 
2020(3):hoaa32

Publisher's Note  Springer Nature remains neutral with regard to 
jurisdictional claims in published maps and institutional affiliations.

http://creativecommons.org/licenses/by/4.0/

	Response to Letter to the editor on: “Never too late? Quadruplets at the age of 65 years”
	References




