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Over the past few decades, we have been experiencing an increase in the incidence
of multiple gestations, mostly due to the widespread use of assisted reproduction tech-
nologies. Multiple gestation encompasses 2–3% of all pregnancies, most of which are twin
pregnancies [1]. However, when compared to singletons, twin gestations are associated
with substantially higher rates of neonatal mortality and morbidity, mainly owing to the
higher incidence of preterm birth (PTB) and deviant fetal growth [2,3]. The vast amount of
complications and special character of a twin pregnancy incite numerous pregnancy-related
challenges to the caregiver. Some of these challenges entail management controversies yet
to be settled.

Twin pregnancies pose a significantly high risk for preterm birth. Approximately
half of twins are born preterm (<37 weeks gestation), and 10% to 15% are born before
the 34th week of gestation [4]. In spite of advancements in understanding the different
mechanisms of PTB, a meaningful reduction in the rate of PTB has yet to be achieved,
and controversies remain regarding the optimal treatment for the prevention of PTB [5,6].
Whereas progesterone usage is backed by strong evidence in selected singleton pregnancies,
this is not the case with unselected twin pregnancies, and therefore specific indications for
its use are needed. The same goes for cervical pessary, which was not found to be effective
in large randomized trials involving singleton or twin gestations [5]. Finally, there is no
defined consensus on the indications for cervical cerclage placement in twin pregnancies.
This is probably due to the scant evidence regarding the efficacy of cerclage, the exact
cervical length threshold that warrants the consideration of ultrasound-indicated cerclage
or the criteria for physical examination-indicated cerclage in twin pregnancies [7–10]. Thus,
while it is important to individualize the management of twin pregnancies with other risk
factors of preterm birth, the need for ongoing research in this field is crucial.

Another major obstetric controversy related to twin pregnancies is the delayed fetal
growth observed in the third trimester. Whether this phenomenon should be considered as
a normal physiologic characteristic of twins or a pathologic process that warrants special
attention is currently unclear and has implications on the chart that should be used for the
assessment of fetal growth and on the definition of fetal growth restriction [2,11,12].

Finally, there are complications that are specific to monochorionic placentation, which
are associated with high risk of perinatal morbidity and mortality as compared to dichori-
onic twin gestations. Much progress was made over the last few decades in the management
of those complications, mainly laser ablation of placental anastomoses. However, there is
still much to achieve in tailoring the optimal treatment to each patient.

In summary, twin pregnancies present unique challenges, and the optimal manage-
ment of most of them is still unclear. Thus, it is important to continue with the conduction
of clinical trials as well as basic-science research for the improvement of care and long-term
outcomes of mothers and babies.

Author Contributions: Writing—review and editing, M.A. and L.H. All authors have read and
agreed to the published version of the manuscript.

J. Clin. Med. 2022, 11, 6358. https://doi.org/10.3390/jcm11216358 https://www.mdpi.com/journal/jcm

https://doi.org/10.3390/jcm11216358
https://doi.org/10.3390/jcm11216358
https://creativecommons.org/
https://creativecommons.org/licenses/by/4.0/
https://creativecommons.org/licenses/by/4.0/
https://www.mdpi.com/journal/jcm
https://www.mdpi.com
https://orcid.org/0000-0002-2631-9461
https://orcid.org/0000-0003-4443-388X
https://doi.org/10.3390/jcm11216358
https://www.mdpi.com/journal/jcm
https://www.mdpi.com/article/10.3390/jcm11216358?type=check_update&version=2


J. Clin. Med. 2022, 11, 6358 2 of 2

Funding: This research received no external funding.

Conflicts of Interest: The authors declare no conflict of interest.

References
1. American College of Obstetricians and Gynecologists’ Committee on Practice Bulletins—Obstetrics, Society for Maternal-Fetal

Medicine. Multifetal Gestations: Twin, Triplet, and Higher-Order Multifetal Pregnancies: ACOG Practice Bulletin, Number 231.
Obstet. Gynecol. 2021, 137, e145–e162. [CrossRef] [PubMed]

2. Hiersch, L.; Okby, R.; Freeman, H.; Rosen, H.; Nevo, O.; Barrett, J.; Melamed, N. Differences in fetal growth patterns between
twins and singletons. Matern. Neonatal Med. 2019, 33, 2546–2555. [CrossRef] [PubMed]

3. Lipworth, H.; Hiersch, L.; Farine, D.; Barrett, J.F.; Melamed, N. Current Practice of Maternal-Fetal Medicine Specialists Regarding
the Prevention and Management of Preterm Birth in Twin Gestations. J. Obstet. Gynaecol. Can. 2020, 43, 831–838. [CrossRef]
[PubMed]

4. Committee on Practice Bulletins—Obstetrics; Society for Maternal–Fetal Medicine. Practice Bulletin No. 169: Multifetal Gestations:
Twin, Triplet, and Higher-Order Multifetal Pregnancies. Obstet. Gynecol. 2016, 128, e131–e146. [CrossRef]

5. D’Antonio, F.; Berghella, V.; Di Mascio, D.; Saccone, G.; Sileo, F.; Flacco, M.E.; Odibo, A.O.; Liberati, M.; Manzoli, L.; Khalil, A.
Role of progesterone, cerclage and pessary in preventing preterm birth in twin pregnancies: A systematic review and network
meta-analysis. Eur. J. Obstet. Gynecol. Reprod. Biol. 2021, 261, 166–177. [CrossRef] [PubMed]

6. Roman, A.; Ramirez, A.; Fox, N.S. Prevention of preterm birth in twin pregnancies. Am. J. Obstet. Gynecol. MFM 2021, 4, 100551.
[CrossRef] [PubMed]

7. Dor, J.; Shalev, J.; Mashiach, S.; Blankstein, J.; Serr, D.M. Elective cervical suture of twin pregnancies diagnosed ultrasonically in
the first trimester following induced ovulation. Gynecol. Obstet. Investig. 1982, 13, 55–60. [CrossRef] [PubMed]

8. Berghella, V.; Odibo, A.O.; To, M.S.; Rust, O.A.; Althuisius, S.M. Cerclage for short cervix on ultrasonography: Meta-analysis of
trials using individual patient-level data. Obstet. Gynecol. 2005, 106, 181–189. [CrossRef]

9. Levin, I.; Salzer, L.; Maslovitz, S.; Avni, A.; Lessing, J.B.; Groutz, A.; Almog, B. Outcomes of mid-trimester emergency cerclage in
twin pregnancies. Fetal Diagn. Ther. 2012, 32, 246–250. [CrossRef] [PubMed]

10. Rebarber, A.; Bender, S.; Silverstein, M.; Saltzman, D.H.; Klauser, C.K.; Fox, N.S. Outcomes of emergency or physical examination-
indicated cerclage in twin pregnancies compared to singleton pregnancies. Eur. J. Obstet. Gynecol. Reprod. Biol. 2014, 173, 43–47.
[CrossRef] [PubMed]

11. Hiersch, L.; Barrett, J.; Fox, N.S.; Rebarber, A.; Kingdom, J.; Melamed, N. Should twin-specific growth charts be used to assess
fetal growth in twin pregnancies? Am. J. Obstet. Gynecol. 2022, 227, 10–28. [CrossRef] [PubMed]

12. Hiersch, L.; Barrett, J.; Aviram, A.; Mei-Dan, E.; Yoon, E.W.; Zaltz, A.; Kingdom, J.; Melamed, N. Patterns of discordant growth
and adverse neonatal outcomes in twins. Am. J. Obstet. Gynecol. 2021, 225, 187.e1–187.e14. [CrossRef] [PubMed]

http://doi.org/10.1097/AOG.0000000000004397
http://www.ncbi.nlm.nih.gov/pubmed/34011891
http://doi.org/10.1080/14767058.2018.1555705
http://www.ncbi.nlm.nih.gov/pubmed/30501543
http://doi.org/10.1016/j.jogc.2020.10.015
http://www.ncbi.nlm.nih.gov/pubmed/33227418
http://doi.org/10.1097/AOG.0000000000001709
http://doi.org/10.1016/j.ejogrb.2021.04.023
http://www.ncbi.nlm.nih.gov/pubmed/33946019
http://doi.org/10.1016/j.ajogmf.2021.100551
http://www.ncbi.nlm.nih.gov/pubmed/34896357
http://doi.org/10.1159/000299484
http://www.ncbi.nlm.nih.gov/pubmed/7056503
http://doi.org/10.1097/01.AOG.0000168435.17200.53
http://doi.org/10.1159/000338734
http://www.ncbi.nlm.nih.gov/pubmed/22922427
http://doi.org/10.1016/j.ejogrb.2013.11.016
http://www.ncbi.nlm.nih.gov/pubmed/24321466
http://doi.org/10.1016/j.ajog.2022.01.027
http://www.ncbi.nlm.nih.gov/pubmed/35114185
http://doi.org/10.1016/j.ajog.2021.01.018
http://www.ncbi.nlm.nih.gov/pubmed/33508311

	References

