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Risk of spontaneous preterm birth in IVF-conceived twin pregnancies
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, Fabrizio Zullo®, Amanda Roman®, Andrew Ward®, Giuseppe Maruotti?,
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Italy; ®Department of Obstetrics and Gynecology, Division of Maternal-Fetal Medicine, Sidney Kimmel Medical College of Thomas

Jefferson University, Philadelphia, PA, USA

ABSTRACT

Objective: To compare the mean transvaginal ultrasound (TVU) cervical length (CL) at
midtrimester in screening for preterm birth in in vitro (IVF)-conceived twin pregnancies versus
spontaneously-conceived twin pregnancies.

Methods: This was a retrospective cohort study. Potential study subjects were identified at the
time of a routine second trimester fetal ultrasound exam at 18 0/7 to 23 6/7-week gestation. All
women with twin diamniotic pregnancies screened with a single TVU CL for this trial were
included. Mean TVU CLs were compared between IVF-conceived twin pregnancies and spontan-
eously-conceived twin pregnancies. The relationship of TVU CL with gestational age at delivery
was assessed. Incidence of short TVU CL, defined as TVU CL <30 mm, was also calculated in the
two groups. The primary outcome was the mean of TVU CL. Distribution of CL was determined
and normality was examined in both groups

Results: A total of 668 women with diamniotic twin pregnancies who underwent TVU CL screen-
ing between 18 0/6 and 23 6/7 weeks were included. 158 (23.7%) were IVF-conceived pregnan-
cies, and 510 (76.3%) were spontaneously-conceived pregnancies. No women received
progesterone, pessary, or cerclage for preterm birth prevention during pregnancy. The mean
TVU CL was significantly lower in the IVF-conceived group (32.2+10.5mm) compared to the
spontaneously-conceived group (34.1+9.1 mm) (mean difference (MD)— 1.90 mm, 95%CI —3.72
to —0.08). The incidence of TVU CL <30 mm was 30.4% in the IVF-conceived group and 21.6%
in the spontaneously-conceived group (adjusted odds ratio (aOR) 1.59, 95%Cl 1.06-2.37). IVF-con-
ceived twins had a significantly higher risk of spontaneous preterm birth <34 weeks (32.9 versus
21.2%; aOR 1.83, 95% confidence interval (Cl) 1.23-2.71) and higher rate of delivery due to spon-
taneous onset of labor (64.5 versus 54.9%; aOR 1.50, 95%C| 1.03-2.17). For any given TVU CL
measured between 18 0-7 and 23 6/7 weeks, gestational age at delivery for IVF-conceived twins
was earlier by about 1 week on average compared with spontaneously-conceived twins.
Conclusions: The higher rate of spontaneous preterm birth in IVF-conceived twin pregnancies is
predicted by lower midtrimester TVU CL, as well as by the lower gestational age at birth per any
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given CL in the IVF-conceived compared to the spontaneously-conceived twin pregnancies.

Introduction

Preterm birth (PTB) is a leading cause of perinatal mor-
bidity and mortality [1]. Over the last few years, cervical
assessment has moved from digital examination to
ultrasound evaluation, and ultrasound of the cervix has
been the focus of much research [2-6]. Transvaginal
ultrasound (TVU) cervical length (CL) has been assessed
in several populations (e.g. asymptomatic women as
well as women with symptoms of preterm labor or pre-
mature rupture of membranes) [4] to evaluate the risk
of spontaneous PTB (SPTB) [7], in women before induc-
tion of labor to predict induction outcome [8], and at
term in predicting the onset of spontaneous labor with

moderate degree of accuracy [9]. A short TVU CL has
been shown to be a good predictor of SPTB in both sin-
gletons and twins [4]; and has been shown to be more
accurate than digital examination or fetal fibronectin in
predicting SPTB [4,7,10].

Multifetal gestations are at increased risk of both
SPTB and indicated PTB [1]. For example, the rate of
PTB at <34 and <32 weeks in twin pregnancies has
been shown to be 17% and 9%, compared with about
2% and 1% in singleton gestations, respectively [1].
Over the past decades, the incidence of twin pregnan-
cies in the USA has increased, reaching a new high of
33.7 per 1000 total births in 2015 [1,11]. The rise in
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multiple birth rates has been associated with
expanded use of fertility therapies, and assisted repro-
ductive technology (ART), including in vitro fertilization
(IVF), and older maternal age at childbearing [1,11].
The percentage of multiple-birth infants in the USA
that are IVF-conceived is about 40% [11]. IVF-con-
ceived twin pregnancies have different complication
rates, including higher risk of cesarean delivery, intra-
uterine growth restriction, preeclampsia, congenital
malformations, low birth weight, and higher risk of
PTB, compared to spontaneously-conceived twin preg-
nancies [12]. Although the higher risk of SPTB in IVF-
conceived twin pregnancies compared to spontan-
eously conceived twin pregnancies is well established
[12], data regarding TVU CL [13], and specifically stud-
ies assessing whether the increased risk of SPTB is pre-
dicted by a difference in CL, are limited.

The aim of this study was to compare the TVU CL
at the midtrimester in screening for SPTB in asymp-
tomatic IVF-conceived twin pregnancies compared to
spontaneously-conceived twin pregnancies.

Materials and methods

This is a retrospective, single center, cohort study. All
consecutive asymptomatic twin pregnancies who
underwent TVU CL screening at University of Naples
“Federico II” (Naples, ltaly) at the time of routine
second trimester fetal ultrasound exam at 18 0/7 — 23
6/7 weeks from January 2014 to January 2016 were
included in the study. Monoamniotic twins, twin preg-
nancies with twin-twin transfusion syndrome, cerclage
already in place, as well as major fetal malformations
were excluded. Fetal reduction or spontaneous demise
to twins, as well as twin pregnancies with one fetal
demise before delivery were also excluded from the
analysis. Therefore, the analyzed cohort included
uncomplicated asymptomatic twin pregnancies with
viable twins at the time of delivery. Type of concep-
tion was recorded and analyzed. Women were there-
fore divided in two groups: IVF-conceived twin
pregnancies (i.e. IVF, intracytoplasmic sperm injection
(ICSI), third party assisted ART); and spontaneously-
conceived twin pregnancies. Women who underwent
intrauterine insemination and those who received only
medical treatment (e.g. clomiphene) but not IVF were
excluded from the study. Surrogates and gestational
carriers were also excluded. To avoid selection bias, all
consecutive twin pregnancies who received TVU CL
screening were included and analyzed.

Potential study subjects were identified at the time
of a routine second trimester fetal ultrasound exam at

18 0/7 to 23 6/7-week gestation. Only TVU screening
was employed for cervical screening, and only one
TVU CL measurement was performed. Physicians who
performed TVU CL screening were certified through
the Fetal Medicine Foundation (FMF). Briefly, the meas-
urement of CL was performed in the sagittal plane, vis-
ualizing the full length of the cervical canal from the
internal os to the external cervical os. At least three
measurements were obtained and the shortest was
recorded [14,15]. Chorionicity was assessed using the
lambda sign in the first trimester [16].

According to our protocol, delivery was planned at
37-38 weeks for dichorionic twins, and at 36-37 weeks
for monochorionic twins [17,18]. Indication for earlier
delivery was recorded.

Bed rest, pessary, cerclage, or progesterone were
not routinely recommended. In IVF-conceived women,
luteal phase support treatment, including 400 mg vagi-
nal progesterone daily, was used until 12 weeks of
gestation.

The primary outcome was the mean of TVU CL.
Distribution of CL was determined and normality was
examined in both groups, and incidence of short cer-
vix in several cutoffs (<30, <25, <15, <10, and
<5mm) was calculated. Receiver-operating characteris-
tics (ROC) curve was used to assess the CL value pre-
dictive for SPTB <32 weeks. Sensitivity, specificity,
positive and negative likelihood ratio (LR+and LR—,
respectively) were calculated for TVU CL <30 mm in
prediction of SPTB <32 weeks. We also assessed the
relationship of TVU CL with gestational age at delivery
between IVF-conceived and spontaneously conceived
twin pregnancies. Secondary outcomes were gesta-
tional age at delivery, incidence of PTB and of SPTB
<34, <32, and <28 weeks, and indication for delivery.

Primary and secondary outcomes were compared
between IVF-conceived twin pregnancies with spon-
taneously-conceived twin pregnancies.

Data are shown as means+SD, or as number (per-
centage). Univariate comparisons of dichotomous data
were performed with the use of the chi-square or
Fisher's exact test. Comparisons between groups were
performed with the use of the Mann-Whitney U test,
to test group medians; and with the use of the t-test
to test group means with SD. Outcomes were esti-
mated with multivariate analyses.

Logistic regression, presented as unadjusted odds
ratio (crude odds ratio (OR)) or adjusted odds ratio
(aOR) or as mean difference (MD) with the 95% of con-
fidence interval (Cl), was performed. Adjusted analysis
was performed to correct data for relevant baseline
characteristics. All potentially relevant baseline charac-
teristics were added to the model as covariates.



Relevant baseline characteristics included: age, BMI,
parity, history of SPTB, chorionicity, and smoking. This
analysis was performed to show robustness of our
results [19].

Distribution of cervical length was determined and
normality was examined by the Kolmogorov-Smirnov
test. We also planned to assess the incidence of short
TVU CL, defined as TVU CL <30 mm, in subgroup ana-
lysis in women with and without prior SPTB.

ROC curve to assess the CL value predictive for
SPTB <32 weeks was plotted for both IVF-conceived
and spontaneously conceived twin pregnancies. The
area under the curve (AUC) was computed to evaluate
the overall performance of the diagnostic test accuracy
in prediction of SPTB <32 weeks [9,20]. The AUC of a
ROC curve is a measure of the overall performance of
a diagnostic test in accurately differentiating those
cases with and those without the condition of interest
[9,20]. Difference between the AUC of the ROC curve
for the IVF-conceived twins and the AUC of the ROC
curve for the spontaneously conceived twins were cal-
culated by using the DelLong nonparametric test [20].
The Delong test assessed the standard error of the
AUC and the difference between the two AUCs [20].

The correlation between CL and gestational age at
delivery in IVF-conceived and spontaneously conceived
twin pregnancies was assessed with the use of the
Spearman’s correlation coefficient. Comparison of coef-
ficients was done by using the Fisher’'s Z-transform-
ation. ANCOVA analysis of covariance was used to plot
the general linear model for the relationship between
CL and gestational age at delivery and the MD in
weeks, between IVF-conceived and spontaneously con-
ceived twins, was calculated. We calculated two-sided
p-values. A p-value < .05 was considered to indicated
statistical significance. Statistical analysis was per-
formed using Statistical Package for Social Sciences
(SPSS) v. 19.0 (IBM Inc, Armonk, NY).

This study was approved by the local
University of Naples “Federico II” (#214/15).

IRB at

Results
Characteristics of the study population

Overall, 668 women with diamniotic twin pregnancies,
who underwent TVU CL screening between 18 0/6 and
23 6/7 weeks, were analyzed. Table 1 shows the char-
acteristics of the 668 included women. 158 (23.7%)
were IVF-conceived pregnancies, and 510 (76.3%)
were spontaneously conceived pregnancies. In the
IVF-conceived group, most of the women underwent
conventional IVF, eight women underwent ICSI, and
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Table 1. Characteristics of the included women with twin
pregnancies.

IVF-conceived  Spontaneously-

N=158 conceived
(23.7%) N=510 (76.3%) p value
Maternal age
Mean + SD 30.2+54 314163 27
>35yn (%) 40 (25.3%) 129 (25.8%) 42
BMI 72
Mean = SD 25.7+3.9 254+4.2
Nulliparity 61
n (%) 92 (58.2%) 306 (60.0%)
Prior SPTB .81
n (%) 11 (7.0%) 40 (7.8%)
Smoking .84
n (%) 31 (19.6%) 102 (20.0%)
Chorionicity n (%) 84
Dichorionic 125 (79.1%) 408 (80.0%)
Monochorionic diamniotic 33 (20.9%) 102 (20.0%)
Type of ART n (%) - -
IVF 148 (93.7%)
ICSI 8 (5.1%)
Third party assisted ART
Egg donation 2 (1.2%)
Sperm donation 0 (0.0%)

ART: assisted reproductive technology; SD: standard deviation; SPTB:
spontaneous preterm birth; BMI: Body mass index; IVF: in vitro fertiliza-
tion; ICSI: intracytoplasmic sperm injection.

two had egg-donor. Indication for IVF was various
including endometriosis, tubal factor, male factor, or
unexplained infertility.

The maternal demographics were not significantly
different between the two groups. The mean maternal
BMI was about 25 in both groups, and the mean
maternal age about 30 years. Eleven women in the
IVF-conceived group (7.0%), and 40 women in the
spontaneously conceived group (7.8%) had history of
SPTB. No women received progesterone, cerclage, or
pessary during pregnancy for prevention of SPTB. Bed
rest and activity restriction were not recommended in
any of the included women.

Cervical length measurement

The mean gestational age at TVU CL was about 21
weeks in both groups. The mean TVU CL was signifi-
cantly lower in the IVF-conceived group (32.2+10.5)
compared to the spontaneously-conceived group
(341+9.1) (MD —1.90mm, 95%Cl —3.72 to —0.08).
Figure 1 shows the distribution of TVU CL in both
groups. In IVF-conceived and in spontaneously
conceived pregnancies, the 5th percentile were 7.9
and 18.0mm, respectively; and the 95th percentile
were 45.0 and 48.0 mm, respectively.

The incidence of short TVU CL, defined as TVU CL
<30mm, was 30.4% (48/158) in the IVF-conceived
group and 21.6% (110/510) in the spontaneously-con-
ceived group (@OR 1.59, 95%Cl 1.06-2.37) (Table 2).
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The incidence of short CL was still significantly higher
in IVF-conceived group compared to the spontan-
eously-conceived group in both subgroup analyses of
women with prior SPTB [4/11 (36.4%) versus 7/40
(17.5%); aOR 2.69, 95%Cl 1.33-4.77] and without prior
SPTB [44/147 (29.9%) versus 103/470 (21.9%); aOR
1.52, 95%Cl 1.09-2.311.

On ROC curve analysis, TVU CL for the prediction of
PTB <32 weeks showed an area under the curve of
0.73 (95%Cl 0.61-0.85) in the spontaneously-conceived
group (Figure 2), and of 0.82 (95% 0.70-0.94) in
the IVF-conceived group (Figure 3). TVU CL in
IVF-conceived twin pregnancies had a better value
compared to TVU CL in spontaneously-conceived twin

100

Frequency

40.00 50.00 60.00

1000 2000 3000
CL

Figure 1. Distribution of transvaginal cervical length between
18 0-7 and 23 6/7 weeks in twins pregnancies. Yellow (thin-
ner) boxes show spontaneously conceived twin pregnancies
and blue (larger) boxes in transparency show IVF-conceived
twin pregnancies. CL: cervical length.

Table 2. Cervical
pregnancies.

length measurement of the

pregnancies in prediction of SPTB <32 weeks (DelLong
test: difference between areas 0.086, standard error
0.067, 95%Cl 0.031-0.073, p =.002). Sensitivity, specifi-
city, LR+and LR—, for TVU CL <30mm in prediction
of SPTB <32 are shown in Table 3.

Relationship between cervical length and
gestational age at delivery

Figure 4 shows the relationship between TVU CL and
gestational age at delivery. For any given CL measured
between 18 0-7 and 23 6/7 weeks, gestational age at
delivery for IVF-conceived twins was earlier by about 1
week on average compared with spontaneously-con-
ceived twins (MD —1.1 weeks; ANCOVA p < .001).

For TVU CL measurement assessed between 18 0/7
and 23 6/7 weeks, the correlation with gestational age
at delivery in IVF-conceived twins was relatively con-
stant  [Spearman’s  correlation  coefficient  0.62
(0.42-0.76)] and was statistically stronger (Fisher's
Z-transformation p=.01) than in spontaneously-con-
ceived twins [Spearman’s correlation coefficient 0.31
(0.25-0.49)].

Pregnancy outcome

The gestational age at delivery was significantly earlier
in the IVF-conceived group compared to the spontan-
eously conceived group by about 2 weeks (MD —2.31
weeks, 95%C|I —2.74 to —1.33). IVF-conceived twin
pregnancies had a significantly higher risk of PTB <34
and <32 weeks. The results did not change when
iatrogenic births were excluded. Moreover, the IVF-
conceived group had a higher incidence of delivery
due to spontaneous onset of labor compared to spon-
taneously-conceived twin pregnancies (64.5 versus
54.9%; aOR 1.50, 95%Cl 1.03-2.17) (Table 4).

IVF-conceived and spontaneously-conceived twin

IVF-conceived
N =158 (23.7%)

Spontaneously-conceived

N=510 (76.3%) aOR or MD (95%Cl)*

GA at TVU CL assessment (weeks)

Mean + SD 21.7+6.9
TVU CL (mm)
Mean + SD 32.2+£10.5
>30mm 110 (69.6%)
<30mm 48 (30.4%)
<25mm 28 (17.7%)
<20mm 19 (12.0%)
<15mm 13 (8.2%)
<10mm 8 (5.1%)
<5mm 6 (3.8%)

21.5+£43 0.20 weeks (—1.41 to 1.82)
34.1+9.1 —1.90 (—3.72 to —0.08)
400 (78.4%) 0.63 (0.42 to 0.94)
110 (21.6%) 1.59 (1.06 to 2.37)

56 (11.0%) 1.75 (1.07 to 2.86)

33 (6.5%) 1.98 (1.09 to 3.58)

20 (3.9%) 2.20 (1.07 to 4.52)

15 (2.9%) 1.76 (0.73 to 4.23)

10 (2.0%) 1.97 (0.71 to 5.52)

IVF: in vitro fertilization; GA: Gestational age; TVU CL: Transvaginal ultrasound cervical length; SD: standard deviation; Cl: confi-

dence interval; MD: mean difference; aOR: adjusted odds ratio.
Boldface data are statistically significant.
?Adjusted for all variables reported in Table 1.
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Area Under the Curve
Test ResuitVariable(s): CL

Asymptotic Asymptotic 95% Confidence
Sig.b Interval
Area Std. Error® Lower Bound | Upper Bound
730 063 .000 606 853

The test result variable(s): CL has at least one tie between the positive
actual state group and the negative actual state group. Statistics may be
biased.

a. Under the nonparametric assumption
b. Null hypothesis: true area= 0.5

Figure 2. Receiver-operating characteristics curve showing predictive ability of cervical length for preterm birth <32 weeks in

spontaneously-conceived pregnancy.
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The test resultvariable(s): CL has at least one tie between the positive
actual state group and the negative actual state group. Statistics may be
biased.

a. Under the nonparametric assumption
b. Null hypothesis: true area= 0.5

Figure 3. Receiver-operating characteristics curve showing predictive ability of cervical length for preterm birth <32 weeks in

IVF-conceived pregnancy.

Discussion

This retrospective cohort study, including 668 women,
showed that IVF-conceived diamniotic twin pregnan-
cies had a higher rate of SPTB <34 weeks compared
to spontaneously-conceived diamniotic twin pregnan-
cies. This higher rate of SPTB was reflected by a lower
mean midtrimester TVU CL and by an earlier mean

gestational age at birth, by about 1 week, per any
given TVU CL in IVF-conceived compared to spontan-
eously-conceived pregnancies. IVF-conceived diamni-
otic twins had a higher rate of short cervix. The
incidence of short CL was higher in the IVF-conceived
group compared to the spontaneously-conceived
group in both women with and without prior SPTB.
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For any given CL measured between 18 0-7 and 23 6/
7 weeks, gestational age at delivery for IVF-conceived
twins was earlier by about 1 week compared with
spontaneously-conceived twins.

This study has several strengths. TVU CL measure-
ments were assessed by certified operators and were
performed transvaginally. To our knowledge, there are
no similar studies in the literature comparing TVU CL
in IVF-conceived versus spontaneously-conceived dia-
mniotic twin pregnancies. We excluded women with
twin-twin transfusion syndrome. All women included
in the analysis did not receive any therapy, such as
bed rest, progesterone, cerclage or pessary [21,22], for
PTB prevention. Therefore, our findings may reflect the
natural history of twin gestations in regarding of PTB
according to type of conception. The most important
limitation of our study was the retrospective design.
The CL was assessed only once between 18 0-7 and
23 6/7 weeks. Therefore, comparing the rate of cervical
shortening during gestation was not feasible.
Preparation and luteal support treatment in IVF-con-
ceived twins with the early use of progesterone until
12 weeks of gestation could have modified the
observed association. However, this seems unlikely

given both its early administration and discontinu-
ation, and not at gestational ages at which progester-
one use has been studies in the prevention of SPTB
[23-26]. Women who conceived via assisted concep-
tion may have underlying disease that could have
influenced the pregnancy outcome.

The ability to identify women with twin gestations
at highest risk of SPTB by second trimester TVU CL
could allow for pregnant women to undergo targeted
interventions, such as for example vaginal progester-
one, or cerclage. TVU CL has been shown to be a
good predictor of SPTB in asymptomatic twin gesta-
tions [27]. A meta-analysis of 21 studies, including
3523 women, showed that in asymptomatic twins a
midtrimester TVU CL <30 mm have a pooled sensitiv-
ities, specificities, and positive and negative likelihood
ratios in prediction of PTB <32 and <34 weeks of 65
and 56, 78 and 81, 3.0 and 3.0, and 0.45 and 0.55,
respectively [27]. Our study showed that the higher
rate of SPTB among IVF-conceived twins could be
reflected and predicted by the higher rate of short
TVU CL. This may support the theory that the patho-
genesis for SPTB in twins might be different in the dif-
ferent populations.

Table 3. Sensitivity and specificity for each cervical length measurement with 95% confidence interval in pre-
diction of spontaneous preterm birth <32 weeks in IVF-conceived and spontaneously-conceived twin

pregnancies.

IVF-conceived

CL Sensitivity (95%Cl) Specificity (95%Cl) LR+ LR—

<30mm 71% (56-79) 74% (71-80) 2.7 (24-3.7) 0.4 (0.3-0.6)
Spontaneously-conceived

cL cL cL CL CL

<30mm 54% (48-66) 80% (77-91) 2.7 (1.7-7.7) 0.6 (0.4-0.7)

CL: cervical length; Cl: confidence interval; LR+: positive likelihood ratio; LR—: negative likelihood ratio; IVF: in vitro fertilization.

38

36

32 -

28

26
o 10 20 30

Mean Difference -1.1 Weeks; P.<0.001

40 50 60

Figure 4. Relationship between cervical length between 18 0-7 and 23 6/7 weeks and gestational age at delivery in IVF-conceived
and in spontaneously conceived twins. The relationship is presented for IVF-conceived twins (red - superior - line) and spontan-
eously-conceived twins (blue — lower - line). X-axis, cervical length (in mm); Y-axis, gestational age at delivery (in weeks). Mean dif-

ference —1.1 weeks; ANCOVA analysis of covariance p < .001.
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Table 4. Pregnancy outcomes of the IVF-conceived and spontaneously-conceived twin pregnancies.

IVF-conceived
N =158 (23.7%)

Spontaneously-conceived
N=510 (76.3%)

Crude OR (95%Cl)

aOR or MD (95%Cl)*

33.0£33
57 (36.1%)

GA at delivery (weeks), Mean + SD
PTB <34 weeks n (%)

353+24
122 (23.9%)

1.85 (1.33-2.06)

—2.31 weeks (—2.74 to —1.33)

1.79 (1.22-2.63)

PTB <32 weeks n (%) 20 (12.7%) 51 (10.0%) 1.36 (1.03-2.11) 1.30 (0.75-2.26)
PTB <28 weeks n (%) 9 (5.7%) 21 (4.1%) 1.45 (0.94-2.49) 1.41 (0.63-3.14)
SPTB <34 weeks n (%) 52 (32.9%) 108 (21.2%) 1.95 (1.33-2.41) 1.83 (1.23-2.71)
SPTB <32 weeks n (%) 17 (10.8%) 49 (9.6%) 1.21 (1.11-2.01) 1.13 (0.63-2.03)
SPTB <28 weeks n (%) 5 (3.2%) 18 (3.5%) 1.03 (0.94-1.97) 0.94 (0.41-2.14)

Indication for delivery n (%)

Maternal indication 30 (19.0%)

63 (12.4%)

1.71 (1.11-2.14)

1.66 (1.03-2.68)

Fetal indication 12 (7.6%) 40 (7.8%) 0.95 (0.40-2.01) 0.97 (0.49-1.89)
Combined 3 (1.9%) 2 (0.4%) 4.92 (0.81-29.69) 3.33 (0.75-29.69)
Planned at term 11 (7.0%) 125 (24.5%) 0.23 (0.12-0.44) 0.33 (0.20-0.55)

Spontaneous onset of labor 102 (64.5%)

280 (54.9%)

1.66 (1.21-1.99)

1.50 (1.03-2.17)

IVF: in vitro fertilization; GA: Gestational age; SD: standard deviation; PTB: preterm birth; SPTB: spontaneous preterm birth; OR: odds ratio;

aOR: adjusted odds ratio; ClI: confidence interval; MD: mean difference.

Boldface data are statistically significant.
@Adjusted for all variables reported in Table 1.

Our study also showed that any given TVU CL was
associated with lower gestational age of about 1 week
in the IVF-conceived group compared to the spontan-
eously-conceived group. Future studies should differ-
entiate TVU CL and perinatal outcomes between
IVF-conceived and spontaneously-conceived twin
pregnancies. This information would be useful in
counselling women regarding their risk of SPTB as well
as improving the design of future studies evaluating
therapies in the prevention of preterm delivery in twin
pregnancies.

The biological plausibility to explain our findings
are likely heterogeneous and complex. However, at
least four hypotheses can be proposed. First, some
unknown factors may be more likely to trigger subclin-
ical or overt uterine contractions in IVF-conceived
compared to spontaneously-conceived twin gestations,
which would increase the risk of SPTB in the presence
of a given CL measurement.

Second, IVF-conceived women may be more likely
to undergo surgical procedures prior to pregnancy,
including laparoscopy, hysteroscopy, as well as uterine
evacuation which can damage the cervix, making it
weaker and shorter during the pregnancy [28,29]. A
recent meta-analysis, including 1,047,683 women,
showed that prior abortion is an independent risk fac-
tor for PTB, due to the detrimental effect of cervical
dilation for termination of pregnancy or curettage [30].
The increased risk of PTB could result from the subclin-
ical inflammation and/or infection following the inva-
sive diagnostic procedures, the oocyte pick-up or the
embryo transfer, as well as from the mechanical
trauma to the cervix, leading to increased risk of cer-
vical insufficiency [30].

Third, women undergoing IVF are more likely to be
affected by endometriosis [29], which has been corre-
lated with an increased risk of PTB [29].

Fourth, compared to spontaneously conceived preg-
nancies, IVF-conceived pregnancies have higher circu-
lating levels of relaxin [30], a polypeptide hormone
linked to SPTB due to its effect on collagen breakdown
[31]. Higher relaxin levels observed during pregnancy
were significantly associated with SPTB [32,33].

In summary, our study showed that IVF-conceived
twin pregnancies had a higher rate of SPTB than spon-
taneously-conceived twin pregnancies. The higher rate
of SPTB in IVF-conceived twin pregnancies is associ-
ated with lower mean midtrimester TVU CL, as well as
by the lower gestational age at birth per any given CL
in the IVF-conceived compared to the spontaneously-
conceived twin pregnancies.

Disclosure statement

The authors report no conflict of interest.

ORCID

Gabriele Saccone http://orcid.org/0000-0003-0078-2113

References

[11  Hamilton BE, Martin JA, Osterman MJ. Births: prelimin-
ary data for 2015. Natl Vital Stat Rep. 2016;65:1-15.

[2]1 Orzechowski KM, Boelig RC, Baxter JK, et al. A univer-
sal transvaginal cervical length screening program for
preterm birth prevention. Obstet Gynecol. 2014;124:
520-525.

[3]1 Boelig RC, Orzechowski KM, Berghella V. Does second-
trimester cervical length predict prolonged preg-
nancy? Obstet Gynecol. 2014;123(Suppl1):1915-192S.

[4] Berghella V, Palacio M, Alfirevic Z, Nicolaides KH,
Saccone G. Cervical length screening for prevention
of preterm birth in singleton pregnancy with threat-
ened preterm labor: systematic review and meta-



376 @ G. SACCONE ET AL.

[5]

(6]

[7]

(8l

)

(10

(11l

[12]

[13]

[14]

[15]

[16]

[17]

(18]

analysis of randomized controlled trials using individ-
ual patient-level data. Ultrasound Obstet Gynecol.
2017;49:322-329.

Pereira S, Frick AP, Poon LC, et al. Successful induc-
tion of labor: prediction by preinduction cervical
length, angle of progression and cervical elastogra-
phy. Ultrasound Obstet Gynecol. 2014;44:468-475.
Suhag A, Reina J, Sanapo L, et al. Prior ultrasound-
indicated cerclage: comparison of cervical length
screening or history-indicated cerclage in the next
pregnancy. Obstet Gynecol. 2015;126:962-968.

Owen J, Yost N, Berghella V, et al. Mid-trimester endo-
vaginal sonography in women at high risk for spon-
taneous preterm birth. JAMA. 2001;286:1340-1348.
Verhoeven CJ, Opmeer BC, Oei SG, et al. Transvaginal
sonographic assessment of cervical length and wedg-
ing for predicting outcome of labor induction at term:
a systematic review and meta-analysis. Ultrasound
Obstet Gynecol. 2013;42:500-508.

Saccone G, Simonetti B, Berghella V. Transvaginal
ultrasound cervical length for prediction of spontan-
eous labour at term: a systematic review and meta-
analysis. BJOG. 2016;123:16-22.

Berghella V, Saccone G. Fetal fibronectin testing for
prevention of preterm birth in singleton pregnancies
with threatened preterm labor: a systematic review
and metaanalysis of randomized controlled trials. Am
J Obstet Gynecol. 2016;215:431-438.

Sunderam S, Kissin DM, Crawford SB, et al. Assisted
reproductive technology surveillance - United States,
2014. MMWR Surveill Summ. 2017;66:1-24.

Qin JB, Wang H, Sheng X, et al. Assisted reproductive
technology and risk of adverse obstetric outcomes in
dichorionic twin pregnancies: a systematic review and
meta-analysis. Fertil Steril. 2016;105:1180-1192.

Pagani G, Stagnati V, Fichera A, et al. Cervical length
at mid-gestation in screening for preterm birth in
twin pregnancy. Ultrasound Obstet Gynecol. 2016;48:
56-60.

Society for Maternal-Fetal Medicine (SMFM), Mclntosh
J, Feltovich H, et al. The role of routine cervical length
screening in selected high- and low-risk women for
preterm birth prevention. Am J Obstet Gynecol.
2016;215:B2-B7.

Berghella V, Berghella M. Cervical length assessment
by ultrasound. Acta Obstet Gynecol Scand. 2005;84:
543-544.

Maruotti GM, Saccone G, Morlando M, et al. First-tri-
mester ultrasound determination of chorionicity in
twin gestations using the lambda sign: a systematic
review and meta-analysis. Eur J Obstet Gynecol
Reprod Biol. 2016;202:66-70.

Cheong-See F, Schuit E, Arroyo-Manzano D, et al.
Prospective risk of stillbirth and neonatal complica-
tions in twin pregnancies: systematic review and
meta-analysis. BMJ. 2016;354:i4353.

Saccone G, Berghella V. Planned delivery at 37 weeks
in twins: a systematic review and meta-analysis of
randomized controlled trials. J Matern Fetal Neonatal
Med. 2016;29:685-689.

[19]

[20]

[21]

[22]

[23]

[24]

[25]

[26]

[27]

[28]

[29]

[30]

[31]

[32]

[33]

Smith AH, Bates MN. Confidence limit analyses should
replace power calculations in the interpretation of
epidemiologic studies. Epidemiology. 1992;3:449-452.
McNamee R. Regression modelling and other methods
to control confounding. Occup Environ Med. 2005;
62:500-506.

Saccone G, Ciardulli A, Xodo S, et al. Cervical pessary
for preventing preterm birth in twin pregnancies with
short cervical length: a systematic review and meta-
analysis. J Matern Fetal Neonatal Med. 2017 [cited Jan
12]:[8 p.]. DOI:10.1080/14767058.2016.1268595
Berghella V, Dugoff L, Ludmir J. Prevention of preterm
Birth with Pessary in Twins (PoPPT): a randomized
controlled trial. Ultrasound Obstet Gynecol. 2017;
49:567-572.

Suhag A, Saccone G, Berghella V. Vaginal progester-
one for maintenance tocolysis: a systematic review
and metaanalysis of randomized trials. Am J Obstet
Gynecol. 2015;213:479-487.

Saccone G, Suhag A, Berghella V. 17-alpha-hydroxy-
progesterone caproate for maintenance tocolysis: a
systematic review and metaanalysis of randomized tri-
als. Am J Obstet Gynecol. 2015;213:16-22.

Saccone G, Khalifeh A, Elimian A, et al. Vaginal pro-
gesterone vs intramuscular 17a-hydroxyprogesterone
caproate for prevention of recurrent spontaneous pre-
term birth in singleton gestations: systematic review
and meta-analysis of randomized controlled trials.
Ultrasound Obstet Gynecol. 2017;49:315-321.

Saccone G, Schoen C, Franasiak JM, Scott RT Jr,
Berghella V. Supplementation with progestogens in
the first trimester of pregnancy to prevent miscarriage
in women with unexplained recurrent miscarriage: a
systematic review and meta-analysis of randomized,
controlled trials. Fertil Steril. 2017;107:430-438.e3.
Conde-Agudelo A, Romero R, Hassan SS, et al.
Transvaginal sonographic cervical length for the pre-
diction of spontaneous preterm birth in twin pregnan-
cies: a systematic review and metaanalysis. Am J
Obstet Gynecol. 2010;203:128.e1-128.12.

Bulletti C, Coccia ME, Battistoni S, et al. Endometriosis
and infertility. J Assist Reprod Genet. 2010;27:441-447.
Saraswat L, Ayansina DT, Cooper KG, et al. Pregnancy
outcomes in women with endometriosis: a national
record linkage study. BJOG. 2017;124:444-452.
Saccone G, Perriera L, Berghella V. Prior uterine evacu-
ation of pregnancy as independent risk factor for pre-
term birth: a systematic review and metaanalysis. Am
J Obstet Gynecol. 2016;214:572-591.
Bryant-Greenwood GD, Yamamoto SY, Lowndes KM,
et al. Human decidual relaxin and preterm birth. Ann
N Y Acad Sci. 2005;1041:338-344.

Petersen LK, Skajaa K, Uldbjerg N. Serum relaxin as a
potential marker for preterm labour. Br J Obstet
Gynaecol. 1992;99:292-295.

Weiss G, Goldsmith LT, Sachdev R, et al. Elevated first-
trimester serum relaxin concentrations in pregnant
women following ovarian stimulation predict prema-
turity risk and preterm delivery. Obstet Gynecol.
1993;82:821-828.


https://doi.org/10.1080/14767058.2016.1268595

	Risk of spontaneous preterm birth in IVF-conceived twin pregnancies
	Introduction
	Materials and methods
	Results
	Characteristics of the study population
	Cervical length measurement
	Relationship between cervical length and gestational age at delivery
	Pregnancy outcome

	Discussion
	Disclosure statement
	References


