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Introduction
The first-trimester risk assessment test for trisomy is a
risk calculation test using a combination of ultrasound
examination and biochemical tests. This screening test
was described by Nicolaides[1,2] and posteriorly validated
in large prospective studies.[3,4] In this screening test for
aneuploidies, the risk is assessed at 11 weeks to 13 weeks
+ 6 days of gestation. With a combination of maternal
age, nuchal translucency (NT), and maternal serum free
β-hCG and pregnancy-associated plasma protein-A
(PAPP-A) levels, this test is called “the Combined First-

Trimester Test by the Fetal Medicine Foundation
(FMF)”.

NT is defined as the subcutaneous fluid located
under the skin at the back of the fetal neck measured
between 11 weeks and 13 weeks + 6 days of gestation,
regardless of whether it covers only the head or whole
body, or presents septations.[5] The main mechanisms
suggested for increased NT are a change in the compo-
sition of the extracellular matrix, heart, great artery
anomalies, and impaired or delayed lymphatic develop-
ment.[3] Fetuses with increased NT are at high risk for
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Abstract

Objective: This study aims to investigate the relationship between the nuchal translucency (NT) values measured in the first trimester and the
well-being of the newborn. 

Methods: The study was planned as a retrospective cross-sectional study and was conducted between January 2018 and January 2020. A total of
2394 patients who had a combined test and delivered at our university hospital were included in the study. The demographic data of the pregnant
women were recorded. NT MoM values, PAPP-A and β-hCG MoM values, birth weight, gender, need for neonatal intensive care (NICU), and
Apgar scores were evaluated. 

Results: It was found that NT (MoM) values were similar among the SGA, AGA, and LGA groups (p=0.159). PAPP-A (MoM) values were sim-
ilar in the SGA group compared to AGA and LGA infant groups (p=0.947). It was also found that β-hCG (MoM) values were similar in the AGA
group compared to SGA and the LGA infant groups (p=0.694). When compared with those with NICU and non-NICU, the NT, PAPP-A, β-
hCG, and birth weight values were again not found to be statistically significant (p>0.05). The NT, PAPP-A, β-hCG, and male gender factors
were evaluated in the Binary Logistic Regression Analysis, in which being an SGA baby was considered as a risk. It was found that a 1 mm
increase in NT values increased the risk of having an SGA baby 2.63 times at a statistically significant level (OR=2.636, p=0.009, 95% CI:
1.277–5.440). PAPP-A, β-hCG levels, and having a male gender were not related to the risk of having an SGA baby. Furthermore, NT, PAPP-
A, β-hCG levels, and having a male gender were not associated with the risk of NICU hospitalization. 

Conclusion: In conclusion, we could not predict the birth weight with increased NT MoM values that were detected in the first trimester
combined test in this study; however, we found that the risk of having an SGA fetus increases with a weak rise in NT value. 
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chromosomal, structural, and genetic anomalies, and
generally, it is accepted as a non-specific sign of fetal
abnormality.[6,7] For this reason, abnormal results detect-
ed in NT values may affect the weight of the fetus or
may help us to predict other adverse outcomes.
Therefore, according to the literature, ultrasound mark-
ers and biochemical markers used in the first-trimester
screening test are not only used in aneuploidy risk calcu-
lation but have also been shown to predict adverse preg-
nancy outcomes since the first trimester of pregnancy.[6]

The aim of this study was to investigate the relation-
ship between NT values measured in the first trimester
and maternal serum free β-hCG and PAPP-A levels with
term birth weight and well-being of the newborn. 

Methods
The study included 2394 patients who had combined
screening tests between January 2018 and January 2020
at the Department of Obstetrics & Gynecology, Gazi
University Medical School and who gave birth in the
same hospital. The study was planned cross-sectional
retrospectively after the approval of the ethics commit-
tee of our hospital (Ethics Committee Number:
2020/463). All participants gave informed consent. The
inclusion criteria were: (i) singleton pregnancy, (ii) ges-
tational age being between 11 and 13 weeks 6 days based
on fetal crown-rump length, sonographic measurement
in the first trimester, and (iii) pregnant women who gave
birth in our hospital at term delivery week.

Multiple pregnancies, aneuploidy, neural tube defect,
abdominal wall defect or other severe anatomical defects,
diabetes mellitus, pregnancy-induced hypertension,
preeclampsia, premature rupture of membranes, and
pre-existing maternal medical diseases (such as chronic
hypertension, heart disease, pregestational overt dia-
betes, renal disease, etc.) and patients with in vitro fertil-
ization (IVF), patients receiving exogenous progesterone
in the first trimester, those with evidence of intrauterine
infections, patients who gave birth before 37 weeks of
gestation and those whose data could not be obtained
were excluded from the study.

The scans were done by transabdominal ultrasonog-
raphy, and transvaginal ultrasonography was used when
necessary. NT and CRL were measured in millimeters
(mm) on the mid-sagittal level under sonography
between 11 weeks and 13 weeks and 6 days of gestation.
The mm measurements of the NT values were recorded

as MoM (multiple of the median) (they were given in
MoM value to standardize the NT values) for age,
weight, and week of gestation. All examinations were
performed by five perinatologists (M.B., D.K., H.O.,
E.T., and G.T.) working in line with the FMF protocols.
Age, maternal body mass index (BMI), smoking status,
gravida, and parity values of the pregnant women were
obtained for the combined test. We recorded birth
weight, gender, delivery type, 1- and 5-minute Apgar
scores, birth week, need for the neonatal intensive care
unit (NICU), NT value (MoM) in the first-trimester
screening test, CRL measurements (mm), PAPP-A
(MoM), and maternal serum free β-hCG (MoM) values
from hospital records. Also, the newborn’s well-being
was accepted as NICU needs and non-NICU needs.

Small for gestational age (SGA) was defined as a birth
weight less than 2500 g, large for gestational age (LGA)
was defined as a birth weight more than 4000 g, and
newborn in between was defined as appropriate for ges-
tational age (AGA).

Statistical analysis

The continuous variables were expressed as median
(min–max), and the categorical data as numbers and per-
centages. The normality analyses of continuous variables
were done by Shapiro-Wilk test and Kolmogorov-
Smirnov goodness of fit test. Since the continuous vari-
ables did not fit the normal distribution, the comparisons
between the SGA, AGA, and LGA were made by
Kruskal-Wallis test (Post hoc: Bonferroni corrected
Mann-Whitney U test). The comparisons between the
NICU / Non-NICU were made by Mann-Whitney U
test. The binary logistic regression was used to predict
the effects of the variables on SGA, and the need for
NICU. The Hosmer-Lemeshow test was used for model
fit. The analyses were done by IBM SPSS Package
Program version 22.0 (IBM Corporation, Armonk, NY,
USA). Statistical significance level was considered p<0.05.

Results
The records of 3177 patients who gave birth in our clin-
ic between January 2018 and January 2020 were
reviewed. Ultimately, 2394 patients who met the study
criteria and had a combined screening test were includ-
ed in the study. The demographic data of the patients
and their parameters regarding pregnancy and newborns
are listed in Table 1.
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It was found that NT (MoM) values were similar
among the SGA [0.87 (0.39–1.94)], AGA [0.81
(0.08–2.87)] and LGA [0.81 (0.09–1.17)] groups (p=0.159).
Similarly, PAPP-A (MoM) values were similar in the SGA
group [1.13 (0.35–6.06)] compared to AGA [1.07 (0.13–
6.75)] and LGA infant groups [1.03 (0.29–2.82)] (p=0.947).
It was also found that β-hCG (MoM) values were similar
in the AGA group [1.01 (0.13–11.5)] compared to SGA
[0.93 (0.21–3.86)] and the LGA infant group [0.89 (0.25–
5.04)] (p=0.694). Also, the NT, PAPP-A and β-hCG, and
CRL values were not significant among the SGA, AGA,
and LGA groups in the first trimester (Table 2).

When compared with those with NICU and non-
NICU, the NT, PAPP-A, β-hCG, and birth weight val-
ues were again not found to be statistically significant
(p>0.05) (Table 3).

The NT, PAPP-A, β-hCG, and male gender factors
were evaluated in the binary logistic regression analysis,
in which being an SGA baby was considered as a risk. It
was found that a 1 mm increase in NT values increased
the risk of having an SGA baby 2.63 times at a statistical-
ly significant level (OR=2.636, p=0.009, 95% CI: 1.277–
5.440). PAPP-A (OR=1.048, p=0.762, 95% CI: 0.773–
1.421) and β-hCG (OR=0.917, p=0.543, 95% CI: 0.695–
1.211) levels, and having a male gender (OR=0.996,
p=0.984, 95% CI: 0.642–1.545) were not related to the
risk of having an SGA baby. Furthermore, NT (respec-
tively, OR=0.906, p=0.584, 95% CI: 0.636–1.291),
PAPP-A (OR=1.107, p=0.090, 95% CI: 0.984–1.245), β-
hCG levels (OR=0.986, p=0.777, 95% CI: 0.894–1.087),
and having a male gender (OR=1.022, p=0.797, 95% CI:
0.865–1.208) were not associated with the risk of NICU
hospitalization (Table 4).

Discussion
In the present study, we investigated the relations
between the parameters evaluated in a dual screening

test and pregnancy outcomes. We detected no differ-
ences in NT, PAPP-A, and β-hCG values among SGA,
LGA, and AGA groups. Also, there were no significant

Table 1. Patients’ demographic data, pregnancy, and neonatal pa-
rameters.

Variable Median (min–max)

Age (year) 29.50 (18.00–50.00)

Pre-pregnancy BMI 22.37 (14.70–33.29)

Gravida 1.00 (1.00–11.00)

Pregnancy week during screening 12.60 (11.00–13.87)

Week of birth 39.42 (37.01–41.85)

NT (MoM) 0.81 (0.08–2.87)

CRL (mm) 59.00 (45.1–87.00)

PAPP-A (MoM) 1.07 (0.13–6.75)

Free beta β-hCG (MoM) 1.01 (0.13–11.52)

Form of delivery (n, %)

NVD 833 (34.8%)

CS 1561 (65.2%)

Smoking (n, %) 

Yes 672 (28.1%)

No 1722 (71.9%)

Birth weight of the newborn (g) 3070.00 (2400–4720)

Birth height of the newborn (cm) 49.00 (34.00–66.00)

Head circumference of the newborn (cm) 34.50 (27.50–52.00)

1-minute Apgar score 9.00 (1.00–10.00)

5-minute Apgar score 10.00 (1.00–10.00)

Need for NICU (n, %)

Yes 880 (36.8%)

No 1514 (63.2%)

Sex of the newborn (n, %)

Female 1243 (51.9%)

Male 1151 (48.1%)

ββ-hCG: human chorionic gonadotropin; BMI: body mass index; CRL:
crown-rump-length; CS: cesarean section; MoM: multiples of the median;
NICU: neonatal intensive care unit; NT: nuchal translucency; NVD: normal
vaginal delivery; PAPP-A: pregnancy-associated plasma protein A.

Table 2. Comparison of NT, PAPP-A, and β-hCG between SGA, AGA, and LGA infants. 

SGA (n=83) AGA (n=2279) LGA (n=32) p-value 

NT (MoM) 0.87 (0.39–1.94) 0.81 (0.08–2.87) 0.81 (0.09–1.17) 0.159*

PAPP-A (MoM) 1.13 (0.35–6.06) 1.07 (0.13–6.75) 1.03 (0.29–2.82) 0.947*

β-hCG (MoM) 0.93 (0.21–3.86) 1.01 (0.13–11.5) 0.89 (0.25–5.04) 0.694*

CRL (mm) 60.0 (45.0–82.0) 59.0 (38.8–87.0) 56.5 (45.0–77.0) 0.739*

*Kruskal-Wallis test (Post hoc: Bonferroni corrected Mann-Whitney U test). p<0.05 presence of statistical significance. AGA: appropriate for gestational age; ββ-hCG:
human chorionic gonadotropin; LGA: large for gestational age; MoM: multiples of the median; NT: nuchal translucency; PAPP-A: pregnancy-associated plasma pro-
tein A; SGA: small for gestational age.
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differences in NT, PAPP-A, and β-hCG values in the
groups with and without NICU need. NICU need was
not significant in predicting NT, PAPP-A, β-hCG, and
gender. Although we could not predict birth weight with
increased NT MoM values detected in the first trimester
combined test, the risk of having an SGA fetus increased
with a weak rise in NT value. Although it was accepted
previously that birth weight was predictable from the
second half of the second trimester, recently, it has been
accepted that the changes in fetal weight occur as of the
first trimester.[8] Although increased PAPP-A and NT
values in the first trimester have been previously associ-
ated with adverse pregnancy outcomes and especially
with IUGR,[8] it was reported that there might be corre-
lational relations between NT and birth weight in cases
if there were no adverse pregnancy outcomes.[9] 

Another study conducted in 2012 reported that birth
weight was associated with NT, PAPP-A, β-hCG, and
uterine artery Doppler findings, which suggested that
these findings could cause early recognition of LGA
infants.[10] The same study concluded that LGA new-
borns, PAPP-A, and NT thickness were significantly
increased and UtA-PI was significantly decreased.[10]

Weismann-Brenner et al. previously reported that
there was a correlation between NT and LGA new-

borns.[11] As a result of the study, “The median NT in
LGA neonates was found to be significantly higher than
in the non-LGA neonates”.[11] Similarly, Boucoiran et al.
reported that there was a correlation between NT MoM
and LGA and SGA infants and birth weights.[12] They
found that NT was significantly lower in SGA new-
borns, and NT was considerably higher in the LGA
group.[12] Again, similarly, Timmerman et al. also identi-
fied a positive correlation between NT MoM and birth
weight and concluded that the increase in NT was asso-
ciated with macrosomia.[13]

Although Rinat et al. reported that NT measure-
ments were correlated with the birth weight of babies in
the LGA and SGA in the general population,[14] other
researchers reported that there were no such correlations
between AGA babies and birth weight.[13] Poon et al.
reported that not only NT MoM values were effective in
predicting macrosomia but also the combination of
parameters and maternal characteristics that were used in
the screening of aneuploidies were effective in predicting
birth weight.[15] In another study conducted by the same
author, it was reported that there was a linear relation
between decreased NT and SGA.[16] In the present study,
on the contrary, we found no differences between the
NT measurements and birth weights of SGA, AGA, and

Table 3. Relationship of newborn well-being with birth weights, and biochemical markers. 

NICU (n=880) Non-NICU s(n=1514) p-value 

NT (MoM) 0.81 (0.08–2.87) 0.81 (0.12–2.87) 0.661*

PAPP-A (MoM) 1.08 (0.13–6.36) 1.06 (0.16–6.75) 0.355*

β-hCG (MoM) 1.0 (0.22–6.1) 1.01 (0.13–11.5) 0.671*

Birthweight (gram) 3070 (2400–4590) 3067.5 (2400–4720) 0.325*

*Mann-Whitney U test. p<0.05 presence of statistical significance. AGA: appropriate for gestational age; ββ-hCG: human chorionic gonadotropin; LGA: large for ges-
tational age; MoM: multiples of the median; NT: nuchal translucency; PAPP-A: pregnancy-associated plasma protein A; SGA: small for gestational age.

Table 4. The relation of SGA and NICU need with NT, PAPP-A, and β-hCG. 

Variables in the equation

SGA NICU hospitalization 

Exp (B) P-value* 95% CI Exp (B) P-value* 95% CI

NT 2.636 0.009 1.277–5.440 0.906 0.584 0.636–1.291

PAPP-A 1.048 0.762 0.773–1.421 1.107 0.090 0.984–1.245

β-hCG 0.917 0.543 0.695–1.211 0.986 0.777 0.894–1.087

Male gender 0.996 0.984 0.642–1.545 1.022 0.797 0.865–1.208

*Binary logistic regression (Backward: LR) (Hosmer-Lemeshow test for SGA, and NICU need = 0.452, 0.611, respectively). p<0.05 presence of statistical significance.
ββ-hCG: human chorionic gonadotropin; NICU: neonatal intensive care unit; NT: nuchal translucency; PAPP-A: pregnancy-associated plasma protein A.
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LGA babies. However, we found in the binary regression
analysis that there may be an increase in the risk of SGA
with a weak rise in the NT value.

In the literature, some studies reported that birth
weight might be associated with fetal gender. Spencer
et al. reported that NT was 3.4% lower in female fetus-
es,[17] and Weismann-Brenner et al. found that NT was
higher in the male gender, and the relations between
NT and birth weight were independent of gender.[11] A
total of 48.1% of the fetuses were male in our study. In
the regression analysis that included male gender and
dual screening test parameters, having male gender was
not effective in predicting SGA and determining
NICU needs. The explanation of the gender difference
in NT values might be that the late maturation of the
cardiovascular system in male fetuses might cause
moderately increased accumulation of nuchal fluid, or
in other words, increased NT values.

Although the main purpose of the screening tests is to
predict the probability of trisomy, it was found that
abnormal maternal serum screening results were associ-
ated with some adverse pregnancy results such as IUGR,
stillbirth, preterm birth, preeclampsia, etc. as well as
increased risk for other chromosomal and anatomical
abnormalities.[17] In the literature, it was reported that
inadequate placentation in the first-trimester causes low
PAPP-A and β-hCG MoM values in the maternal
serum.[18] This abnormal course of the serum markers was
explained with the probable mechanism implying that
the low values in the first trimester occurred due to insuf-
ficient placentation, and the high values in the second
trimester occurred due to increased production of hor-
mones in response to hypoperfusion.[17]

A study conducted by Kierkegaard et al. reported
that low PAPP-A and β-hCG values were associated
with the 5-minute Apgar score being below 7, which was
not associated with preterm birth or neonatal infec-
tions.[19] Also, in the same study, it was reported that
fetuses with low PAPP-A and β-hCG values were asso-
ciated with NICU need, and PAPP-A activates the
insulin-like growth factor, cell reproduction, and per-
haps carbohydrate metabolism in the fetus. This can be
explained by low PAPP-A, increased neonatal hypo-
glycemia, and increased NICU needs.[19] It was reported
in a previous study that free β-hCG levels were meas-
ured by hydrogen peroxide (H2O2) and may be associat-
ed with oxidative stress.[20] In the present study, we

detected no significant changes in PAPP-A and β-hCG
values of all groups. The reason for this may be that the
patient group was at term in terms of the birth week in
our study, different from the studies in the literature.
Also, since negative conditions such as preterm,
preeclampsia, and diabetes that may cause placental
insufficiency were excluded in the study, PAPP-A and β-
hCG values may have been similar in all 3 groups.

There were some limitations in our study. The first
one was that not all newborns were karyotyped, and we
did not have long-term neurodevelopmental data. The
second one was that the study had a retrospective
design. These limitations made our analysis difficult
because of the challenges in accessing some data.

As far as we are concerned, there are few studies
evaluating fetal weight and the well-being of the fetus
with first-trimester NT measurements.[5] The number
of patients was lower in previous studies when com-
pared to the present study. We believe that the study
contributes to the literature because the number of
patients was significantly higher, and it is one of the
few studies in the literature. Furthermore, we consider
that the strength of our study was the fact that all new-
borns from patients included were evaluated by a peri-
natologist before the mother was discharged from the
hospital. Another strength of the present study was the
evaluation of poor gestational outcomes with the
model that was created with regression analysis.

Conclusion
In conclusion, we found no differences in NT, PAPP-A
and β-hCG values between SGA, LGA and AGA groups.
Also, there was no significant difference in NT, PAPP-A,
and β-hCG values in the groups with and without NICU
needs, and NICU need was not significant in predicting
NT, PAPP-A, and β-hCG values and gender. Although
we could not predict birth weight with increased NT
MoM values detected in the first trimester combined
test, the risk of having an SGA fetus increases with a
weak rise in NT value. Prospective and long-term stud-
ies with more patients are needed to better understand
the effects of 11–14-week screening on the fetus and
newborn in the last trimester. 
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it sectors.
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