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What are the novel findings of this work?
We present an individualized nomogram, incorporating
fetal nuchal translucency thickness (NT) and a series
of ultrasonographic facial profile markers, which can
potentially be utilized as a convenient and effective tool
for screening for trisomy 21 in the first trimester of
pregnancy.

What are the clinical implications of this work?
At present, the most widely used ultrasonographic marker
for trisomy 21 is fetal NT at 11 to 13 + 6 weeks’ gestation.
The nomogram developed in this study can improve the
ultrasonographic detection rate of trisomy 21 and can be
used for screening during the routine prenatal ultrasound
examination in early pregnancy.

ABSTRACT

Objectives To develop and validate a nomogram based
on fetal nuchal translucency thickness (NT) and ultra-
sonographic facial markers for screening for trisomy 21
in the first trimester of pregnancy.

Methods This was a retrospective case–control study
using stored two-dimensional midsagittal fetal profile
images captured at 11 + 0 to 13 + 6 weeks’ gestation in
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singleton pregnancies. We included images from 302
trisomy-21 pregnancies and 322 euploid pregnancies.
Cases were divided into a training set (200 euploid
+ 200 with trisomy 21) and a validation set (122 euploid
+ 102 with trisomy 21) at a ratio of approximately
2:1. For each, the maternal age, gestational age, fetal
NT and karyotype were noted, and 12 ultrasonographic
fetal facial markers were measured. The least absolute
shrinkage and selection operator (LASSO) method and
multivariable analysis were used to select automatically
the discriminative markers. Logistic regression was used
to develop a LASSO model, based on the selected
markers, to screen for trisomy 21 in the first trimester
of pregnancy. Furthermore, 60 of the 624 images were
selected randomly as a retest set to evaluate the model’s
robustness. The predictive performance of screening for
trisomy 21 of a model based on fetal NT and maternal
age and of the LASSO model was assessed using the area
under the receiver-operating-characteristics curve (AUC).
A nomogram was developed as an individualized tool to
predict patient-specific probability for trisomy 21, which
is a more visual presentation of the LASSO model. The
performance of the nomogram was assessed using the
C-index and calibration curve.

Results Into the LASSO model were incorporated eight
markers, including fetal NT, prenasal-thickness-to-nasal-
bone-length ratio, facial profile line, frontomaxillary facial
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angle, frontonasal facial angle, mandibulomaxillary facial
angle, maxilla-nasion-mandible angle and d2 (distance
between the anterior edge of the prefrontal skin and
the mandibulomaxillary line) (all P < 0.05). The AUCs
of the LASSO model for screening for trisomy 21 were
0.983 (95% CI, 0.971–0.994) in the training set and
0.979 (95% CI, 0.966–0.993) in the validation set, and
these were higher than the AUCs of all eight individual
ultrasonographic markers included in the model. The
AUC of the LASSO model in the retest set was 0.997
(95% CI, 0.990–1.000), indicating good robustness of
the LASSO model. The AUC of the LASSO model was
significantly higher than that of the model based on fetal
NT and maternal age in both training and validation sets
(P < 0.001 for both). The nomogram of the LASSO model
showed good discrimination of trisomy 21, with C-indices
of 0.983 in the training set and 0.981 in the validation
set.

Conclusions We present an individualized nomogram
which incorporates fetal NT and a series of ultrasono-
graphic facial profile markers selected by the LASSO
method and multivariable analysis. This nomogram can
potentially be utilized as a convenient and effective tool in
screening for trisomy 21 in the first trimester of pregnancy.
© 2020 The Authors. Ultrasound in Obstetrics & Gyne-
cology published by John Wiley & Sons Ltd on behalf
of International Society of Ultrasound in Obstetrics and
Gynecology.

INTRODUCTION

Trisomy 21 is the most common chromosomal abnormal-
ity. Growth delay and intellectual disability are common
in children with Down syndrome1. Screening for trisomy
21 in the first trimester of pregnancy is of critical impor-
tance, in order to provide women with affected fetuses
reproductive choices at the earliest opportunity.

The 2013 ISUOG Practice Guidelines2 state that fetal
nuchal translucency thickness (NT) and absence of the
nasal bone can be used to screen for chromosomal
abnormalities in the first trimester of pregnancy. Fur-
thermore, it has been observed that some trisomy-21
fetuses have abnormal facial features, such as a flat
face and nasal-bridge collapse. However, the evalua-
tion of these observations is subjective. Considerable
effort has been devoted to transforming such abnor-
mal facial features into objective ultrasonographic
facial markers. There are essentially three main cat-
egories of quantitative fetal facial marker: (1) length
and ratio, including prenasal thickness, nasal bone
length, prenasal-thickness-to-nasal-bone-length ratio and
prefrontal space ratio3,4; (2) angles, including fron-
tomaxillary facial angle, maxilla-nasion-mandible angle,
frontonasal facial angle and mandibulomaxillary facial
angle5–8; and (3) facial profile line4. Some of these mark-
ers, such as prenasal-thickness-to-nasal-bone-length ratio,
frontomaxillary facial angle, prefrontal space ratio and
facial profile line have been assessed individually for the

prediction of trisomy 21 in the first trimester3–5, whilst
the others have only been utilized in the second and third
trimesters. No study has reported on the performance of
screening for trisomy 21 based on a combination of these
quantitative markers in the first trimester of pregnancy.

Machine-learning methodology is a branch of research
on artificial intelligence9,10. Machine-learning algorithms
build a mathematical model based on sample data
(known as ‘training data’) to make predictions without
being programmed explicitly to perform the task11. In
recent years, the machine-learning method has been
utilized widely for the identification of tumors from
ultrasonographic images12. This method has yet to be
applied in prenatal screening13. The aim, therefore, of
this study was to develop and validate a nomogram that
incorporates fetal NT and ultrasonographic fetal facial
markers for screening for trisomy 21 in the first trimester
of pregnancy, in cases in which the fetal face could be
visualized adequately.

METHODS

The process of development of the nomogram for
screening for trisomy 21 in the first trimester of pregnancy
is illustrated in Figure 1.

Patients

This was a retrospective case–control study using stored
fetal ultrasound images obtained at the Department
of Ultrasound at the Beijing Obstetrics & Gynecology
Hospital, Maternal & Child Health Centre, Capital
Medical University, Beijing, China, between January 2009
and February 2019. We selected from our database
two-dimensional images in the midsagittal plane of
the fetal face from singleton pregnancies at 11 to
13 + 6 weeks’ gestation. The criteria for selection were
as follows: (a) fetal karyotype confirmed by chorionic
villus sampling or amniocentesis; (b) fetal nasal bone,
frontal bone, skin over the nasal bone and the anterior
edges of maxilla and mandible clearly visible on the image.

During the study period, 408 cases of trisomy 21 were
confirmed by chorionic villus sampling or amniocentesis.
Of these, 83 (20%) cases were excluded because of poor
image quality, and a further 23 (6%) were excluded due to
absence of the nasal bone, as many of the ultrasonographic
markers rely on its presence. Thus, images from 302
trisomy-21 cases were retrieved for inclusion in the study.
These were matched with images from 322 euploid fetuses
that were selected randomly using the same criteria as for
the trisomy-21 cases. Images were divided into a training
set (200 euploid + 200 with trisomy 21) and a validation
set (122 euploid + 102 with trisomy 21) at a ratio of
approximately 2:1 (Figure 2).

Markers

For each of the 624 fetuses, the following data were
collected: maternal age, gestational age, fetal karyotype
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and fetal NT, and the following 12 facial ultrasonographic
markers were measured: prenasal thickness, nasal bone
length, prenasal-thickness-to-nasal-bone-length ratio, d1
(distance between the anterior edge of the frontal bone
and the anterior edge of the prefrontal skin), d2 (distance
between the anterior edge of the prefrontal skin (at the
same point as the d1 measurement) and the mandibu-
lomaxillary line), prefrontal space ratio (calculated as
d2/d1), frontomaxillary facial angle, mandibulomaxillary
facial angle, maxilla-nasion-mandible angle, frontonasal
facial angle, facial profile line and the F distance (the
largest perpendicular distance between the facial profile
line and the outermost part of the frontal bone). These
facial markers were measured manually, using retrieved
midsagittal images which had been acquired for the mea-
surement of fetal NT, by a single sonographer (Y.S.), using
ITK-snap software (Version 3.6.0, http://www.itksnap
.org). The sonographer was blinded to the karyotypic
results.

Ultrasound images demonstrating the facial ultrasono-
graphic marker measurements in euploid and trisomy-21
fetuses are given in Appendix S1. Prenasal thickness was
the shortest distance between the anterior edge of the

lowest part of the frontal bone and the anterior line of
skin. Nasal bone length was measured between the two
ends of the ossification line (Figure S1 in Appendix S1)3.
For d1 and d2, the mandibulomaxillary line was drawn
between the anterior edge of the mandible and the ante-
rior edge of the maxilla, and extended in the direction of
the frontal bone. Both d1 and d2 were measured approxi-
mately parallel to the inferior edge of the maxilla. d1 was
the distance between the anterior edge of the frontal bone
and the anterior edge of the prefrontal skin and d2 was
the distance between the anterior edge of the prefrontal
skin at the same point as the d1 measurement and the
mandibulomaxillary line. When the mandibulomaxillary
line crossed behind the anterior edge of the prefrontal
skin, d1 was measured between the frontal bone and
the prefrontal skin, while d2 was measured between the
mandibulomaxillary line and the prefrontal skin and mul-
tiplied by –1. The prefrontal space ratio was calculated as
d2/d1 (Figure S2 in Appendix S1)4. The frontomaxillary
facial angle was measured between a line along the upper
surface of the palate and a line from the upper-anterior
corner of the maxilla to the external surface of the frontal
bone or the external surface of an echogenic line under the

(a) (b)Ultrasonographic images and marker delineation
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Figure 1 Flowchart summarizing development of nomogram for screening for trisomy 21 in first trimester of pregnancy. (a) Marker
delineation of euploid fetuses and fetuses with trisomy 21. (b) Marker selection using least absolute shrinkage and selection operator
(LASSO) method. (c) Development of LASSO model and nomogram. AUC, area under the receiver-operating-characteristics curve;
d2, distance between anterior edge of prefrontal skin and mandibulomaxillary line; FMF, frontomaxillary facial angle; FNA, frontonasal
facial angle; FPL, facial profile line; MMF, mandibulomaxillary facial angle; MNM, maxilla-nasion-mandible angle; NBL, nasal bone length;
NT, nuchal translucency thickness; PFSR, prefrontal space ratio; PT, prenasal thickness.
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skin, representing the metopic suture that remained open
(Figure S3 in Appendix S1)5. The mandibulomaxillary
facial angle was measured between a line along the upper
surface of the palate (as for the frontomaxillary facial
angle) and a line from the upper-anterior corner of the
maxilla to the upper anterior corner of the mandible
(Figure S3 in Appendix S1)8. The nasion was the apex
of the maxilla-nasion-mandible angle; this angle was
measured between a line from the midpoint of the
anterior edge of the maxilla to the midpoint of the nasion
and a line from the nasion to the midpoint of the anterior
edge of the mandible. The nasion is the intersection of the
frontal and nasal bones. When there was no intersection
between nasal and frontal bones, the nasion was defined
as the intersection between the tangential line of the
nasal bone and the tangential line of the lowest part
of the frontal bone (Figure S4 in Appendix S1)14. The
frontonasal facial angle was measured between a line

along the outer profile of the nasal bone and a line travers-
ing the upper corner of the external profile of the nasal
bone, extending to the external surface of the forehead
(Figure S5 in Appendix S1)15. The facial profile line was
drawn from the nasion to the midpoint of the anterior
edge of the mandible, and was classified as ‘negative’,
‘zero’ or ‘positive’, which indicated that the facial profile
line passed the frontal bone anteriorly, longitudinally
or posteriorly, respectively. The F distance (the greatest
perpendicular distance between the facial profile line and
the outermost part of the frontal bone) was measured
when the facial profile line was positive (Figure S6 in
Appendix S1)4.

In total, we evaluated 15 markers, including maternal
age, fetal NT, fetal NT ≥ 2.5 mm and the 12 facial
ultrasonographic markers. We selected the most useful
predictive markers for trisomy 21 from these markers
using the least absolute shrinkage and selection operator

Fetal images acquired
between January 2009 and February 2019

Trisomy-21 fetuses (n = 302) Euploid fetuses (n = 322)

Training set: images from 400 fetuses

Prediction model (LASSO model)

Retest set: images from 30
euploid fetuses 

Retest set: images from 30
trisomy-21 fetuses 

Random selection of 60 cases; markers delineated to further
evaluate marker stability and robustness of model 

Testing

Validation set: images from 224 fetuses

Validation

Singleton pregnancies with fetal nasal bone
present at 11 + 0 to 13 + 6 weeks

Figure 2 Flowchart summarizing development and verification of prediction model (least absolute shrinkage and selection operator (LASSO)
model).
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(LASSO) method and multivariable analysis. The LASSO
method uses the penalty parameter ln(λ) to shrink
automatically regression coefficients of these 15 markers;
the greater the value of ln(λ), the more a marker’s
coefficient will shrink to zero (Figure 3). We excluded any
marker whose coefficient was shrunk to approximately
zero, and selected for inclusion the remaining markers.
Multivariable analysis was used on the markers selected
by the LASSO method, and the markers with P < 0.05
were selected for development of the prediction model.

Prediction (LASSO) model

In the training set, a prediction model (LASSO model)
for screening for trisomy 21 in the first trimester of
pregnancy was developed using logistic regression based
on the selected markers. In order to validate the predictive
performance of the LASSO model, the area under the
receiver-operating-characteristics (ROC) curve (AUC) of
the LASSO model was calculated for both the training
and the validation sets.

In order to examine whether the screening performance
of the LASSO model was operator-dependent, 60 fetuses
(30 euploid and 30 with trisomy 21) were selected
randomly from our dataset of 624, to act as a retest
set. Delineation of the ultrasonographic markers in these
60 retest cases was performed by another sonographer
(X.L.), who was blinded to the observations of the first
sonographer (Y.S.) and to the karyotype results. The
predictive performance of the LASSO model for trisomy
21 in this retest set was also assessed.

For the purpose of comparison, two additional models
were developed, using logistic regression: (1) a model
based on the combination of fetal NT and maternal age
(the standard method of screening in many countries); (2)
a model combining all 15 markers considered in this study
(maternal age, fetal NT, fetal NT ≥ 2.5 mm, prenasal
thickness, nasal bone length, prenasal-thickness-to-
nasal-bone-length ratio, d1, d2, prefrontal space ratio,
frontomaxillary facial angle, maxilla-nasion-mandible
angle, frontonasal facial angle, mandibulomaxillary
facial angle, facial profile line and the F distance). The
predictive performance of the LASSO model for trisomy
21 was compared with that of these two models.

Development and validation of nomogram

In order to provide clinicians with an individualized tool
to predict patient-specific probability for trisomy 21, a
nomogram was developed based on the LASSO model
constructed in the training set. The nomogram provided
a visual presentation of the LASSO model. Each marker
was assigned a ‘point’ on the nomogram, based on its
predictive ability for trisomy 21. The sum of points for
a particular fetus was then converted into an overall risk
score for trisomy 21.

In order to validate the performance of the nomogram,
the concordance index (C-index) was calculated and a
calibration curve for the nomogram was produced.

Statistical analysis

Statistical analysis was performed using R software
(Version 3.5.2, http://www.R-project.org). Differences for
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numerical and for categorical variables were calculated
based on the t-test, Mann–Whitney U-test or chi-square
test, as appropriate. The screening performance of each
marker and of each of the three models was evaluated
by ROC-curve analysis. Youden’s index was used to
calculate the optimal threshold (cut-off) for prediction of
trisomy 21. The DeLong test was used to compare ROC
curves. The performance of the nomogram was assessed
by C-index and Hosmer-Lemeshow test (a value > 0.05
shows good performance)16. P < 0.05 was considered
statistically significant.

RESULTS

Maternal age and first-trimester fetal ultrasonographic
markers are presented in Table 1. All markers were
significantly different between the trisomy-21 and the
euploid fetuses.

In the training set, nine potential markers, includ-
ing fetal NT, NT ≥ 2.5 mm, prenasal-thickness-to-nasal-
bone-length ratio, facial profile line, frontomaxillary facial
angle, frontonasal facial angle, mandibulomaxillary facial
angle, maxilla-nasion-mandible angle and d2, were iden-
tified by the LASSO method. Multivariable analysis led
us to exclude fetal NT ≥ 2.5 mm, with a P-value of 0.63.
Thus, eight markers were used to develop the LASSO
model.

LASSO model

The risk scores for trisomy 21 based on the LASSO
model are given in Appendix S2 (including Figures S7 and
S8). The AUC of the LASSO model was higher than the
AUCs of all eight individual ultrasonographic markers
included in the model, in both training and validation sets
(LASSO model AUC, 0.983 (95% CI, 0.971–0.994) and

0.979 (95% CI, 0.966–0.993), respectively) (Figure 4 and
Table 2). The LASSO model showed good discrimination
of trisomy 21 in the retest set, with an AUC of 0.997
(95% CI, 0.990–1.000) (Figure 5).

The predictive performance in screening for trisomy
21 of the model based on fetal NT and maternal age, the
model based on all markers and the LASSO model are
presented in Table 3. The corresponding detection rates
of the three models, at false-positive rates (FPRs) of 1%,
3% and 5%, for screening for trisomy 21 are presented
in Table 4. The ROC curves of the models are presented
in Figure 6. The LASSO model showed significantly
higher AUCs in both training (P < 0.001) and validation
(P < 0.001) sets when compared with the model based
on fetal NT and maternal age (Table 3), and it showed
a lower AUC in the training set (P = 0.004), but a higher
AUC in the validation set (P = 0.001), when compared
with the model based on all markers. The model based on
all markers showed significantly higher AUCs in both the
training set (P < 0.001) and the validation set (P < 0.001)
when compared with the model based on fetal NT
and maternal age. For the LASSO model, there was no
statistically significant difference in AUCs between the
training set and the validation set (P = 0.697). For the
model based on all markers, the AUC in the training set
was higher than the AUC in the validation set (P < 0.001).

Nomogram

The predictive ability of each independent marker
included in the LASSO model for trisomy 21 is reflected
in the nomogram (Figure 7a); an example, based on a
trisomy-21 case, is illustrated in Figure 7b. The nomogram
showed good performance, with C-indices of 0.983 and
0.981 in the training and validation sets, respectively. The

Table 1 Maternal age and first-trimester fetal ultrasonographic markers in 322 euploid fetuses and 302 fetuses with trisomy 21

Parameter Euploid Trisomy 21 P

Maternal age (years) 33 (30–38) 36 (31–39) < 0.001
Prenasal thickness (mm) 1.2 (1.0–1.4) 1.4 (1.2–1.7) < 0.001
Nasal bone length (mm) 2.0 (1.8–2.1) 1.8 (1.5–2.0) < 0.001
Prenasal-thickness-to-nasal-bone-length ratio 0.62 (0.48–0.73) 0.85 (0.71–0.97) < 0.001
d1 (mm) 1.2 (1.0–1.4) 1.4 (1.2–1.7) < 0.001
d2 (mm) 1.0 (0.8–1.3) 0.8 (0.6–1.0) < 0.001
Prefrontal space ratio (d2/d1) 0.86 (0.75–1.00) 0.57 (0.43–0.75) < 0.001
Mandibulomaxillary facial angle (◦) 93.55 (92.15–96.18) 93.15 (91.30–94.57) 0.046
Frontomaxillary facial angle (◦) 83.00 ± 4.88 88.84 ± 6.24 < 0.001
Maxilla-nasion-mandible angle (◦) 10.02 ± 1.87 7.83 ± 2.41 < 0.001
Frontonasal facial angle (◦) 115.75 ± 4.81 121.35 ± 4.90 < 0.001
NT (mm) 1.5 (1.2–1.8) 3.2 (1.9–4.2) < 0.001
NT ≥ 2.5 mm 26 (8.1) 207 (68.5) < 0.001
Facial profile line < 0.001

Negative 0 (0.0) 37 (12.3)
Zero 250 (77.6) 241 (79.8)
Positive 72 (22.4) 24 (7.9)

F distance (cm)* 0.16 (0.15–0.19) 0.30 (0.26–0.32) < 0.001

Data are given as median (interquartile range), mean ± SD or n (%). *In cases with positive facial profile line. d1, distance between anterior
edge of frontal bone and anterior edge of prefrontal skin; d2, distance between anterior edge of prefrontal skin and mandibulomaxillary line;
F distance, largest perpendicular distance between facial profile line and outermost part of frontal bone; NT, nuchal translucency thickness.
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indicators of the Hosmer–Lemeshow test in the training
and validation sets were 0.157 and 0.132, respectively.
The nomogram also showed a good calibration curve in
the training set. However, the calibration curve in the
validation set showed that the nomogram had a tendency
to overestimate the risk for trisomy 21, in comparison to
that in the training set (Figure 8a). The calibration curve
of the entire dataset of 624 fetuses is given in Figure 8b.

DISCUSSION

Main findings

In this study, we developed and validated a LASSO
model-derived nomogram, which incorporates fetal NT
and a series of fetal facial ultrasonographic markers
relating to the nasal bone, prenasal thickness and flatness
of the face, for the individualized prediction of trisomy

21 in the first trimester of pregnancy. The LASSO model
was shown to be superior in the prediction of trisomy 21
to a model based on fetal NT and maternal age, whilst it
had a lower AUC in the training set but a higher AUC in
the validation set in comparison with a model based on
all 15 markers; this may be because the model based on
all markers was overfitting due to the use of redundant
markers17. The calibration curve of the validation set
showed that the nomogram based on the LASSO model
has a tendency to overestimate the risk for trisomy 21;
this may be related to the limited sample size.

Comparison with previous studies

Other than fetal NT, only four of the ultrasonographic
markers selected by the LASSO method had been
evaluated previously for their predictive performance
for trisomy 21 in the first trimester: prenasal

LASSO: AUC = 0.983
NT: AUC = 0.822
PT/NBL: AUC = 0.800
FNA: AUC = 0.792
FMF: AUC = 0.791
MNM: AUC = 0.788
d2: AUC = 0.735
FPL: AUC = 0.612
MMF: AUC = 0.558

LASSO: AUC = 0.979
PT/NBL: AUC = 0.840
NT: AUC = 0.831
FNA: AUC = 0.765
FMF: AUC = 0.705
MNM: AUC = 0.684
MMF: AUC = 0.649
d2: AUC = 0.636
FPL: AUC = 0.633
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Figure 4 Receiver-operating-characteristics curves for prediction of trisomy 21 by least absolute shrinkage and selection operator (LASSO)
model and, individually, eight ultrasonographic markers included in LASSO model, in training set (a) and validation set (b). Areas under the
curves are given in Table 2. d2, distance between anterior edge of prefrontal skin and mandibulomaxillary line; FMF, frontomaxillary facial
angle; FNA, frontonasal facial angle; FPL, facial profile line; MMF, mandibulomaxillary facial angle; MNM, maxilla-nasion-mandible
angle; NT, nuchal translucency thickness; PT/NBL, prenasal-thickness-to-nasal-bone-length ratio.

Table 2 Areas under receiver-operating-characteristics (ROC) curves (AUC) for prediction of trisomy 21 by least absolute shrinkage and selec-
ction operator (LASSO) model and, individually, eight ultrasonographic markers included in LASSO model, in training and validation sets

Model/marker Training set Validation set

LASSO model 0.983 (0.971–0.994) 0.979 (0.966–0.993)
Nuchal translucency thickness 0.822 (0.778–0.865) 0.831 (0.770–0.892)
Prenasal-thickness-to-nasal-bone-length ratio 0.800 (0.758–0.843) 0.840 (0.788–0.891)
Frontonasal facial angle 0.792 (0.749–0.835) 0.765 (0.704–0.826)
Frontomaxillary facial angle 0.791 (0.747–0.835) 0.705 (0.637–0.773)
Maxilla-nasion-mandible angle 0.788 (0.744–0.831) 0.684 (0.614–0.754)
d2 0.735 (0.688–0.782) 0.636 (0.565–0.707)
Facial profile line 0.612 (0.574–0.651) 0.633 (0.587–0.678)
Mandibulomaxillary facial angle 0.558 (0.501–0.614) 0.649 (0.578–0.720)

Data are given as AUC (95% CI). ROC curves are shown in Figure 4. d2, distance between anterior edge of prefrontal skin and mandibulo-
maxillary line.
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thickness-to-nasal bone length ratio, frontomaxillary
facial angle, d2 and facial profile line. Our study con-
firmed that the first-trimester prenasal thickness-to-nasal
bone length ratio in trisomy 21 fetuses is greater than that
in euploid fetuses3. Borenstein et al.5 demonstrated that
adding the frontomaxillary facial angle to first-trimester
combined screening led to an increase in the estimated
detection rate of trisomy 21, from 90% to 94% at
a FPR of 5% and from 85% to 92% at a FPR of
3%5. We found that the frontomaxillary facial angle
was increased in trisomy-21 fetuses. The same research
group also reported that trisomy-18 fetuses had smaller
mandibulomaxillary facial angle compared with euploid
fetuses in the first trimester8. Our study proves that the
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Figure 5 Receiver-operating-characteristics curve for prediction of
trisomy 21 by least absolute shrinkage and selection operator
(LASSO) model in retest set. Area under the curve = 0.997
(95% CI, 0.990–1.000).

mandibulomaxillary facial angle also has the potential
to be an effective marker in the prediction of trisomy
21 in the first trimester. Midfacial hypoplasia is com-
mon in trisomy-21 fetuses. However, while measurement
of the frontonasal facial angle is feasible at 11 + 0 to
13 + 6 weeks7, this has not been reported in trisomy 21.
We found that the frontonasal facial angle was increased
in these fetuses. Our study also found that the prefrontal
space ratio and d2 were both lower in the first trimester in
trisomy-21 fetuses compared with euploid fetuses4, con-
firming the suggestion of Bakker et al.4 that fetuses with
trisomy 21 may have increased prenasal thickness, with
lagging growth and forward displacement of the maxilla,
resulting in a smaller d2 and decreased prefrontal space
ratio. Neither prefrontal space ratio nor d1 was included
in our LASSO model, while d2 was included. It appears
that the prenasal-thickness-to-nasal-bone-length ratio is
superior to the prefrontal space ratio and d1 in the pre-
diction of trisomy 21 in the first trimester of pregnancy. In
the same study, Bakker et al.4 found that the facial profile
line showed no clear pattern in relation to trisomy-21
fetuses. Interestingly, a second- and third-trimester study

Table 4 Comparison of detection rates of three models in screening
for trisomy 21, at false-positive rates (FPR) of 1%, 3% and 5%

Detection rate (% (95% CI)) for:

Model FPR of 1% FPR of 3% FPR of 5%

Fetal NT and maternal age
Training set 59 (52–66) 66 (59–73) 71 (65–77)
Validation set 76 (67–84) 82 (75–90) 84 (77–91)

All markers
Training set 92 (89–96) 96 (94–99) 98 (96–100)
Validation set 92 (87–97) 94 (90–99) 95 (91–99)

LASSO model
Training set 90 (86–95) 91 (87–95) 93 (90–96)
Validation set 92 (87–97) 93 (88–98) 94 (90–99)

For each model, sensitivity in validation set was calculated
according to cut-off of training set. LASSO, least absolute shrinkage
and selection operator; NT, nuchal translucency thickness.

Table 3 Comparison of predictive performance of three models in screening for trisomy 21

Model
Detection rate
(% (95% CI))

False-positive rate
(% (95% CI))

Youden index
(cut-off)

AUC
(95% CI)

Fetal NT and maternal age
Training set 75.0 (69.0–81.0) 7.0 (3.5–10.5) 0.68 (0.561) 0.883 (0.847–0.918)
Validation set 84.3 (77.3–91.4) 78.7 (71.4–86.0) — 0.797 (0.729–0.866)

All-markers model
Training set 96.0 (93.3–98.7) 1.0 (0.1–3.9) 0.95 (0.644) 0.994 (0.988–1.000)
Validation set 93.1 (88.2–98.0) 28.7 (26.8–43.7) — 0.931 (0.896–0.966)

LASSO model
Training set 90.5 (86.4–94.6) 0.5 (0–1.5) 0.90 (0.661) 0.983 (0.971–0.994)
Validation set 92.2 (86.9–97.4) 7.4 (2.7–12.0) — 0.979 (0.966–0.993)

‘All-markers’ model included 15 markers: maternal age, fetal nuchal translucency thickness (NT), fetal NT ≥ 2.5 mm, prenasal thickness,
nasal bone length, prenasal-thickness-to-nasal-bone-length ratio, d1, d2, prefrontal space ratio, frontomaxillary facial angle, mandibulo-
maxillary facial angle, maxilla-nasion-mandible angle, frontonasal facial angle, facial profile line and the F distance. LASSO model included
eight markers: fetal NT, prenasal-thickness-to-nasal-bone-length ratio, facial profile line, frontomaxillary facial angle, frontonasal facial
angle, mandibulomaxillary facial angle, maxilla-nasion-mandible angle and d2. Receiver-operating-characteristics curves are shown in
Figure 6. AUC, area under the receiver-operating-characteristics curve; LASSO, least absolute shrinkage and selection operator.
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Figure 6 Receiver-operating-characteristics curves for prediction of trisomy 21 by model based on fetal nuchal translucency thickness and
maternal age (a), model based on all 15 markers considered (b) and least absolute shrinkage and selection operator (LASSO) model (c), in
training set ( ) and validation set ( ). Areas under the curves are given in Table 3.
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Figure 7 Nomogram for screening for trisomy 21 in first trimester of pregnancy (a), showing example of a case of trisomy 21 (b). Dashed
arrows indicate points corresponding to individual markers and solid arrow represents overall risk score, converted from total points. In this
case, fetal nuchal translucency thickness (NT) was 1.7 mm, prenasal-thickness-to-nasal-bone-length ratio (PT/NBL) was 0.48, facial profile
line (FPL) was 0, frontomaxillary facial angle (FMF) was 88.79◦, mandibulomaxillary facial angle (MMF) was 95.60◦, frontonasal facial
angle (FNA) was 125.52◦, maxilla-nasion-mandible angle (MNM) was 7.32◦, distance between anterior edge of prefrontal skin and
mandibulomaxillary line (d2) was 1.0 mm, corresponding to points of 1.71 + 1.01 + 1.73 + 2.18 + 1.27 + 5.12 + 1.82 + 2.32 = 17.16,
providing a risk score in this case for trisomy 21 of 0.5.
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Figure 8 Calibration curves for nomogram for screening for
trisomy 21 in first trimester of pregnancy, in training ( ) and
validation ( ) sets (a) and for entire dataset of 624 fetal images
( ) (b). Solid lines represent ideal performance.

reported that there were no normal fetuses with a negative
facial profile line, which is consistent with our findings18.
Weichert et al.19 found the maxilla-nasion-mandible angle
to be smaller in trisomy-21 fetuses than in euploid fetuses
in the second trimester of pregnancy. We found a similar
relationship in our study, suggesting that this angle could
be effective in the prediction of trisomy 21 in the first
trimester.

The detection rate based on maternal age alone in
screening for trisomy 21 is 30% at a 5% FPR20. With the
identification of more sensitive and specific fetal markers,
one might expect that the use of maternal age will
eventually be phased out. This was indeed the case in
the present study, with maternal age being excluded from
the LASSO model.

Implications for clinical practice

For over a decade, the first-trimester combined test,
including maternal age, fetal NT and maternal serum
biochemistry, with a detection rate of 90% at a FPR of
5%, has played a major role in screening for trisomy
21 in the first trimester of pregnancy. In recent years,
cell-free (cf)DNA testing has improved significantly the
performance of screening for trisomy 21, with a detection
rate of > 99% at a FPR of < 0.1%21–24. However, the
cost of cfDNA testing is high, making it impossible
to offer it to all pregnant women. In some countries,
the current recommendation is to offer cfDNA testing
contingent on the results of the first-trimester combined
test25,26. In China, the primary screening method for
trisomy 21 is a combination of fetal NT and maternal age
at 11–13 weeks’ gestation. Our study has demonstrated
that the LASSO model achieves better performance than
does a combination of fetal NT and maternal age. This
implies that, if the LASSO model is used as the primary
ultrasonographic screening method, cfDNA testing could
be offered to < 1% of the screened population.

Limitations

This was a retrospective study. Limitations include the fact
that fetuses with ineligible images and those with absence
of the nasal bone were excluded. This exclusion may have
contributed to bias in our findings. In relation to the latter,
in clinical practice it is well established that absence of the
nasal bone is the second most important ultrasonographic
marker in screening for trisomy 21. We excluded 23 of
325 (7%) cases with absence of the nasal bone. Further
research is needed for development of a model that would
allow evaluation of facial markers when there is absence
of the nasal bone.

Conclusions

In this retrospective, case–control study, we have
presented a promising, individualized nomogram that
incorporates fetal NT and a series of ultrasonographic
facial profile markers selected by the LASSO method and
multivariable analysis. The nomogram can potentially be
utilized as a convenient and effective tool in screening for
trisomy 21 in the first trimester of pregnancy and requires
prospective validation in future research.
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SUPPORTING INFORMATION ON THE INTERNET

The following supporting information may be found in the online version of this article:

Appendix S1 Definition and delineation of ultrasonographic markers (including Figures S1–S6)

Appendix S2 Risk scores for trisomy 21 based on the LASSO model (including Figures S7 and S8)
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