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Background: Central lymph node metastasis (CLNM) occurs frequently in patients with
papillary thyroid cancer (PTC), but performing prophylactic central lymph node dissection
is still controversial. There are no reliable models for predicting CLNM. This study aimed to
develop predictive models for CLNM by machine learning (ML) algorithms.

Methods: Patients with PTC who underwent initial thyroid resection at our hospital
between January 2018 and December 2019 were enrolled. A total of 22 variables,
including clinical characteristics and ultrasonography (US) features, were used for
conventional univariate and multivariate analysis and to construct ML-based models. A
5-fold cross validation strategy was used for validation and a feature selection approach
was applied to identify risk factors.

Results: The areas under the receiver operating characteristic curve (AUC) of 7 models
ranged from 0.680 to 0.731. All models performed significantly better than US
(AUC=0.623) in predicting CLNM (P<0.05). In decision curve, most of the models also
performed better than US. The gradient boosting decision tree model with 7 variables was
identified as the best model because of its best performance in both ROC (AUC=0.731)
and decision curves. Based on multivariate analysis and feature selection, young age,
male sex, low serum thyroid peroxidase antibody and US features such as suspected
lymph nodes, microcalcification and tumor size > 1.1 cm were the most contributing
predictors for CLNM.

Conclusions: It is feasible to develop predictive models of CLNM in PTC patients by
incorporating clinical characteristics and US features. The ML algorithm may be a useful
tool for the prediction of lymph node metastasis in thyroid cancer.

Keywords: machine learning, cross-validation, central lymph node metastasis, papillary thyroid cancer,
feature selection
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INTRODUCTION

Thyroid cancer is the most common malignant endocrine
carcinoma (1, 2). With the rapid advancement of molecular
and radiological technologies, the diagnostic accuracy on thyroid
cancer has been improved (3). Papillary thyroid cancer (PTC),
accounting for 85% to 90% of all thyroid carcinomas, has been
increasing in incidence in recent years (4, 5), especially for
papillary thyroid microcarcinoma (6). Central lymph node
metastasis (CLNM) occurs frequently in PTC, with a
prevalence that could be as high as 40% to 90% (7). It was
reported that patients with CLNM might be more likely to have
distant metastasis and poor survival than those without CLNM
(8). Thus, central lymph node dissection (CLND) is required for
these patients. However, considering operative complications
such as laryngeal nerve paralysis and hypocalcemia caused by
the removal of CLND, it is still controversial whether CLND
should be performed in all PTC patients. There are also some
patients with microscopic and undetectable CLNM who are hard
to evaluate by preoperative examination (9), though the
significant difference of prognoses among micrometastatic PTC
patients who is typically resected with prophylactic CLND
appears minimal (10), but whether micrometastases could
cause recurrence or distant metastasis remains unclear.
Therefore, it is clinically significance to identify patients with a
high risk for CLNM before surgery.

Furthermore, central compartment of lymph nodes seems to
be the first station of nodal metastasis among thyroid cancer
(11). The current approaches to evaluating lymph status before
operation mainly included ultrasonography (US) and invasive
fine needle aspiration (FNA), though with limited sensitivity (12,
13). There is still lack of more accurate method for identifying
the risk of cervical lymph node metastasis. Developing new
diagnostic tools for predicting cervical lymph node status is
highly necessary.

Machine learning (ML) is a novel computer-based method for
data analysis that has been widely applied in clinical medicine
(14). ML can find more interactions between variables and
outcomes by learning from dataset patterns than conventional
statistical methods such as multinomial naïve Bayes (MNB) (15).
Since very few studies have developed ML-based predictive
models for thyroid cancer, this study aims to construct
multiple ML-based models for the preoperative prediction of
CLNM and identify risk factors associated with CLNM in
patients with PTC.
MATERIALS AND METHODS

Patients
This retrospective study was approved by the Ethics Committee
of Peking Union Medical College Hospital (PUMCH), and
written informed consent was obtained from all patients. A
total of 1103 patients who underwent initial thyroid resection
in PUMCH between January 2018 and December 2019 were
enrolled in this study. All patients had PTC proven by final
Frontiers in Endocrinology | www.frontiersin.org 2
pathology. The exclusion criteria were as follows: 1) other types
of thyroid tumors; 2) undergoing any chemotherapy or
radiotherapy for thyroid malignancy before surgery; 3) no
CLND; and 4) incomplete clinical information.

Surgical Approach
For unilateral lobe PTC, lobectomy plus isthmusectomy with
ipsilateral CLND was performed. For bilateral PTC or PTC in the
isthmus, total thyroidectomy with bilateral CLND was
performed. If lateral lymph node metastasis was suspected by
preoperative ultrasound or proved by fine-needle aspiration
cytology, lateral lymph node dissection was also performed.
The dissection of the central compartment was considered
level VI and included the pretracheal, paratracheal, and
prelaryngeal lymph nodes. The lateral lymph nodes involve
levels II, III, IV, and V. All surgical specimens were identified
through intraoperative frozen section and postoperative paraffin
section examination by pathological experts from PUMCH.

Clinical Characteristics and
Ultrasonographical Features
The following clinical characteristics were retrospectively
collected for analysis: age, sex, body mass index (BMI), mean
arterial pressure (MAP), fasting blood glucose (FBG) and thyroid
function test results. All data were recorded before operation.
Thyroid function tests were performed within one month before
the operation at our hospital and included assessments of
triiodothyronine (T3), tetraiodothyronine (T4), free T3 (FT3),
free T4 (FT4), thyroid stimulating hormone (TSH), thyroid
peroxidase antibody (TPO-Ab) and thyroglobulin antibody
(TG-Ab).

All patients underwent cervical US within one month before
surgery at our hospital with Phillips IU 22 (Philips Healthcare,
Eindhoven, Netherlands), GE Logiq 9 (GE Healthcare,
Milwaukee, WI, USA) devices equipped with 5 to 12MHz
linear-array transducer (Thermal Index in soft tissue=0.1,
Mechanical Index=0.06). There were only few patients that
also underwent cervical computed tomography (CT) and FNA,
which were performed if necessary, and thus the findings of CT
and FNA were not included in this study. Based on US, the
following features were recorded: tumor size, tumor location,
hypoechogenicity, multiple nodules, bilateral nodules,
microcalcification, irregular shape, unclear margin and
capsular invasion. Tumor size was defined as the maximal
tumor diameter for unifocal cases and as the maximal
diameter of the largest tumor for multifocal cases (16, 17).
Tumor location was divided into two areas (left or right lobe,
and isthmus). Classification of internal echogenicity was made as
hypoechogenicity (totally solid) or non-hypoechogenicity
(including mixed cystic, solid and iso-echoic nodules). The
presence of multiple nodules was confirmed when there were
other nodules (benign or malignant) in the thyroid in addition to
the primary tumor. On a special occasion, when the additional
nodules located in the contralateral lobe of the primary tumor,
they were called bilateral nodules. Microcalcifications were
defined as punctate echogenic foci ≤ 1 mm inside tumors.
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Classification of tumor shape was made as regular or irregular.
Unclear margin was confirmed when the tumor nodules’margin
could not be well defined under US. Capsular invasion was
defined as the disruption of the perithyroidal echogenic line
between the thyroid capsule and the tumor. In addition, the
metastatic status of cervical lymph nodes (LNs) on US was also
included, which was based on multiple characteristics of lymph
nodes, including size, shape, margin, cortex, echogenicity,
echotexture, microcalcification, necrosis, hilar echogenicity and
vascularity (18). For cases with multifocal thyroid tumors, some
features such as hypoechogenicity, microcalcification, irregular
shape, unclear margin and capsular invasion were identified if
they were observed in any one of the tumors. All of the US
features above were assessed by sonographers at our hospital
with more than 10 years of experience in analyzing US image of
thyroid cancer.

Development of ML-Based Models
A total of 22 variables involving clinical characteristics and US
features (Table 2) were used to develop ML-based models for the
preoperative prediction of CLMN. Seven algorithms were
applied in this study, including six representative supervised
ML algorithms [random forest classifier (RFC), artificial neural
network (ANN), decision tree (DT), gradient boosting decision
tree (GBDT), extreme gradient boosting (XGBoost) and adaptive
boosting (AdaBoost)] (19–24) and the conventional algorithms
(MNB). Most of the algorithms are inexplicable except DT and
MNB, in which the function between variables and the outcome
cannot be visible to users. The ANN algorithm is a widely parallel
inter-connected network composed of adaptable simple units,
which can simulate the interaction of the biological nervous
system with real-world objects. The DT algorithm divides a
difficult prediction problem into two or more simpler subsets
like branches of the tree, and thus into different sub-problems
structurally. RFC is a more advanced algorithm based on DT,
which can used for both regression and classification. GBDT,
XGBoost and AdaBoost fall into one kind of important ML
algorithms called ensemble learning. It can improve the
generalization ability of the classifiers by training multiple
classifiers and then combining them to achieve better
prediction performance. Moreover, to construct more reliable
models, all continuous variables underwent preprocessing for z-
score normalization, except for MNB, in which min-max
normalization is preferred (25).

The predictive performance of these models was evaluated by
the area under the receiver operating characteristic (ROC) curve
(AUC). In addition, decision curve analysis (DCA) was used to
assess the clinical utility of these models. The predictive
performance of cervical US for CLNM was also evaluated and
compared with that of the models using a t-test.

Validation Strategy and Feature Selection
To minimize the adverse effect of overfitting, a common problem
in ML algorithms, 5-fold cross-validation and feature selection
were performed (26, 27). A classifier-specific importance
evaluator was applied to identify the optimal variables for each
model (28). A ranked list of variables was generated for each
Frontiers in Endocrinology | www.frontiersin.org 3
model, and all of the variables were compared to determine their
predictive importance for CLNM. The AUCs of different
numbers of variables were also calculated to find the optimal
dimension (number of variables) of each model.

Statistical Analysis
Univariate and multivariate analysis (LR forward) was
performed using IBM SPSS 25.0 (SPSS Inc; Chicago, IL, USA).
The development and validation of ML-based models were
performed using Python programming language (version 3.7,
Python Software Foundation). Student’s t-test was used to
compare models ’ predictive performance (AUC). The
normality of quantitative data was tested by the Shapiro-Wilk
test. Non-normally distributed data are expressed as the median
with interquartile range (IQR). Normally distributed quantitative
parameters were compared by Student’s t-test, while non-
normally distributed parameters were compared by the Mann-
Whitney U test. For categorical data, Pearson’s chi square test was
applied. A P value < 0.05 was considered statistically significant.
RESULTS

Demographic Characteristics
As shown in Table 1, this retrospective study cohort consisted of
297 (26.9%) males and 806 (73.1%) females, with a median age of
41 (IQR: 33–51) years. Of all patients, the median BMI, MAP,
FBG and tumor size were 24.33 (IQR: 21.97–26.67), 93 mmHg
TABLE 1 | Demographic characteristics of the patients.

Clinicopathological characteristics Data

All patients, n (%) 1103 (100.0)
Age, years† 41 (33–51)
Sex, n (%)
Male 297 (26.9)
Female 806 (73.1)

BMI† 24.33 (21.97–26.67)
MAP, mmHg† 93 (86–102)
FBG, mmol/L† 5.1 (4.8–5.5)
Tumor size, cm† 1.0 (0.7–1.5)
≤ 1.0 560 (50.8)
1.0–2.0 385 (34.9)
≥ 2.0 158 (14.3)

Multiple nodules, n (%)
Yes 660 (59.8)
No 443 (40.2)

Bilateral nodules, n (%)
Yes 542 (49.1)
No 561 (50.9)

Central lymph node metastasis
Positive 612 (55.5)
Negative 491 (44.5)

Surgical resection, n (%)
Lobectomy plus isthmusectomy with ipsilateral CLND 439 (39.8)
Total thyroidectomy with bilateral CLND 664 (60.2)

No. of harvested central lymph nodes† 7 (5–11)
No. of positive central lymph nodes† 3 (1–5)
October 2020 | Volume
†Continuous variables were expressed as median with interquartile range.
BMI, body mass index; MAP, mean arterial pressure; FBG, fasting blood glucose; CLND,
central lymph node dissection.
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(IQR: 86–102), 5.1 mmol/L (IQR: 4.8–5.5), and 1.0 cm (IQR: 0.7–
1.5), respectively. There were 560 (50.8%) patients with tumors ≤
1.0 cm, 385 (34.9%) patients with tumors 1.0 to 2.0 cm and 158
(14.3%) patients with tumors ≥ 2.0 cm. The presence of multiple
nodules was observed in 660 (59.8%) cases, and bilateral nodules
were observed in 542 (49.1%) cases. A total of 612 (55.5%)
patients were proven to have positive central LNs by
postoperative pathology. There were 439 (39.8%) patients who
underwent lobectomy plus isthmusectomy with ipsilateral
Frontiers in Endocrinology | www.frontiersin.org 4
CLND and 664 (60.2%) who underwent total thyroidectomy
with bilateral CLND. The median number of harvested central
LNs was 7 (IQR: 5–11), while that of positive central LNs was 3
(IQR: 1–5).

Univariate and Multivariate Analyses of
Variables
Univariate analysis (Table 2) showed that CLNM was
significantly associated with age, sex, FBG, FT3, FT4, TPO-Ab
and US features such as tumor size, microcalcification, irregular
shape and suspected LNs (P<0.05). Then, variables with P<0.05
in the univariate analysis were selected for multivariate analysis
using LR forward stepwise selection. The results showed that age
(OR=0.959, 95% CI: 0.948–0.971, P<0.001), male sex (vs. female,
OR=1.527, 95% CI: 1.132–2.059, P=0.006), TPO-Ab (OR=0.998,
95% CI: 0.997–0.999, P=0.003) and US features such as tumor
s i ze (OR=1 .234 , 95% CI : 1 .058–1 .439 , P=0 .007) ,
microcalcification (OR=1.911, 95% CI: 1.461–2.500, P<0.001)
and suspected LNs (OR=3.268, 95% CI: 2.401–4.448, P<0.001)
were independent risk factors for CLNM (Table 3).

Predictive Performance and Clinical
Usefulness of ML-Based Models
Using all 22 variables, predictive models for CLNM were
developed based on 7 algorithms. The predictive performance
of the models is shown in Figure 1 and Table 4. All models we
developed performed significantly better than US (AUC=0.623,
SD=0.017, P<0.05). The AUC values of ML models were higher
than the conventional MNB except DT and XGBoost, though the
differences were not significant (P>0.05).

To evaluate the clinical utility of these models, DCA was
performed (Figure 2). According to the incidence of CLNM
among patients with PTC, the reasonable range of thresholds was
set as 0.4 to 0.9. Almost at the entire range, all ML-based models
showed higher net benefits than the two extreme lines (treat-
none and treat-all) except AdaBoost. It was noteworthy that
three ML-based model, GBDT, ANN and RFC, always
performed better than US and other models. There were
sharply decreases at the threshold range of 0.7 to 0.9 for ANN
and 0.6 to 0.8 for RFC, but the GBDT model remained a stably-
high net benefit across almost the entire reasonable range of
threshold probabilities.
TABLE 2 | Univariate analysis of clinical characteristics and ultrasonography
features related to central lymph node metastasis (CLMN).

Variable Univariate analysis

CLMN (−) CLMN (+) P value

Age, years† 45 (37–53) 38 (31–47) <0.001
Sex, n (%)
Male 109 (22.2) 188 (30.7) 0.002
Female 382 (77.8) 424 (69.3)

BMI† 24.46 (22.06–26.45) 24.22 (21.76–26.83) 0.764
MAP, mmHg† 94 (86–103) 93 (86–101) 0.295
FBG, mmol/L† 5.2 (4.9–5.6) 5.1 (4.8–5.5) 0.004
FT3, pg/ml† 3.06 (2.82–3.28) 3.15 (2.91–3.36) <0.001
FT4, ng/dl† 1.21 (1.01–1.31) 1.22 (1.13–1.33) 0.048
T3, pg/ml† 1.04 (0.94–1.14) 1.04 (0.95–1.17) 0.247
T4, ng/dl† 7.90 (7.00–8.90) 7.63 (6.90–8.70) 0.090
TSH, mIU/ml† 1.72 (1.20–2.64) 1.76 (1.22–2.62) 0.941
TG-Ab, IU/ml† 13.69 (10.43–83.94) 13.17 (10.30–74.00) 0.467
TPO-Ab, IU/ml† 14.91 (12.04–23.84) 13.90 (11.47–19.67) 0.027
Ultrasonography features
Tumor size, cm† 0.9 (0.7–1.3) 1.2 (0.9–1.7) <0.001
Tumor location, n (%)
Left or right lobe 471 (95.9) 590 (96.4) 0.680
Isthmus 20 (4.1) 22 (3.6)

Hypoechogenicity, n (%)
Yes 438 (89.2) 554 (90.5) 0.470
No 53 (10.8) 58 (9.5)

Multiple nodules, n (%)
Yes 306 (62.3) 354 (57.8) 0.132
No 185 (37.7) 258 (42.2)

Bilateral nodules, n (%)
Yes 253 (51.5) 289 (47.2) 0.155
No 238 (48.5) 323 (52.8)

Microcalcification, n (%)
Present 252 (51.3) 442 (72.2) <0.001
Absent 239 (48.7) 170 (27.8)

Irregular shape, n (%)
Yes 328 (66.8) 452 (73.9) 0.011
No 163 (33.2) 160 (26.1)

Unclear margin, n (%)
Yes 336 (68.4) 439 (71.7) 0.233
No 155 (31.6) 173 (28.3)

Capsular invasion, n (%)
Yes 38 (7.7) 61 (10.0) 0.198
No 453 (92.3) 551 (90.0)

Suspected LNs, n (%)
Present 81 (16.5) 251 (41.0) <0.001
Absent 410 (83.5) 361 (59.0)
†Continuous variables were expressed as median with interquartile range.
BMI, body mass index; MAP, mean arterial pressure; FBG, fasting blood glucose; T3,
triiodothyronine; T4, tetraiodothyronine; FT3, free T3; FT4, free T4; TSH, thyroid
stimulating hormone; TPO-Ab, thyroid peroxidase antibody; TG-Ab, thyroglobulin
antibody; LNs, lymph nodes.
 TABLE 3 | Multivariate analysis of clinical characteristics and ultrasonography

features related to central lymph node metastasis (CLMN).

Variable OR 95% CI P value

Age 0.959 0.948–0.971 <0.001
Sex
Male 1.527 1.132–2.059 0.006
Female Reference – –

TPO-Ab 0.998 0.997–0.999 0.003
Tumor size 1.234 1.058–1.439 0.007
Microcalcification 1.911 1.461–2.500 <0.001
Suspected LNs 3.268 2.401–4.448 <0.001
October 202
0 | Volume 11 | Article
TPO-Ab, thyroid peroxidase antibody; LNs, lymph nodes.
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Variable Importance
With favorable AUCs and clinical benefits according to the DCA,
GBDT, RFC and ANN were selected to be the models with the
most potential for predicting CLNM in PTC patients. By the
feature selection approach, the top 10 variables were ranked
based on their predictive importance in each potential model
(Figure 3). The variables were arranged in order of mean
ranking: suspected LNs, tumor size, age, microcalcification,
gender, TPO-Ab, TSH, irregular shape, hypoechogenicity, and
capsular invasion. The ranks of each variable in different models
were described in Supplementary Table 1.

GBDT was identified as the best predictive model in this study
because of its best performance in both ROC curve (Figure 1)
and decision curve (Figure 2). The AUCs of GBDT reached the
highest when 7 variables were introduced (Figure 4). These 7
variables were as follows: age, suspected LNs, tumor size,
microcalcification, irregular shape, TPO-Ab and TSH.
DISCUSSION

Currently, the prevalence of PTC has shown rapid growth as US
has been widely used for cervical examination. Despite the fact
that patients with PTC have a 10-year survival rate of more than
90% (29), lymph node metastasis occurs very frequently. The
Frontiers in Endocrinology | www.frontiersin.org 5
central compartment is regarded as the first metastatic station,
whose metastatic incidence could reach up to 90% (7). Previous
studies have shown that CLNM was significantly associated with
local recurrence and survival (8, 30, 31). Then, prophylactic
CLND was proposed, but this procedure would be irrelevant for
patients without nodal metastasis and even cause a higher
FIGURE 1 | Receiver operating characteristic (ROC) curves of predictive models based on machine learning algorithms. US, ultrasonography; GBDT, gradient
boosting decision tree; RFC, random forest classifier; AdaBoost, adaptive boosting; ANN, artificial neural network; MNB, multinomial naïve Bayes; XGBoost, extreme
gradient boosting; DT, decision tree.
TABLE 4 | Predictive performance of models and ultrasonography alone and
their optimal number of dimensions (number of variables).

Model AUC No. of
optimal

dimension

Sensitivity Specificity

Mean SD P value†

GBDT 0.731 0.015 <0.001 7 63.6% 71.7%
RFC 0.730 0.015 <0.001 12 72.4% 61.3%
AdaBoost 0.721 0.015 <0.001 8 63.7% 71.5%
ANN 0.718 0.015 <0.001 5 64.2% 73.7%
MNB 0.717 0.016 <0.001 5 69.8% 62.7%
XGBoost 0.690 0.016 0.002 14 51.0% 78.6%
DT 0.680 0.016 0.008 3 47.5% 79.6%
US 0.623 0.017 – 1 41.0% 83.5%
Octo
ber 2020 | Vo
lume 11 | Art
†P values were obtained when compared with US. Sensitivity and specificity were
confirmed according to maximal Youden’s index.
AUC, area under the curve; SD, standard deviation; GBDT, gradient boosting decision
tree; RFC, random forest classifier; AdaBoost, adaptive boosting; ANN, artificial neural
network; MNB, multinomial naïve Bayes; XGBoost, extreme gradient boosting; DT,
decision tree; US, ultrasonography.
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incidence of complications. Thus far, whether to perform CLND
for PTC patients without preoperative and intraoperative
suspected lymph node metastasis remains controversial. There
are no reliable predictive models for CLNM in PTC patients.
Therefore, in addition to univariate and multivariate analysis, we
developed multiple models for the prediction of CLNM by ML
algorithms and compared these models with US. ROC analysis
and DCA were used to assess these models’ predictive
performance and clinical utility, respectively. Then, potential
models were confirmed to identify risk factors for CLNM by
feature selection.

In this study, a retrospective cohort of 1103 PTC patients was
reviewed. A total of 22 variables including clinical characteristics
and US features were used to predict CLNM. The predictive
performance of all models was significantly better than that of US
(Table 4). The three excellent models, including GBDT, RFC and
ANN, performed better in both the ROC analysis and DCA than
the other models (Table 4, Figures 1 and 2).

Despite the invisible connection between variables and
outcomes in most ML-based models, the predictive importance
of the variables in each potential model was obtained by using
the classifier-specific evaluator (Figure 3). Thus, the top ten
variables were considered to be the most important risk factors
for CLNM: suspected LNs, tumor size, age, microcalcification,
gender, TPO-Ab, TSH, irregular shape, hypoechogenicity and
capsular invasion.

Currently, the definitive diagnosis of CLNM mainly depends
on postoperative pathology. The preoperative risk factors for
CLNM in PTC patients remain unclear. Our study suggested that
CLNM had a significant tendency to appear in young patients.
The optimal cut-off age was 40 years old (AUC=0.648;
sensitivity: 0.68; specificity: 0.56), which is similar to previous
studies that reported age < 45 years was a risk factor for CLNM
(16, 17, 32, 33). In addition, a sex predisposition was also
Frontiers in Endocrinology | www.frontiersin.org 6
observed in our study. We found that males were associated
with a higher incidence of CLNM, which was also supported by
previous reports (16, 17, 32–35). Overall, male patients < 40
years old might be considered a high-risk population for CLNM
and should be evaluated carefully when choosing surgical
procedures. In addition, TPO-Ab was also identified as an
independent risk factor by multiple analysis and ML
algorithms. Actually, several studies have reported the
association between nodal metastasis and chronic lymphocytic
thyroiditis (CLT), which can demonstrate an increased serum
level of TPO-Ab. A meta-analysis from Lee et al. concluded that
CLT occurred more in PTC patients but might indicated no
lymph node metastasis. However, Antonio et al. found the
coexistence of CLT among PTC patients was associated with
more risk of nodal metastasis. On the other hand, very few
studies focused on the association between TPO-Ab and CLNM.
In our study, we found that a reduced serum TPO-Ab level might
indicate a high risk for CLNM, but this association still requires
further confirmation of future prospective studies. The TSH
value was not significantly different between CLNM (+) and
CLNM (–) patients in our study or previous studies (16), but this
variable was ranked 7th according to the mean rankings of three
potential models (Figure 3). TSH was also involved in the GBDT
model with a rank of 7. This might also indicate the superiority of
ML algorithms on data mining and reveal that variables having a
P value > 0.5 in the use of conventional statistical methods
should not be totally overlooked.

Previously, the sensitivity of US in predicting LNM was
reported to be as low as 41.3% to 61.0%, although US is most
commonly used for the assessment of cervical LNs (36–38).
Other imaging examinations, such as CT, performed slightly
better in terms of sensitivity than US, but the difference was not
significant (37, 38). In our study, all patients underwent
preoperative US, which showed that 332 (30.1%) patients
FIGURE 2 | Decision curve for predictive models based on machine learning algorithms. US, ultrasonography; GBDT, gradient boosting decision tree; RFC, random
forest classifier; AdaBoost, adaptive boosting; ANN, artificial neural network; MNB, multinomial naïve Bayes; XGBoost, extreme gradient boosting; DT, decision tree.
October 2020 | Volume 11 | Article 577537
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possessed suspected LNs (AUC=0.623; sensitivity: 0.41;
specificity: 0.83). Moreover, the presence of suspected LNs was
also identified as the most predictive risk factor for CLNM based
on ML models. Thus, the previous suggestion that all patients
with suspected lymph nodes on US should undergo CLND is
reasonable, but US alone is still not enough to predict CLNM
status. Tumor size on US images is an important indicator of
Frontiers in Endocrinology | www.frontiersin.org 7
tumor growth. It has been reported that large tumor size was an
independent risk factor for CLNM, but the cut-off values are
inconsistent. Liu and Ahn et al. thought that tumors > 1.0 cm
were a risk factor for CLNM (16, 17), while Zhou et al. suggested
a tumor size threshold > 0.7 cm (39). Our study also indicated
that tumor size was an independent risk factor for CLNM (Table
3), and this variable ranked third in mean ranking of ML models
FIGURE 3 | Ranks of the top 10 variables for the prediction of central lymph node metastasis. Variables were ranked using a classifier-specific importance evaluator
based on machine learning algorithms. The variables are ordered according to the mean ranking of three potential models, which were GBDT, RFC and ANN. A
lower rank represents more predictive importance. For example, age was ranked 1st, 3rd, and 10th in GBDT, ANN, and RFC, respectively. LNs, lymph nodes;
Micro-Cal, microcalcification; TPO-Ab, thyroid peroxidase antibody; TSH, thyroid stimulating hormone; Ir. shape, irregular shape; Cap. invasion, capsular invasion;
Hypo-echo, hypoechogenicity; GBDT, gradient boosting decision tree; RFC, random forest classifier; ANN, artificial neural network.
FIGURE 4 | Predictive performance of the gradient boosting decision tree (GBDT) model with different numbers of variables. The AUC was the highest (0.731) with
seven variables.
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(Figure 3). The optimal cut-off tumor size was calculated to be >
1.1 cm (AUC=0.634; sensitivity: 0.59; specificity: 0.37), which is
almost consistent with that in previous reports (16, 17). In addition,
microcalcification on US images also indicated CLNM. Eun et al.
classified calcifications inside thyroid carcinoma into four types:
microcalcification, macrocalcification, rim calcification and non-
calcification (40). Many studies have reported that the presence of
microcalcification was significantly associated with a higher
incidence of cervical LNM (16, 40, 41). It is thought that the
formation of microcalcifications is caused by the rapid
proliferation of cancer cells (42). Therefore, PTC patients with the
presence of microcalcification on US images should be evaluated
more carefully before surgery. Furthermore, irregular shape, capsular
invasion and hypoechogenicity might be potential risk factors for
CLNM. Tumors with these US features deserve more attention.

In addition to the clinical indications, there were some
methodological innovations in this study. First, this is the first
study to develop ML-based models for the prediction of CLNM
in PTC patients. By incorporating clinical characteristics and US
features, these ML-based models showed excellent predictive
performance and clinical utility by ROC analysis and DCA.
Second, in addition to conventional multivariate analysis, using
feature selection approach, we identified risk factors for CLNM
by mean ranking three well-selected ML-based models. The
mean ranks of these variables indicated their predictive
importance. Third, our study identified the best ML-based
model for the prediction of CLNM in PTC patients, which was
the GBDT model with 7 variables. In the future, an online
application of the GBDT model should be developed based on
the clinical characteristics and US features to allow surgeons and
patients in other hospitals to benefit from this study.

Several limitations were needed to be noted. First, this is a
retrospective study in which data bias might be unavoidable. A
prospective cohort should be used to construct an ML-based
model for further evaluation. Second, more than 50% of the
tumors included were microcarcinomas (≤ 1 cm). Actually,
many other centers do not biopsy or operate on thyroid nodules
less than 1 cm, which limited the reproducibility of this study.
CONCLUSIONS

Using ML algorithms, it is feasible to incorporate clinical
characteristics and US features to predict CLNM in PTC
patients. All ML-based models performed better than US in
Frontiers in Endocrinology | www.frontiersin.org 8
the prediction of CLNM. The GBDT model with 7 variables was
identified as the best model according to ROC analysis and DCA.
Based on multivariate analysis and feature selection, younger age,
male sex, low serum TPO-Ab and US features such as suspected
LNs, microcalcifications and tumor size > 1.1 cm were important
risk factors for CLNM. ML algorithms can be useful for the
prediction of lymph node metastasis in PTC.
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thyroid cancer in a Swedish county–long-term results and quality of life. Acta
Oncol (2010) 49(4):454–9. doi: 10.3109/02841860903544600

30. Ito Y, Jikuzono T, Higashiyama T, Asahi S, Tomoda C, Takamura. Y, et al.
Clinical significance of lymph node metastasis of thyroid papillary carcinoma
located in one lobe. World J Surg (2006) 30(10):1821–8. doi: 10.1007/s00268-
006-0211-5

31. Adam MA, Pura J, Goffredo P, Dinan MA, Sosa JA. Presence and Number of
Lymph Node Metastases Are Associated With Compromised Survival for
Patients Younger Than Age 45 Years With Papillary Thyroid Cancer. J Clin
Oncol (2015) 33(21):2370–5. doi: 10.1200/jco.2014.59.8391

32. Yan H, Zhou X, Jin H, Li X, Zheng M, Ming X, et al. A Study on Central
Lymph Node Metastasis in 543 cN0 Papillary Thyroid Carcinoma Patients.
Int J Endocrinol (2016) 2016:1878194. doi: 10.1155/2016/1878194

33. Qu N, Lin D-Z, Shi R-L, Lu Z-W, Ji Q-H, Wu W-L. Risk prediction and
clinical model building for lymph node metastasis in papillary thyroid
microcarcinoma. Onco Targets Ther (2016) 9:5307–16. doi: 10.2147/
ott.S107913

34. Zhang L, Wei W-J, Ji Q-H, Zhu Y-X, Wang Z-Y,Wang Y, et al. Risk factors for
neck nodal metastasis in papillary thyroid microcarcinoma: a study of 1066
patients. J Clin Endocrinol Metab (2012) 97(4):1250–7. doi: 10.1210/jc.2011-
1546

35. Ahn JE, Lee JH, Yi JS, Shong YK, Hong SJ, Lee DH, et al. Diagnostic accuracy
of CT and ultrasonography for evaluating metastatic cervical lymph nodes in
patients with thyroid cancer. World J Surg (2008) 32(7):1552–8. doi: 10.1007/
s00268-008-9588-7

36. Roh J-L, Park J-Y, Kim J-M, Song C-J. Use of preoperative ultrasonography as
guidance for neck dissection in patients with papillary thyroid carcinoma.
J Surg Oncol (2009) 99(1):28–31. doi: 10.1002/jso.21164

37. Jeong H-S, Baek C-H, Son Y-I, Choi J-Y, Kim H-J, Ko. Y-H, et al. Integrated
18F-FDG PET/CT for the initial evaluation of cervical node level of patients
with papillary thyroid carcinoma: comparison with ultrasound and contrast-
enhanced CT. Clin Endocrinol (2006) 65(3):402–7. doi: 10.1111/j.1365-
2265.2006.02612.x

38. Kim E, Park JS, Son K-R, Kim J-H, Jeon SJ, Na DG. Association: Preoperative
diagnosis of cervical metastatic lymph nodes in papillary thyroid carcinoma:
comparison of ultrasound, computed tomography, and combined ultrasound
with computed tomography. Thyroid (2008) 18(4):411–8. doi: 10.1089/
thy.2007.0269

39. Zhou Y-L, Gao E-L, Zhang W, Yang H, Guo G-L, Zhang X-H, et al. Factors
predictive of papillary thyroid micro-carcinoma with bilateral involvement
and central lymph node metastasis: a retrospective study. World J Surg Oncol
(2012) 10:67. doi: 10.1186/1477-7819-10-67

40. Eun MO, Yoo SC, Won JS, Young DL. The pattern and significance of the
calcifications of papillary thyroid microcarcinoma presented in preoperative
neck ultrasonography. Ann Surg Treat Res (2014) 86(3):115–21. doi: 10.4174/
astr.2014.86.3.115

41. Wei X, Li D, Gao M, Zhang S, Wang M, Wang X, et al. Prediction of cervical
lymph node metastases in papillary thyroid microcarcinoma by sonographic
features of the primary site. Cancer Biol Med (2019) 16(3):587–94.
doi: 10.20892/j.issn.2095-3941.2018.0310

42. Johannessen JV, Sobrinho-Simões M. The origin and significance of thyroid
psammoma bodies. Lab Invest (1980) 43(3):287–96. doi: 10.1136/
jcp.2004.023572

Conflict of Interest: The authors declare that the research was conducted in the
absence of any commercial or financial relationships that could be construed as a
potential conflict of interest.

Copyright © 2020 Wu, Rao, Liu, Han, Gong, Chong, Liu and Xu. This is an open-
access article distributed under the terms of the Creative Commons Attribution
License (CC BY). The use, distribution or reproduction in other forums is permitted,
provided the original author(s) and the copyright owner(s) are credited and that the
original publication in this journal is cited, in accordance with accepted academic
practice. No use, distribution or reproduction is permitted which does not comply with
these terms.
October 2020 | Volume 11 | Article 577537

https://doi.org/10.1002/cncr.21653
https://doi.org/10.1002/cncr.21653
https://doi.org/10.1007/s00432-017-2345-2
https://doi.org/10.1210/jc.2014-1199
https://doi.org/10.1097/sla.0000000000003580
https://doi.org/10.1097/sla.0000000000003580
https://doi.org/10.1177/0194599812439277
https://doi.org/10.1089/thy.2007.0269
https://doi.org/10.1089/thy.2007.0269
https://doi.org/10.1007/s00268-005-7789-x
https://doi.org/10.1161/circulationaha.115.001593
https://doi.org/10.1038/bmt.2013.146
https://doi.org/10.1186/s12885-019-5835-6
https://doi.org/10.1186/s12885-019-5835-6
https://doi.org/10.4174/astr.2015.88.2.63
https://doi.org/10.1177/0194599816676472
https://doi.org/10.1177/0194599816676472
https://doi.org/10.1016/S1470-2045(19)30149-4
https://doi.org/10.1016/S1470-2045(19)30149-4
https://doi.org/10.1093/bib/bbv087
https://doi.org/10.1023/A:1010933404324
https://doi.org/10.1023/A:1010933404324
https://doi.org/10.3844/jcssp.2006.735.739
https://doi.org/10.1080/10485252.2017.1404598
https://doi.org/10.1080/10485252.2017.1404598
https://doi.org/10.1002/bjs.10244
https://doi.org/10.1002/bjs.10244
https://doi.org/10.1016/j.scitotenv.2017.12.152
https://doi.org/10.3109/02841860903544600
https://doi.org/10.1007/s00268-006-0211-5
https://doi.org/10.1007/s00268-006-0211-5
https://doi.org/10.1200/jco.2014.59.8391
https://doi.org/10.1155/2016/1878194
https://doi.org/10.2147/ott.S107913
https://doi.org/10.2147/ott.S107913
https://doi.org/10.1210/jc.2011-1546
https://doi.org/10.1210/jc.2011-1546
https://doi.org/10.1007/s00268-008-9588-7
https://doi.org/10.1007/s00268-008-9588-7
https://doi.org/10.1002/jso.21164
https://doi.org/10.1111/j.1365-2265.2006.02612.x
https://doi.org/10.1111/j.1365-2265.2006.02612.x
https://doi.org/10.1089/thy.2007.0269
https://doi.org/10.1089/thy.2007.0269
https://doi.org/10.1186/1477-7819-10-67
https://doi.org/10.4174/astr.2014.86.3.115
https://doi.org/10.4174/astr.2014.86.3.115
https://doi.org/10.20892/j.issn.2095-3941.2018.0310
https://doi.org/10.1136/jcp.2004.023572
https://doi.org/10.1136/jcp.2004.023572
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
https://www.frontiersin.org/journals/endocrinology
http://www.frontiersin.org/
https://www.frontiersin.org/journals/endocrinology#articles

	Machine Learning Algorithms for the Prediction of Central Lymph Node Metastasis in Patients With Papillary Thyroid Cancer
	Introduction
	Materials and Methods
	Patients
	Surgical Approach
	Clinical Characteristics and Ultrasonographical Features
	Development of ML-Based Models
	Validation Strategy and Feature Selection
	Statistical Analysis

	Results
	Demographic Characteristics
	Univariate and Multivariate Analyses of Variables
	Predictive Performance and Clinical Usefulness of ML-Based Models
	Variable Importance

	Discussion
	Conclusions
	Data Availability Statement
	Ethics Statement
	Author Contributions
	Acknowledgments
	Supplementary Material
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages false
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 1
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages false
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /ENU (T&F settings for black and white printer PDFs 20081208)
  >>
  /ExportLayers /ExportVisibleLayers
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /BleedOffset [
        0
        0
        0
        0
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /ClipComplexRegions true
        /ConvertStrokesToOutlines false
        /ConvertTextToOutlines false
        /GradientResolution 300
        /LineArtTextResolution 1200
        /PresetName ([High Resolution])
        /PresetSelector /HighResolution
        /RasterVectorBalance 1
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks true
      /IncludeHyperlinks true
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MarksOffset 6
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


