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Purpose: The relationship between large thyroid nodules and the risk of malignancy is 
controversial. This study aimed to examine the relationship between thyroid nodule size and 
the risk of malignancy of maximal thyroid nodules ≥2 cm and the risk of accompanied by 
occult thyroid carcinoma.
Methods: This was a retrospective study of patients who underwent near-total or total 
thyroidectomy for thyroid nodules from January 2016 to January 2019 at the First Affiliated 
Hospital,Zhejiang University School of Medicine. Clinical, biochemical, and pathological 
characteristics were examined for association with malignancy using univariable, multivari-
able, and receiver operating characteristic curve analyses.
Results: Finally, 367 patients (277 females (75.5%) and 90 males (24.5%)) with a mean age 
of 49.0±13.5 years were included. Multivariable logistic regression analysis showed that age 
(OR=0.959, 95% CI: 0.939–0.979, P<0.001), Hashimoto’s thyroiditis (OR=2.437, 95% CI: 
1.162–5.112, P=0.018), the diameter of maximal nodule (small) (OR=0.706, 95% CI: 0.541– 
0.919, P=0.010), and punctate echogenic foci (OR=2.837, 95% CI: 1.598–5.286, P<0.001) 
were independently associated with malignancy. Of 223 patients who had non-suspicious 
malignant nodules (TI-RADS <4), 12.7% (n=29) patients showed malignancy at postoperative 
pathology. Only age was associated with occult PTC in the univariable analyses (OR=0.962, 
95% CI: 0.934–0.991, P=0.011). When TPOAb was used as a continuous variable for 
statistical analysis, it showed a significant difference in the ROC curve, and the results showed 
TPOAb >31.4 mIU/L was more associated with occult PTC (P=0.006). A predictive model 
including four independent risk factors of malignancy showed an optimal discriminatory 
accuracy (area under the curve, AUC) of 0.783 (95% CI=0.732–0.833).
Conclusion: Relatively young age (<54.5 years), Hashimoto’s thyroiditis, the diameter of 
the maximal nodule, and punctate echogenic foci were independently associated with thyroid 
malignancy in patients with maximal thyroid nodules ≥2 cm. Young age (<54.5 years) and 
TPOAb >31.4 mIU/L were associated with occult PTC.
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Introduction
A thyroid nodule is a common clinical and radiological finding (lifetime incidence 
of up to 50–65% in healthy individuals).1,2 Most nodules are benign (about 90%), 
but a significant proportion (10%) is malignant.1,3 With the improvements in 
imaging modalities, more thyroid nodules are discovered, and thyroid carcinoma 
incidence had increased substantially worldwide in recent years.4–7 The growing 
use of ultrasound (US) and fine-needle aspiration (FNA) contributes significantly to 
the rise of this incidence due to their high diagnostic specificity.8–11
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Nevertheless, there are still some limitations in diag-
nosing malignancy in large thyroid nodules. It has been 
reported that the sensitivity of FNA decreases when it is 
used to assess the malignancy of large nodules (>3 cm).12 

Another study also reported that the relatively high false- 
negative risk of large nodules (≥3 cm) with benign cytol-
ogy was found in FNA.13 In addition, large thyroid 
nodules are often accompanied by microscopic occult 
cancer, which can only be detected by postoperative 
pathology.14,15 Indeed, FNA samples only a small part of 
the nodule, and malignant foci can easily be missed, espe-
cially in large nodules. Therefore, it is critical to examine 
large nodules’ features and clarify the association between 
the features of large nodules and the risk of malignancy.

In addition, it remains unclear whether nodule size is 
associated with the risk of malignancy. Some studies 
found that when the patients were divided into different 
size groups, smaller nodules had a higher malignancy rate 
than larger nodules, which means nodule size is inversely 
related to malignancy risk, regardless of other factors.16,17 

In contrast, Raparia et al18 reported that in nodules >2 cm, 
the malignancy rate is significantly higher than that in 
nodules <2 cm. To add to the controversy, other studies 
also concluded that for nodules >3 cm, there is no relation-
ship between malignancy rate and nodule size.19,20

Besides nodule size, other factors also have been 
reported to be related to thyroid carcinoma. A recent 
study showed that obesity was significantly related to the 
risk of papillary thyroid carcinoma (PTC).21 Hashimoto’s 
thyroiditis (HT), the typical cause of hypothyroidism, can 
destroy thyroid cells and then result in an autoimmune 
condition,22 and a growing body of evidence indicates 
that HT is associated with the risk of developing 
PTC.23–25 The levels of thyroglobulin antibody (TgAb) 
and thyroid peroxidase antibody (TPOAb) can be used as 
the predictor for thyroid autoimmunity and many studies 
have shown that TgAb, TPOAb, and thyroid-stimulating 
hormone (TSH) are associated with an increased risk of 
malignancy.26–29

Therefore, this study aimed to examine the relationship 
between thyroid nodule size and the risk of malignancy of 
maximal thyroid nodules ≥2 cm and the risk of accompa-
nied by occult thyroid carcinoma, as well as the implica-
tion of factors like obesity, HT, TPOAb, TgAb, and TSH. 
Given that 80–85% of thyroid carcinomas are PTCs,30 this 
study focuses on patients diagnosed with PTC or benign 
nodules at postoperative pathological examination.

Methods
Study Design and Patients
This retrospective study included patients who underwent 
near-total or total thyroidectomy for thyroid nodules from 
January 2016 to January 2019 at the Department of 
Thyroid Surgery,The First Affiliated Hospital,Zhejiang 
University School of Medicine. This study was approved 
by the Ethics Review Committee of the First Affiliated 
Hospital,Zhejiang University School of Medicine and con-
ducted in accordance with the Helsinki Declaration. The 
need for written informed consent was waived by the 
committee as all data were used retrospectively. All clin-
ical data were anonymized for the analysis.

The inclusion criteria were 1) the maximal diameter of 
the largest thyroid nodule was ≥2 cm at the preoperative 
US, and 2) the postoperative pathological examination 
showed PTC or benign nodule. Patients diagnosed with 
non-PTC thyroid cancer, with a history of other major 
diseases, or hypoimmunity were excluded.

Clinicopathological Characteristics
The medical records and pathology reports of each patient 
were reviewed. The following clinicopathological charac-
teristics were extracted from the charts: sex, age, family 
history, smoking, obesity (body mass index (BMI) ≥28 kg/ 
m2), HT, TPOAb, TgAb, preoperative TSH, thyroglobulin 
(Tg), diameter, location, Thyroid Imaging, Reporting, and 
Data System (TI-RADS) classification (≥4/<4),31 and 
FNA. If FNA was performed, whether the nodule or the 
largest nodule was malignant was included in this analysis. 
In addition to the above variables, cancer focus in intrao-
perative frozen, postoperative complications (hoarseness, 
coughing, and numbness in the hands and feet), or type of 
surgery (unilateral/bilateral) were also considered.

US Imaging Analysis
The US examinations were performed using a Siemens 
Acuson X300 color ultrasonic diagnostic instrument. The 
examinations were conducted and recorded by senior 
experience sonographers according to ACR TI-RADS.31 

The following US parameters of the maximal nodules 
were recorded: (1) nodule size, (2) composition (cystic, 
mixed cystic and solid, solid), (3) echogenicity, (4) shape, 
(5) margin, and (6) echogenic foci (large comet-tail arti-
facts, punctate echogenic foci, peripheral or punctate echo-
genic foci). Occult thyroid cancer referred to cancer that 
was not found preoperatively but was incidentally found 
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during or after thyroidectomy.14 So, patients with TI- 
RADS<4 (except those with cancer detected by FNA) 
were classified as those with no cancer before surgery.

Thyroid Hormones and Autoantibodies
Preoperative thyroid biochemical parameters were mea-
sured using an automated chemiluminescent immunoassay 
system (Advia Centaur; Siemens, Munich, Germany). 
Normal reference ranges were ≤55 ng/mL for Tg, 0.35– 
4.94 mIU/L for TSH, 0.0–100.0 IU/mL for TPOAb, and 
0.0–60.0 U/mL for TgAb.

Statistical Analysis
All statistical analyses were performed using SPSS 25.0 
for Windows (IBM Corp, Armonk, NY, USA). Descriptive 
statistics are presented as medians (ranges) for continuous 
variables and numbers and percentages for categorical 
variables. The chi-square test and Fisher’s exact test 
were used for categorical variables. The Mann–Whitney 
U-test was used for continuous variables. Univariable and 
multivariable logistic regression analyses (backward) were 
performed to evaluate the association between malignancy 
and clinicopathological characteristics. Receiver operating 
characteristic (ROC) curve analyses were performed to 
examine the predictive power of different combinations 
of clinical, laboratory, and pathological characteristics. 
The cut-off age value of 54.5 was obtained through the 
ROC curve. The areas under the curves (AUCs) were 
derived from the ROC curves. A P-value of < 0.05 was 
considered statistically significant.

Results
Characteristics of Patients
Finally, 367 patients with maximal thyroid nodules size 
≥2 cm and diagnosed with PTC or benign nodules were 
included in this study. Of the 367 patients, there are 277 
females (75.5%) and 90 males (24.5%), the mean age is 
49.0±13.5 years (range 14–76), and 112 (30.5%) cases 
were determined to be PTC, and 255 (69.5%) were 
benign nodules (Table 1). Compared with patients with 
benign nodules, those with malignant nodules were 
younger (P<0.001), had higher frequencies of HT 
(P=0.016), TPOAb positivity (P=0.034), TgAb positivity 
(P=0.015), ACR TI-RADS ≥4 (P<0.001), solid nodule 
(P<0.001), punctate echogenic foci (P<0.001), suspicious 
malignant nodules at preoperative US (P<0.001), malig-
nancy at FNA (P<0.001), malignancy at preoperative 

pathological examination (P<0.001), positive intraopera-
tive frozen sections (P<0.001), bilateral surgery 
(P=0.001), postoperative complications (P<0.001), had 
a lower frequency of hyperthyroidism (P=0.050), and 
had smaller nodules (P<0.001) (Table 1). The patients 
with a maximal malignant nodule had a higher risk of 
thyroid gland invasion (P=0.002), central lymph node 
metastasis (P<0.001), and cervical lymph node metastasis 
(P=0.010) (Table 2).

Risk Factors for Thyroid Carcinoma
Univariable and multivariable logistic regression analyses 
showed that age (OR=0.959, 95% CI: 0.939–0.979, 
P<0.001), HT (OR=2.437, 95% CI: 1.162–5.112, P=0.018), 
the diameter of maximal nodule (small) (OR=0.706, 95% CI: 
0.541–0.919, P=0.010), and punctate echogenic foci 
(OR=2.837, 95% CI: 1.598–5.286, P<0.001) were indepen-
dently associated with malignancy (Table 3).

Risk Factors for Thyroid Carcinoma in 
Cases with Nodules (ACR TI-RADS<4)
Of 223 patients who had non-suspicious malignant 
nodules (ACR TI-RADS <4), 12.7% (n=29) patients 
showed malignancy at postoperative pathology, which 
was significantly lower than in the whole group of 
patients. Among them (n=29), the largest modules were 
found to be malignant in six (20.7%) cases (Table 4). 
Compared with the patients with benign nodules, those 
with malignant nodules were younger (P<0.001) and had 
higher frequencies of malignant FNA (P=0.001), malig-
nant largest nodule preoperatively (P<0.001), and cancer 
focus on intraoperative cancer sections (P<0.001) (Table 
4). There were no associations with multifocality, inva-
sion, and lymph node metastases (Table 5). Only age was 
associated with occult PTC in the univariable analyses 
(OR=0.962, 95% CI: 0.934–0.991, P=0.011; Table 6). 
But TPOAb, TGAb, TG, and TSH were used as contin-
uous variables for statistical analysis; only TPOAb showed 
a significant difference in the ROC curve, and it showed 
that TPOAb >31.4 mIU/L was associated with occult PTC 
(P=0.006).

ROC Analysis of the Independent Factors 
for Malignancy
The ROC curve analysis showed that the AUC of age in 
predicting malignancy was 0.638 (95% CI: 0.577–0.699), 
with a sensitivity of 57.7% and a specificity of 69.9% at 
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Table 1 Demographics and Clinical Characteristics of the Patients with Benign Lesions or PTC

Characteristics Patients with Benign Nodules (n=255) Patients with PTC (n=112) P

Age, year, mean (range) 51.02 (14–76) 44.36 (15–75) <0.001

Sex, n (%) 0.792

Male 64 (25.1) 26 (23.2)
Female 191 (74.9) 86 (76.8)

Family history, n (%) 7 (2.7) 3 (2.7) >0.999

Other tumors, n (%) 6 (2.4) 1 (0.9) 0.680

Smoking, n (%) 29 (11.4) 9 (8.0) 0.457

Obesity, n (%) 28 (11.0) 12 (10.7) >0.999

Hashimoto’s thyroiditis, n (%) 24 (9.4) 21 (18.8) 0.016

TPOAb (positive), n (%) 25 (9.8) 20 (17.9) 0.034

TGAb (positive), n (%) 29 (11.4) 21 (18.8) 0.015

TSH (mIU/L), n (%) 0.050
<0.35 27 (10.6) 3 (2.7)

0.35–4.94 218 (85.5) 103 (92.0)

>4.94 10 (3.9) 6 (5.3)

Tg (ng/mL), n (%) 0.635

>55 139 (54.5) 58 (51.8)
≤55 116 (45.5) 54 (48.2)

Diameter of maximal nodules (US), cm, mean (range), 
n (%)

3.7 (2–9.2) 3.3 (2–7) <0.001

Location of maximal nodules, n (%) 0.382
Left 121 (47.5) 61 (54.5)

Isthmus 7 (2.7) 3 (2.7)

Right 127 (49.8) 48 (42.8)

ACR TI-RADS level of maximal nodule, n (%) <0.001

≥4 41 (16.1) 68 (60.7)
<4 214 (83.9) 44 (39.3)

Composition of maximal nodules, n (%) <0.001
Cystic 17 (6.7) 4 (3.6)

Mixed cystic and solid 118 (46.3) 24 (21.4)

Solid 120 (47.0) 84 (75)

Multifocality, n (%) 193 (75.7) 90 (80.4) 0.348

Punctate echogenic foci, n (%) 54 (21.2) 51 (45.5) <0.001

Suspicious malignant nodules (ACR TI-RADS ≥4) in 

preoperative ultrasonography (US), n (%)

54 (21.2) 82 (73.2) <0.001

FNA, n (%) <0.001

No 247 (96.9) 77 (68.7)

Yes
Benign 8 (3.1) 3 (2.7)

Malignant 0 (0) 32 (28.6)

(Continued)
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a cut-off value of 54.5 years. The AUC of maximal nodule 
diameter in predicting malignancy was 0.645 (95% CI: 
0.585–0.706), with a sensitivity of 58.5% and 
a specificity of 70.6% at a cut-off value of 3.59 cm. 

When age, HT, maximal nodule diameter, and punctate 
echogenic foci were combined, the optimal AUC had 
a favorable value of 0.783 (95% CI: 0.732–0.833) 
(Figure 1), with a sensitivity of 70.0% and a specificity 
of 73.5%. For patients with ACR TI-RADS <4 nodules, 
the ROC curve analysis showed that the AUC of age in 
predicting malignancy was 0.651 (95% CI: 0.549–0.752), 
with a sensitivity of 54.9% and a specificity of 75.2% at 
a cut-off value of 54.5 years (Figure 2). For patients with 
ACR TI-RADS <4 nodules, the ROC curve analysis 
showed that the AUC of TPOAb in predicting malignancy 
was 0.649 (95% CI: 0.581–0.713), with a sensitivity of 
53.9% and a specificity of 75.9% at a cut-off value of 31.4 
mIU/L (Figure 3). Multivariate variable logistic regression 
analysis showed that patient’s age (<54.5 years) 
(OR=0.221, 95% CI: 0.115–0.428, P<0.001) and diameter 
of the maximum nodule (<3.59 cm) (OR=0.461, 95% CI: 

Table 1 (Continued). 

Characteristics Patients with Benign Nodules (n=255) Patients with PTC (n=112) P

Maximal nodules pathology, n (%) <0.001

Benign 255 (100) 52 (46.4)

Malignant 0 (0) 60 (53.6)

Cancer focus in intraoperative frozen, n (%) 1 (0.4) 101 (90.2) <0.001

Type of surgery, n (%) 0.001

Unilateral 106 (41.6) 25 (22.3)

Bilateral 148 (58.0) 87 (77.7)
Isthmus 1 (0.4) 0 (0)

Postoperative complication, n (%) 21 (8.2) 29 (25.9) <0.001

Abbreviations: PTC, papillary thyroid carcinoma; TPOAb, thyroid peroxidase antibodies; TGAb, thyroglobulin antibodies; TSH, thyroid-stimulating hormone; US, 
ultrasonography; TI-RADS, Thyroid Imaging, Reporting, and Data System; FNA, fine-needle aspiration.

Table 2 Clinicopathological Characteristics of Patients with PTC 
According to the Maximal Nodule Pathology

Characteristics, n (%) Benign 
Maximal 
Nodules 
(n=52)

Malignant 
Maximal 
Nodules 
(n=60)

P

Multifocal carcinoma 15 (28.8) 21 (35.0) 0.532

Extrathyroidal extension 0 10 (16.7) 0.002
Central lymph node 

metastasis

13 (25.0) 39 (65.0) <0.001

Cervical lymph node 
metastasis

6 (11.5) 22 (36.7) 0.010

Table 3 Univariable and Multivariable Analysis of Risk Factors for Thyroid Carcinoma

Characteristics Univariable Analyses Multivariable Analysis

OR 95% CI P OR 95% CI P

Age (years) 0.964 0.947–0.980 <0.001 0.959 0.939–0.979 <0.001

Hashimoto’s thyroiditis 2.212 1.173–4.169 0.014 2.437 1.162–5.111 0.018

TSH (<0.35 vs.0.35–4.94) 0.293 0.086–1.003 0.051
(>4.94 vs 0.35–4.94) 2.152 0.609–7.603 0.234

TPOAb (positive) 2.096 1.102–3.986 0.024

TGAb (positive) 2.255 1.190–4.275 0.013
Diameter of maximal nodules (cm) (US) 0.603 0.466–0.780 <0.001 0.706 0.541–0.919 0.010

Composition of maximal nodules (mixed cystic and solid vs cystic) 0.864 0.267–2.797 0.808

(solid vs cystic) 3.000 0.975–9.235 0.055
Punctate echogenic foci 3.202 1.980–5.176 <0.001 2.837 1.598–5.286 <0.001

Abbreviations: TPOAb, thyroid peroxidase antibodies; TGAb, thyroglobulin antibodies; TSH, thyroid-stimulating hormone; US, ultrasonography.
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Table 4 Demographics and Clinical Characteristics of Patients with No Suspicious Malignant Nodules in Preoperative 
Ultrasonography (TI-RADS <4)

Characteristics Patients with Benign Nodules (n=194) Patients with PTC (n=29) P

Age, years, mean (range) 50.45 (17–76) 43.83 (20–72) 0.009

Sex, n (%) 0.651
Male 50 (25.8) 6 (20.7)

Female 144 (74.2) 23 (79.3)

Family history, n (%) 5 (2.6) 1 (3.4) 0.571

Other tumors, n (%) 4 (2.1) 0 (0) >0.999
Smoking, n (%) 24 (12.4) 1 (3.4) 0.214

Obesity, n (%) 21 (10.8) 2 (6.9) 0.746

Hashimoto’s thyroiditis, n (%) 18 (9.3) 4 (13.8) 0.502
TPOAb (positive), n (%) 21 (10.8) 4 (13.8) 0.500

TGAb (positive), n (%) 23 (11.9) 3 (10.3) 0.737

TSH (mIU/L), n (%) 0.447

<0.35 17 (8.8) 1 (3.4)

0.35–4.94 172 (88.6) 28 (96.6)
>4.94 5 (2.6) 0 (0)

Tg (ng/mL), n (%) 0.399
>55 110 (56.7) 13 (44.8)

≤55 84 (43.3) 16 (55.2)

Diameter of maximal nodules (US), cm, mean (range), n (%) 3.81 (2–9.2) 3.59 (2.4–5.5) 0.243

Location of maximal nodules, n (%) 0.672
Left 98 (50.5) 15 (51.7)

Isthmus 7 (3.6) 2 (6.9)

Right 89 (45.9) 12 (41.4)

ACR TI-RADS level of maximal nodule, n (%) 0.002

≥4 0 (0) 0 (0)
<4 194 (100) 29 (100)

Composition of maximal nodules, n (%) 16 (8.2) 1 (3.4) 0.172
Cystic

Mixed cystic and solid 99 (51.0) 11 (38.0)

Solid 79 (40.8) 17 (58.6)

Multifocality, n (%) 140 (72.2) 19 (65.5) 0.510

Punctate echogenic foci, n (%) 25 (12.9) 25 (86.2) 1.000

FNA, n (%) 0.001
No 192 (99.0) 26 (89.7)

Yes

Benign 2 (1.0) 1 (3.4)
Malignant 0 (0) 2 (6.9)

Maximal nodules pathology, n (%) <0.001

Benign 194 (100) 6 (20.7)

Malignant 0 (0) 23 (79.3)

Cancer focus in intraoperative frozen, n (%) 1 (0.5) 23 (79.3) <0.001

(Continued)
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0.259–0.819, P=0.008) were independently associated 
with risk factors for malignancy (Table S1).

Discussion
This study aimed to examine the relationship between 
thyroid nodule size and the risk of malignancy in patients 
with maximal thyroid nodules ≥2 cm and the risk of 
accompanied by occult thyroid carcinoma, as well as the 
implication of other factors. The results suggested that 
relatively young age (<54.5 years), Hashimoto’s thyroidi-
tis, the diameter of the maximal nodule, and punctate 
echogenic foci were independently associated with thyroid 
malignancy in all patients. A predictive model including 
four variables (age, HT, maximal nodule diameter, and 
punctate echogenic foci) showed an optimal discrimina-
tory accuracy in predicting malignancy. Only age was 

associated with PTC in patients with occult PTC (ACR TI- 
RADS <4).

The study revealed that patients of a relatively young 
age (<54.5 years) were more likely to have thyroid carci-
noma, in line with previous studies.32,33 Nevertheless, the 
association between age and thyroid carcinoma is contro-
versial. One study suggested a weak association between 
age and malignancy in multinodular goiters (MNG).34 

Therefore, further study is needed for the association 
between age and thyroid malignancy.

In the univariable analyses of all patients, the small 
diameter of the maximal nodule was independently asso-
ciated with malignancy, with a cut-off point of 3.59 cm, 
according to the ROC curve. These results indicated that 
for nodules ≥2 cm and <3.59 cm, smaller nodules had 
a higher risk of malignancy, which was supported by 

Table 4 (Continued). 

Characteristics Patients with Benign Nodules (n=194) Patients with PTC (n=29) P

Type of surgery, n (%) 0.412

Unilateral 84 (43.3) 9 (31.0)

Bilateral 109 (56.2) 20 (69.0)
Isthmus 1 (0.5) 0 (0)

Postoperative complication, n (%) 16 (8.2) 3 (10.3) 0.720

Abbreviations: PTC, papillary thyroid carcinoma; TPOAb, thyroid peroxidase antibodies; TGAb, thyroglobulin antibodies; TSH, thyroid-stimulating hormone; US, 
ultrasonography; TI-RADS, Thyroid Imaging, Reporting, and Data System; FNA, fine-needle aspiration.

Table 5 Clinicopathological Characteristics of Patients with PTC 
(with No Suspicious Malignant Nodules in Preoperative 
Ultrasonography) According to Maximal Nodules Pathology

Characteristics, n (%) Benign 
Largest 
Nodules 
(n=23)

Malignant 
Largest 
Nodules 
(n=6)

P

Multifocal carcinoma 2 (8.7) 1 (16.7) >0.999

Extrathyroidal extension 0 (0) 1 (16.7) 0.208
Central lymph node metastasis 2 (8.7) 2 (33.3) 0.140

Cervical lymph node metastasis 2 (8.7) 0 (0) >0.999

Table 6 Univariable of Risk Factors for Thyroid Carcinoma (TI- 
RADS<4)

Characteristic OR 95% CI P

Age (years) 0.962 0.934–0.991 0.011

Abbreviations: OR, odds ratio; CI, confidence interval.

Figure 1 Receiver operating characteristic (ROC) curve analysis of the age and 
diameter of maximal nodules for predicting thyroid carcinoma in all included 
patients (n=367). The results showed that the cut-off value of age was 54.5. At 
this value, sensitivity was 57.7%, and specificity was 69.9%. The results showed that 
the cut-off value of the diameter of the largest nodules was 3.59 cm. At this value, 
sensitivity was 58.5%, and specificity was 70.6%. The sensitivity was 70.0%, and 
specificity was 73.5% for the collaborative prediction model.
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previous studies.16,21 In addition, among the patients 
diagnosed with PTC, 53.6% (n=60) of the patients 
showed malignant nodules, which was higher than in 
patients diagnosed with benign nodules. Moreover, 
patients with the largest nodule being malignant also 
had higher likelihoods of thyroid gland invasion and 
lymph node metastasis. These results highlighted the 

important role of the features of maximal nodules in 
evaluating the risk of PTC.

The ROC curve analysis showed that age 
(AUC=0.638) and the maximal nodule size could predict 
malignancy (AUC=0.645) and that the predictive model 
yields an even better predictive power (AUC=0.783). Such 
results are supported by a study by Liu et al35 who showed 
that age, TgAb, hypoechogenicity, and punctate echogenic 
foci could be combined into a predictive model with an 
AUC of 0.808; this previous model was constructed with 
any sizes of thyroid nodules. In a small group of patients 
with nodules of different size, Girardi et al36 showed that 
irregular shape, absence of halo, age, homogeneous US 
texture, punctate echogenic foci, and solid content could 
be combined into a model, but they did not determine its 
predictive power using ROC curves. A model that 
included TSH, male sex, punctate echogenic foci, and 
irregular margins had an AUC of 0.77.37 Of note, those 
previous models included all thyroid nodules, irrespective 
of size, while the present study included only maximal 
nodules ≥2 cm. Nevertheless, the most optimal model 
remains to be determined.

Intriguingly, when we excluded suspicious malignant 
nodules (ACR TI-RADS ≥4), HT, largest nodule shape 
(solid), and punctate echogenic foci, the diameter of the 
largest nodule was not associated with PTC. ACR TI- 
RADS is a risk stratification system that can classify 
thyroid nodules according to their appearance at US.31 

Punctate echogenic foci, the shape, and the diameter of 
nodules contribute to the score of TI-RADS.31 In this 
study, the whole case analysis showed the important 
influence of the maximal nodule size on the risk of 
malignancy, but no effect on cases of ACR TI-RADS 
<4, which showed that nodule size was a more significant 
factor for cases ACR TI-RADS ≥4. Thus, a TI-RADS 
assessment is necessary for the initial diagnosis, and 
when the cases are evaluated as TI-RADS ≥4, the max-
imal nodule size becomes a crucial factor for PTC. 
Nevertheless, occult PTC is a clinical issue and can easily 
be missed. A relatively young age (<54.5 years) in the 
presence of ACR TI-RADS <4 lesions might make the 
physicians suspicious of the possible presence of an 
occult PTC. Our results showed that the incidence of 
occult PTC was 12.7%. Interestingly, TPOAb, TGAb, 
TG, and TSH were used as continuous variables for 
statistical analysis, and only TPOAb showed 
a significant difference in the ROC curve; the results 

Figure 3 Receiver operating characteristic (ROC) curve analysis of TPOAb for 
predicting thyroid carcinoma in patients with TI-RADS <4 nodules (n=223). The 
results showed that the cut-off value of TPOAb was 31.4. At this value, sensitivity 
was 53.9%, and specificity was 75.9%. (P=0.006).

Figure 2 Receiver operating characteristic (ROC) curve analysis of the age for 
predicting thyroid carcinoma in patients with ACR TI-RADS <4 nodules (n=223). 
The results showed that the cut-off value of age was 54.5. At this value, sensitivity 
was 54.9%, and specificity was 75.2%.
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showed that the incidence of occult PTC increased sig-
nificantly (>20%) when TPOAB >31.4 mIU/L 
(AUC=0.649) (P=0.006). And the size of the nodule 
was not a predictor of occult PTC. It is also suggested 
that patients with enlarged cervical lymph nodes have 
a high rate of occult PTC.38 Only 29 patients had occult 
PTC in this study, which is too small to perform a reliable 
analysis of associated factors and additional studies are 
still necessary.

This study had some limitations, as well. First, this was 
a single-center study, and only patients with PTC were 
included, so the generalizability of the findings is 
unknown. Second, the data that could be analyzed were 
limited to those available in the patient charts, as this was 
a retrospective study. Third, FNA was not performed in 
most patients because the nodules were large (3–7 cm) and 
led to a feeling of neck compression, extending even 
behind the sternum, requiring surgery even if benign. 
Therefore, most of the patients strongly refused FNA and 
requested first-intention definitive surgery.

In conclusion, relatively young age (<54.5 years), HT, 
a smaller diameter of the maximal nodule, and punctate 
echogenic foci were independently associated with PTC in 
patients with maximal thyroid nodules ≥2 cm. When only 
considering non-suspicious malignant nodules (ACR TI- 
RADS <4), relatively young age (<54.5 years) and TPOAb 
>31.4 mIU/L were associated with occult PTC. The pre-
dictive model of malignancy might aid clinicians in mak-
ing better clinical decisions.

Data Sharing Statement
The datasets used and/or analyzed during the current study are 
available from the corresponding author on reasonable 
request.

Ethics Approval and Consent to 
Participate
This study was approved by the Ethics Review Committee of 
the First Affiliated Hospital,Zhejiang University School of 
Medicine and conducted in accordance with the Helsinki 
Declaration. The need for written informed consent was 
waived by the committee as all data were used retrospec-
tively. All clinical data were anonymized for the analysis.

Patient Consent for Publication
Not applicable.

Author Contributions
All authors made substantial contributions to conception and 
design, acquisition of data, or analysis and interpretation of 
data; took part in drafting the article or revising it critically for 
important intellectual content; agreed to submit to the current 
journal; gave final approval of the version to be published; 
and agree to be accountable for all aspects of the work.

Funding
This study was supported by the Foundation of the 
Zhejiang Science and Technology Committee (No. 
2014C33194) and the Natural Science Foundation of 
Zhejiang Province (No. LY21H160020).

Disclosure
The authors declare that they have no conflicts of interest.

References
1. Gharib H, Papini E, Garber JR, et al. American Association of 

Clinical Endocrinologists, American College of endocrinology, and 
associazione medici endocrinologi medical guidelines for clinical 
practice for the diagnosis and management of thyroid nodules–2016 
Update. Endocr Pract. 2016;22(5):622–639.

2. Durante C, Grani G, Lamartina L, Filetti S, Mandel SJ, Cooper DS. 
The diagnosis and management of thyroid nodules: a review. JAMA. 
2018;319(9):914–924. doi:10.1001/jama.2018.0898

3. Haugen BR, Alexander EK, Bible KC, et al. 2015 American Thyroid 
Association Management guidelines for adult patients with thyroid 
nodules and differentiated thyroid cancer: the american thyroid asso-
ciation guidelines task force on thyroid nodules and differentiated 
thyroid cancer. Thyroid. 2016;26(1):1–133.

4. Yan KL, Li S, Tseng CH, et al. Rising incidence and incidence-based 
mortality of thyroid cancer in California, 2000–2017. J Clin Endocrinol 
Metab. 2020;105(6):1770–1777. doi:10.1210/clinem/dgaa121

5. Al-Lawati NA, Shenoy SM, Al-Bahrani BJ, Al-Lawati JA. Increasing 
thyroid cancer incidence in oman: a joinpoint trend analysis. Oman 
Med J. 2020;35(1):e98. doi:10.5001/omj.2020.16

6. Shulin JH, Aizhen J, Kuo SM, Tan WB, Ngiam KY, 
Parameswaran R. Rising incidence of thyroid cancer in Singapore 
not solely due to micropapillary subtype. Ann R Coll Surg Engl. 
2018;100(4):295–300. doi:10.1308/rcsann.2018.0004

7. Sanabria A, Kowalski LP, Shah JP, et al. Growing incidence of 
thyroid carcinoma in recent years: factors underlying overdiagnosis. 
Head Neck. 2018;40(4):855–866. doi:10.1002/hed.25029

8. Al-Ghanimi IA, Al-Sharydah AM, Al-Mulhim S, et al. Diagnostic 
accuracy of ultrasonography in classifying thyroid nodules compared 
with fine-needle aspiration. Saudi J Med Med Sci. 2020;8(1):25–31. 
doi:10.4103/sjmms.sjmms_126_18

9. Wang J, Liu J, Liu Z. Impact of ultrasound-guided fine needle aspiration 
cytology for diagnosis of thyroid nodules. Medicine (Baltimore). 
2019;98(38):e17192. doi:10.1097/MD.0000000000017192

10. Feldkamp J, Fuhrer D, Luster M, Musholt TJ, Spitzweg C, Schott M. 
Fine needle aspiration in the investigation of thyroid nodules. Dtsch 
Arztebl Int. 2016;113(20):353–359. doi:10.3238/arztebl.2016.0353

11. Li JW, Chang C, Chen JY, Shi ZT, Chen M. Nodule size effect on 
diagnostic performance of ultrasonography and computed tomogra-
phy for papillary thyroid carcinoma. Curr Med Imaging Rev. 2019;15 
(5):489–495. doi:10.2174/1573405614666180425142141

Cancer Management and Research 2021:13                                                                                     https://doi.org/10.2147/CMAR.S303715                                                                                                                                                                                                                       

DovePress                                                                                                                       
4481

Dovepress                                                                                                                                                            Dong et al

https://doi.org/10.1001/jama.2018.0898
https://doi.org/10.1210/clinem/dgaa121
https://doi.org/10.5001/omj.2020.16
https://doi.org/10.1308/rcsann.2018.0004
https://doi.org/10.1002/hed.25029
https://doi.org/10.4103/sjmms.sjmms_126_18
https://doi.org/10.1097/MD.0000000000017192
https://doi.org/10.3238/arztebl.2016.0353
https://doi.org/10.2174/1573405614666180425142141
https://www.dovepress.com
https://www.dovepress.com


12. Aydogan BI, Sahin M, Ceyhan K, et al. The influence of thyroid 
nodule size on the diagnostic efficacy and accuracy of ultrasound 
guided fine-needle aspiration cytology. Diagn Cytopathol. 2019;47 
(7):682–687. doi:10.1002/dc.24170

13. Nam SJ, Kwak JY, Moon HJ, Yoon JH, Kim EK, Koo JS. Large (>/=3cm) 
thyroid nodules with benign cytology: can Thyroid Imaging Reporting and 
Data System (TIRADS) help predict false-negative cytology? PLoS One. 
2017;12(10):e0186242. doi:10.1371/journal.pone.0186242

14. Boucek J, Kastner J, Skrivan J, et al. Occult thyroid carcinoma. Acta 
Otorhinolaryngol Ital. 2009;29(6):296–304.

15. Pensabene M, Stanzione B, Cerillo I, et al. It is no longer the time to 
disregard thyroid metastases from breast cancer: a case report and review of 
the literature. BMC Cancer. 2018;18(1):146. doi:10.1186/s12885-018- 
4054-x

16. Cavallo A, Johnson DN, White MG, et al. Thyroid nodule size at 
ultrasound as a predictor of malignancy and final pathologic size. 
Thyroid. 2017;27(5):641–650. doi:10.1089/thy.2016.0336

17. Zhao L, Yan H, Pang P, et al. Thyroid nodule size calculated using 
ultrasound and gross pathology as predictors of cancer: a 23-year 
retrospective study. Diagn Cytopathol. 2019;47(3):187–193. 
doi:10.1002/dc.24068

18. Raparia K, Min SK, Mody DR, Anton R, Amrikachi M. Clinical out-
comes for “suspicious” category in thyroid fine-needle aspiration biopsy: 
patient’s sex and nodule size are possible predictors of malignancy. Arch 
Pathol Lab Med. 2009;133(5):787–790. doi:10.5858/133.5.787

19. Frates MC, Benson CB, Doubilet PM, et al. Prevalence and distribu-
tion of carcinoma in patients with solitary and multiple thyroid 
nodules on sonography. J Clin Endocrinol Metab. 2006;91 
(9):3411–3417. doi:10.1210/jc.2006-0690

20. Mendelson AA, Tamilia M, Rivera J, et al. Predictors of malignancy 
in preoperative nondiagnostic biopsies of the thyroid. J Otolaryngol 
Head Neck Surg. 2009;38(3):395–400.

21. Zhao S, Jia X, Fan X, et al. Association of obesity with the clinico-
pathological features of thyroid cancer in a large, operative popula-
tion: a retrospective case-control study. Medicine (Baltimore). 
2019;98(50):e18213. doi:10.1097/MD.0000000000018213

22. Jankovic B, Le KT, Hershman JM. Clinical Review: hashimoto’s thyr-
oiditis and papillary thyroid carcinoma: is there a correlation? J Clin 
Endocrinol Metab. 2013;98(2):474–482. doi:10.1210/jc.2012-2978

23. Repplinger D, Bargren A, Zhang YW, Adler JT, Haymart M, Chen H. 
Is Hashimoto’s thyroiditis a risk factor for papillary thyroid cancer? 
J Surg Res. 2008;150(1):49–52. doi:10.1016/j.jss.2007.09.020

24. Lai X, Xia Y, Zhang B, Li J, Jiang Y. A meta-analysis of Hashimoto’s 
thyroiditis and papillary thyroid carcinoma risk. Oncotarget. 2017;8 
(37):62414–62424. doi:10.18632/oncotarget.18620

25. Resende de Paiva C, Gronhoj C, Feldt-Rasmussen U, von Buchwald C. 
Association between hashimoto’s thyroiditis and thyroid cancer in 64,628 
patients. Front Oncol. 2017;7:53. doi:10.3389/fonc.2017.00053

26. He LZ, Zeng TS, Pu L, Pan SX, Xia WF, Chen LL. Thyroid hor-
mones, autoantibodies, ultrasonography, and clinical parameters for 
predicting thyroid cancer. Int J Endocrinol. 2016;2016:8215834. 
doi:10.1155/2016/8215834

27. Adhami M, Michail P, Rao A, et al. Anti-thyroid antibodies and 
TSH as potential markers of thyroid carcinoma and aggressive 
behavior in patients with indeterminate fine-needle aspiration 
cytology. World J Surg. 2020;44(2):363–370. doi:10.1007/s00268- 
019-05153-1

28. Kim ES, Lim DJ, Baek KH, et al. Thyroglobulin antibody is asso-
ciated with increased cancer risk in thyroid nodules. Thyroid. 2010;20 
(8):885–891. doi:10.1089/thy.2009.0384

29. Xiao Y, Zhou Q, Xu Y, Yuan SL, Liu QA. Positive thyroid 
antibodies and risk of thyroid cancer: a systematic review and 
meta-analysis. Mol Clin Oncol. 2019;11(3):234–242. doi:10.3892/ 
mco.2019.1886

30. Lundgren CI, Hall P, Dickman PW, Zedenius J. Clinically significant 
prognostic factors for differentiated thyroid carcinoma: a 
population-based, nested case-control study. Cancer. 2006;106 
(3):524–531. doi:10.1002/cncr.21653

31. Tessler FN, Middleton WD, Grant EG. Thyroid Imaging Reporting 
and Data System (TI-RADS): a User’s Guide. Radiology. 2018;287 
(3):1082. doi:10.1148/radiol.2018184008

32. Smith JJ, Chen X, Schneider DF, et al. Cancer after thyroidectomy: a 
multi-institutional experience with 1523 patients. J Am Coll Surg. 
2013;216(4):571–577; discussion 577–579. doi:10.1016/j. 
jamcollsurg.2012.12.022

33. Rago T, Fiore E, Scutari M, et al. Male sex, single nodularity, and 
young age are associated with the risk of finding a papillary thyroid 
cancer on fine-needle aspiration cytology in a large series of patients 
with nodular thyroid disease. Eur J Endocrinol. 2010;162 
(4):763–770. doi:10.1530/EJE-09-0895

34. Luo J, McManus C, Chen H, Sippel RS. Are there predictors of 
malignancy in patients with multinodular goiter? J Surg Res. 
2012;174(2):207–210. doi:10.1016/j.jss.2011.11.1035

35. Liu J, Zheng D, Li Q, et al. A predictive model of thyroid malignancy 
using clinical, biochemical and sonographic parameters for patients 
in a multi-center setting. BMC Endocr Disord. 2018;18(1):17. 
doi:10.1186/s12902-018-0241-7

36. Girardi FM, Silva LMD, Flores CD. A predictive model to distin-
guish malignant and benign thyroid nodules based on age, gender and 
ultrasonographic features. Braz J Otorhinolaryngol. 2019;85 
(1):24–31. doi:10.1016/j.bjorl.2017.10.001

37. Witczak J, Taylor P, Chai J, et al. Predicting malignancy in thyroid 
nodules: feasibility of a predictive model integrating clinical, bio-
chemical, and ultrasound characteristics. Thyroid Res. 2016;9:4. 
doi:10.1186/s13044-016-0033-y

38. Ito Y, Hirokawa M, Fukushima M, et al. Occult papillary thyroid 
carcinoma: diagnostic and clinical implications in the era of routine 
ultrasonography. World J Surg. 2008;32(9):1955–1960. doi:10.1007/ 
s00268-008-9614-9

Cancer Management and Research                                                                                                   Dovepress 

Publish your work in this journal 
Cancer Management and Research is an international, peer-reviewed 
open access journal focusing on cancer research and the optimal use of 
preventative and integrated treatment interventions to achieve improved 
outcomes, enhanced survival and quality of life for the cancer patient. 

The manuscript management system is completely online and includes 
a very quick and fair peer-review system, which is all easy to use. 
Visit http://www.dovepress.com/testimonials.php to read real quotes 
from published authors.  

Submit your manuscript here: https://www.dovepress.com/cancer-management-and-research-journal

DovePress                                                                                                            Cancer Management and Research 2021:13 4482

Dong et al                                                                                                                                                            Dovepress

https://doi.org/10.1002/dc.24170
https://doi.org/10.1371/journal.pone.0186242
https://doi.org/10.1186/s12885-018-4054-x
https://doi.org/10.1186/s12885-018-4054-x
https://doi.org/10.1089/thy.2016.0336
https://doi.org/10.1002/dc.24068
https://doi.org/10.5858/133.5.787
https://doi.org/10.1210/jc.2006-0690
https://doi.org/10.1097/MD.0000000000018213
https://doi.org/10.1210/jc.2012-2978
https://doi.org/10.1016/j.jss.2007.09.020
https://doi.org/10.18632/oncotarget.18620
https://doi.org/10.3389/fonc.2017.00053
https://doi.org/10.1155/2016/8215834
https://doi.org/10.1007/s00268-019-05153-1
https://doi.org/10.1007/s00268-019-05153-1
https://doi.org/10.1089/thy.2009.0384
https://doi.org/10.3892/mco.2019.1886
https://doi.org/10.3892/mco.2019.1886
https://doi.org/10.1002/cncr.21653
https://doi.org/10.1148/radiol.2018184008
https://doi.org/10.1016/j.jamcollsurg.2012.12.022
https://doi.org/10.1016/j.jamcollsurg.2012.12.022
https://doi.org/10.1530/EJE-09-0895
https://doi.org/10.1016/j.jss.2011.11.1035
https://doi.org/10.1186/s12902-018-0241-7
https://doi.org/10.1016/j.bjorl.2017.10.001
https://doi.org/10.1186/s13044-016-0033-y
https://doi.org/10.1007/s00268-008-9614-9
https://doi.org/10.1007/s00268-008-9614-9
https://www.dovepress.com
http://www.dovepress.com/testimonials.php
https://www.facebook.com/DoveMedicalPress/
https://twitter.com/dovepress
https://www.linkedin.com/company/dove-medical-press
https://www.youtube.com/user/dovepress
https://www.dovepress.com
https://www.dovepress.com

	Introduction
	Methods
	Study Design and Patients
	Clinicopathological Characteristics
	US Imaging Analysis
	Thyroid Hormones and Autoantibodies
	Statistical Analysis

	Results
	Characteristics of Patients
	Risk Factors for Thyroid Carcinoma
	Risk Factors for Thyroid Carcinoma in Cases with Nodules (ACR TI-RADS<4)
	ROC Analysis of the Independent Factors for Malignancy

	Discussion
	Data Sharing Statement
	Ethics Approval and Consent to Participate
	Patient Consent for Publication
	Author Contributions
	Funding
	Disclosure
	References

