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Simple Summary: The presence of lateral neck lymph node (LN) metastasis (N1b) is a known
prognostic factor for poor prognosis and high morbidity after surgery in papillary thyroid carcinoma
(PTC). Previous studies have suggested that tumor size and metastatic LN characteristics, including
LN size, number, ratio, and extranodal extension, are associated with recurrence; however, the
prognostic role of imaging features of LNs in the lateral neck have rarely been reported. In this study,
we investigated whether ultrasound imaging features of lateral neck LN metastases can be prognostic
markers for predicting recurrence and thereby guide surgical extent and posttreatment surveillance
in N1b PTC.

Abstract: This study aimed to investigate whether preoperative ultrasonographic (US) features of
metastatic lymph nodes (LNs) are associated with tumor recurrence in patients with N1b papillary
thyroid carcinoma (PTC). We enrolled 692 patients (mean age, 41.9 years; range, 6-80 years) who
underwent total thyroidectomy and lateral compartment LN dissection between January 2009 and
December 2015 and were followed-up for 12 months or longer. Clinicopathologic findings and US
features of the index tumor and metastatic LNs in the lateral neck were reviewed. A Kaplan-Meier
analysis and Cox proportion hazard model were used to analyze the recurrence-free survival rates
and features associated with postoperative recurrence. Thirty-seven (5.3%) patients had developed
recurrence at a median follow-up of 66.5 months. On multivariate Cox proportional hazard analysis,
male sex (hazard ratio [HR], 2.277; 95% confidence interval [CI]: 1.131, 4.586; p = 0.021), age >55 years
(HR, 3.216; 95% CI: 1.529, 6.766; p = 0.002), LN size (HR, 1.054; 95% CI: 1.024, 1.085; p < 0.001), and
hyperechogenicity of LN (HR, 8.223; 95% CI: 1.689, 40.046; p = 0.009) on US were independently
associated with recurrence. Preoperative US features of LNs, including size and hyperechogenicity,
may be valuable for predicting recurrence in patients with N1b PTC.
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1. Introduction

Papillary thyroid carcinoma (PTC) is the most common malignancy in the head and
neck, accounting for 90% of thyroid malignancies [1,2]. PTC frequently shows lymph
node (LN) metastasis in the central and lateral neck with a prevalence of approximately
20-90% [3-5]. In particular, the presence of LN metastasis in the lateral neck, which is
staged N1b, has been associated with a high rate of posttreatment recurrence [4,6-8]. In
addition, N1b PTC is known to be related to high morbidity rates due to extensive lateral
neck dissection [9,10]. Because of its high recurrence potential and high morbidity rates, risk
stratification of PTC N1b is important in patient management, including the determination
of the optimal extent of surgery or posttreatment surveillance. Previous studies have
reported that tumor size and metastatic LN characteristics including LN size, number,
ratio, and extranodal extension are associated with the prognosis of patients with N1b
PTC [6,11-21].
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Thyroid ultrasound (US) is a noninvasive diagnostic modality that evaluates thyroid
glands and LNs, and it is routinely used in the preoperative setting for staging of thyroid
cancer. US features associated with LN metastasis are hyperechogenicity, cystic change,
calcification, irregular or round shape, and loss of hilum [22-25]. A recent study showed
that preoperative US characteristics of LNs are associated with extranodal extension in
metastatic PTC [26]. Our recent study also reported that the highly suspicious features
of metastatic LNs, including cystic change, calcification, or hyperechogenicity on US,
were correlated with pathologic LN size, number, and extranodal extension [27]. A few
studies have investigated the association between US features of the index tumor and
recurrence [28,29]; however, no study has analyzed the US features of metastatic LN for
predicting recurrence in patients with N1b PTC.

Therefore, we hypothesized that the specific US feature of metastatic LNs could
influence recurrence-free survival (RFS) in patients with N1b PTC. Thus, the purpose of
our study was to investigate whether US features of metastatic LNs are associated with
recurrence in patients with N1b PTC.

2. Methods
2.1. Study Population

This retrospective study was approved by our Institutional Review Board and in-
formed consent was waived. A total of 837 patients were staged N1b on preoperative
US between January 2009 and December 2015 and underwent total thyroidectomy and
lateral compartment LN dissection. Among them, 145 patients were excluded as follows:
(a) 120 patients with proven negative LN in the lateral neck at the final diagnosis; (b) 10 pa-
tients with thyroid cancer other than PTC; (c) two patients with metastasis in other organs
at the time of diagnosis; (d) one patient with other malignancy; and (e) 12 patients with a
follow-up period less than 12 months after surgery. Finally, we included a total of 692 pa-
tients consisting of 464 females (mean age, 41.3 years; range, 9 to 80 years) and 228 males
(median age, 43.1 years; range, 6 to 79 years) (Figure 1).

Patients who were staged cN1b at preoperative US and underwent total thyroidectomy
and lateral compartment LN dissection (n = 837)

Thyroid cancer other than PTC

(n=10) Proven negative LN in the lateral
neck at the final pathology (n = 120)

Distant metastasis at the time of "
diagnosis (n =2)

Patients with a follow-up period
less than 12 months after surgery
Diagnosed with other malignancy (n=12)

(n=1)

Patients who were staged pN1b and underwent total thyroidectomy with lateral
compartment LN dissection for PTC and were followed-up for at least 12 months (1 = 692)

Figure 1. Flowchart of the study population. US, ultrasound; LN, lymph node; PTC, papillary
thyroid carcinoma.

2.2. Image Analysis

US examinations were performed with 5-12 MHz linear array transducers (iU22;
Philips Medical Systems, Best, The Netherlands), with 4-15 MHz linear array transducers
(SuperSonic Imagine; Aix-en-Provence, France) and with 6-18 MHz linear array transducers
(Acuson 52000; Simens Healthcare, Erlangen, Germany). Preoperative US was performed
by one of six radiologists with 5 to 18 years of experience in thyroid imaging.
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US images of the index cancer and metastatic LNs in the lateral neck were retrospec-
tively reviewed by two radiologists by consensus. The tumor size was determined by the
maximum diameter of the index cancer. The index cancer was assessed according to the
shape (parallel and non-parallel), internal composition (solid, mixed [solid portion >50%]
and cystic [solid portion <50%]), echogenicity (hyper-, iso-, hypoechoic, and marked hy-
poechoic), margin (smooth, lobulated, and irregular), and calcification (no calcification,
macrocalcification, and microcalcification). For the lateral LNs, the index LN was deter-
mined to be the LN with suspicious features and the largest size. Imaging features of
the index LN were assessed as follows: longitudinal diameter, presence of cystic change,
calcification, hyperechogenicity (hyperechoic change of LN versus adjacent muscle), loss of
hilum, and shape (oval, round, and irregular) [22-25].

2.3. Surgery and Pathologic Analysis

Total thyroidectomy with prophylactic central compartment dissection was performed.
Lateral compartment LN dissection was also performed when LN metastasis was diagnosed
with preoperative US-guided fine needle biopsy aspiration or intraoperative frozen section.
Lateral compartment LN dissection included LNs at level II, III, IV, and anterior V.

Tumor size, multifocality, bilaterality, extrathyroidal extension, and BRAF status were
recorded according to the pathologic reports. Histologic reports of lateral LNs, including
the largest size, total number of harvested LNs, total number of metastatic LNs, ratio (total
number of metastatic LNs/total number of harvested LNs), and extranodal extension, were
also reviewed. The staging of thyroid cancer was reassessed according to the 8 edition of
the American Joint Committee on Cancer.

2.4. Postoperative Follow-Up and Recurrence

All patients underwent thyroid-stimulating hormone suppression and radioactive
iodine therapy with 50-200 mCi after surgery. Based on our institution protocols, patients
underwent follow-up with a neck US, a chest computed tomography (CT), and the measure-
ment of free thyroxine, thyroglobulin (Tg), anti-Tg antibody, and serum thyroid-stimulating
hormone every 12 months. Other imaging examinations, including iodine 131 whole-body
scintigraphy or fluorodeoxyglucose positron emission tomography (PET)/CT, were per-
formed in patients showing detectable serum Tg or anti-Tg antibody without evidence of
recurrence on neck US or chest CT scan. No evidence of recurrence was determined with no
evidence of disease on biochemistry (suppressed Tg < 1 ng/mL, stimulated Tg <2 ng/mL,
no anti-Tg antibody), on cytology, or on imaging (US, CT, iodine 131 whole-body scintigra-
phy, or PET/CT scan). Recurrence was defined as a newly detected disease on biochemistry,
on cytology, or on imaging after a period with no evidence of disease.

2.5. Statistics

The disease outcome of interest was RFS. RFS was defined as the period from the date
of surgery to the development of tumor recurrence in patients with recurrence or that of
the most recent follow-up in patients without recurrence. The median follow-up period
was 66.5 months (range, 4-127 months).

To compare demographics between the recurrence and non-recurrence groups, contin-
uous variables were analyzed using the Student’s t-test, while categorical variables were
compared using the chi-square test and Fisher’s exact test. For analyzing RFS, a univariate
and multivariate Cox proportional hazard regression analysis was used to estimate hazard
ratios (HRs) with 95% confidence intervals (Cls). Kaplan-Meier cumulative-event curves
were constructed using the factors associated with recurrence on the multivariate Cox
regression analysis and the DFS curves were compared with 95% Cls using the log-rank
test. Statistical analysis was performed with SAS ver. 9.2 (SAS Institute Inc., Cary, NC,
USA). p-values < 0.05 were considered to indicate statistical significance.



Cancers 2022, 14,174

40f13

3. Results

Of 692 patients, 37 (5.3%) had developed recurrence. Of them, 31 patients had struc-
tural recurrence including the lateral LN (1 = 15), the thyroid bed (n = 11), and five patients
showed distant metastases in the lung. Six patients had biochemical recurrence showing
elevated Tg levels.

Of the clinicopathologic characteristics (Table 1), the proportion of male patients was
higher in the group of patients with recurrence than in the group of patients without
recurrence (31.6% vs. 56.8%; p = 0.002). Pathologic tumor size was larger (15.7 mm
vs. 20.4 mm; p = 0.005) and TNM stage was higher (16.9% vs. 35.1%; p = 0.019) in
patients with recurrence. Multifocality (36.3% vs. 54.1%; p = 0.03), bilaterality (33.7% vs.
56.8%; p = 0.004), and extrathyroidal extension (80.6% vs. 94.6%; p = 0.034) were also more
frequently observed in the recurrence group. Regarding the LN pathology, pathologic LN
size (12 mm vs. 18.6 mm; p < 0.0001), total number of metastatic LNs (11 vs. 16; p < 0.0001),
and LN ratio (0.23 vs. 0.3; p = 0.011) were greater and extranodal extension (52.5% vs. 78.4%;
p = 0.006) was more common in patients with recurrence. Age, tumor pathology, BRAF
status, and the total number of harvested LNs showed no significant difference between
the two groups.

Table 1. Clinicopathologic characteristics of patients with N1b papillary thyroid carcinoma according
to recurrence.

Non-Recurrence Recurrence

Characteristics (1 = 655) (1 = 37) p Value
Sex 0.002
Female 448 (68.4) 16 (43.2)
Male 207 (31.6) 21 (56.8)
Age (years) 4170 £ 12.81 45.65 + 17.58 0.186
Pathology 0.835
Conventional 545 (83.2) 30 (81.1)
Diffuse sclerosing variant 86 (13.1) 6 (16.2)
Others 24 (3.7) 1(2.7)
Pathologic tumor size (mm) 15.67 £9.76 20.38 £ 10.79 0.005
TNM stage 0.019
I 543 (82.9) 24 (64.9)
I 111 (16.9) 13 (35.1)
I 1(0.2) 0(0.0)
Multifocality 0.030
No 417 (63.7) 17 (45.9)
Yes 238 (36.3) 20 (54.1)
Bilaterality 0.004
No 434 (66.3) 16 (43.2)
Yes 221 (33.7) 20 (56.8)
Extrathyroidal extension 0.034
No 127 (19.4) 2 (5.4)
Yes 528 (80.6) 35 (94.6)
BRAF status 0.740

No 75 (11.5) 4(10.8)
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Table 1. Cont.

Non-Recurrence Recurrence

Characteristics (1 = 655) (= 37) p Value
Yes 242 (36.9) 16 (43.2)
None 338 (51.6) 17 (45.9)

Pathologic LN size (mm) 11.96 + 7.40 18.55 +11.24 <0.0001
Total number of harvested LNs 47.66 £ 21.15 53.91 £ 25.57 0.152
Total number of metastatic LNs 10.82 + 8.79 16.49 + 12.19 <0.0001

LN Ratio 0.23 +£0.17 0.30 +0.14 0.011
Extranodal extension 0.006
No 38.6 (38.6) 5(13.5)
Yes 344 (52.5) 29 (78.4)
None 58 (8.9) 3(8.1)

Values are expressed as the mean =+ standard deviation or number (%). LN, lymph node; LN ratio, total number
of metastatic LNs/total number of harvested LNs.

Of the US features of the index cancer (Table 2), only tumor size showed a significant
difference between patients without and with tumor recurrence (17.3 mm vs. 20.8 mm;
p = 0.044). Of the US features of the index lateral LN (Table 2), the size was larger (13.8 mm
vs. 20.8 mm; p < 0.0001) and hyperechogenicity of LNs (61.7% vs. 94.6%; p < 0.0001)
was more frequent in the recurrence group than in the non-recurrence group. There was
no significant difference in shape, composition, echogenicity, margin, and calcification of
the index tumor and cystic change, calcification, or shape of the index LN between the
two groups.

Table 2. Ultrasound features of the index tumor and lateral lymph nodes in patients with N1b
papillary thyroid carcinoma according to recurrence.

Characteristics Non(;lR:C:;;;e nee Re(;u:l:;;;ce p Value
Tumor size 17.29 +10.37 20.84 £+ 10.79 0.044
Tumor shape 0.628
Parallel 310 (47.3) 16 (43.2)
Nonparallel 345 (52.7) 21 (56.8)
Tumor composition 0.651
Solid 626 (95.6) 35 (94.6)
<50% cystic 22 (3.4) 1(2.7)
>50% cystic 7 (11 1(2.7)
Tumor echogenicity 0.458
Hyperechogenicity 2(0.3) 0(0.0)
Isoechogenicity 12 (1.8) 1(2.7)
Hypoechogenicity 351 (53.6) 15 (40.5)
Markedly hypoechogenicity 290 (44.3) 21 (56.8)
Tumor margin 0.587
Smooth 0(0) 0 (0)
Lobulated 102 (15.6) 7 (18.9)
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Table 2. Cont.

Non-Recurrence Recurrence

Characteristics (1 = 655) (= 37) p Value
Irregular 553 (94.7) 30 (81.1)
Tumor calcification 0.651
No 169 (25.8) 8(21.6)
Macrocalcification 74 (11.3) 3(8.1)
Microcalcification 412 (62.9) 26 (70.3)
LN size 13.82 £+ 10.37 20.84 +10.79 <0.0001
LN cystic change 0.345
No 472 (72.1) 24 (64.9)
Yes 183 (27.9) 13 (35.1)
LN calcification 0.696
No 368 (56.2) 22 (59.5)
Yes 287 (43.8) 15 (40.5)
LN shape 0.933
Oval 394 (60.2) 22 (59.5)
Round/irregular 261 (39.8) 15 (40.5)
LN echogenicity <0.0001
Hypo-/isoechogenicity 250 (38.2) 2(54)
Hyperechogenicity 405 (61.8) 35 (94.6)

Values are expressed as the mean =+ standard deviation or number (%). LN, lymph node.

According to the univariate Cox proportional hazard analysis (Table 3), male sex,
age >55 years, tumor size and LN size at US, hyperechogenicity of LN, pathologic tumor
size, multifocality and bilaterality of cancer, pathologic LN size, total number of metastatic
LNs, LN ratio, and extranodal extension were significantly associated with recurrence.
According to the multivariate analysis of the preoperative model (Table 4), male sex (HR,
2.321; 95% ClI: 1.142, 4.360; p = 0.019), age >55 years (HR, 3.066; 95% CI: 1.537, 6.118;
p = 0.001), larger LN size (HR, 1.055; 95% CI: 1.027, 1.084; p < 0.0001), and hyperechogenicity
of LN (HR, 8.066; 95% CI:1.916, 33.960; p = 0.004) on US were independently associated with
recurrence. In the postoperative model, male sex (HR, 2.897; 95% CI: 1.332, 6.301; p = 0.007),
larger pathologic LN size (HR, 1.065; 95% CI: 1.020, 1.111; p = 0.004), and higher LN ratio
(HR, 27.679; 95% CI: 1.144, 669.597; p = 0.04) were independent factors associated with
recurrence. In the combined model, male sex (HR, 2.277; 95% CI: 1.131, 4.586; p = 0.021),
age >55 years (HR, 3.216; 95% CI: 1.529, 6.766; p = 0.002), larger LN size (HR, 1.054; 95%
CI: 1.024, 1.085; p < 0.0001), and hyperechogenicity of LN (HR, 8.223; 95% CI: 1.689, 40.046;
p = 0.009) on preoperative US were independently associated with recurrence.

Table 3. Univariate Cox proportional hazard analysis for predicting recurrence in patients with N1b
papillary thyroid carcinoma.

Variables HR (95% CI) p Value
Sex
Female reference

Male 3.007 (1.550-5.835) 0.001
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Table 3. Cont.

Variables HR (95% CI) p Value
Age (years)
<55 reference
>55 2.542 (1.287-5.019) 0.007
US tumor size 1.028 (1.004-1.053) 0.024
Tumor shape
Parallel reference
Nonparallel 1.332 (0.686-2.586) 0.398
Tumor composition
Not solid reference
Solid 0.828 (0.199-3.449) 0.796
Tumor echogenicity
Hyper-, iso-, hypoechogenicity reference
Markedly hypoechogenicity 1.566 (0.811-3.021) 0.181
Tumor margin
Smooth reference
Lobulated /irregular 0.000 >0.999
Tumor calcification
No/macrocalcification reference
Microcalcification 1.408 (0.692-2.864) 0.345
LN size 1.070 (1.045-1.095) <0.0001
LN cystic change
No reference
Yes 1.258 (0.629-2.516) 0.516
LN calcification
No reference
Yes 0.920 (0.474-1.785) 0.805
LN shape
Oval reference
Round/irregular 1.093 (0.563-2.122) 0.792
LN echogenicity
Hypo-isoechogenicity reference
Hyperechogenicity 10.855 (2.607—45.203) 0.001
LN hilum
No reference
Yes 4.148 (0.568-30.313) 0.161
Pathologic tumor size 1.042 (1.017-1.068) 0.001
Multifocality
No reference
Yes 1.979 (1.027-3.811) 0.041




Cancers 2022, 14,174

8of 13

Table 3. Cont.

Variables HR (95% CI) p Value
Bilaterality
No reference
Yes 2.364 (1.225-4.564) 0.01
Extrathyroidal extension
No reference
Yes 4.144 (0.995-17.251) 0.051
BRAF status
No reference
Yes 1.288 (0.430-3.855) 0.651
Pathologic LN size 1.078 (1.044-1.113) <0.0001
Total number of harvested LNs 1.012 (1.000-1.025) 0.060
Total number of metastatic LNs 1.048 (1.023-1.074) <0.0001
LN Ratio 2.533 (1.187-5.406) 0.016
Extranodal extension
No reference
Yes 3.638 (1.402-9.438) 0.008

US, ultrasound; LN, lymph node; LN ratio, total number of metastatic LNs/total number of harvested LNs; HR,
hazard ratio; CI, confidence interval.

Table 4. Multivariate Cox proportional hazard analysis for predicting recurrence in patients with

N1b papillary thyroid carcinoma.

) Preop Model Postop Model Combined Model
Variables
HR (95% CI) p Value HR (95% CI) p Value HR (95% CI) p Value
2231 2.897 2277
Male sex (1.142-4.360) 0019 (1.332-6.301) 0.007 (1.131-4.586) 0021
3.066 1.935 3216
Age = 55 years (1.537-6.118) 0.001 (0.822-4.557) 0.131 (1.529-6.766) 0.002
US features
. 1.017 0.983
Tumor size (0.993-1.042) 0.164 (0.937-1.032) 0.494
. 1.055 1.054
LN size (1.027-1.027) <0.0001 B (1.024-1.085) <0.0001
. 8.066 8.223
LN hyperechogenicity (1.916-33.960) 0.004 (1.689—40.046) 0.009
Pathologic features
. 1.012
Tumor size (0.981-1.044) 0.460
L 1.238 1.011
Multifocality (0.525-2.919) 0.625 (0.467-2.191) 0.977
. . 1.560 1.838
Bilaterality (0.676-3.600) 0298 (0.869-3.887) —
LN size 1.065 0.004

(1.020-1.111)
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Table 4. Cont.
) Preop Model Postop Model Combined Model
Variables
HR (95% CI) p Value HR (95% CI) p Value HR (95% CI) p Value

Total number of 1.008 1.028

metastatic LNs (0.964-1.055) 0.722 (0.988-1.069) 0.170
. 27.679 2.604

LN ratio (1.144-669.597) 0041 (0.543-12.480) 0231
. 1.813 1.764

Extranodal extension (0.668-4.923) 0.243 (0.665-4.685) 0.254

US, ultrasound; LN, lymph node; LN ratio, total number of metastatic LNs/total number of harvested LNs; HR,
hazard ratio; CI, confidence interval.

The diagnostic performance of male sex, older age (>55 years), LN size (20 mm),
and LN hyperechogenicity for predicting recurrence are shown in Table 5. Among them,
LN hyperechogenicity showed the highest area under the curve (AUC) of 0.664 with a
sensitivity, specificity, positive predictive value, negative predictive value, and accuracy of
94.59%, 38.17%, 7.95%, 99.21%, and 41.18%, respectively.

Table 5. Diagnostic performance of clinical and ultrasound imaging features for predicting recurrence
in patients with N1b papillary thyroid carcinoma.

Variables Se“fo‘/t;"‘ty SPe(f,}f;c‘ty PPV (%) NPV (%)  Accuracy (%) AUC
(1] (]

Male sox 56.76 68.40 9.21 96.55 67.77 0.626
(40.80-72.72)  (64.84-71.96)  (5.46-12.96)  (94.89-9821)  (64.29-71.25)  (0.543-0.709)

e > 55 vears 35.14 82.90 10.40 95.77 80.35 0.590
ge =50y (1976-5052)  (80.02-8578)  (5.05-1575)  (94.11-97.43)  (77.39-8331)  (0.511-0.669)

LN size 14324 85.65 1455 96.39 §3.38 0.644
(27.28-5920)  (82.97-88.33)  (796-21.14)  (94.87-97.91)  (80.61-86.15)  (0.562-0.726)

LN hvberechoenici 94.59 38.17 7.95 99.21 4118 0.664
yperechogenicity 0730 100)  (3445-41.89)  (5.42-1048)  (98.12-100)  (37.51-44.85)  (0.622-0.705)

AUC, the area under the receiver operating characteristic curve; LN, lymph node; NPV, negative predictive value;
PPV, positive predictive value. The values in parentheses are 95% confidence intervals.

Patients with hyperechoic LNs showed lower 5- and 10-year RFS than patients with
iso- or hypoechoic LNs (5-year RFS, 94.6% vs. 99.6%; 10-year RFS, 88.9% vs. 97.9%; both
p <0.0001). In addition, patients with LNs larger than 20 mm showed lower 5-year RFS
than patients with LNs 20 mm or less (5-year RFS, 87.9% vs. 98.2%; 10-year RFS, 83.3% vs.
94.4%; both p < 0.0001) (Figures 2 and 3).
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Figure 2. Kaplan-Meier cumulative event curves for recurrence in N1b papillary thyroid carcinoma
(a) in patients with iso- or hypoechoic vs. hyperechoic LNs (log-rank statistic, p < 0.0001) and (b) in
patients with LNs larger than 20 mm vs. LNs 20 mm or less (log-rank statistic, p < 0.0001). LN,
lymph node.

Figure 3. Ultrasound images showing diagnostic features of N1b papillary thyroid carcinoma.
(a) Preoperative ultrasound image of a 24-year-old man showing hyperechoic metastatic lymph nodes
on the left side of the neck at level III (arrows). (b) Follow-up ultrasound image taken 51 months
after surgery, showing an 11-mm irregular, hyperechoic lymph node on the right side of the neck
(arrows), which was a recurrence. (c) Preoperative ultrasound image of a 62-year-old man showing
a 29-mm metastatic lymph node with hyperechogenicity and cystic change on the right side of the
neck at level III (arrows). (d) Follow-up ultrasound image taken 48 months after surgery, showing an
8-mm irregular lymph node on the left side of the neck at level VI (arrows), which was confirmed to
be a recurrence.

4. Discussion

We have shown in the present study that preoperative US features of lateral LNs
have the potential to predict recurrence in patients with N1b PTC. In the preoperative and
combined model, US features of metastatic LNs, including the size and hyperechogenicity,
were independently associated with recurrence in addition to male sex and older age
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(=55 years). In our study, patients with larger (cut-off 20 mm) and hyperechoic LNs in the
lateral neck had lower 5- and 10-year DFS rates than those without.

Since the metastatic LNs in the lateral neck in PTC have been associated with poorer
outcomes and high morbidity rates, previous reports have investigated the clinicopatho-
logic markers for predicting prognosis in N1b PTC. However, only a few studies have
attempted to identify the imaging markers for predicting patient outcomes in N1b PTC. A
previous study reported that US features of metastatic LNs including node matting, cystic
area, or unclear margins were significantly associated with extranodal extension, which
is an important prognostic factor in N1b PTC [26]. Similarly, our previous study showed
that the suspicious US features of metastatic LNs were significantly correlated with the
pathologic size, total LN number, and extranodal extension [27]. However, no studies have
directly analyzed the association between US features of metastatic LNs and recurrence.

Previous studies have reported that the size of LN affected postoperative recurrence
in N1b PTC [6,15,16,19,21]. A recent study showed that the presence of a metastatic LN
with a maximum diameter larger than 2 cm was an independent risk factor for locoregional
recurrence [15]. However, previous studies have used the pathological size of LNs. Of
note, the multivariate analysis conducted in our study showed that the LN size ‘on US’
was independently associated with recurrence in the preoperative and combined model. In
particular, there was a significant difference in 5- and 10-year RFS when the cut-off was
20 mm. Hyperechogenicity of the LN, which indicates the solid portion of metastatic tumors
within the cortex of LNs [28], also affected RFS and showed the highest AUC value for
predicting recurrence in this study. Unlike previous studies [29,30], no significant difference
was found between the size and specific features of the index tumor and recurrence on the
multivariate analysis. Our data suggests that the US features of metastatic LNs, including
the size and hyperechogenicity, can be used for preoperative risk-stratification of N1b PTC,
rather than the characteristics of the tumor itself. A previous study also suggested that the
index tumor itself was not a risk factor for recurrence in N1b PTC [12].

Our results highlight that the preoperative US features of metastatic LNs can provide
prognostic information ‘before’ surgery and guide the surgical management of N1b PTC.
Postoperative recurrence in N1b PTC is a critical issue for both patients and surgeons
due to the risk of morbidity after surgery, as well as difficulties associated with reopera-
tion [6,10,19,31]. Considering the prognostic implication of the US features of metastatic
LNs, a comprehensive LN dissection may be required to prevent recurrence, rather than
selective LN removal, when the LN size is larger than 20 mm and the hyperechogenicity of
LNs is identified on US. US is used as the standard mode of evaluation of PTC and has the
advantages of being widely available and low cost, and there is no requirement for contrast
administration. Further study is needed to validate the US features of metastatic LNs as
predictors of clinical outcomes in N1b PTC.

In addition, our study showed that clinical factors such as male sex and older age
were associated with recurrence, which was consistent with previous studies [6,11-13,15].
However, the pathologic factors, including LN size, number, ratio, and extranodal extension,
which have been reported to be associated with recurrence, were not significant indicators
in the multivariate analysis in this study.

We acknowledge several limitations of our study. First, this study was conducted
retrospectively in a single institution and we only enrolled patients with preoperative US
and pathologically confirmed lateral LNs, which may have caused selection bias. Second,
the imaging assessment was performed on the largest tumor or LN, and direct node-to-
node evaluation was not possible. Lastly, although the imaging features were interpreted
by consensus by two radiologists, there may have been operator dependency due to the
inherent nature of US.

5. Conclusions

Preoperative US features of LNs including the size and hyperechogenicity may be
valuable for predicting recurrence in patients with N1b PTC.



Cancers 2022, 14, 174 12 of 13

Author Contributions: Conceptualization, N.L.E., EJ.S., ].-A K.; methodology, N.L.E.; software,
N.L.E.; validation, EJ.S., J.-A.K,; formal analysis, N.L.E.; investigation, N.L.E., E.].S.; resources,
N.LEE, E].S,; data curation, N.-L.E.; writing—original draft preparation, N.L.E.; writing—review and
editing, E.J.S., J.-A.K,, HM.G,, ] HY,; visualization, ].-A. K., HM.G., ] H.Y,; supervision, E.J.S.; project
administration, E.J.S., ].-A.K.; funding acquisition, N.L.E. All authors have read and agreed to the
published version of the manuscript.

Funding: This research was funded by the Dongkook Lifescience, Seoul, Korea (no. DK-IIT-2021-03).

Institutional Review Board Statement: The study was conducted according to the guidelines of the
Declaration of Helsinki and approved by the Institutional Review Board of the Gangnam Severance
Hospital (project number: 3-2020-0322).

Informed Consent Statement: The informed consent was waived by the Institutional Review Board
of the Gangnam Severance Hospital due to the retrospective nature of the study.

Data Availability Statement: The data presented in this study are available on request from the
corresponding author. The data are not publicly available due to confidentiality reasons.

Conflicts of Interest: The authors declare no conflict of interest. The funding body had no role in the
design, execution, interpretation, or writing of the study.

References

1.  Siegel, R.L.; Miller, K.D.; Jemal, A. Cancer statistics, 2020. CA Cancer J. Clin. 2020, 70, 7-30. [CrossRef]

2. Cabanillas, M.E.; McFadden, D.G.; Durante, C. Thyroid cancer. Lancet 2016, 388, 2783-2795. [CrossRef]

3. Noguchi, S.; Noguchi, A.; Murakami, N. Papillary carcinoma of the thyroid. I. Developing pattern of metastasis. Cancer 1970,
26,1053-1060. [CrossRef]

4. Roh, ].L; Park, ].Y; Park, C.I. Total thyroidectomy plus neck dissection in differentiated papillary thyroid carcinoma patients:
Pattern of nodal metastasis, morbidity, recurrence, and postoperative levels of serum parathyroid hormone. Ann. Surg. 2007,
245, 604-610. [CrossRef]

5. Haugen, B.R.; Alexander, E.K,; Bible, K.C.; Doherty, G.M.; Mandel, S.J.; Nikiforov, Y.E.; Pacini, F.; Randolph, G.W.; Sawka,
A.M.; Schlumberger, M.; et al. 2015 American Thyroid Association Management Guidelines for Adult Patients with Thyroid
Nodules and Differentiated Thyroid Cancer: The American Thyroid Association Guidelines Task Force on Thyroid Nodules and
Differentiated Thyroid Cancer. Thyroid 2016, 26, 1-133. [CrossRef] [PubMed]

6. Ito, Y,; Kudo, T.; Takamura, Y.; Kobayashi, K.; Miya, A.; Miyauchi, A. Lymph node recurrence in patients with N1b papillary
thyroid carcinoma who underwent unilateral therapeutic modified radical neck dissection. World J. Surg. 2012, 36, 593-597.
[CrossRef] [PubMed]

7. de Meer, S.G.; Dauwan, M.; de Keizer, B.; Valk, G.D.; Borel Rinkes, I.H.; Vriens, M.R. Not the number but the location of lymph
nodes matters for recurrence rate and disease-free survival in patients with differentiated thyroid cancer. World J. Surg. 2012,
36, 1262-1267. [CrossRef]

8.  Kim, H,; Kim, T.H.; Choe, ] H.; Kim, ].H.; Kim, ].S.; Oh, Y.L.; Hahn, S.Y,; Shin, ].H.; Chi, S.A.; Jung, S.H.; et al. Patterns of Initial
Recurrence in Completely Resected Papillary Thyroid Carcinoma. Thyroid 2017, 27, 908-914. [CrossRef]

9.  Cappiello, J.; Piazza, C.; Nicolai, P. The spinal accessory nerve in head and neck surgery. Curr. Opin. Otolaryngol. Head Neck Surg.
2007, 15, 107-111. [CrossRef] [PubMed]

10. Baek, SK.; Jung, K.Y,; Kang, S.M.; Kwon, S.Y.; Woo, ].S.; Cho, S.H.; Chung, E.J. Clinical risk factors associated with cervical lymph
node recurrence in papillary thyroid carcinoma. Thyroid 2010, 20, 147-152. [CrossRef] [PubMed]

11. Kim, SJ.; Park, S.Y;; Lee, Y.J.; Lee, EK,; Kim, S.K,; Kim, TH.,; Jung, Y.S.; Ryu, J.; Myong, ].P.; Chung, K.W. Risk factors for
recurrence after therapeutic lateral neck dissection for primary papillary thyroid cancer. Ann. Surg. Oncol. 2014, 21, 1884-1890.
[CrossRef] [PubMed]

12.  Lee, C.W.; Roh, J.L.; Gong, G.; Cho, K.J.; Choi, S.H.; Nam, S.Y.; Kim, S.Y. Risk factors for recurrence of papillary thyroid carcinoma
with clinically node-positive lateral neck. Ann. Surg. Oncol. 2015, 22, 117-124. [CrossRef] [PubMed]

13. Wang, L.Y,; Palmer, FL.; Nixon, L].; Tuttle, RM.; Shah, ]J.P; Patel, S.G.; Shaha, A.R.; Ganly, L. Lateral Neck Lymph Node
Characteristics Prognostic of Outcome in Patients with Clinically Evident N1b Papillary Thyroid Cancer. Ann. Surg. Oncol. 2015,
22,3530-3536. [CrossRef] [PubMed]

14. Chéreau, N.; Buffet, C.; Trésallet, C.; Tissier, F.; Leenhardt, L.; Menegaux, F. Recurrence of papillary thyroid carcinoma with lateral
cervical node metastases: Predictive factors and operative management. Surgery 2016, 159, 755-762. [CrossRef]

15. Lee, YM,; Sung, T.Y.; Kim, W.B.; Chung, K.W.; Yoon, ].H.; Hong, S.J. Risk factors for recurrence in patients with papillary thyroid
carcinoma undergoing modified radical neck dissection. Br. J. Surg. 2016, 103, 1020-1025. [CrossRef]

16. Kim, H.I; Kim, T.H.; Choe, ].H.; Kim, ].H.; Kim, J.S.; Oh, Y.L.; Hahn, S.Y.; Shin, ].H.; Jang, HW.; Kim, Y.N.; et al. Restratification of

survival prognosis of N1b papillary thyroid cancer by lateral lymph node ratio and largest lymph node size. Cancer Med. 2017,
6,2244-2251. [CrossRef]


http://doi.org/10.3322/caac.21590
http://doi.org/10.1016/S0140-6736(16)30172-6
http://doi.org/10.1002/1097-0142(197011)26:5&lt;1053::AID-CNCR2820260513&gt;3.0.CO;2-X
http://doi.org/10.1097/01.sla.0000250451.59685.67
http://doi.org/10.1089/thy.2015.0020
http://www.ncbi.nlm.nih.gov/pubmed/26462967
http://doi.org/10.1007/s00268-011-1391-1
http://www.ncbi.nlm.nih.gov/pubmed/22207493
http://doi.org/10.1007/s00268-012-1427-1
http://doi.org/10.1089/thy.2016.0648
http://doi.org/10.1097/MOO.0b013e3280523ac5
http://www.ncbi.nlm.nih.gov/pubmed/17413412
http://doi.org/10.1089/thy.2008.0243
http://www.ncbi.nlm.nih.gov/pubmed/19785522
http://doi.org/10.1245/s10434-014-3507-y
http://www.ncbi.nlm.nih.gov/pubmed/24515566
http://doi.org/10.1245/s10434-014-3900-6
http://www.ncbi.nlm.nih.gov/pubmed/25034816
http://doi.org/10.1245/s10434-015-4398-2
http://www.ncbi.nlm.nih.gov/pubmed/25665952
http://doi.org/10.1016/j.surg.2015.08.033
http://doi.org/10.1002/bjs.10144
http://doi.org/10.1002/cam4.1160

Cancers 2022, 14, 174 13 of 13

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

Nam, S.H.; Roh, J.L.; Gong, G.; Cho, KJ.; Choi, S.H.; Nam, S.Y,; Kim, S.Y. Nodal Factors Predictive of Recurrence After
Thyroidectomy and Neck Dissection for Papillary Thyroid Carcinoma. Thyroid 2018, 28, 88-95. [CrossRef]

Lee, S.H.; Roh, J.L.; Gong, G.; Cho, KJ.; Choi, S.H.; Nam, S.Y.; Kim, S.Y. Risk Factors for Recurrence after Treatment of N1b
Papillary Thyroid Carcinoma. Ann. Surg. 2019, 269, 966-971. [CrossRef]

Raffaelli, M.; De Crea, C.; Sessa, L.; Tempera, S.E.; Belluzzi, A.; Lombardi, C.P,; Bellantone, R. Risk factors for local recurrence
following lateral neck dissection for papillary thyroid carcinoma. Endocrine 2019, 63, 310-315. [CrossRef]

Randolph, G.W,; Duh, Q.Y.; Heller, K.S.; LiVolsi, V.A.; Mandel, S.J.; Steward, D.L.; Tufano, R.P.; Tuttle, R M. The prognostic
significance of nodal metastases from papillary thyroid carcinoma can be stratified based on the size and number of metastatic
lymph nodes, as well as the presence of extranodal extension. Thyroid 2012, 22, 1144-1152. [CrossRef]

Jeon, MJ.; Kim, W.G,; Jang, E.K.; Choi, YM.; Song, D.E.; Sung, T.Y.; Yoon, ].H.; Chung, KW.; Hong, S.J.; Ryu, ].S.; et al. Sub-
Classification of Lateral Cervical Lymph Node Metastasis in Papillary Thyroid Carcinoma by Pathologic Criteria. PLoS ONE 2015,
10, e0133625. [CrossRef] [PubMed]

Ahuja, A.; Ying, M.; King, A.; Yuen, H.Y. Lymph node hilus: Gray scale and power doppler sonography of cervical nodes.
J. Ultrasound Med. 2001, 20, 987-992, quiz 994. [CrossRef]

Na, D.G,; Lim, HK,; Byun, H.S.; Kim, H.D.; Ko, Y.H.; Baek, ].H. Differential diagnosis of cervical lymphadenopathy: Usefulness
of color Doppler sonography. AJR Am. |. Roentgenol. 1997, 168, 1311-1316. [CrossRef] [PubMed]

Ying, M.; Ahuja, A.; Metreweli, C. Diagnostic accuracy of sonographic criteria for evaluation of cervical lymphadenopathy.
J. Ultrasound Med. 1998, 17, 437-445. [CrossRef] [PubMed]

Rosario, PW.; de Faria, S.; Bicalho, L.; Alves, M.F,; Borges, M.A.; Purisch, S.; Padrao, E.L.; Rezende, L.L.; Barroso, A.L.
Ultrasonographic differentiation between metastatic and benign lymph nodes in patients with papillary thyroid carcinoma.
J. Ultrasound Med. 2005, 24, 1385-1389. [CrossRef] [PubMed]

Qualliotine, ].R.; Coquia, S.E,; Hamper, U.M.; Fakhry, C. Association of Ultrasound Characteristics With Extranodal Extension in
Metastatic Papillary Thyroid Carcinoma. JAMA Otolaryngol. Head Neck Surg. 2016, 142, 263-269. [CrossRef] [PubMed]

Eun, N.L.; Son, E.J.; Kim, ].A.; Gweon, HM.; Kang, ].H.; Youk, ].H. Comparison of the diagnostic performances of ultrasonography,
CT and fine needle aspiration cytology for the prediction of lymph node metastasis in patients with lymph node dissection of
papillary thyroid carcinoma: A retrospective cohort study. Int. |. Surg. 2018, 51, 145-150. [CrossRef] [PubMed]

Ahuja, A.T.; Chow, L.; Chick, W.; King, W.; Metreweli, C. Metastatic cervical nodes in papillary carcinoma of the thyroid:
Ultrasound and histological correlation. Clin. Radiol. 1995, 50, 229-231. [CrossRef]

Nam, S.Y.; Shin, ].H.; Han, B.K,; Ko, E.Y.; Ko, E.S.; Hahn, S.Y.; Chung, ].H. Preoperative ultrasonographic features of papillary
thyroid carcinoma predict biological behavior. J. Clin. Endocrinol. Metab. 2013, 98, 1476-1482. [CrossRef]

Kim, S.Y.; Kwak, ].Y.; Kim, E.K.; Yoon, ]. H.; Moon, H.]. Association of Preoperative US Features and Recurrence in Patients with
Classic Papillary Thyroid Carcinoma. Radiology 2015, 277, 574-583. [CrossRef]

Ito, Y,; Miyauchi, A.; Kudo, T.; Kihara, M.; Fukushima, M.; Miya, A. The Effectiveness of Prophylactic Modified Neck Dissection
for Reducing the Development of Lymph Node Recurrence of Papillary Thyroid Carcinoma. World . Surg. 2017, 41, 2283-2289.
[CrossRef] [PubMed]


http://doi.org/10.1089/thy.2017.0334
http://doi.org/10.1097/SLA.0000000000002710
http://doi.org/10.1007/s12020-018-1788-9
http://doi.org/10.1089/thy.2012.0043
http://doi.org/10.1371/journal.pone.0133625
http://www.ncbi.nlm.nih.gov/pubmed/26186205
http://doi.org/10.7863/jum.2001.20.9.987
http://doi.org/10.2214/ajr.168.5.9129432
http://www.ncbi.nlm.nih.gov/pubmed/9129432
http://doi.org/10.7863/jum.1998.17.7.437
http://www.ncbi.nlm.nih.gov/pubmed/9669302
http://doi.org/10.7863/jum.2005.24.10.1385
http://www.ncbi.nlm.nih.gov/pubmed/16179622
http://doi.org/10.1001/jamaoto.2015.3558
http://www.ncbi.nlm.nih.gov/pubmed/26846933
http://doi.org/10.1016/j.ijsu.2017.12.036
http://www.ncbi.nlm.nih.gov/pubmed/29337176
http://doi.org/10.1016/S0009-9260(05)83475-0
http://doi.org/10.1210/jc.2012-4072
http://doi.org/10.1148/radiol.2015142470
http://doi.org/10.1007/s00268-017-4023-6
http://www.ncbi.nlm.nih.gov/pubmed/28429089

	Introduction 
	Methods 
	Study Population 
	Image Analysis 
	Surgery and Pathologic Analysis 
	Postoperative Follow-Up and Recurrence 
	Statistics 

	Results 
	Discussion 
	Conclusions 
	References

