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Abstract
Background: Papillary thyroid carcinoma (PTC) is a common subtype of thyroid carcinoma with a rising incidence rate. The 
purpose of this study was to provide a better understanding of age and PTC using the Surveillance, Epidemiology, and End Results 
(SEER) Program.
Methods: The study derived patients’ information from the SEER Program (2010–2015). Chi-square or Fisher exact tests, and 
Kaplan–Meier method were used to analyze survival. Prognostic factors associated with survival were analyzed by Cox multivariate 
regression.
Results: A total of 1738 records were included from SEER, with 1079 PTC in the age group <55 years, and 659 PTC in the age 
group ≥55 years. The 5-year survival rate was 94% and the overall survival (OS) curve in different age groups indicated that patients 
younger than 55yr have a longer survival time (P < 0.05). In multivariate Cox regression, age, M stage and surgery treatment were 
independent risk factors (P < 0.05). Regarding PTC-specific survival, age and surgery treatment were the two main independent 
prognostic factors in multivariate regression. However, AJCC and M stage were not in the disease specific survival. 
Conclusion: Age is a prognostic factor in OS and PCT specific survival. AJCC I stage and surgery treatment are also significant in 
predicting prognosis.
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Introduction
Thyroid carcinoma is the most prevalent endocrinal 
malignancy with an increasing rate in the past few 
decades.1,2 Some population-based researches indicate that 
papillary thyroid carcinoma (PTC) is the fundamental 
type of thyroid carcinoma. It accounts for 74% to 80% 
of all histological types of thyroid carcinoma.2-5 Moreover, 
cervical lymph node metastasis and early invasion are quite 
common in PTCs.6 Although with current treatment and 
technical progress patients can enjoy a relative longer 
overall survival (OS), the recurrence occurs in 5%–20% of 
all patients, even those who undergo total thyroidectomy.7,8 
Up to now, PTC still remains a disease with unsatisfactory 
outcome and limited treatment options. 

It is known that patients’ age at diagnosis is associated 
with prognosis.9 Recently, the 8th edition of the American 
Joint Committee on Cancer (AJCC) staging system has 
raised the age threshold from 45 to 55 years for staging 
well-differentiated thyroid cancer.10 However, more 
evidence is required about the relationship between the 
new age cutoff and PTC to be provided for doctors and 
educate patients. 

The Surveillance, Epidemiology, and End Results 
(SEER) Program is a well-known database in the United 
States, which nearly covers 28% of the US population.11 
The SEER Program collects clinical information of 
US population and provides assistance in studying the 
incidence and mortality as concerns multiple cancers.12 
Therefore, the purpose of this study was to estimate the 
impact of age on prognosis for PTC by collecting data 
from the past five years from the SEER Program. 

Materials and Methods
Data Collection
The data were obtained from the publicly available SEER 
program regarding the period 2010–2015 as detailed 
information about radiation therapy and chemotherapy 
was not included before 2010. Since the program is free to 
the world, this study does not pertain to any studies with 
human participants performed by any of the authors. 

SEER∗Stat software version 8.3.5 was utilized to gather 
useful data from the SEER. The inclusion criteria were 
patients diagnosed with PTC identified either by biopsy or 
surgical pathology and using histopathology codes of the 
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International Classification of Disease for Oncology, third 
edition (ICD-O-3) codes 8260/3. Hence, other diagnostic 
methods such as radiography, autopsy, death records and 
clinical diagnoses were excluded. Moreover, the exclusion 
criteria also contained unknown sex, uncertain tumor 
according to the American Joint Committee on Cancer 
(AJCC) Staging System, 7th edition,13 the presence of 
secondary malignancies and patients who were lost to 
follow-up. Finally, 1738 records were included. The 
following demographic variables were collected from the 
SEER database: age at diagnosis (<55 and ≥55 years),14,15 
sex (male and female), and race (white, black, other and 
unknown). The cancer-related variables were tumor size 
(less than 1 cm, 1.1 to 2 cm, 2.1 to 4 cm, and larger than 
4 cm),16 grade (I, II, III, IV and unknown), treatment of 
PTC (surgery, radiation therapy and chemotherapy) and 
tumor stage (T, N, and M stage, which was defined using 
the 7th edition of the AJCC Staging System). The vital 
status was defined as Alive or Dead and survival months 
were calculated for each patient in the SEER dataset. 

Statistical Analysis
Chi-square test and Fisher exact test were used to 
investigate categorical variables. Test of proportional 
hazard hypothesis in Cox model was adopted before 
processing Cox regression analyses. The Kaplan-Meier 
analysis was performed to evaluate the association between 
age and OS; also, the 5-year survival rate was calculated 
with this method. Then, all characteristics were put into 
single factor Cox regression analysis to select suitable ones 
to enter the multivariate analysis. The characteristics with 
P value < 0.05 were considered significant and entered 
into multivariable Cox analysis to reduce the impact of 
interactions between multiple factors. Afterwards, Cox 
proportional hazards regression were utilized to assess 
the relationship between age groups and probability of 
survival in patients. The hazard ratio (HR) and 95% 
confidence interval (95% CI) were used to show the risks. 
HR > 1.0 showed an increased risk of death. P value < 0.05 
was considered statistically significant. Finally, in the same 
age group, to observe the risk of death in respective AJCC 
stage, Kaplan-Meier analysis was used again. All of the 
statistical analyses were performed using SPSS Statistics 
22.0 (IBM, NY, United States).

Results
Patients’ Characteristics
A total of 1738 patients were involved in this study. The 
age cutoff point was set at 55 years based on the 8th AJCC 
staging system. Among these patients, 1079 were under 
55 years of age and 659 patients were 55 years of age or 
older. The demographics and cancer-related characteristics 
of the two age groups are compared in Table 1. As Table 1 
depicts, female patients were more frequent compared to 
males (P < 0.05). Also, the size of tumor in both younger 

Table 1. Characteristics of Patients with Papillary Thyroid Cancer in Different 
Age Groups

Variables
Age ＜55 y

n = 1079(%)
Age ≥55 y

n = 659(%)
P Value

Sex <0.001

 Male 205 (49.9) 206 (50.1)

 Female 874 (65.9) 453 (34.1)

Race 0.253

 White 859 (61.8) 532 (38.2)

 Black 70 (57.9) 51 (42.1)

 Other + Unknown 150 (66.4) 76 (33.6)

Grade 0.304

 I 189 (63.6) 108 (36.4)

 II 51 (59.3) 35 (40.7)

 III 7 (38.9) 11 (61.1)

 IV 1 (50.0) 1 (50.0)

 Unknown 831 (62.2) 504 (37.8)

Tumor size (cm) 0.017

 ≤1.0 395 (60.7) 256 (39.3)

 1.1-2.0 320 (64.3) 178 (35.7)

 2.1-4.0 233 (66.8) 116 (33.2)

 ≥4 75 (58.1) 54 (41.9)

 Unknown 56 (50.5) 55 (49.5)

AJCC stage group <0.001

 I 867 (73.4) 314 (26.6)

 II 38 (38.4) 61 (61.6)

 III 85 (39.0) 133 (61.0)

 IV 33 (28.0) 85 (72.0)

 Unknown 56 (45.0) 66 (54.1)

T stage <0.001

T0 1 (100.0) 0 (0.0)

T1 641 (63.5) 369 (36.5)

T2 179 (70.5) 75 (29.5)

T3 169 (56.9) 128 (43.1)

T4 21 (35.6) 38 (64.4)

Unknown 68 (58.1) 49 (41.9)

N stage <0.001

N1 713 (59.0) 495 (41.0)

N2 295 (70.9) 121 (29.1)

N3 71 (62.3) 43 (37.7)

M stage 0.005

M1 1071 (62.5) 643 (37.5)

M2 8 (33.3) 16 (66.7)

Surgery <0.001

Yes 1012 (63.6) 578 (36.4)

No 60 (46.9) 68 (53.1)

Unknown 7 (35.0) 13 (65.0)

Radiation therapy 0.003

Yes 392 (67.0) 193 (33.0)

None + Unknown 687 (59.6) 466 (40.4)

Chemotherapy 0.437

Yes 3 (42.9) 4 (57.1)

No + Unknown 1076 (62.2) 655 (37.8)

Note: Chi-square and Fisher exact test were used.
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and older age groups was usually smaller than 1.0 cm 
(P < 0.05). When compared for the AJCC stage, T stage, 
N stage and M stage, the results revealed that in both 
age groups, most of the patients were diagnosed in an 
early stage (P < 0.05). Regarding treatment, surgery and 
radiation therapy were more prevalent in the younger age 
group (P < 0.05). However, we did not find any association 
between race, disease grade, and chemotherapy and the 
age groups (P > 0.05).

Survival Outcomes
Figure 1 shows the OS curve in different age groups, 
indicating that patients younger than 55 years had a longer 
survival time (P < 0.05). Table 2 indicates the results of 
single factor Cox regression analyses. As the Table depicts, 
except for race and radiation therapy (P>0.05), the other 
factors had an association with OS. Table 3 shows the 
multivariate analyses of OS and PTC-specific survival 
which included the significant factors obtained from Table 
2. In multivariate Cox regression, age, M stage and surgery 
treatment were independent risk factors (P < 0.05). AJCC 
II stage patients had similar OS (HR 1.19, 0.47-3.01, P = 
0.720). Moreover, as presented in Table 3 indicating the 
PTC-specific survival, age and surgery treatment were the 
two main independent prognostic factors in multivariate 
regression which was in accordance with OS model. 
However, AJCC and M stage were not in this disease-
specific survival. 

In order to investigate the association between AJCC 
stage and different age groups further, we performed 
another OS analysis. Figure 2A shows that in AJCC stage 
I, patients in the age <55 years group enjoyed a longer 
survival span compared to those in the age ≥55 years group 
(P < 0.05). However, in AJCC stage II, III and IV, age did 
not show any significant difference (Figure 2B-2D).

Finally, the 5-year survival rate of patients was 94%, the 
median follow-up time was 36 months, and the 25% to 
75% inter-quartile range of patients’ follow-up time was 
16-54 months.

Figure 1. Overall Survival (OS) Curve in Different Age Groups.

Table 2. Single Factor Cox Regression Analyses

Variables Hazard Ratio (95% CI) P Value

Age (y) <0.001

<55 1.00 (reference)

≥55 6.80 (3.79–12.20)

Sex <0.001

Male 1.00 (reference)

Female 0.35 (0.22–0.56)

Race 0.117

White 1.00 (reference)

Black 1.61(0.77–3.37)

Other + Unknown 0.46 (0.17–1.26)

Grade  0.028

I 1.00 (reference)

II 0.89 (0.25–3.17)

III 6.68 (2.13–20.98)

IV 30.53 (3.89–239.71)

Unknown 1.01(0.53–1.94)

Tumor size (cm) <0.001

 ≤1.0 1.00 (reference)

 1.1-2.0 1.36 (0.69–2.68)

 2.1-4.0 1.23 (0.56–2.72)

 ≥4 4.86 (2.37–9.95)

 Unknown 5.44 (2.65–11.15)

AJCC stage group <0.001

 I 1.00 (reference)

 II 3.32 (1.35–8.15)

 III 2.79 (1.39–5.60)

 IV 10.70 (5.92–19.35)

 Unknown 4.17 (1.93–9.02)

Surgery <0.001

 Yes 1.00 (reference)

 No 13.86 (8.67–22.15)

 Unknown 3.40 (0.47–24.84)

Radiation therapy 0.484

 Yes 1.00 (reference)

 None + Unknown 1.41(0.84–2.36)

Chemotherapy <0.001

 Yes 1.00 (reference)

 None + Unknown 0.06 (0.02–0.20)

Discussion
We performed OS and PTC specific survival (PTC-SS) 
analysis using SEER, a large national cancer database. We 
found that 1) age older than 55 years significantly affected 
both OS and PTC-SS; 2) in the subset of AJCC stage I, 
patients <55 years had a better prognosis; and 3) among all 
patients, surgery was also a prognostic factor not only for 
PTC-SS but also OS.

In the thyroid tumor field, the effect of age on the 
prognosis of thyroid cancer has been debated for a long 
time.17 Londero et al demonstrated that 45 years can be 
an age cutoff in PTC patients, with patients older than 
45 years more likely to die than younger patients.18 
Their results were corroborated by other researchers.19,20 
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Some studies also reported the age of 50 or 60 years to 
be a prognostic factor.21-23 In the recent study and staging 
system of AJCC, PTC patients younger than 55 years 
have better survival. Yasuhiro Ito et al interpreted this 
phenomenon that since the number of patients who 
died of PTC was small, because PTC had an indolent 
character.24 Unlike these results, Orosco et al that reported 
based on their study on 85 740 patients, there was no one 
year between 25-55 years to choose to produce a high HR 
for survival.25 In our study, we took the age of 55 years as 
the cutoff and found age above 55 years to have a tight 

association with OS and PTC-specific survival. Similarly, 
according to a Japanese research, the survival time of 
disease progression decreased gradually as from 60.3% in 
patients aged 20 years compared to 3.5% in those aged 70 
years.26 Moreover, in the subset survival analysis of AJCC 
stage in the two age groups, the results showed that AJCC 
stage I affected OS. Older patients had higher mortality 
than younger ones. In the other AJCC tumor stages, we 
did not find significant difference between the two groups. 
Some previous studies have stated that old age is a strong 
predictor of carcinoma death for M1 patients and those 
with the appearance of distant recurrence.27,28 Another 
study suggested that the majority of patients with ≤1.0 
cm thyroid tumors were of older populations.29 But in a 
study by Ding et al, they believed that although the older 
patients had poorer prognosis, PTC patients of young age 
were more susceptible to recurrence.30 From this point 
of view, the PTC patients need more frequent follow-up 
regardless of how old they are. The multivariate analyses 
of OS showed that only M stage and AJCC stage affected 
patients’ survival time, while T and N stage of the tumor 
were not significant. Other studies have demonstrated that 
in older age (≥55 years), M0 stage is a stronger predictor 
of tumor-related death in multivariate analysis.31,32 So, we 
estimated the major component of AJCC was the M stage 
which played a role in this process. Further research is 
needed in this regard. 

In addition, previous studies reported that initial 
surgical treatment with total thyroidectomy may be more 
appropriate for patients in the age group <55 years.33 
Our study also found that patients in all age groups who 

Table 3. Multivariate Analyses of Overall Survival

Variables
Overall Survival

Disease - Specific 
Survival

Hazard Ratio  
(95% CI)

P Value
Hazard Ratio  

(95% CI)
P 

Value

Age (y)

<55 1.00 (reference) — 1.00 (reference) —

 ≥55 5.24(2.90–9.46) 0.001 11.36 (2.59–49.90) 0.001

AJCC

 I 1.00 (reference) — 1.0 (reference) —

 II 1.19(0.47–3.01) 0.720 — —

 III 2.08(1.01–4.28) 0.048 — —

 IV 2.36(1.11–5.04) 0.026 — —

M stage

 M1 1.00 (reference) — 1.00 (reference) —

 M2 2.84 (1.22–6.64) 0.016 — —

Surgery

 Yes 1.00 (reference) — 1.00 (reference) —

 No 11.70 (6.74–20.30) <0.001 3.73 (1.19–11.63) 0.024

Figure 2. Overall survival (OS) Curve in Different Age Groups Based on (A) AJCC I, (B) AJCC II, (C) AJCC III and (D) AJCC IV.

(A)

(C) (D)

(B)
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received surgical treatment had a better prognosis based 
on OS and disease-specific survival analysis. Nevertheless, 
a report from Ho et al reported that in the younger age 
group, whether they underwent operation or not, the 
disease-specific mortality was approximately equal. Older 
non-surgical patients may be exposed to a higher risk of 
death.34 Some discrepancies between our different age 
groups in terms of surgery influenced patients’ survival 
and the differences with earlier studies may be due to 
differences in study design and the population included. 
Combination of various research results confirms that the 
diverse outcomes are due to different patients’ individual 
disease situation. Hence, whether and when to intervene 
should be carefully weighed by doctors.35 In summary, 
more precise research and analysis is needed to compare 
surgery outcomes in different age groups. 

There are some limitations in this study. The data were 
obtained from the SEER program, which depends on 
institutions, and the problems of some selection bias and 
shortage of information cannot be avoided. After analysis, 
we found that the 95% confidence intervals or some HR 
estimates were huge from a statistical perspective.36 In the 
multiple analysis, we first evaluated single characteristics 
and selected significant ones to enter into the OS 
and disease-specific survival analysis, but due to some 
unknown variables or missing information, the results 
may need to be assessed in the specific situation, limiting 
generalizability for all cases. Also, we divided the patients 
based on their age into only two groups according to the 
new guideline; perhaps more precise age groups are needed 
to be studied in our next research. 

In conclusions, the study demonstrates that age is a 
prognostic factor in OS and PCT-specific survival: PTC 
patients older than 55 years have unsatisfactory survival 
compared to younger patients. AJCC stage I is also 
significant in predicting prognosis. Also, surgery treatment 
may affect patients’ prognosis.

Authors’ Contribution
NX conceived and designed the research. YS performed the research. 
WD analyzed the data. YS and WD completed the manuscript. YL 
revised the manuscript.

Conflict of Interest Disclosures
All authors declare that they have no conflict of interest.

Ethical Statement
The data were allocated from the SEER database. The study does not 
involve ethical problems. 

Funding
None.

References 
1. Siegel RL, Miller KD, Jemal A. Cancer statistics, 2016. CA 

Cancer J Clin. 2016;66(1):7-30. doi: 10.3322/caac.21332.
2. Sheikh AB, Akhtar A, Tariq U, Sheikh AAE, Siddiqui FS, Bukhari 

MM. Skull metastasis extending to the superior sagittal sinus: 
an unfamiliar presentation of papillary thyroid carcinoma. 

Cureus. 2018;10(6):e2738. doi: 10.7759/cureus.2738. 
3. Pathak KA, Leslie WD, Klonisch TC, Nason RW. The changing 

face of thyroid cancer in a population-based cohort. Cancer 
Med. 2013;2(4):537-44. doi: 10.1002/cam4.103. 

4. Awad SAS, Ashraf EM, Khaled AS, Salih BS, Yousef S, Abeer AS, 
et al. The epidemiology of thyroid diseases in the Arab world: 
A systematic review. The epidemiology of thyroid diseases in 
the arab world: a systematic review. J Public Health Epidemiol. 
2016;8(2):17-26. doi: 10.5897/jphe2015.0713. 

5. Wiltshire JJ, Drake TM, Uttley L, Balasubramanian SP. 
Systematic review of trends in the incidence rates of thyroid 
cancer. Thyroid. 2016;26(11):1541-52. doi: 10.1089/
thy.2016.0100. 

6. Cooper DS, Doherty GM, Haugen BR, Kloos RT, Lee SL, 
Mandel SJ, et al. Management guidelines for patients with 
thyroid nodules and differentiated thyroid cancer. Thyroid. 
2006;16(2):109-42. doi: 10.1089/thy.2006.16.109. 

7. Sipos JA, Mazzaferri EL. Thyroid cancer epidemiology and 
prognostic variables. Clin Oncol. 2010;22(6):395-404. doi: 
10.1016/j.clon.2010.05.004.

8. Grant CS. Recurrence of papillary thyroid cancer after 
optimized surgery. Gland Surg. 2015;4(1):52-62. doi: 
10.3978/j.issn.2227-684X.2014.12.06.

9. Haymart MR. Understanding the relationship between age 
and thyroid cancer. Oncologist. 2009;14(3):216-21. doi: 
10.1634/theoncologist.2008-0194. 

10. Kim M, Kim WG, Oh HS, Park S, Kwon H, Song DE, et 
al. Comparison of the seventh and eighth editions of the 
American Joint Committee on Cancer/Union for International 
Cancer Control Tumor-Node-Metastasis staging system for 
differentiated thyroid cancer. Thyroid. 2017;27(9):1149-1155. 
doi: 10.1089/thy.2017.0050.  

11. NIH. National Cancer Institute. Surveillance, Epidemiology, 
and End Results (SEER) Program. Available from: https://seer.
cancer.gov/. Accessed April 2017.

12. Doll KM, Rademaker A, Sosa JA. Practical Guide to Surgical 
Data Sets: Surveillance, Epidemiology, and End Results (SEER) 
Database. JAMA Surg. 2018;153(6):588-9. doi: 10.1001/
jamasurg.2018.0501.

13. Edge SB, Compton CC. The American Joint Committee on 
Cancer: the 7th edition of the AJCC cancer staging manual 
and the future of TNM. Ann Surg Oncol. 2010;17(6):1471-4. 
doi: 10.1245/s10434-010-0985-4. 

14. Tran B, Roshan D, Abraham E, Wang L, Garibotto N, Wykes J, 
et al. The prognostic impact of tumor size in papillary thyroid 
carcinoma is modified by age. Thyroid. 2018;28(8):991-6. doi: 
10.1089/thy.2017.0607. 

15. Feng J, Shen F, Cai W, Gan X, Deng X, Xu B. Survival of 
aggressive variants of papillary thyroid carcinoma in patients 
under 55 years old: a SEER population-based retrospective 
analysis. Endocrine. 2018;61(3):499-505. doi: 10.1007/
s12020-018-1644-y. 

16. Kim K, Kim JH, Park IS, Rho YS, Kwon GH, Lee DJ. The updated 
AJCC/TNM staging system for papillary thyroid cancer (8th 
Edition): from the perspective of genomic analysis. World J 
Surg. 2018;42(11):3624-31. doi: 10.1007/s00268-018-4662-
2.

17. Malfitano AM, Somma SD, Prevete N, Portella G. Virotherapy 
as a potential therapeutic approach for the treatment of 
aggressive thyroid cancer. Cancers. 2019;11(10):E1532. doi: 
10.3390/cancers11101532. 

18. Londero SC, Krogdahl A, Bastholt L, Overgaard J, Pedersen 
HB, Hahn CH, et al. Papillary thyroid carcinoma in Denmark, 
1996-2008: outcome and evaluation of established prognostic 
scoring systems in a prospective national cohort. Thyroid. 
2015;25(1):78-84. doi: 10.1089/thy.2014.0294. 

19. Lo TE, Canto AU, Maningat PD. Risk Factors for Recurrence in 
Filipinos with Well-Differentiated Thyroid Cancer. Endocrinol 

https://seer.cancer.gov/
https://seer.cancer.gov/


 Arch Iran Med, Volume 23, Issue 3, March 2020                                                        174

Sun et al 

Metab. 2015;30(4):543-50. doi: 10.3803/EnM.2015.30.4.543. 
20. Sugino K, Ito K, Nagahama M, Kitagawa W, Shibuya H, 

Ohkuwa K, et al. Prognosis and prognostic factors for distant 
metastases and tumor mortality in follicular thyroid carcinoma. 
Thyroid. 2011;21(7):751-7. doi: 10.1089/thy.2010.0353.

21. Sugitani I, Kasai N, Fujimoto Y, Yanagisawa A. A novel 
classification system for patients with PTC: addition of the 
new variables of large (3 cm or greater) nodal metastases 
and reclassification during the follow-up period. Surgery. 
2004;135(2):139-48. doi: 10.1016/s0039-6060(03)00384-2.

22. Zhang W, Jiao D, Liu B, Sun S. Analysis of risk factors 
contributing to recurrence of papillary thyroid carcinoma in 
Chinese patients who underwent total thyroidectomy. Med Sci 
Monit. 2016:16(22):1274-9. doi: 10.12659/msm.895564. 

23. Su DH, Chang SH, Chang TC.The impact of locoregional 
recurrences and distant metastases on the survival of 
patients with papillary thyroid carcinoma. Clin Endocrinol. 
2015;82(2):286-94. doi: 10.1111/cen.12511.

24. Ito Y, Miyauchi A, Kihara M, Fukushima M, Higashiyama 
T, Miya A. Overall survival of papillary thyroid carcinoma 
patients: a single-institution long-term follow-up of 5897 
patients. World J Surg. 2018;42(3):615-22. doi: 10.1007/
s00268-018-4479-z.

25. Orosco RK, Hussain T, Brumund KT, Oh DK, Chang DC, Bouvet 
M. Analysis of age and disease status as predictors of thyroid 
cancer-specific mortality using the Surveillance, Epidemiology, 
and End Results database. Thyroid. 2015;25(1):125-32. doi: 
10.1089/thy.2014.0116.

26. Miyauchi A, Kudo T, Ito Y, Oda H, Sasai H , Higashiyama T, et 
al. Estimation of the lifetime probability of disease progression 
of papillary microcarcinoma of the thyroid during active 
surveillance. Surgery. 2018;163(1):48-52. doi: 10.1016/j.
surg.2017.03.028.

27. Ito Y, Higashiyama T, Takamura Y, Kobayashi K, Miya A, 
Miyauchi A. Clinical outcomes of patients with papillary 
thyroid carcinoma after the detection of distant recurrence. 
World J Surg. 2010;34(10):2333-7. doi: 10.1007/s00268-010-
0712-0. 

28. Ito Y, Masuoka H, Fukushima M, Inoue H, Kihara M, Tomoda 
C,et al. Prognosis and prognostic factors of patients with 

papillary carcinoma showing distant metastasis at surgery (M1 
patients) in Japan. Endocr J. 2010;57(6):523-31. doi: 10.1507/
endocrj.k10e-019. 

29. Ho AS, Chen I, Melany M, Sacks WL. Evolving management 
considerations in active surveillance for micropapillary 
thyroid carcinoma. Curr Opin Endocrinol Diabetes Obes. 
2018;25(5):353-9. doi: 10.1097/MED.0000000000000438.

30. Ding Y, Mao Z, Ruan J, Su X, Li L, Fahey TJ, et al. Nomogram-
based new recurrence predicting system in early-stage 
papillary thyroid cancer. Int J Endocrinol. 2019. doi: 
10.1155/2019/1029092. 

31. Ito Y, Kudo T, Kobayashi K, Miya A, Ichihara K, Miyauchi 
A. Prognostic factors for recurrence of papillary thyroid 
carcinoma in the lymph nodes, lung, and bone: analysis of 
5,768 patients with average 10-year follow-up. World J Surg. 
2012;36(6):1274-8. doi: 10.1007/s00268-012-1423- 5. 

32. Ito Y, Miyauchi A, Oda H, Masuoka H, Higashiyama T, 
Kihara M, et al. Appropriateness of the revised Japanese 
guidelines’ risk classification for the prognosis of papillary 
thyroid carcinoma: a retrospective analysis of 5,845 papillary 
thyroid carcinoma patients. Endocr J. 2019;66(2):127-34. doi: 
10.1507/endocrj.EJ17-0061.

33. Feng J, Shen F, Cai W, Gan X, Deng X, Xu B. Survival of 
aggressive variants of papillary thyroid carcinoma in patients 
under 55 years old: a SEER population-based retrospective 
analysis. Endocrine. 2018;61(3):499-505. doi: 10.1007/
s12020-018-1644-y.

34. Ho AS, Luu M, Zalt C, Morris LGT, Chen I, Melany M, et al. 
Mortality risk of nonoperative papillary thyroid carcinoma: a 
corollary for active surveillance. Thyroid. 2019;29(10):1409-
17. doi: 10.1089/thy.2019.0060.

35. Tuttle RM, Zhang L, Shaha A. A clinical framework to 
facilitate selection of patients with differentiated thyroid 
cancer for active surveillance or less aggressive initial surgical 
management. Expert Rev Endocrinol Metab. 2018;13(2):77-
85. doi: 10.1080/17446651.2018.1449641. 

36. Greenland S, Mansournia MA, Altman DG. Sparse data bias: 
a problem hiding in plain sight. BMJ. 2016;27;352:i1981. doi: 
10.1136/bmj.i1981.  

                    © 2020 The Author(s). This is an open-access article distributed under the terms of the Creative Commons Attribution License (http://creativecommons.
org/licenses/by/4.0), which permits unrestricted use, distribution, and reproduction in any medium, provided the original work is properly cited.


