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A Commentary on: 


Meta-analysis of the effect and clinical significance of Delphian lymph node metastasis in papillary thyroid cancer By Chen Y, Wang Y, Li C, Zhang X and Fu Y (2024) Front. Endocrinol. 14:1295548. doi: 10.3389/fendo.2023.1295548


I would like to share my views on the recent article titled “Meta-analysis of the effect and clinical significance of Delphian lymph node metastasis in papillary thyroid cancer”, authored by Chen and colleagues (1). During my reading, I noticed certain data entry errors in Chen’s analysis, which consequently impacted the results of the corresponding analyses. The analysis results after data correction showed that the rate of Delphian lymph node (DLN) positivity among male papillary thyroid carcinoma (PTC) patients was 2.08 times higher than that of DLN-negative cases. But in contrast, no significant difference was observed between male and female PTC patients in the rate of DLN positivity in Chen’s study. Additionally, I have identified several issues with the forest plots presented in Chen‘s research.

In order to prevent misleading more readers, we suggest the following modifications in line with a rigorous scientific attitude:

1. In Figure 2C (1), the total cases is 46 in the DLN-Positive group of included study Chai 2013 (2), instead of 283.

2. In Figure 3B (1), the study of Zuo 2022 should have 9 cases lateral lymph node metastasis (LLNM) in the DLN-negativity group instead of 106 (3).

3. In Table 3 (1), the number of DLN-Positive cases in the data column for Oh 2013 should be 49, and the number of DLN-Negative cases should be 196, making the total sample size for this study is 245 (4). For Zuo 2022, the number of DLN-Positive cases should be 106, the number of DLN-Negative cases should be 416, resulting in a total sample size of 522 (3). Across the five studies included, the number of DLN-Positive cases should be 716, the number of DLN-Negative cases should be 2512, with a total sample size of 3228.

4. There are still some formatting errors in Figures 2B, D–G forest plots (1). According to the data in the data column, it can be inferred that the forest plots should have “DLN-Positive” on the left and “DLN-Negative” on the right of the invalid line.

5. There are also some formatting errors in the Figures 3A-C forest plots (1). According to the data column, the left side of the invalid line should be labeled “DLN-Positive” and the right side should be labeled “DLN-Negative”.

6. The results section contains a repetition of content between “3.2.5 ETE” and “3.2.4 Multifocality”on page four, line 13-22. It is suggested to modify “3.2.5 ETE” to the following: The results showed that the rate of DLN-Positive in patients with PTC having extrathyroidal extension (ETE) of the thyroid was 2.40 times higher than that of DLN-negative (OR=2.40, 95% CI: 1.95-2.96, P < 0.00001, Figure 2H) (1). It can be inferred that patients with PTC having DLNM are at a higher risk of ETE.




Statistical analysis

All data were analyzed using RevMan version 5.3 and SPSS 27.0 software. The odds ratio (OR) with 95% confidence interval (CI) was used for dichotomous variables. The I² value indicated the heterogeneity among included original studies; I² values of over 25%, 50%, and 75% are commonly defined as low, medium, and high heterogeneity, respectively. When I² ≥ 50%, the heterogeneity is significant, this degree of variability required sensitivity analysis or subgroup analysis to identify plausible sources of heterogeneity,and the random effect model is applied. When I² < 50%, the heterogeneity among included studies is considered small, and the fixed effects model is selected. A P value of < 0.05 was considered statistically significant.





Revised meta-analysis results

1. The result of the reanalysis revealed that the rate of DLN positivity among male papillary thyroid carcinoma (PTC) patients was 2.08 times higher than DLN-negative cases (OR = 2.08, 95% CI: 1.73–2.49, P<0.00001, Figure 1A), after data correction, the result has statistical significance. In summary, male PTC patients are more likely to experience Delphian lymph node metastasis (DLNM).




Figure 1 | Characteristics with regard to male (A), to other compartments regarding LLNM (B).



2. Upon reanalysis, DLN-Positive patients exhibited a 9.67-fold higher risk of LLNM compared to DLN-Negative cases (OR = 9.67, 95% CI: 5.63–16.59, P<0.00001, Figure 1B). After adjustment, the inter-study heterogeneity (I2) among the studies decreased from 94% to 75%.

3. DLN was classified into negative and positive groups based on detection, in order to compare the differences in DLN metastasis rates across the included studies. Upon reanalysis, the results revealed P < 0.05, indicating unequal DLN metastasis rates across the five included papers, the statistical significance of the corrected results remained unchanged. (Supplementary Table 1).

Gender disparities in the incidence and prognosis of various malignancies, including thyroid cancer, underscore the need for tailored management strategies (5–7). The incidence of PTC in females is approximately threefold higher than in males (8), but the mortality rate in females is only 1.3 times higher than in males (9), indicating that male sex is associated with aggressive behavior and poor prognosis. The result of our reanalyzed the rate of DLN positivity was 2.08 times higher than that of DLN-negative, and that DLN-Positive patients are more likely to experience CLNM, LLNM, and ETE, supports this observation. A survey conducted on a Chinese PTC population showed that the incidence of non-microcarcinoma (nM-PTC), CLNM, LLNM, advanced disease, and bilateral disease is higher in males than in females. However, the proportion of males with Hashimoto’s thyroiditis (HT) is significantly lower than that of females. Moreover, moderate-risk and high-risk factors have a higher incidence in male PTC patients (10). Therefore, male DLN-Positive PTC patients should receive increased attention. When DLN metastasis is not detected in papillary thyroid microcarcinomas (PTMC), ipsilateral thyroid lobectomy and central neck lymph node dissection should be performed. Even if preoperative examinations do not detect lateral neck LNM, clinicians should remain vigilant for such involvement during follow-up if DLN metastasis is discovered postoperatively (11). Meta-analysis conducted by Bin Wang et al. concluded that DLNM in PTC patients is strongly correlated with multifocality, bilaterality, ETE, lymphovascular invasion, further CLNM, and LLNM (12). The above conclusions were similarly validated in the study by Chen et al. DLNM in PTC patients is associated with many adverse prognostic factors. Additionally, DLNM indicates a higher risk of CLNM in patients and a greater likelihood of further LLNM occurrence. It is recommended to assess DLN in all thyroid cancer patients and consider whether dissection is necessary based on individual circumstances. If there is suspicion of DLNM, surgeons should meticulously dissect the central neck compartment and give special consideration to the lateral lymph node compartments (4).

In conclusion, it is wise to develop a personalized treatment plan based on the specific condition of the patient.





Author contributions

SW: Writing – review & editing, Writing – original draft.





Funding

The author(s) declare that no financial support was received for the research, authorship, and/or publication of this article.





Conflict of interest

The author declares that the research was conducted in the absence of any commercial or financial relationships that could be construed as a potential conflict of interest.





Supplementary material

The Supplementary Material for this article can be found online at: https://www.frontiersin.org/articles/10.3389/fendo.2024.1392174/full#supplementary-material




References

1. Chen, Y, Wang, Y, Li, C, Zhang, X, and Fu, Y. Meta-analysis of the effect and clinical significance of Delphian lymph node metastasis in papillary thyroid cancer. Front Endocrinol (Lausanne). (2023) 14:1295548. doi: 10.3389/fendo.2023.1295548

2. Chai, YJ, Kim, SJ, Choi, JY, Koo do, H, Lee, KE, and Youn, YK. Papillary thyroid carcinoma located in the isthmus or upper third is associated with Delphian lymph node metastasis. World J Surg. (2014) 38:1306–11. doi: 10.1007/s00268-013-2406-x

3. Zuo, Q, Chen, X, Yang, J, Qiu, S, Zhao, Y, and Sun, J.. Analysis of the clinical value of delphian lymph node metastasis in papillary thyroid carcinoma. J Oncol. (2022) 2022:8108256. doi: 10.1155/2022/8108256

4. Oh, EM, Chung, YS, and Lee, YD. Clinical significance of Delphian lymph node metastasis in papillary thyroid carcinoma. World J Surg. (2013) 37:2594–9. doi: 10.1007/s00268-013-2157-8

5. Kilfoy, BA, Devesa, SS, Ward, MH, Zhang, Y, Rosenberg, PS, Holford, TR, et al. Gender is an age-specific effect modifier for papillary cancers of the thyroid gland. Cancer Epidemiol BiomarkersPrev. (2009) 18:1092–100. doi: 10.1158/1055-9965.EPI-08-0976

6. Naugler, WE, Sakurai, T, Sunhwa Kim Maeda, S, Kim, K, and Elsharkawy, AM. Gender disparity in liver cancer due to sex differences in MyD88-dependent IL-6 production. Science. (2007) 317:121–4. doi: 10.1126/science.1140485

7. Cerfolio, RJ, Bryant, AS, Scott, E, Sharma, M, Robert, F, Spencer, SA, et al. Women with pathologic stage I, II, and III non-small cell lung cancer have better survival than men. Chest. (2006) 130:1796–802. doi: 10.1378/chest.130.6.1796

8. Gilliland, FD, Hunt, WC, Morris, DM, and Key, CR. Prognostic factors for thyroid carcinoma. A population-based study of 15,698 cases from the Surveillance, Epidemiology and End Results (SEER) program 1973-1991. Cancer. (1997) 79:564–73. doi: 10.1002/(sici)1097-0142(19970201)79:3<564::aid-cncr20>3.0.co;2-0

9. Torre, LA, Bray, F, Siegel, RL, Ferlay, J, Lortet-Tieulent, J, Jemal, A, et al. Global cancer statistics, 2012. CA Cancer J Clin. (2015) 65:87–108. doi: 10.3322/caac.21262

10. Ding, J, Wu, W, Fang, J, Zhao, J, and Jiang, L. Male sex is associated with aggressive behaviour and poor prognosis in Chinese papillary thyroid carcinoma. Sci Rep. (2020) 10:4141. doi: 10.1038/s41598-020-60199-9

11. Kim, WW, Yang, SI, Kim, JH, Choi, YS, Park, Y-H, Kwon, SK, et al. Experience and analysis of Delphian lymph node metastasis in patients with papillary thyroid carcinoma. World J Surg Oncol. (2012) 30:226. doi: 10.1186/1477-7819-10-226

12. Wang, B, Wen, X-Z, Zhang, W, and Qiu, M. Clinical implications of Delphian lymph node metastasis in papillary thyroid carcinoma: a single-institution study, systemic review and meta-analysis. J Otolaryngol Head Neck Surg. (2019) 48:42–50. doi: 10.1186/s40463-019-0362-7




Publisher’s note: All claims expressed in this article are solely those of the authors and do not necessarily represent those of their affiliated organizations, or those of the publisher, the editors and the reviewers. Any product that may be evaluated in this article, or claim that may be made by its manufacturer, is not guaranteed or endorsed by the publisher.


Copyright © 2024 Wu. This is an open-access article distributed under the terms of the Creative Commons Attribution License (CC BY). The use, distribution or reproduction in other forums is permitted, provided the original author(s) and the copyright owner(s) are credited and that the original publication in this journal is cited, in accordance with accepted academic practice. No use, distribution or reproduction is permitted which does not comply with these terms.


OEBPS/Images/fendo.2024.1392174_cover.jpg
& frontiers | Frontiers in Endocrinology

Commentary: Meta-analysis of the effect
and clinical significance of Delphian lymph
node metastasis in papillary thyroid cancer





OEBPS/Images/logo.jpg
, frontiers ’ Frontiers in Endocrinology





OEBPS/Text/toc.xhtml


  

    Table of Contents



    

		Cover



      		

        Commentary: Meta-analysis of the effect and clinical significance of Delphian lymph node metastasis in papillary thyroid cancer

      

        		

          Statistical analysis

        



        		

          Revised meta-analysis results

        



        		

          Author contributions

        



        		

          Funding

        



        		

          Conflict of interest

        



        		

          Supplementary material

        



        		

          References

        



      



      



    



  



OEBPS/Images/crossmark.jpg
©

2

i

|





OEBPS/Images/fendo-15-1392174-g001.jpg
A

DLN-Positive = DLN-Negative Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight IV, Fixed. 95% CI IV, Fixed. 95% CI
Yan 2021 47 131 106 385 18.5% 1.47[0.97,2.24]
Zuo 2022 29 106 7 416 13.3% 1.83[1.11,3.01] o
Chai 2013 13 46 57 324 6.7% 1.85[0.91,3.73]
Zhu 2021 156 384 273 1191 55.1% 2.30[1.80, 2.94] =
Oh 2013 17 49 26 196 6.4% 3.47[1.69,7.13] o
Total (95% Cl) 716 2512 100.0% 2.08 [1.73, 2.49] L
Total events 262 533
Heterogeneity: Chi? = 5.56, df = 4 (P = 0.23); I* = 28% t y t i
Test for overall effect: Z = 7.90 (P < 0.00001) LI LA 10 100
DLN-Positive DLN-Negative

B DLN-Positive  DLN-Negative Odds Ratio Odds Ratio
Study or Subgrou Events Total Events Total Weight IV. Random. 95% CI IV. Random. 95% CI
Oh 2013 16 49 5 196 15.1%  18.52[6.35, 54.00]
Yan 2021 62 131 59 385 29.7% 4.96[3.19,7.72]
Zhu 2021 261 384 240 1191 34.2% 8.41[6.50, 10.87]
Zuo 2022 32 106 9 416 20.9%  19.56 [8.97, 42.66]
Total (95% CI) 670 2188 100.0% 9.67 [5.63, 16.59]
Total events 371 313

Heterogeneity: Tau? = 0.21; Chi? = 12.01, df = 3 (P = 0.007); I* = 75%
Test f Il effect: Z = 8.23 (P < 0.00001 oot . ! o 100
est for overall effect: Z = 8.23 ( . ) DLN-Positive DLN-Negative





