
Reply to reviewer’ comments 

We thank all reviewers for their thorough reading of the manuscript and their helpful 

remarks that helped us to improve the manuscript (Manuscript NO: 79143 Title: 

Development and validation of novel nomograms to predict survival of patients with 

tongue squamous cell carcinoma). We have addressed the reviewer’s comments as 

outlined below. 

In addition, our revised manuscript has been polished by a professional English 

language editing company. And a new language certificate has been submitted on the 

system. We look forward to hearing from you regarding our submission. We would be 

glad to respond to any further questions and comments that you may have. 

 

Reviewer #1: 

Comment 1: please discuss the role of PD L1 expression in this context quoting as 

follow: 

Response 1: These have been added in paragraph 6 of the Discussion section. 

Change: Second, the current model only incorporates clinicopathological 

parameters to predict patient outcomes, which is nonsufficient for screening patients 

appropriate for adjuvant therapies, especially preoperative/postoperative adjuvant 

immunotherapy. More molecular markers should be incorporated into the constructed 

model to improve its clinical application value, such as PD-1[45–47], CD47[48], 

CXCL11[49], and CXCR3[50], which have been reported to engage in tumor 

immunity and included in some efficient predictive models. (These sentences are 

quoted here) 

 

Comment 2: please discuss further the limitations related to the absence of histo-

pathological parameters (DOI, etc etc). 

Response 2: These have been added in paragraph 6 of the Discussion section. 

Change: First, the depth of invasion (DOI) has been recognized as an independent 

predictor of survival[8,40]. Among the tumor parameters that were significant for 

prognosis, such as the tumor width, area, volume, and depth, the DOI was considered 

the most important[41]. Additionally, extranodal extension (ENE) has been widely 

recognized as a significant poor prognostic factor for patients with HNSCC[42,43]. 

Hence, the DOI and ENE were incorporated into the T and N classification, 

respectively, in the AJCC 8th edition of the cancer staging manual[44]. However, 



they were not available in the SEER database, thus not being included in our 

constructed model. Further improvements by incorporating these factors into the 

constructed nomogram should be undertaken in the future. (These sentences are 

quoted here) 

 

Reviewer #2: 

Comment 1: The external validation group has much higher C-indexes. It is not 

common that the model performance is way much better in external validation group 

than in training group, please discuss.(for CSS, for example, 0.757 vs 0.830)  

Response 1: These have been added in paragraph 4 of the Discussion section. 

Change: The C-index values in external validation were higher than that in the 

training cohort, which is consistent with that constructed by Lu and Zhang for 

predicting tongue cancer and low-grade endometrial stromal sarcoma, 

respectively[7,38]. These results may indicate the extensionality and applicability of 

the constructed model. (These sentences are quoted here) 

 

Comment 2: The author should describe how the training set and (internal) validation 

set are assigned, rather than describe the cohort for model development and internal 

validation as “training cohort ” as a whole. 

Response 2: The internal validation set came from the training cohort, which was 

assigned by the bootstrapping method when performing the internal validation. 

Bootstrapping refers to the use of limited sample data to rebuild new samples, which 

are good enough to represent the maternal sample distribution through multiple 

repeated sampling.  

Change: Overall, 3,454 cases were selected as the training cohort for the development 

of new nomograms. When performing the internal validation, it was assigned by the 

bootstrapping method. (These have been revised in paragraph 1 of the 

Patient selection section.) 

 

Comment 3: Why the T classification and surgery status are not included in the 

variable analysis?  



Response 3: T classification was included in the variable analysis (In Tables 1, 2, and 

3). Regarding surgical status: patients included in this study were all postoperative 

patients, that is, patients without surgery were excluded (see inclusion and exclusion 

criteria), so surgery status was not included in the variable. 

 

Comment 4: In Discussion section, other studies should be included to compare with 

the results. 

Comment 5: It is suggested that the authors should combine the literature of TSCC 

and make an in-depth discussion.  

Response 4 and 5: A further discussion has been added in paragraph 3, 4, and 6 of the 

discussion section. 

Change: These results indicate that the prognosis of patients with TSCC is greatly 

affected by the T and N stages; the more advanced the T and/or N stage, the worse the 

OS and CSS. (in paragraph 3). It has been demonstrated that marital status is an 

independent prognostic factor in patients with TSCC[9]. Married patients had better 

OS and CSS than unmarried patients[37], which is consistent with our findings in this 

study. We found the independent and significant role of marital status as a prognostic 

factor of patients with TSCC. In addition to the above variables, our study identified 

tumor site, pathology grade, and neck dissection status as independent prognostic 

factors of patients with TSCC. The OS and CSS of patients with TSCC are affected 

by these factors, which are shown in Tables 2 and 3 and Figure 2. (in paragraph 3). 

The C-index values in external validation were higher than that in the training cohort, 

which is consistent with that constructed by Lu and Zhang for predicting tongue 

cancer and low-grade endometrial stromal sarcoma, respectively[7,38]. These results 

may indicate the extensionality and applicability of the constructed model.(in 

paragraph 4). Due to its retrospective nature, this study has some limitations. First, the 

depth of invasion (DOI) has been recognized as an independent predictor of 

survival[8,40]. Among the tumor parameters that were significant for prognosis, such 

as the tumor width, area, volume, and depth, the DOI was considered the most 

important[41]. Additionally, extranodal extension (ENE) has been widely recognized 

as a significant poor prognostic factor for patients with HNSCC[42,43]. Hence, the 

DOI and ENE were incorporated into the T and N classification, respectively, in the 



AJCC 8th edition of the cancer staging manual[44]. However, they were not 

available in the SEER database, thus not being included in our constructed model. 

Further improvements by incorporating these factors into the constructed nomogram 

should be undertaken in the future. Second, the current model only incorporates 

clinicopathological parameters to predict patient outcomes, and that more molecular 

markers could be incorporated to guide treatment protocols, such as PD-1[45–

47], CD47[48], CXCL11[49], and CXCR3[50], which can be used to guide the 

screening of patients with preoperative/postoperative adjuvant immunotherapy; some 

articles have reported that these markers are included in the model, which works very 

well[50]. (in paragraph 6) (These sentences are quoted here) 

 

Comment 6: I would like you to add to the discussion how to use the nomogram 

created this time effectively in clinical practice.  

Response 6: The use of our nomogram has been discussed in paragraph 2 of the 

discussion section. (As an example, Figure 2 compares two patients with similar 

staging results but different treatments. The first patient was 60 years old, married, 

and with T2 and N1 stage cancer on the anterior 2/3 of the tongue that exhibited 

moderate differentiation; that patient underwent neck dissection and received 

postoperative chemotherapy. The second patient was 70 years old, unmarried, and 

with T2 and N1 stage cancer on the anterior 2/3 of the tongue that exhibited high 

differentiation; that patient underwent neck dissection but did not receive radiation 

treatment. According to the conventional TNM staging system, both patients had the 

same TNM stage and therefore should have similar OS. However, our nomograms 

predicted that the respective 3- and 5-year OS were 64% and 55% for the first patient, 

whereas they were 43% and 33% for the second patient. “These sentences are quoted 

here”) 

 

Comment 7: Not enough novel. 

Response 7: Although several researchers have reported on the prognosis of patients 

with TSCC based on demographic and histopathological variables, they used only one 

database—both for model development and model validation. However, we used two 

databases, one for model development and the other for external validation. 

Externally validated models are more convincing than internally validated. What’s 



more, they only evaluated the discrimination and accuracy of the model, but ignoring 

clinical utility of them. Clinical utility refers to whether the constructed models 

facilitate decision-making and thus improve patient outcomes. It is also an 

indispensable part of the application of the model in clinical practice. In this study, we 

evaluated not only the discrimination and accuracy of the model, but also its clinical 

utility. 

 

References involved in this letter: 

7. Lu Z, Yan W, Liang J, Yu M, Liu J, Hao J, Wan Q, Liu J, Luo C, Chen Y. 

Nomogram Based on Systemic Immune-Inflammation Index to Predict Survival of 

Tongue Cancer Patients Who Underwent Cervical Dissection. Front Oncol 

2020;10:341 [PMID: 32219070 DOI: 10.3389/fonc.2020.00341] 

 

8. Chang B, He W, Ouyang H, Peng J, Shen L, Wang A, Wu P. A Prognostic 

Nomogram Incorporating Depth of Tumor Invasion to Predict Long-term Overall 

Survival for Tongue Squamous Cell Carcinoma With R0 Resection. J Cancer 

2018;9:2107-2115 [PMID: 29937929 DOI: 10.7150/jca.24530] 

 

9. Sun W, Cheng M, Zhuang S, Chen H, Yang S, Qiu Z. Nomograms to predict 

survival of stage IV tongue squamous cell carcinoma after surgery. 

Medicine(Baltimore) 2019;98:e16206 [PMID: 31261568 

DOI: 10.1097/MD.0000000000016206] 

 

37. Sun W, Qiu Z, Tan W, Liu Z, Wang Z, Huang W, Cao M. The influence of 

marital status on survival in patients with oral tongue squamous cell carcinoma. 

Oncotarget 2017;8:82092-82102 [PMID: 29137247 DOI: 10.18632/oncotarget.18538] 

 

38. Wu J, Zhang H, Li L, Hu M, Chen L, Xu B, Song Q. A nomogram for predicting 

overall survival in patients with low-grade endometrial stromal sarcoma: A 

population-based analysis. Cancer Commun (Lond) 2020;40:301-312 

[PMID: 32558385 DOI: 10.1002/cac2.12067] 

 

39. Tam S, Amit M, Zafereo M, Bell D, Weber RS. Depth of invasion as a predictor 

of nodal disease and survival in patients with oral tongue squamous cell carcinoma. 

Head Neck 2019;41:177-184 [PMID: 30537401 DOI: 10.1002/hed.25506] 

https://doi.org/10.7150/jca.24530
https://doi.org/10.1097/md.0000000000016206
https://doi.org/10.18632/oncotarget.18538
https://doi.org/10.1002/cac2.12067
https://doi.org/10.1002/hed.25506


 

40. Yuen AP, Lam KY, Wei WI, Lam KY, Ho CM, Chow TL, Yuen WF. A 

comparison of the prognostic significance of tumor diameter, length, width, thickness, 

area, volume, and clinicopathological features of oral tongue carcinoma. Am J Surg 

2000; 180:139-143 [PMID: 11044531 DOI: 10.1016/s0002-9610(00)00433-5] 

 

42.de Juan J, García J, López M, Orús C, Esteller E, Quer M, León X. Inclusion of 

extracapsular spread in the pTNM classification system: a proposal for patients with 

head and neck carcinoma. JAMA Otolaryngol Head Neck Surg 2013;139:483-488 

[PMID: 23681031 DOI: 10.1001/jamaoto.2013.2666] 

 

43.Wreesmann VB, Katabi N, Palmer FL, Montero PH, Migliacci JC, Gönen M, 

Carlson D, Ganly I, Shah JP, Ghossein R, Patel SG. Influence of extracapsular nodal 

spread extent on prognosis of oral squamous cell carcinoma. Head Neck 2016;38 

Suppl 1:E1192-E1199 [PMID: 26514096 DOI: 10.1002/hed.24190] 

 

44.Lydiatt WM, Patel SG, O'Sullivan B, Brandwein MS, Ridge JA, Migliacci JC, 

Loomis AM, Shah JP. Head and Neck cancers-major changes in the American Joint 

Committee on cancer eighth edition cancer staging manual. CA Cancer J Clin 

2017;67:122-137 [PMID: 28128848 DOI: 10.3322/caac.21389] 

 

45. Girolami I, Pantanowitz L, Munari E, Martini M, Nocini R, Bisi N, Molteni G, 

Marchioni D, Ghimenton C, Brunelli M, Eccher A. Prevalence of PD-L1 expression 

in head and neck squamous precancerous lesions: a systematic review and meta-

analysis. Head Neck 2020;42:3018-3030 [PMID: 32567746 DOI: 10.1002/hed.26339] 

 

46. Paolino G, Pantanowitz L, Barresi V, Pagni F, Munari E, Moretta L, Brunelli M, 

Bariani E, Vigliar E, Pisapia P, Malapelle U, Troncone G, Girolami I, Eccher A. PD-

L1 evaluation in head and neck squamous cell carcinoma: Insights regarding 

specimens, heterogeneity and therapy. Pathol Res Pract 2021;226:153605 

[PMID: 34530257 DOI: 10.1016/j.prp.2021.153605] 

 

47. Munari E, Mariotti FR, Quatrini L, Bertoglio P, Tumino N, Vacca P, Eccher A, 

Ciompi F, Brunelli M, Martignoni G, Bogina G, Moretta L. PD-1/PD-L1 in Cancer: 

https://doi.org/10.1016/s0002-9610(00)00433-5
https://doi.org/10.1001/jamaoto.2013.2666
https://doi.org/10.1002/hed.24190
https://doi.org/10.3322/caac.21389
https://doi.org/10.1002/hed.26339
https://doi.org/10.1016/j.prp.2021.153605


Pathophysiological, Diagnostic and Therapeutic Aspects. Int J Mol Sci 2021;22 

[PMID: 34066087 DOI: 10.3390/ijms22105123] 

 

48. Pai S, Bamodu OA, Lin YK, Lin CS, Chu PY, Chien MH, Wang LS, Hsiao M, 

Yeh CT, Tsai JT. CD47-SIRPα Signaling Induces Epithelial-Mesenchymal Transition 

and Cancer Stemness and Links to a Poor Prognosis in Patients with Oral Squamous 

Cell Carcinoma. Cells 2019;8 [PMID: 31861233 DOI: 10.3390/cells8121658] 

 

49.Cao Y, Jiao N, Sun T, Ma Y, Zhang X, Chen H, Hong J, Zhang Y. CXCL11 

Correlates With Antitumor Immunity and an Improved Prognosis in Colon Cancer. 

Front Cell Dev Biol 2021;9:646252 [PMID: 33777950 

DOI: 10.3389/fcell.2021.646252] 

 

50.Zhang Y, Luo X, Yu J, Qian K, Zhu H. An Immune Feature-Based, Three-Gene 

Scoring System for Prognostic Prediction of Head-and-Neck Squamous Cell 

Carcinoma. Front Oncol 2021;11:739182 [PMID: 35087741 

DOI: 10.3389/fonc.2021.739182] 

 

https://doi.org/10.3390/ijms22105123
https://doi.org/10.3390/cells8121658
https://doi.org/10.3389/fcell.2021.646252
https://doi.org/10.3389/fonc.2021.739182

