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Reviewer A Comments: 

Reply to Reviewer A: 

Thank you for giving us this opportunity to revise our manuscript. We appreciate 

your positive comments and assistance. We have tried our best to improve the 

manuscript, and we hope that you will find it suitable for publication. 

 

Comment 1: The paper is well organized and well written. However, I suggest to update 

References list. 

Reply 1: Thanks for your kind comment and all your help. According to your suggestion, 

we have appropriately updated the references list. 

35. Spinnato P, Clinca R, Vara G, et al. MRI Features as Prognostic Factors in 

Myxofibrosarcoma: Proposal of MRI Grading System. Academic Radiology 2020. 

30. Sambri A, Zucchini R, Giannini C, et al. Systemic Inflammation Is Associated with 

Oncological Outcome in Patients with High-Grade Myxofibrosarcoma of the 

Extremities: A Retrospective Analysis. Oncology Research and Treatment 

2020;43:531-8. 

36. Paolo S, Andrea S, Tomohiro F, et al. Myxofibrosarcoma: Clinical and Prognostic 

Value of MRI Features. Current Medical Imaging 2020;16:1-8. 

20. Sambri A, De Paolis M, Spinnato P, et al. The Biology of Myxofibrosarcoma: State 

of the Art and Future Perspectives. Oncol Res Treat 2020;43:314-22. 

31. Sambri A, Tuzzato G, Spinnato P, et al. Grading in Myxofibrosarcoma of the 

Extremities Can Predict Survival and Local Control. Oncol Res Treat 2020;43:189-95. 

32. Sambri A, Spinnato P, Bazzocchi A, et al. Does pre-operative MRI predict the risk 

of local recurrence in primary myxofibrosarcoma of the extremities? Asia Pac J Clin 

Oncol 2019;15:e181-e6. 

21. Ogura K, Hosoda F, Arai Y, et al. Integrated genetic and epigenetic analysis of 

http://dx.doi.org/10.21037/tcr-20-2588
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myxofibrosarcoma. Nat Commun 2018;9:2765. 

15. Tsukahara T, Watanabe K, Murata K, et al. Peptide vaccinations elicited strong 

immune responses that were reboosted by anti-PD1 therapy in a patient with 

myxofibrosarcoma. Cancer Immunol Immunother 2020;69:189-97. 

11. Hu Q, Zhou S, Hu X, et al. Systematic screening identifies a 2-gene signature as a 

high-potential prognostic marker of undifferentiated pleomorphic 

sarcoma/myxofibrosarcoma. J Cell Mol Med 2020;24:1010-21. (Changes in the text: 

Reference section, Page 19-22, Lines 372-430.) 

 

Reviewer B Comments: 

“This is a pertinent and relevant manuscript regarding a rare disease, which lends 

itself well to large registry analysis…” 

Reply to Reviewer B 

Thank you for your positive comments. We are grateful for the constructive 

comments and suggestions about our manuscript. Your comments are valuable 

and the suggestions have improved our paper and provided better perspectives 

about our study. We have studied your comments carefully and made the required 

corrections. 

 

Comment 1: Large registries, including SEER have significant limitations. In particular, 

SEER has highly limited data regarding chemotherapy and radiation therapy, and only 

includes those used as part of front-line therapy. This should be expanded upon in the 

discussion, as this greatly curtails the conclusions that can be drawn 

Reply 1:  

Thank you for this suggestion. As you say, SEER, as a large cancer database, has 

some limitations, especially the lack of some important treatment information, such as 

the mode of surgery, the course of radiotherapy, chemotherapy drugs, doses, and so on. 

In accordance with your suggestion, we have added these limitations to the discussion 

sections. 

(Changes in the text: Discussion section, Page 16-17, Lines 310-316.) 
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Comment 2: SEER does not have histologic adjudication, which somewhat questions 

the reliability of the data. The inclusion of a 2 year-old patient in the analysis adds to 

such questions. The analysis should probably be limited to adults > 18 years. 

Reply 2:  

Thank you very much for your valuable comments. There are some limitations in 

identifying the histological classification based on the SEER database. We apologize 

for not clarifying how the histological type was determined. SEER contains ICD-O-3 

codes (International Classification of Disease for Oncology: 

https://apps.who.int/iris/handle/10665/96612; 

http://www.iacr.com.fr/index.php?option=com_content&view=category&layout=blog

&id=100&Itemid=577). These ICD-O-3 codes include information on both the 

topography (site and subsite) and morphology (histology and behavior grade or 

tumor/cell type behavior differentiation) of the tumor. Moreover, morphological 

features include 576 types and 592 categories. Hence, we used the ICD-O-3 code 

8811/3 to ensure the histological type. Other authors have previously used this method 

[1-3]. 

According to your suggestion, we checked the age distribution and found that there 

were 36 patients under 18 years old. Previously, we wanted to reduce censored data in 

our analysis of OS, so we did not exclude young patients (<18 y). However, we found 

that many authors agree with your conclusion [4-6]. Therefore, we have added age as 

an exclusion criterion (<18 y) and reanalyzed the results. The figures and tables have 

all been revised, and we have revised the entire manuscript to account for this updated 

analysis. 

Changes in the text: 

#1: (Figure section, Figure 1-8); 

#2: (Table section, Table 1-4; Added supplementary table: S1-2); 

#3: (Changes in the text: Methods section, Page 8, Lines 123-125 ). 

References: 

1.  Fakhri B, Fiala MA, Tuchman SA, Wildes TM: Undertreatment of Older Patients 

https://apps.who.int/iris/handle/10665/96612
http://www.iacr.com.fr/index.php?option=com_content&view=category&layout=blog&id=100&Itemid=577
http://www.iacr.com.fr/index.php?option=com_content&view=category&layout=blog&id=100&Itemid=577
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With Newly Diagnosed Multiple Myeloma in the Era of Novel Therapies. Clinical 

lymphoma, myeloma & leukemia 2018, 18(3):219-224. 

2. Janz TA, Neskey DM, Nguyen SA, Lentsch EJ: Is imaging of the brain necessary 

at diagnosis for cutaneous head and neck melanomas? American journal of 

otolaryngology 2018, 39(5):631-635. 

Tish S, Habboub G, Jones J, Ostrom QT, Kruchko C, Barnholtz-Sloan JS, Recinos PF, 

Kshettry VR: The epidemiology of central and extraventricular neurocytoma in the 

United States between 2006 and 2014. Journal of neuro-oncology 2019, 143(1):123-

127. 

4. Song W, Lv CG, Miao DL, Zhu ZG, Wu Q, Wang YG, Chen L: Development and 

validation of a nomogram for predicting survival in patients with gastrointestinal 

stromal tumours. European journal of surgical oncology : the journal of the European 

Society of Surgical Oncology and the British Association of Surgical Oncology 2018, 

44(10):1657-1665. 

5. Wu Q, Wang WJ, Huang YQ, Fang SY, Guan YJ: Nomograms for estimating 

survival in patients with liver-only colorectal metastases: A retrospective study. 

International journal of surgery (London, England) 2018, 60:1-8. 

6. Zheng W, Zhu W, Yu S, Li K, Ding Y, Wu Q, Tang Q, Zhao Q, Lu C, Guo C: 

Development and validation of a nomogram to predict overall survival for patients with 

metastatic renal cell carcinoma. BMC cancer 2020, 20(1):1066. 

 

Comment 3: Whenever the training and validation cohorts are drawn from the same 

database or registry, there are concerns over the generalizability. The large registry used 

here helps mitigate that, as well as the non-overlapping populations, though the 

concerns still exist and should be mentioned in discussion. 

Reply 3:  

Thank you for this excellent comment. We agree. However, we believe that the 

large amount of data in the SEER database can dilute tAhe adverse effects of dividing 

data from the same database into a training cohort and a validation cohort. We 

specifically emphasized this issue in the discussion. 
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(Changes in the text: Discussion section, Page 14, Lines 266-270.) 

 

Comment 4: It is entirely unclear why the authors compared this nomogram to AJCC6 

rather than AJCC8. Seeing as AJCC is predominantly a prognostic staging system, it is 

unclear why the authors would choose to use an older iteration rather than the most up-

to-date and prognostically significant version. 

Reply 4:  

Thank you for this question. The sixth edition of the AJCC Cancer Staging Manual 

was published in 2002 [1], the seventh edition was published in 2009 [2], and the eighth 

edition was published in 2017 [3]. We included patients diagnosed from 2004 to 2015. 

Patients diagnosed in the earlier period only had data corresponding to that of the sixth 

edition and patients diagnosed later had data corresponding to the eighth edition; 

therefore, we would have had missing or censored data if we had used the eighth edition. 

MFS is a rare disease and only 1270 patients in the SEER database in this time period 

met our criteria. Because the incidence of MFS is extremely low, more censored data 

would have affected the establishment of a prediction model. Although we would have 

liked to have manually converted the AJCC sixth edition to the eighth edition, it would 

have been biased. Hence, we used the sixth edition. 

References: 

1.  Singletary SE, Connolly JL: Breast cancer staging: working with the sixth edition 

of the AJCC Cancer Staging Manual. CA: a cancer journal for clinicians 2006, 

56(1):37-47; quiz 50-31. 

2. Balch CM, Gershenwald JE, Soong SJ, Thompson JF, Atkins MB, Byrd DR, 

Buzaid AC, Cochran AJ, Coit DG, Ding S et al: Final version of 2009 AJCC melanoma 

staging and classification. Journal of clinical oncology : official journal of the American 

Society of Clinical Oncology 2009, 27(36):6199-6206. 

3. Amin MB, Greene FL, Edge SB, Compton CC, Gershenwald JE, Brookland RK, 

Meyer L, Gress DM, Byrd DR, Winchester DP: The Eighth Edition AJCC Cancer 

Staging Manual: Continuing to build a bridge from a population-based to a more 

"personalized" approach to cancer staging. CA: a cancer journal for clinicians 2017, 
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67(2):93-99. 

 

 

Comment 5: It is unclear why, and how the authors utilized the decision curve analysis. 

There are no decisions that are indicated by the retrospective prognostic nomogram 

development. Similarly, the abstract and discussion suggests that the current analysis 

affects treatments. There is no indication from the current study that there is any 

treatment consideration that can be gleaned from this data. This should either be very 

well explained, or more likely would best be removed from the manuscript. Either way, 

and a mention in the abstract or discussion of its effect on treatment should be removed. 

Reply 5:  

Thank you for your comment. In this study, DCA was used to compare the clinical 

applicability of the nomogram and the AJCC staging system. We used ROC curve 

analysis and C-indexes to evaluate the accuracy of the nomogram, but these cannot tell 

us whether the model is worth using or which of two or more models is preferable. A 

false-negative result can be much more harmful than a false-positive result (1-2). 

Therefore, DCA was developed to assess the clinical usefulness of a diagnostic test, 

marker, or predictive model and considers a weighted sum of true and false positives 

(1-3). DCA can also be used to assess the value of prognostic models (1). In our specific 

example, we assume that patients receive an intervention when the expected 3-year 

survival rate is >40% and refuse the intervention when it is <40%. In the training cohort, 

if the nomogram is used to predict which patients will survive for 3 years, 

approximately 6 additional patients per 100 are identified. Therefore, these 6 patients 

can then receive intervention. The AJCC only identifies 2 of these patients. However, 

this study can only show that the nomogram is superior to the AJCC staging system in 

clinical applicability. As you stated, we cannot draw a conclusion from DCA that the 

model can guide treatment, because the specific decision is not indicated. We have 

deleted and revised some content to reflect this. 

(Changes in the text: Abstract section, Page 4, Lines 58-59; Results section, Page 13, 

Lines 241-243; Discussion section, Page 14, Lines 261-262; Conclusions section, Page 
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17, Lines 329-330.) 

References: 

1. Vickers AJ, Elkin EB. Decision curve analysis: a novel method for evaluating 

prediction models. Med Decis Making 2006;26:565-74. 

2. Van Calster B, Wynants L, Verbeek JFM, et al. Reporting and Interpreting Decision 

Curve Analysis: A Guide for Investigators. Eur Urol 2018;74:796-804. 

3. Capogrosso P, Vickers AJ. A Systematic Review of the Literature Demonstrates 

Some Errors in the Use of Decision Curve Analysis but Generally Correct 

Interpretation of Findings. Med Decis Making 2019;39:493-8. 

 

Comment 6: The authors correctly assert that overall survival is a significant problem. 

However, one of the particular nuances of managing MFS is its uncommonly high 

predilection for local recurrence. That is why most prior studies of this particular 

histologic subtype have focused on disease-free survival or local recurrence free 

survival. While we acknowledge that overall survival is perhaps the most important, 

SEER is not well designed to answer this question. Of all of the soft tissue sarcoma 

subtypes, this one is perhaps most influenced by local recurrence, and the role of local 

recurrence on overall survival is not addressed in the nomogram. This is a major 

limitation of the current analysis. 

Reply 6:  

Thank you for this comment. We agree that local recurrence is important in MFS. 

However, the purpose of our research is to fill the research gap or deficiencies in 

predicting OS in patients with MFS. Therefore, examining local recurrence-free 

survival or disease-specific survival as outcome variables would answer different 

questions. Many authors are using the SEER database to study OS in patients with 

different subtypes of sarcoma [1-3]. Moreover, some variables related to OS are not 

necessarily related to local recurrence, and the relationship between local recurrence 

and OS is uncertain. Regarding a nomogram to predict local recurrence, we would like 

to discuss the relationship between local recurrence and related independent variables 

in a future article. Further, because MFS is a rare disease, the data are not particularly 
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complete (there are some censored data). We explained this limitation in the discussion. 

The outcome variables of the novel nomogram were 3-year and 5-year OS. We have 

described it in the text, but we are very sorry that it is not clearly described in the figure. 

Therefore, we have re-made the nomogram (Figure 4 shows the 3-year and 5-year OS 

probability). 

 (Changes in the text: Discussion section, Page 17, Lines 316-319.) 

References: 

1. Koshy M, Rich SE, Mohiuddin MM: Improved survival with radiation therapy in 

high-grade soft tissue sarcomas of the extremities: a SEER analysis. International 

journal of radiation oncology, biology, physics 2010, 77(1):203-209. 

2. Martin E, Senders JT, Ter Wengel PV, Smith TR, Broekman MLD: Treatment and 

survival of osteosarcoma and Ewing sarcoma of the skull: a SEER database analysis. 

Acta neurochirurgica 2019, 161(2):317-325. 

3. Ramey SJ, Yechieli R, Zhao W, Kodiyan J, Asher D, Chinea FM, Patel V, Reis IM, 

Wang L, Wilky BA et al: Limb-sparing surgery plus radiotherapy results in superior 

survival: an analysis of patients with high-grade, extremity soft-tissue sarcoma from 

the NCDB and SEER. Cancer medicine 2018, 7(9):4228-4239. 

 

Comment 7: As with many registry studies, there is a very high number of patients that 

are excluded due to incomplete data. This limits the voracity of the conclusions that can 

be drawn. 

Reply 7:  

 As you said, we excluded many patients because of the strict inclusion and 

exclusion criteria, resulting in a 43% reduction in sample size, which to some extent 

limits the voracity of the conclusions that can be drawn. We emphasized this issue in 

the limitations. 

(Changes in the text: Discussion section, Page 17, Lines 319-321.) 

 

Comment 8: If using AJCC6 as a comparison, it is unclear why the authors utilized a 

100 mm cut off for size. The authors should provide some analysis as to why this 
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particular cutoff is utilized. In the current manuscript, this otherwise appears somewhat 

arbitrary as a line of distinction. AJCC6 utilizes a 5 cm cutoff, and AJCC8 utilizes a 

tiered system of 5, 10, and 15 cm. 

Reply 8:  

 Thank you for your excellent comment and advice. We recoded the “Tumor Size” 

variable according to the cutoff value (5 cm). We also reanalyzed tumor size in the 

univariate analysis (p < 0.05) and multivariate analysis (p = 0.02). 

(Changes in the text: Methods section, Page 8, Lines 140-141.) 

 

Comment 9: The decision as to which patient's are going to undergo frontline 

chemotherapy, and therefore included in SEER as having undergone chemotherapy is 

likely a reflection of high risk, and resultant poor prognosis. As a result, chemotherapy 

may not be a prognostic factor in and of itself, but rather a reflection of other prognostic 

factors. This cannot be adequately remedied by the current analysis, but must be 

addressed in the manuscript. 

Reply 9:  

Thank you for your valuable comment. We re-emphasized the limitations of our 

conclusions based on chemotherapy administration in accordance with your comments. 

However, in our study, the results of multivariate Cox regression analysis showed that 

chemotherapy was a significant predictor of poor outcomes (p < 0.05, HR > 1). 

Moreover, the VIF was < 5, indicating there was no obvious collinearity with other 

variables. Therefore, we speculated on the possible reasons for the poor prognosis 

associated with chemotherapy. However, as you say, we cannot examine chemotherapy 

alone in the current analysis. Thorough examination of the effect of chemotherapy on 

survival requires a randomized controlled trial or propensity score matching analysis to 

balance the effects of baseline clinicopathological differences [1]. We included this 

limitation in the discussion and envisioned future research topics. 

 (Changes in the text: Discussion section, Page 16, Lines 304-310.) 

Reference: 

1.  Lin S, Liu C, Tao Z, Zhang J, Hu X: Clinicopathological characteristics and 
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survival outcomes in breast carcinosarcoma: A SEER population-based study. Breast 

(Edinburgh, Scotland) 2020, 49:157-164. 

 

Comment 10: It appears as though the authors utilized a Kaplan Meier analysis as a 

univariate screen for variables to be included in their multivariable analysis. However, 

it is unclear why her age was not included in the Kaplan Meier analyses. In addition, 

given that socioeconomic status and inclusion of radiation were not demonstrated to 

have a significant effect on Kaplan Meier analysis, it defies logic as to why these were 

included in the multivariable analysis. The multivariable analysis should probably be 

revised, utilizing only those variables identified by a predefined screen of either Kaplan 

Meier or formal univariate analysis. 

Reply 10:  

Thank you for your valuable advice. The Kaplan-Meier method and log-rank test were 

used to perform univariate prognostic analysis [1], as this could show whether the 

curves crossed during follow-up. Some authors choose to process continuous variables 

as categorical variables for univariate analysis [2]. However, we did not want to 

artificially convert continuous variables into categorical variables. Therefore, in 

accordance with your suggestions, we performed univariate Cox regression as a formal 

univariate analysis and analyzed age and other variables (novel univariate analysis, 

Table 2). After revising the exclusion criteria, we conducted a univariate analysis and 

found that SES was still not statistically significant. Therefore, as you state, we have 

no direct evidence that SES affects the prognosis of MFS, and SES was not included in 

the multivariate analysis.  

(Changes in the text: Abstract section, Page 3, Lines 40-41; Methods section, Page 

9, Lines 149-150; Results section, Page 11, Lines 199-204.) 

Selecting statistically significant variables in univariate analysis and then including 

those variables in the multivariate analysis is a common statistical method. However, 

the actual or clinical significance of the variables should also be considered with regard 

to their inclusion in the multivariate analysis. MFS has high rates of relapse after 

surgery; therefore, local adjuvant treatment may be beneficial. However, the clinical 
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benefit of RT in MFS or soft tissue sarcomas in the extremities remains controversial 

[3,4]. Some authors reported that RT was associated with a better outcome [5,6]. 

Therefore, adjuvant RT has been suggested for such patients [7]. Based on our clinical 

analysis and these previous studies, we believed that RT may have had an impact on 

prognosis. Many authors suggest that extremity myxofibrosarcoma is not clinically 

inherently radioresistant (a previous study reported p = 0.157 for RT, and in our 

univariate analysis, p = 0.16 for RT) [8]. Therefore, we incorporated RT in the 

multivariate analysis, which confirmed our hypothesis that RT had an impact on OS. 

Here, we focus on the conclusions of the multivariate analysis rather than those of the 

univariate analysis.  

Another point of view has been suggested: under the premise that the sample size 

is sufficient, multivariate analysis can also be performed directly. We believe that the 

results of large sample analysis have a certain reliability. Our statistician gave the same 

suggestion: the inclusion criteria should be relaxed, such that if p is less than 0.1 or 0.2 

in the univariate analysis, more variables can be included in multivariate analysis. The 

nonsignificant p value for RT in the univariate analysis (0.16) may be because the 

interaction between independent variables is not considered. Therefore, we believe that 

incorporating RT into the multivariate analysis is valid. However, to thoroughly analyze 

the impact of RT alone, propensity score matching or a randomized controlled trial 

should be conducted. 

(Changes in the text: Discussion section, Page 16, Lines 300-304.) 

References: 

1. Song W, Lv CG, Miao DL, Zhu ZG, Wu Q, Wang YG, Chen L: Development and 

validation of a nomogram for predicting survival in patients with gastrointestinal 

stromal tumours. European journal of surgical oncology : the journal of the European 

Society of Surgical Oncology and the British Association of Surgical Oncology 2018, 

44(10):1657-1665. 

2. Feng L, Wang M, Yibulayin F, Zhang H, Yang YL, Ren F, Wushou A: Spindle cell 

sarcoma: a SEER population-based analysis. Scientific reports 2018, 8(1):5024. 

3. Koshy M, Rich SE, Mohiuddin MM: Improved survival with radiation therapy in 
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high-grade soft tissue sarcomas of the extremities: a SEER analysis. International 

journal of radiation oncology, biology, physics 2010, 77(1):203-209. 

4. Sugiura Y, Fujimoto H, Hashizume T, Ogura G, Nemoto E: An entire clinical 

course of mediastinal myxofibrosarcoma treated by surgery and radiation. General 

thoracic and cardiovascular surgery 2018, 66(12):748-752. 

5. Callegaro D, Miceli R, Bonvalot S, Ferguson P, Strauss DC, Levy A, Griffin A, 

Hayes AJ, Stacchiotti S, Le Pèchoux C et al: Impact of perioperative chemotherapy and 

radiotherapy in patients with primary extremity soft tissue sarcoma: retrospective 

analysis across major histological subtypes and major reference centres. European 

journal of cancer (Oxford, England: 1990) 2018, 105:19-27. 

6. Roland CL, Wang WL, Lazar AJ, Torres KE: Myxofibrosarcoma. Surgical 

oncology clinics of North America 2016, 25(4):775-788. 

7. Song HN, Kang MG, Park JR, Hwang JY, Kang JH, Lee WS, Lee GW: 

Pembrolizumab for Refractory Metastatic Myxofibrosarcoma: A Case Report. Cancer 

research and treatment: official journal of Korean Cancer Association 2018, 

50(4):1458-1461. 

8. Mutter RW, Singer S, Zhang Z, Brennan MF, Alektiar KM: The enigma of 

myxofibrosarcoma of the extremity. Cancer 2012, 118(2):518-527. 

 

Comment 11: Despite the authors' assertion, the demonstration of a prognostic 

significance of socioeconomic status on overall survival on the multivariable analysis 

in extremity soft tissue sarcoma has been established in the medical literature. While 

that is likely that the authors are correct that this may not have been proven specifically 

for MFS previously, the authors' suggestion of novelty of this analysis is otherwise 

incorrect. 

Reply 11:  

Thank you very much for your suggestion. We agree. In accordance with your 

previous comments, we revised the exclusion criteria and performed the univariate 

analysis again. In this re-analysis, the p-value for SES was still > 0.05 (univariate COX 

moderate p = 0.285, high, p = 0.683; KM, p = 0.561). Moreover, there is no previous 
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evidence indicating that SES influences OS in MFS patients. Therefore, we did not 

include in in the multifactor analysis in this revision and deleted the related sections of 

text. 

(Changes in the text: Discussion section, Page 15, Lines 280-283.) 

 

Comment 12: From a practical standpoint, seeing as grade is an integral part of stage, 

the finding that grade is not independent of stage in its prognostic significance is not 

surprising. The finding that grade is not a prognostic factor is not entirely correct.  

Rather, grade has been shown repeatedly to be an important prognostic factor, which is 

why it is included in staging. If the authors want to determine the true factors that are 

associated with prognosis, in order to identify a new staging system, it would likely 

best be performed by either 1) eliminating stage in favor of its individual components; 

or 2) eliminating the components that make up stage, utilizing stage itself. Including 

both in the multivariable analysis defies logic and clouds the picture, presenting a 

confusing and inaccurate portrait of what actually is prognostically significant. 

Reply 12:  

Thank you for this comment. We have re-emphasized tumor grade, which is indeed 

an important prognostic factor in many subtypes of soft tissue sarcoma. As you state, 

simple multivariate analysis is not perfect. Therefore, after conducting a multivariate 

analysis including grade, we conducted a collinearity analysis and found that the VIF 

(variance inflation factor) of tumor grade was < 5. However, based on the multivariate 

analysis, tumor grade is not an independent variable (p > 0.05). 

Grade Univariate analysis (p) Multivariate analysis (p) 

I   Ref Ref 

II   0.314 0.218 

III    <0.001 0.211 

IV <0.001 0.197 

Moreover, in many studies, the elements in stage, such as tumor grade, have been 

similarly analyzed in parallel [1-4]. We thought that the AJCC stage is a more 
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comprehensive factor than the tumor grade, and the VIF (Grade) between them was < 

5. Therefore, we believe that specific tumor subtypes should be analyzed in detail. This 

may be one of the reasons why the application or prognostic evaluation of AJCC stage 

in specific tumor subtypes is not as good as the novel established nomograms [5-6]. 

 (Changes in the text: Discussion section, Page 15-16, Lines 289-294.) 

Reference： 

1. Feng L, Wang M, Yibulayin F, Zhang H, Yang YL, Ren F, Wushou A: Spindle cell 

sarcoma: a SEER population-based analysis. Scientific reports 2018, 8(1):5024. 

2. Jiang S, Zhao R, Li Y, Han X, Liu Z, Ge W, Dong Y, Han W: Prognosis and 

nomogram for predicting postoperative survival of duodenal adenocarcinoma: A 

retrospective study in China and the SEER database. Scientific reports 2018, 8(1):7940. 

3. Mao W, Deng F, Wang D, Gao L, Shi X: Treatment of advanced gallbladder cancer: 

A SEER-based study. Cancer medicine 2020, 9(1):141-150. 

4. Wang C, Yang C, Wang W, Xia B, Li K, Sun F, Hou Y: A Prognostic Nomogram 

for Cervical Cancer after Surgery from SEER Database. Journal of Cancer 2018, 

9(21):3923-3928. 

5. Chen S, Liu Y, Yang J, Liu Q, You H, Dong Y, Lyu J: Development and Validation 

of a Nomogram for Predicting Survival in Male Patients With Breast Cancer. Frontiers 

in oncology 2019, 9:361. 

6. Zhang J, Pan Z, Zhao F, Feng X, Huang Y, Hu C, Li Y, Lyu J: Development and 

validation of a nomogram containing the prognostic determinants of chondrosarcoma 

based on the Surveillance, Epidemiology, and End Results database. International 

journal of clinical oncology 2019, 24(11):1459-1467. 


