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Reply to the reviewers' comments 

 

Dear reviewers: 

We thank the reviewers for their thorough review of our proposal, and their 

valuable and constructive comments. We have carefully addressed the reviewers’ 

comments by including additional descriptions. Here, we have indicated the 

changes made to the manuscript to account for the comments from the 

reviewers.  

 

    Our point-by-point replies to each comment from the reviewers are as 

follows: 

 
Reviewer #4 comments: 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



<< COMMENT 1 from Reviewer #3 >> 

As there is a separate section of materials please list all materials listed in this 

manuscript in one section  

 

 

- ANSWER to comment 1: Thanks for your comments. In our study, only “Serum 

SDF-1α and VEGF measurement” belong to “materials”, and others such as 

“Induction chemotherapy with TPF” and “Chemoradiotherapy planning” were 

regarded as “methods”. Therefore, we have listed all materials in only one section in 

my manuscript according to your suggestion for more clear presentation to readers. 

Please evaluate it. 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



<< COMMENT 2 from Reviewer #3 >> 

Circulating levels of VEGF are induced by hypoxia and are angiogenic in vivo. 

Would the expression levels be influenced by ELISA measurements? 

 

- ANSWER to comment 2:  

Thanks for your comments. VEGF are induced by hypoxia status and secreted 

into blood, so we could draw peripheral blood for VEGF test. In real-world clinical 

practice, the values of VEGF were frequently determined using commercially 

available sandwich ELISA kits, mostly Quantikine Human VEGF ELISA kits, which 

were used in our study. Such sandwich ELISA kits use specific capture and detection 

antibodies, and are used for quantitative measurement of human VEGF in cell culture 

supernatants, serum, plasma, CSF and urine. In our study, all assays of VEGF were 

performed in triplicate according to each manufacturer's instructions to minimize the 

influence. Please evaluate it. 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



<< COMMENT 3 from Reviewer #3 >> 

Would it be possible to include western blot analysis for the VEGF for example? 

 

- ANSWER to comment 3:  

Thanks for your comments. It is executable for western blot analysis of VEGF. 

We also examined the expression of VEGF by wstern blot for some patients in our 

study, and the results showed below. However, the detection of serum VEGF by 

ELISA kit had better advantage than the western blot of VEGF. First, detecting VEGF 

by ELISA kit is very fast and cheap; in contrast, western blot approach took much 

time, cost, and complicated experimental procedures. Second, if we had many blood 

samples for examination (such as our study, 77 patients with blood samples before 

and after TPF treatment, performing in triplicate), ELISA kits may be a better choice 

for data available. Third, the expression of western blot is relatively difficult for 

quantitative comparison, but it is very easy to perform quantitative comparison using 

serum VEGF levels detected by ELISA kits. Therefore, it is executable to present 

western blot analysis of VEGF but we preferred ELISA kits for serum VEGF 

detection. Please evaluate it. 

 

 

 

 

 

 

 

 



<< COMMENT 4 from Reviewer #3 >> 

As the sample population was 77 patients, why there were no healthy volunteers to 

compare the expression levels of VEGF and SDF1 

 

- ANSWER to comment 4:  

Thanks for your comments. Growing evidences have confirmed the values of 

VEGF and SDF-1α are higher in patients with disease than healthy control, such as 

malignancy, pneumonia, osteoporosis, etc.1-3 Therefore, we did not enroll healthy 

volunteers for comparison in our study. Please evaluate it. 
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<< COMMENT 5 from Reviewer #3 >> 

In the last paragraph of the introduction please expand on the use of TPF for non-MD 

readers 

 

 

- ANSWER to comment 5:  

Thanks for your comments. We have added the description about the use of TPF 

for non-MD readers in the Introduction section in my revised manuscript. Please 

evaluate it. 

 

 

Introduction/Fourth paragraph 

    In general, induction chemotherapy with TPF, the powerful regimen, 

incorporated both induction chemotherapy with PF and CRT in an attempt to improve 

locoregional control, eliminate distant metastases, and prolong survival. However, the 

role of SDF-1α and VEGF in HNSCC induction chemotherapy remains unclear. The 

aim of the present study was to explore the role of SDF-1α and VEGF in the 

prognosis of patients with HNSCC who underwent induction chemotherapy with TPF. 

 

 

 

- CHANGE: Introduction/Fourth paragraph, page 2, line 91   

           

 

 

 

 

 

 

 

 

 

 

 



<< COMMENT 6 from Reviewer #3 >> 

In table 1 would it be possible to incorporate the grading of the patients and the T 

stage, and the lymph node 

 

 

- ANSWER to comment 6:  

Thanks for your comments. We have added the distribution of histological grade 

and performed the analysis of PFS and OS in the revised manuscript according to 

your suggestion. Please evaluate it. 

 

Results/Patient characteristics 

Between January 2010 and December 2016, 77 patients with HNSCC received 

TPF induction chemotherapy followed by CRT …… The distribution of histological 

grade included grade 1 in 19 patients (24.7%), grade 2 in 43 patients (55.8%) and grade 

3 in 15 patients (19.5%). The characteristics of these 77 HNSCC patients 

 

 



 

 

 

- CHANGE: Results/Patient characteristics, page 4, line 183   

           Table 1, Table 2 and Table 3 

 



<< COMMENT 7 from Reviewer #3 >> 

Figure 1 please enhance the axis labeling for readability and clarity 

 

- ANSWER to comment 7:  

Thanks for your comments. We have revised Figure 1 according to your 

suggestion. Please evaluate it. 

 

 

 
 

 

 

- CHANGE: Figure 1 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



<< COMMENT 8 from Reviewer #3 >> 

What was the patient enrollment approach adopted by the authors 

 

- ANSWER to comment 8:  

Thanks for your comments. The eligibility criteria of our study were followed by 

the TAX324 study, which was published in NEJM (2007) and focused on the TPF 

induction chemotherapy in head and neck cancer. Please evaluate it. 

 

 

 

Posner MR, Hershock DM, Blajman CR, et al. Cisplatin and fluorouracil alone or 

with docetaxel in head and neck cancer. N Engl J Med 2007;357:1705-15 

 



 

 

 

 

 

 



<< COMMENT 9 from Reviewer #3 >> 

Were there any differences in the serum levels of VEGF before and after the TPF 

administration? 

 

 

- ANSWER to comment 9:  

Thanks for your comments. In Figure 1, the mean VEGF values in the post-TPF 

treatment is lower than it in the pre-TPF treatment with significantly statistical 

difference (P < 0.05). Please evaluate it. 

 

 

 

 
Figure 1 legend. Comparison of serum SDF-1α and VEGF concentrations between 
pre-TPF and post-TPF treatments in head and neck squamous cell carcinoma patients. 
(A) The distribution and kinetic change of serum VEGF in the pre-TPF and post-TPF 
status; (B) The distribution and kinetic change of serum SDF-1α in the pre-TPF and 
post-TPF status. • means extreme values; * means P < 0.05 and *** means P < 0.001. 
SDF-1α: stromal cell-derived factor-1α; VEGF: vascular endothelial growth factor; 
TPF: docetaxel, cisplatin, and 5-fluorouracil. 
 

 

 

 

 

 

 

 

 



<< COMMENT 10 from Reviewer #3 >> 

Could the authors please comment on the survival and progressing response in the 

study samples 

 

- ANSWER to comment 10:  

Thanks for your comments. We have added the description to discuss about the 

survival in the Discussion section in my revised manuscript according to your 

suggestion. Please evaluate it. 

 

 

Discussion/Six paragraph 

In our study, we found that poor prognosis, including PFS and OS, were 

mentioned in patients with well-known poor prognostic factors, such as advanced T or 

N status, high tumor grade, negative HPV status, etc. In addition, patients without 

VEGF or SDF-1α decrease after TPF treatment, or higher post-TPF VEGF or SDF-1α 

values were also mentioned to have worse prognosis, whether in the univariate or 

multivariate analysis. Moreover, we found that patients with both VEGF and SDF-1α 

decrease after TPF treatment, and higher both post-TPF VEGF and SDF-1α values 

had the worst PFS and OS than the other groups, indicating the role of combination of 

serum VEGF and SDF-1α in the prediction of clinical outcome. 

 

 

 

- CHANGE: Discussion/Six paragraph, page 13, line 398   

             

 

 

 

 

 

 

 

 



In addition, we have modified our manuscript using a professional language 

editing service. Please evaluate it.  

 

 

 

 

 

 



Finally, we thank you again for your patience and valuable time 

 
Sincerely 
 
Shau-Hsuan Li, M.D. 

Division of Hematology-Oncology, Department of Internal Medicine, Kaohsiung 
Chang Gung Memorial Hospital and Chang Gung University College of Medicine, 
Kaohsiung, Taiwan. 
No.123, Dapi Rd., Niaosong Dist., Kaohsiung City 833, Taiwan   

Tel: 886-7-7317123 ext.8303, Fax: 886-7-7322402  

E-mail: lee.a0928@msa.hinet.net 


