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This is a great study as is. I see no strong evidence of publication bias. Analyses are 

properly conducted in large part. I have just a few comments.   Now, tumor molecular 

pathology assessment is routine part of clinical practice. This information is missing.  

That should be discussed as a weakness. Treatment effect is unlikely uniform across 

different molecular subtypes.   Related to the above point, the authors should discuss 

molecular pathological epidemiology (MPE) as a future direction. MPE is an integrative 

science to deal with molecular pathology in relation to clinical features and outcome in 

patients and populations. MPE references can be easily found by google search (eg, Gut 

2011; Annu Rev Pathol 2019, etc.).  
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SPECIFIC COMMENTS TO AUTHORS 
This meta-analysis by the authors investigated the long-term efficacy of neoadjuvant 

chemotherapy of XELOX (Xeloda + Oxaliplatin) targeting colorectal cancer. Although 

the analysis from various clinical cases is well presented, there are some questions that 

need to be compensated for. 1. In the part of the purpose (line 30-31), there is a 

description "The study of colon cancer alone is rare, and the impact of chemotherapy on 

long-term survival is not clear.". This reviewer can't agree to this. Many clinical studies 

for the long-term survival or efficacy of XELOX have already been published (J Cancer. 

2018; 9(8): 1365–1370). The authors must provide correct information in the background. 

2. The reason why XELOX has been studied a lot in rectal cancer than colon cancer is 

that “XELOX + Radiation therapy (RT)” has been used as standard therapy (more 

usually Xeloda + rt). This clinical background was not described. 3. As described in the 

background by the authors, FOLFOX (5-FU + folinic acid + Oxaliplatin) is usually the 

first choice for colorectal cancer treatment without RT. There is very a few information 

about the advantages of using XELOX as an alternative to FOLFOX. 4. FOLFIRI (5-FU + 

LV + Irinotecan) is used as 2nd line standard therapy for treating colorectal cancer 

following the 1st line therapy, FOLFOX. Information on the major clinical implications of 

selecting XELOX instead of standard primary and secondary treatment is missing. 4. The 

inclusion and exclusion criteria for this meta-analysis have missed a critical description. 

If the author's meta-analysis has purpose to compare the long-term outcome of patients 

undergoing adjuvant treatment after stage 3 colon cancer surgery with neoadjuvant 

treatment such as FOLFOX and FOLFIRI, the author must investigate if he or she 

received neoadjuvant treatment prior to surgery. The search must include a distinction 

between patients who performed or did not perform neoadjuvant. 
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