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The manuscript has been improved according to the suggestions of reviewers:
1. Contribution of author has been added.

2. Running title has been added.
3. Revision has been made according to the suggestions of the reviewer

(1) Reviewer 1 Comments for the Authors...
This is a thorough review on the relationship between vitamin B6 and colorectal cancer.
Response to Reviewers: Thanks. 


(2) Reviewer 2 Comments for the Authors...
The article is good and should be accepted for publication.

Minor points.

Add 2 Figures. OR put in a case-control of the Reported studies (vitamin B6 intake and colorectal cancer risk) and of nine cohort studies;  Another figure with five nested case-control studies of plasma PLP and colorectal cancer risk Concentrations.

Response to Reviewers: Thanks.  We prefer not presenting these figures because the original figures were published in JAMA and Cancer Epidemiology, Biomarkers & Prevention, respectively.  The reader can easily access these published papers for these figures. However, we have added the following brief description of the case-control study results to the result section (new text in bold): there was borderline significant heterogeneity among these case-control studies (p value for heterogeneity = 0.09) with risk estimates ranging from 0.51 to 1.00. In addition, we added the results from a meta-analysis of blood PLP levels. The new text read as “As shown in the meta-analysis of these studies, the pooled RR of colorectal cancer for the highest vs. lowest categories of PLP levels was 0.52 (95%CI: 0.38-0.71).”
Differentiate between Incidence or Mortality. Is very different. To clarify this point. "The pooled analysis of data from trials Showed These Two no benefit of vitamin B6 supplementation on colorectal cancer Incidence or Mortality." Is this sentence wrong "), but a weaker association with risk of early-stage (small and tubulous) adenoma". Best low-risk adenoma.  Instead Discussion changed to "areas of uncertainty".
Response to Reviewers: Thanks.  In the sentence we were emphasizing that vitamin B6 supplementation did not have an effect on either incident colorectal cancer or fatal colorectal cancer. We have revised the sentence to read as “The pooled analysis of data from these two trials showed no benefit of vitamin B6 supplementation on incident colorectal cancer or fatal colorectal cancer.”  The next two sentences following the sentence described the results separately for colorectal cancer incidence and colorectal cancer mortality. For clarification, we have modified the sentence on colorectal cancer incidence so that it now reads "A total of 26 participants (1.5%) who received vitamin B6 and 22 (1.3%) participants in the placebo group were diagnosed with incident colorectal cancer during the trial…”
We have now used the “low-risk adenomas” rather than “early-stage adenomas”.
Add information about the type of alcoholic beverage (wine, beer or spirits) "A non-significant interaction Between vitamin B6 and alcohol consumption was Observed in three studies of vitamin B6 intakes [30, 52] and one study of plasma PLP Levels [31]. "
Response to Reviewers: Thanks.  The alcohol in these references is total alcohol intake calculated from sum of the values for specific types of alcoholic beverage (wine, beer or spirits). 

The revised (new text in bold) read as “A non-significant interaction between vitamin B6 and total alcohol consumption including wine, beer, spirits  was observed in three studies of vitamin B6 intakes 
 ADDIN EN.CITE 

[30, 52]
 and one study of plasma PLP levels 
 ADDIN EN.CITE 

[31]
.”. 
Thank you again for publishing our manuscript in the World Journal of Gastroenterology.

Sincerely yours,

Xuehong Zhang, Jing Ma, Stephanie A. Smith-Warner, Jung Eun Lee, Edward Giovannucci 
