August 17, 2020

Vineeta Bajaj, Ph.D., 
Review Editor, JoVE

RE: “DNA Methylation Genome-Wide Analysis in Gastrointestinal Cancer” by Kiichi Sugimoto, et al.  (JoVE 61355)

Dear Dr. Bajaj

We are grateful for the reviewers’ appreciation of our manuscript and the constructive comments provided in their reviews.  We have revised the manuscript in response to these comments, as summarized below.   

Editorial comments:

A1. Introduction was expanded and the rationale was stated with citations (Line: 68).

A2. We highlighted the heading as well (Line: 83).

A3. We changed sections to largest cross-sectional slides (Line: 87).

A4. HE slides are not used (Line: 123). 

A5. We do not differentiate the tissues. Therefore, ‘most suitable’ was deleted to avoid the confusion (Line: 125).

A6. We made sure of the substeps for 2.5 (Line: 130).

A7. We made substeps of .3.2. to show how to perform bisulfite conversion (Line: 156).

A8. ‘Commercially available’ was deleted (Line: 159).

A9. We failed to find out the region of interest and primers because the manufacturer did not release the information (Line: 196).

A10. We used the comments section in the table of the materials to state what is being referred here.

A11. We stated the link of the product information sheet, data sheet, and product files as the reference 15 (Line: 204).

A12. We stated ‘Use commercially available software (see Table of Materials) to calculate a β-value’ (Line: 209).

A13. We stated that the heatmap is generated using a data analysis tool in step 4.4 (Line: 216).

A14. We clearly stated the criteria for a target gene of interest in step 5.2 and the Discussion (Line: 240 and 321).

A15. We described the step number (Line: 229).

A16. We mentioned about the target gene of interest in Representative Results, and the criteria for a target gene of interest in step 5.2 and the Discussion as mentioned before (A14).

A17. We deleted ‘female’ from step 5.3 and Table of Materials (Line: 244).

A18. We added the legends of Table 3 and 4 (Line: 303).

A19. a) We mentioned three critical steps in the Discussion (Line: 308).
b) Troubleshooting of the assay was mentioned (Line: 309).
c) The limitation of this assay was mentioned (Line: 329).
d) We mentioned the comparison between this assay and other type of whole-genome assay (Line: 332).
e) We mentioned modern application of the assay (Line: 336).


In addition, we reworded the lines you pointed out as much as possible (doubly-underlined).

	As requested, we are submitting a revised version of the manuscript that has all changes highlighted by red text.  We again thank you for the opportunity to submit this revised version of the manuscript, and we hope that you and the editors find it acceptable for publication.

Sincerely,


Kiichi Sugimoto, M.D
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