January 25th, 2019
Dear Dr. Alisha DSouza,

We thank Editors and Reviewers for careful reading our manuscript. We read them carefully, thought about well. 

[bookmark: _GoBack]　We think that experimental comments of Reviewer 2 make sense in terms of cell biology. But some comments are not pointed out in terms of methodology. We think one of the reasons of this confusion is the title. We renamed the title“On-gel-culture using type I collagen fibrils down-regulates cell proliferation in keratinocyte line cells” to “Evaluation of keratinocyte proliferation on two- and three-dimensional type I collagen substrates”. We have revised the manuscript and figures and got professional English proofreading. We believe these changes are contributed improvement of the manuscript. Please find enclosed our manuscript.
Our responses to each comment are as follows in blue letters:

Sincerely,
Hitomi Fujisaki
Nippi Research Institute of Biomatrix 
520-11 Kuwabara, Toride, Ibaraki 302-0017, Japan 
Phone No: +81(297)71-3047
Fax No: +81(297)71-3041
Email Address: fujisaki@nippi-inc.co.jp

Editorial comments:
Changes to be made by the author(s) regarding the manuscript:
1. Please take this opportunity to thoroughly proofread the manuscript to ensure that there are no spelling or grammar issues.
We rewrote the manuscript accordingly to the comments and got professional English proofreading.

2. Please obtain explicit copyright permission to reuse any figures from a previous publication. Explicit permission can be expressed in the form of a letter from the editor or a link to the editorial policy that allows re-prints. Please upload this information as a .doc or .docx file to your Editorial Manager account. The Figure must be cited appropriately in the Figure Legend, i.e. “This figure has been modified from [citation].”
We got explicit copyright permission to reuse. Figures were cited In the Figure Legend.

3. Please upload each Figure individually to your Editorial Manager account as a .png, .tiff, .pdf, .svg, .eps, .psd, or .ai file. Please remove figure titles from the uploaded figures.
We uploaded each Figure individually as a tiff file.

4. Figures: Please include a space between the numbers and their corresponding units (37 °C, 2 h, 3 d, etc.).
We added a space between the numbers and their corresponding units.

5. Figure 3: Please make the number 450 a subscript and add minor ticks to the y-axis.
We made the number 450 a subscript and added minor ticks to the y-axis.

6. Please revise lines 51-53 to avoid previously published text.
We rewrote lines 51-53.

7. Please rephrase the Summary to clearly describe the protocol and its applications in complete sentences between 10-50 words: “Here, we present a protocol to …”
We rewrote the Summary according the advice.

8. Please revise the Introduction to include all of the following:
a) A clear statement of the overall goal of this method
b) The rationale behind the development and/or use of this technique
c) The advantages over alternative techniques with applicable references to previous studies
d) A description of the context of the technique in the wider body of literature
e) Information to help readers to determine whether the method is appropriate for their application
We rewrote the Introduction according the advice.

9. Please define all abbreviations before use.
We defined abbreviations.

10. Please revise the protocol to contain only action items that direct the reader to do something (e.g., “Do this,” “Ensure that,” etc.). The actions should be described in the imperative tense in complete sentences wherever possible. Avoid usage of phrases such as “could be,” “should be,” and “would be” throughout the Protocol. Any text that cannot be written in the imperative tense may be added as a “Note.” Please include all safety procedures and use of hoods, etc. However, notes should be used sparingly and actions should be described in the imperative tense wherever possible. Please move the discussion about the protocol to the Discussion.
We revised the protocol. The actions were described in the imperative tense in complete sentences wherever possible.

11. Please add more details to your protocol steps. There should be enough detail in each step to supplement the actions seen in the video so that viewers can easily replicate the protocol. Please ensure you answer the “how” question, i.e., how is the step performed? Alternatively, add references to published material specifying how to perform the protocol action. See examples below.
We made efforts according your advice and rewrote protocol.  

12. 2.1: Please specify the reagents and instruments used in this step. Please describe how to keep the instruments cold on ice.
We added the description.

13. 2.5: Please specify the volume of supplemental K-1 solution and 1% Penicillin-Streptomycin added.
We added the description.

14. 4.1: Please specify the indicated times.
We added the description.

15. 4.2 and 4.3: Please reference the Table of Materials for the composition of cell proliferation kits solution and cell counting kit solution.
We unified the name of solution.

16. 4.4: Please provide some guidance on the appropriate color tone.
In this case, the color became appropriate level for 2 h. So we rewrote the description. 

17. Discussion: As we are a methods journal, please also discuss critical steps within the protocol, any modifications and troubleshooting of the technique, and any limitations of the technique.
We rewrote the Discussion.

18. References: Please do not abbreviate journal titles.
We rewrote the References.

19. Table of Materials: Please sort the items in alphabetical order according to the name of material/equipment.
We sorted the items alphabetically.


