Dear Editor, 
Thanks a lot for your careful editorial and peer review.  
Based on your nice comments and suggestions, we made edits to our manuscript accordingly. All the changes have been highlighted. We are confident that our manuscript is suitable for publication in terms of quality of science and ethics. 
Thank you again for your time and help. If you need further materials, don’t hesitate to inform us.
Best regards,
Dr. Dongyu Jia

RESPONSE TO COMMENTS OF EDITORS

• Please take this opportunity to thoroughly proofread the manuscript to ensure that there are no spelling or grammatical errors.

During the process of revision, we thoroughly proofread the manuscript.  

• Protocol Detail: Please note that your protocol will be used to generate the script for the video, and must contain everything that you would like shown in the video. Please add more specific details (e.g. button clicks for software actions, numerical values for settings, etc) 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.
1) 6.23: Mention magnification, lens NA and other relevant settings.
In the revised manuscript, we provide more specific details as suggested.  

• Protocol Numbering: Please adjust the numbering of your protocol section to follow JoVE’s instructions for authors, 1. should be followed by 1.1. and then 1.1.1. if necessary and all steps should be lined up at the left margin with no indentations. Please add a one-line space after each protocol step.
In the revised manuscript, we change the protocol numbering accordingly.  

• Protocol Highlight: Please highlight ~2.5 pages or less of text (which includes headings and spaces) in yellow, to identify which steps should be visualized to tell the most cohesive story of your protocol steps.
1) The highlighting must include all relevant details that are required to perform the step. For example, if step 2.5 is highlighted for filming and the details of how to perform the step are given in steps 2.5.1 and 2.5.2, then the sub-steps where the details are provided must be included in the highlighting.
2) Some of your shorter protocol steps can be combined so that individual steps contain 2-3 actions and maximum of 4 sentences per step.
3) The highlighted steps should form a cohesive narrative, that is, there must be a logical flow from one highlighted step to the next.
4) Please highlight complete sentences (not parts of sentences). Include sub-headings and spaces when calculating the final highlighted length.
5) Notes cannot be filmed and should be excluded from highlighting.
In the revised manuscript, we highlight the protocol steps accordingly. 

• Discussion: JoVE articles are focused on the methods and the protocol, thus the discussion should be similarly focused. Please ensure that the discussion covers the following in detail and in paragraph form (3-6 paragraphs): 1) modifications and troubleshooting, 2) limitations of the technique, 3) significance with respect to existing methods, 4) future applications and 5) critical steps within the protocol.
Thanks a lot for the nice suggestions. In the revised manuscript, we are more focused on the methods and protocol, and provide additional paragraphs to cover discussion part in detail.  

• Figures: Please add scale bars to fig 5.
Scale bars are added to the revised Figure 5.  

• Figure/Table Legends: Please expand the legends to adequately describe the figures/tables. Each figure or table must have an accompanying legend including a short title, followed by a short description of each panel and/or a general description.
In the revised manuscript, we expand the legends to adequately describe the figures/tables.  

• References: Please spell out journal names.
For the references, we spell out journal names in the revised manuscript.  

• Table of Materials:Please revise the table of the essential supplies, reagents, and equipment. The table should include the name, company, and catalog number of all relevant materials/software in separate columns in an xls/xlsx file. Please include items such as software used, microscope, etc.
In the revised manuscript, we provide more detailed and complete list in the Table of Materials, including software and microscope.  

• Please define all abbreviations at first use.
We define all abbreviations at first use in the revised manuscript.  


• If your figures and tables are original and not published previously or you have already obtained figure permissions, please ignore this comment. If you are re-using figures from a previous publication, you must obtain explicit permission to re-use the figure from the previous publisher (this can be in the form of a letter from an editor or a link to the editorial policies that allows you to re-publish the figure). Please upload the text of the re-print permission (may be copied and pasted from an email/website) as a Word document to the Editorial Manager site in the "Supplemental files (as requested by JoVE)" section. Please also cite the figure appropriately in the figure legend, i.e. "This figure has been modified from [citation]."
Our manuscript has no copy right concerns and does not require any permission.  

RESPONSE TO COMMENTS OF REVIEWERS

It’s our great honor that both reviewers think highly of our manuscript and agree to publish in the current form. 
[bookmark: _GoBack]Reviewers' comments:

Reviewer #1: 
In the present protocol, the authors demonstrate a reliable method to identify those potential signaling pathways that might be involved in the progression of ovarian cancer. By integrating a variety of online bioinformatics tools, such as PRECOG, CCLE, cBioPortal, etc., the activation of NOTCH signaling in ovarian cancer was identified. I searched JOVE and could not find a similar protocol describing such an integrated bioinformatics approach. In short, this integrated bioinformatics analysis is very useful for other researchers and can be considered for publication in JOVE.


Reviewer #2:
Manuscript Summary:
Bioinformatics is an efficient way to do biomedical research using large-scale datasets. In this study, the authors demonstrated utilization of bioinformatics in ovarian cancer research. The authors systematically analyzed the roles of main components of Notch signaling in ovarian cancer using multiple bioinformatics methods. Also, the authors validated bioinformatics findings through experimentation. The present study provided efficient and money-saving bioinformatics methods to do cancer research. The research results also provided clinically relevant information for studies regarding Notch signaling in ovarian cancer development and shed light on drug development targeting Notch signaling against ovarian cancer.
