Editorial Office Comments:

1.	Please take this opportunity to thoroughly proofread the manuscript to ensure that there are no spelling or grammar issues. The JoVE editor will not copy-edit your manuscript and any errors in the submitted revision may be present in the published version.
2.	Please format the manuscript as: paragraph Indentation: 0 for both left and right and special: none, Line spacings: single. Please include a single line space between each step, substep and note in the protocol section. Please use Calibri 12 points
3.	Please ensure that the Summary is between 10-50 word limit.
4.	Please ensure that the long Abstract is within 150-300-word limit and clearly states the goal of the protocol.
5.	Please define all abbreviations during the first-time use. .e.g., ADMET?
6.	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
7.	Please adjust the numbering of the Protocol to follow the JoVE Instructions for Authors. For example, 1 should be followed by 1.1 and then 1.1.1 and 1.1.2 if necessary.
8.	Please ensure that all text in the protocol section is written in the imperative tense as if telling someone how to do the technique (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.”
9.	Please ensure you answer the “how” question, i.e., how is the step performed?
10.	The Protocol should contain only action items that direct the reader to do something.
11.	1.2: Which small molecule is used in your case? When and how do you deposit the gold electrode?
12.	2.4: What kind of Phage library is used? How do you decide on the injector point?
13.	2.9: please include citations for plaque isolation and sequencing?
14.	3: Please expand on how the bioinformatic analysis is performed. Please include button clicks in the software, knob turns, command lines etc. If using large scripts please include as a supplementary file.
15.	Is RELIC hosted by any server somewhere or not available at all?
16.	Is RELIC Commercial? If yes, please remove and use generic term.
17.	Only one note can follow one step. In the JoVE Protocol format, “Notes” should be concise and used sparingly. They should only be used to provide extraneous details, optional steps, or recommendations that are not critical to a step. Any text that providesdetails about how to perform a particular step should either be included in the step itself or added as a sub-step. Other details should be moved to the discussion.
18.	Please remove the embedded figure(s) from the manuscript. All figures should be uploaded separately to your Editorial Manager account. Each figure must be accompanied by a title and a description after the Representative Results of the manuscript text.
19.	Please remove the embedded Table from the manuscript. All tables should be uploaded separately to your Editorial Manager account in the form of an .xls or .xlsx file. Each table must be accompanied by a title and a description after the Representative Results of the manuscript text.
20.	There is a 10-page limit for the Protocol, but there is a 3-page limit for filmable content. Please highlight 3 pages or less of the Protocol (including headings and spacing) that identifies the essential steps of the protocol for the video, i.e., the steps that should be visualized to tell the most cohesive story of the Protocol.
21.	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].”
22.	As we are a methods journal, please ensure that the Discussion explicitly cover the following in detail in 3-6 paragraphs with citations:
a)	Critical steps within the protocol
b)	Any modifications and troubleshooting of the technique
c)	Any limitations of the technique
d)	The significance with respect to existing methods
e)	Any future applications of the technique





















1.	Please take this opportunity to thoroughly proofread the manuscript to ensure that there are no spelling or grammar issues. The JoVE editor will not copy-edit your manuscript and any errors in the submitted revision may be present in the published version.

>Response to the comment
Thank you for the advice. The revised manuscript has been proofread by a professional editor of English language.

2.	Please format the manuscript as: paragraph Indentation: 0 for both left and right and special: none, Line spacings: single. Please include a single line space between each step, substep and note in the protocol section. Please use Calibri 12 points

>Response to the comment
The manuscript has been formatted in the appropriate style.

3.	Please ensure that the Summary is between 10-50 word limit.

>Response to the comment
The Summary is now within the 1050-word limit.

4.	Please ensure that the long Abstract is within 150-300-word limit and clearly states the goal of the protocol.

>Response to the comment
The Abstract is now within the 150300-word limit.

5.	Please define all abbreviations during the first-time use. .e.g., ADMET?

>Response to the comment
ADMET indicates adsorption, distribution, metabolism, excretion and toxicity. All abbreviations have been defined where they appear for the first time in the text and have been highlighted in blue.

6.	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

>Response to the comment
The Abstract and Introduction have been structured considering the requirements mentioned above (from a) to e)). Additional references have been cited in the Introduction.

7.	Please adjust the numbering of the Protocol to follow the JoVE Instructions for Authors. For example, 1 should be followed by 1.1 and then 1.1.1 and 1.1.2 if necessary.

>Response to the comment
Not applicable

8.	Please ensure that all text in the protocol section is written in the imperative tense as if telling someone how to do the technique (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.”

>Response to the comment
The text in the protocol section has been written in the imperative tense and phrases have been avoided.

9.	Please ensure you answer the “how” question, i.e., how is the step performed?

>Response to the comment
The sentences in the protocol section have been written to indicate how each step was performed.

10.	The Protocol should contain only action items that direct the reader to do something.

>Response to the comment
This requirement has been met.

11.	1.2: Which small molecule is used in your case? When and how do you deposit the gold electrode?

>Response to the comment
Irinotecan (Iri), an anti-tumor compound, was used. In this case, an Iri derivative that forms a self-assembled monolayer on the gold electrode of the sensor chip was used (Takakusagi Y. et al. Bioorg Med Chem 16(22), 9837-9846, 2008).

12.	2.4: What kind of Phage library is used? How do you decide on the injector point?

>Response to the comment
The 15-mer of T7 phage-displayed library, which was originally engineered by inserting the synthetic NNK15 cassette into the cloning site of the T7 phage DNA and packaged using the T7 phage packaging kit (Novagen), was used. After immersing the oscillator-attached sensor chip into the buffer-filled cuvette and adjusting the QCM frequency until the frequency drift of the sensor was within 3 Hz/min, 8 mL of the phage library was injected into the cuvette and marked as injector pointer. The drift, which is an index of the injector point, is now described in section 2 of Protocol.

13.	2.9: please include citations for plaque isolation and sequencing?

>Response to the comment
The original protocol from Millipore (Novagen) is now cited as references 8 and 9.

14.	3: Please expand on how the bioinformatic analysis is performed. Please include button clicks in the software, knob turns, command lines etc. If using large scripts please include as a supplementary file.

>Response to the comment
The Protocol section regarding the bioinformatics analysis has been written in detail in section 3 of the revised manuscript.

15.	Is RELIC hosted by any server somewhere or not available at all?

>Response to the comment
The RELIC server originally functioned on Linux in the Argonne National Institute (Ref. 10). However, since 2009, this server is no longer available. Instead, the developers generated a stand-alone type RELIC program that works on PCs with a Windows OS. These executable programs are available upon request.

16.	Is RELIC Commercial? If yes, please remove and use generic term.

>Response to the comment
No, RELIC is not a commercial item.

17.	Only one note can follow one step. In the JoVE Protocol format, “Notes” should be concise and used sparingly. They should only be used to provide extraneous details, optional steps, or recommendations that are not critical to a step. Any text that provides details about how to perform a particular step should either be included in the step itself or added as a sub-step. Other details should be moved to the discussion.

>Response to the comment
In light of the above comments, the Protocol section has been largely amended in the revised manuscript.

18.	Please remove the embedded figure(s) from the manuscript. All figures should be uploaded separately to your Editorial Manager account. Each figure must be accompanied by a title and a description after the Representative Results of the manuscript text.

>Response to the comment
The embedded Figures have been removed from the revised manuscript and have been uploaded separately.

19.	Please remove the embedded Table from the manuscript. All tables should be uploaded separately to your Editorial Manager account in the form of an .xls or .xlsx file. Each table must be accompanied by a title and a description after the Representative Results of the manuscript text.

>Response to the comment
The embedded Table has been removed from the revised manuscript and has been uploaded separately.

20.	There is a 10-page limit for the Protocol, but there is a 3-page limit for filmable content. Please highlight 3 pages or less of the Protocol (including headings and spacing) that identifies the essential steps of the protocol for the video, i.e., the steps that should be visualized to tell the most cohesive story of the Protocol.

>Response to the comment
The revised manuscript has been arranged appropriately.

21.	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].”

>Response to the comment
The copyright permission has been already obtained from Elsevier (Ref. 20). The PDF has been uploaded during resubmission.

22.	As we are a methods journal, please ensure that the Discussion explicitly cover the following in detail in 3-6 paragraphs with citations:
a)	Critical steps within the protocol
b)	Any modifications and troubleshooting of the technique
c)	Any limitations of the technique
d)	The significance with respect to existing methods
e)	Any future applications of the technique
		
>Response to the comment
The Discussion has been largely rewritten and contains six paragraphs with citations, per the criteria described above. Critical steps as well as tips for modifications and troubleshooting have also been mentioned. Technical limitations regarding library variation have been mentioned.
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