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Dear editor,


We kindly thank you and the reviewers for your valuable time and useful contributions. We thoroughly read and considered all comments. 

Please find below a detailed point-to-point reply to the comments in blue font. Enclosed is the revised manuscript with all revisions marked in red, underlined font.


Kind regards,
Drs. Judith de Jong
Dr. Marten Lantinga
Prof. Dr. Joost Drenth






Editorial and production 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.

We have proofread the manuscript thoroughly and corrected all errors accordingly. 

2) Title: Please revise to avoid the use of colon or hyphen.

We changed the title to: ‘The dyspepsia educational tool as a novel aid in dyspepsia management’ to avoid the use of a colon or hyphen. 

3) Figures: All text should be in English. Please revise.

We apologize for any Dutch text in the figures. All figures have been  revised accordingly. 

4) Please include an Acknowledgements section, containing any acknowledgments and all funding sources for this work.

We added an Acknowledgements section (line 417-421). 

5) References: Please do not abbreviate journal titles.

We revised the references following the advice of the reviewer. 

6) Does the title of the protocol make grammatical sense? The authors refer to "e-learning" throughout the video as "an e-learning" or "the e-learning". I've only ever heard "e-learning" as a subject or field, not as a discreet physical thing.

This is an interesting query. To our knowledge, ‘e-learning’ is often used as an independent noun. However, after research and discussion following this comment we concluded that, grammatically, using e-learning as a noun is indeed incorrect. We adjusted this by hereafter referring to the program as a “digital educational tool”. 

Changes to be made by the author(s) regarding the video:
1. Please update the video according to the revised manuscript.
2. Please increase the homogeneity between the written protocol and the narration in the video. It would be best if the narration is a word for word from the written protocol text.
3. Please present the same results in the video as in the written manuscript.
4. Please upload a revised high-resolution video here:
https://www.dropbox.com/request/wZdgohY9ylxl0ymbazw5

We completely revised the protocol and results section of the video. The homogeneity between the written protocol and the narration is increased by changing the narrator’s text to a near-exact copy. The visual material has been revised to match the figures in the results section of the written protocol.   




Reviewer #1
Manuscript Summary: 
de Jong, Lantinga and Drenth described the development process of dyspepsia e-learning, a tool to enhance the knowledge of patients regarding dyspepsia and the management of dyspepsia.

Major Concerns:
1) The authors developed a new tool regarding dyspepsia. I believe e-learning would be very interesting to expand the knowledge of patients and other health care providers. The video gives a nice overview of the protocol. However, this article only describes the tool and does not validate the tool.

We thank the reviewer for raising this relevant issue. Indeed, validation of the tool is essential before further use in clinical practice. We are therefore carrying out a randomized clinical trial (ClinicalTrials.gov Identifier NCT03205319). We refer to this study in the penultimate paragraph of our discussion (line no. 405-407). As this manuscript is focused on the essentials of developing the e-learning educational tool, we believe that incorporating our validation study in the current manuscript would distract readers.

2) Patients were invited and recruited to participate in a focus group, but results of this focus group are missing. In addition, a group of five patients and five general practitioners is not enough to reach saturation. I would recommend to organize other focus groups and describe the results of those focus groups in the article. Furthermore, information of the patients of the focus group is lacking. Were they diagnosed with dyspepsia based on the opinion of a gastroenterologist, a general practitioner, the Rome criteria? Same type of symptoms? Age? All together in one focus group?

Indeed, two focus groups with five participants is limited in size. However, the ideal number of focus groups and group size remain a point of debate and can vary widely depending on factors such as goal of the focus group, complexity of the topic and experience of participants (Stalmeijer et al.; Medical Teacher 2014). While six to ten participants is considered an ideal situation, in some cases even as few as three to four participants are preferable (Bloor et al.; Focus Groups in Social Research 2001). Concerning the number of focus groups, a recent study (Guest et al.; Field Methods 2017) concluded that 80% of all themes will emerge within 2-3 focus group sessions
With this is mind, we would like to offer some additional arguments in support of our choices. Firstly, prior to the development process, we performed seven explorative semi-structured interviews with patients referred for upper gastro-intestinal endoscopy because of dyspeptic symptoms (unpublished). As acquired information was insufficiently substantial for the educational e-learning tool, we performed a focus group instead, using different participants. The group-element of a focus group has the capability of encouraging patients to engage in discussion, subsequently enriching the information. Rough comparison of the focus group results with the interview results showed a high level of similarity, albeit more detailed, allowing us to tentatively declare information saturation. 
In addition, the focus group was conducted with the main goal to construct the outline of the tool, rather than the content. The scientific content is based on a systematic literature review, to ensure the scientific value of the tool. The outlines resulting from the two focus groups were extensive and encompassed a broad spectrum of dyspepsia issues. We did not expect any major supplementary items to result from additional focus groups. Nevertheless, future developers of e-learning tools should indeed ensure to conduct enough focus groups to reach information saturation. We therefore added a line (94-96) in the manuscript to emphasize this point. 
In compliance with the reviewers’ remark about the missing results and patient information, we added the results and information to the representative results section (line no. 252-273 and table 1.). We apologize for the initial omission. We agree with the reviewer that addition of these results improves the manuscript. 

3) I would explain the different parts of the protocol in attachment. Too many details to put it in the article.

The protocol is indeed described in considerable detail and we thank the reviewer for this suggestion. We presented this level of detail following the instruction on JoVE’s website, stating that: ‘The protocol text should provide a detailed description to enable the accurate replication of the presented method (including setup, materials, actions, conditions, etc.) by both experts and researchers new to the field.’ . In order to replicate this tool accurately, we considered the presented details to be an essential part of the protocol. As the protocol-section is intended to be the central part of the manuscript, leaving out these details would result in loss of relevant information 

Minor Concerns:
1) Symptoms of dyspepsia - The authors of this article described the main symptoms of dyspepsia: post-prandial fullness and epigastric pain, but they forgot to mention other very common symptoms as early satiation and epigastric burning

We thank the reviewer for this remark. We added the symptoms to the introduction (line 49-50). In addition, we would like to inform the reviewer that in the educational tool, these symptoms are indeed discussed.  

2) Pathophysiology of dyspepsia - The role of impaired accommodation is not discussed as a pathophysiological mechanism that is likely to explain dyspepsia symptoms.

We agree with the reviewer that impaired accommodation is thought to be one of the cornerstones of dyspepsia’s pathophysiological mechanisms, and that this was missing in the manuscript. We revised the lines on dyspepsia pathophysiology and added impaired accommodation (line 48-56).

3) Chapter 5: What can the doctor do to mitigate symptoms?
Some type of medication is listed that could avoid the occurrence of symptoms, but the list of medication does not contain groups as prokinetics and antidepressants/ antipsychotics. Do the authors explain this via the 3D animations?

[bookmark: _GoBack]The reviewer raises an important query, as these groups of medications are indeed part of dyspepsia management. We chose to mention existence of these groups of medication descriptively in the tool in a text block. Prokinetics and antidepressants/antipsychotics are beneficial for a selected group of patients and require thorough assessment of indication and contra-indications by a physician. For this reason we were hesitant to elaborate on these medications in the educational tool. We added a sentence about these medications under chapter 5, for clarification (line 322-323).  

4) Spelling mistakes - 22 'used a guide'  'used as a guide', 286 Chapter 5. What can the doctor to mitigate symptoms?  What can the doctor do to mitigate symptoms?

We thank the reviewer for reading the manuscript in extensive detail and corrected the aforementioned mistakes accordingly



Reviewer #2
This paper describes an interesting study describing a patient-centered educational approach for functional dyspepsia. I suggest some issues that may be clarified in the paper.

Minor comments:
1) Is it possible to show the characteristics of the patients involved in the focus group? (age, sex, duration of disease or some more information that can show their "experience" with the disease).

We thank the reviewer for this addition and kindly refer to the last paragraph of our reply to major comment #2 of reviewer #1. In short, as the reviewer suggested, we added characteristics (age, gender, previous endoscopy, duration of symptoms, type of symptoms) of participants and results of the focus group. 

2) Line 49-50: If a cause of symptoms is found in 30% of cases, we should not consider these cases as functional dyspepsia. I understand the final message, but please consider an alternative text.

We agree with the reviewer that this sentence may imply unjust assumptions. We addressed this issue by revising this and adjacent sentences (line 48-56).

3) Line 97: Please confirm if the informed consent was obtained after organizing the focus group and all participants.

We can confirm that informed consent was obtained from all our participants and apologize for not stating this clearly. A sentence confirming this point was added (line 108). 

4) Line 246 and 264: Please clarify the expression "peer's experiences".

With peers’ experiences we meant the experiences of other dyspeptic patients with symptoms and therapies. We agree with the reviewer that this terminology was not clear and we used a different expression instead (line 279 and 297). 

5) Please, check the expression "gastric irritation" as it is not usually employed in the medical literature.

The reviewer is correct in pointing out this error. This term is indeed incorrect and has been changed to ‘inflammation of the stomach’.  
