RESPONSE TO EDITORIAL COMMENTS				        Jan-4th-2021

Ms. No. JoVE62134
“The interventional diagnostic procedure for assessment of coronary vasomotor disorders: acetylcholine testing followed by adenosine testing”

1. Please take this opportunity to thoroughly proofread the manuscript to ensure that there are no spelling or grammar issues. Please define all abbreviations at first use.
We have thoroughly proofread the manuscript and corrected any spelling or grammar issues. All abbreviations are defined at first use.

2. Please revise the following lines to avoid overlap with previously published work: 97-103, 105-116, 144-147, 156 (Perform…)-162, 167 (Perform…)-177
As suggested, the above-mentioned paragraphs have been revised to avoid overlap.

3. Please shorten your title to “Testing Acetylcholine Followed by Adenosine for Interventional Diagnosis of Coronary Vasomotor Disorders”
The title has been shortened as suggested.

4. JoVE cannot publish manuscripts containing commercial language. This includes trademark symbols (™), registered symbols (®), and company names before an instrument or reagent. Please remove all commercial language from your manuscript and use generic terms instead. All commercial products should be sufficiently referenced in the Table of Materials and Reagents.
For example: ComboWire
All commercial terms have been replaced.

5. Please revise the text, especially in the protocol, to avoid the use of any personal pronouns (e.g., "we", "you", "our" etc.).
Sentences with personal pronouns have been revised.

6. 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 details to your protocol steps. 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. 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.
Further details regarding system settings and button clicks have been added. The protocol steps are now described in sufficient detail to replicate the protocol.

7. After including a one line space between each protocol step, highlight up to 3 pages of protocol text for inclusion in the protocol section of the video. This will clarify what needs to be filmed. 
	The protocol steps which we would like to be filmed have been highlighted. 


RESPONSE TO REVIEWER #1						        Jan-4th-2021

Ms. No. JoVE62134
“The interventional diagnostic procedure for assessment of coronary vasomotor disorders: acetylcholine testing followed by adenosine testing”

This is a comprehensive description of coronary function testing by a world-leading group with ample experience for many years. It can serve as a global standard for the performance of such measurements. The performance of coronary function testing (CFT) is expected to rise sharply after publication of the CorMica trial and the ESC guideline recommendation to perform CFT in patients suspected for microvascular angina.
We appreciate the reviewer’s positive feedback and the constructive comments.

I would replace "interventional diagnostic procedure" by "invasive diagnostic procedure" since no actual intervention is performed.
We thank the reviewer for this suggestion. We agree that no actual intervention is performed during an IDP. Therefore, we have replaced “interventional” by “invasive” as suggested.

In most labs, thermodilution is used instead of doppler-flow. Both methods have their own advantages and disadvantages, however most labs use thermodilution at present. It would be helpful to add also the thermodilution protocol to the current protocol so that it is a more general applicable protocol.
We fully agree with the reviewer that thermodilution is more commonly used compared to Doppler-flow. However, the current protocol includes continuous monitoring of coronary blood flow during acetylcholine testing, which is an advantage of the Doppler-flow technique. Since protocols from other expert coronary physiology research groups that will also be featured in this JOVE spotlight issue will focus on the thermodilution instead of the Doppler-flow method, we would prefer to not add thermodilution to the present protocol.

You use the 20 sec infusion protocol, please explain the rationale for this, also as compared to the much less aggressive 3 minute approach
We thank the reviewer for this important question. Indeed, at our centre we had used the 3 minute approach until about 7 years ago. Inspired by studies from Japan we changed our protocol to the 20 second manual injection, which substantially improved feasibility in daily clinical practice. Notably, previous works by Sueda et al. have shown higher diagnostic yield of the 20 s protocol compared to the 3 min protocol. Moreover, we and others have demonstrated safety of the 20 s approach.

3.3 What should you do in case of small radial artery and spasm? Only verapamil, other short-acting vasodilatory agents?
[bookmark: _GoBack]We thank the reviewer for this question. In fact, so far there is no data on the impact of radial artery spasm prophylaxis on coronary physiology measurements. However, it is conceivable that radial anti-vasospastic treatment may have an impact on the accuracy of acetylcholine spasm testing. Thus, we recommend to omit spasm prophylaxis whenever possible. In patients with small radial arteries we use a 4F catheter without spasm prophylaxis. However, if radial spasm occurs we give nitroglycerine into the radial artery. If this does not resolve the spasm, we suggest conversion to a femoral access.

3.4 "NOTE: The contrast agent contains Iomeprol, Trometamol, hydrochloric acid and water". Why is this important?
This information has been removed as suggested.

4.4 "Give 5000 IU of heparin intracoronarily (i.c.)" Why intracoronary?
We thank the reviewer for this comment. Of course, heparin can also be administered intravenously instead of intracoronarily. We have changed this accordingly.

5.2 Add also "ask patient for recognizable symptoms of chest pain"
We thank the reviewer for this very important point, which has been added to the protocol.





RESPONSE TO REVIEWER #2						        Jan-4th-2021

Ms. No. JoVE62134
“The interventional diagnostic procedure for assessment of coronary vasomotor disorders: acetylcholine testing followed by adenosine testing”

Manuscript Summary: The manuscript is well written and the protocol is correct.
Major Concerns: NO major comment
We thank the reviewer for the positive feedback.
