Rebuttal letter


General response: 
All new modifications upon reviewer’s comments are highlighted green in the manuscript. 


Reviewer #1:

Comment 1: Major Concerns: The authors have carried out some cosmetic modifications without addressing the lacunae in the data. There is clear lack of any serious effort on part of the authors to address the major issues and points raised by the reviewer.
Response 1: The aim of this methods article is to introduce the reader to a novel protocol for exosome isolation upon shockwave therapy. The data and experiments shown exemplarily in this article are parts of an already published work (1). We believe that the representative data presented in this manuscript give a good overview on the effectiveness of the protocol. 
1. Gollmann-Tepeköylü C et al. miR-19a-3p containing exosomes improve function of ischemic myocardium upon shock wave therapy. Cardiovascular Research. doi:10.1093/cvr/cvz209, (2019)
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Reviewer #3:

Comment 1: Major Concerns: There are still many spelling or grammatical errors throughout the manuscript.
Response 1: The manuscript was proofread again and minor spelling or grammatical errors were corrected. 

Comment 2: Minor Concerns: Minor comment related to the response to my first Comment 8: If CAEC were not obtained by the authors (in which case, the protocol should be referenced), the provider (ATCC, etc) should be made known. 
Response 2: We misunderstood the reviewer in his previous comment addressing this issue. The source of the CAECs were added to the manuscript. 
“Using the described protocol, we utilized human endothelial cells (HUVECs) as well as human coronary artery endothelial cells (CAECs; obtained from PromoCell) to shockwave therapy using the Orthowave 180c from MTS.”


Reviewer #5:
Manuscript Summary:
In this study, the Authors document the release of exosomes upon in vitro application of shockwaves.
The experimental protocol is carefully planned, executed and thoroughly made accessible to the Readers, in such a way that it can be replicated in other Labs on the same cell type.

Overall the issue is highly relevant for its application in regenerative/precision medicine. Moreover, the availability of an accurate protocol to exploit physical means (i.e. shock waves) to enhance the number and characteristics of available exosomes has been so far an unmet requirement in basic and translational research.

Major Concerns: None

Minor Concerns: None


Reviewer #6:
Manuscript Summary:
In the present study, the authors reported the experimental protocol to isolate exosomes from cultured cells after shock wave application.  This paper is of interest.  There are, however, some concerns that should be addressed by the authors.

Comment 1: Major Concerns: In the Discussion section, the study design paper of the CAST-HF trial that your group have published should be cited.
Trials. 2020 May 30;21(1):447. doi: 10.1186/s13063-020-04369-0.
Response 1: We thank the editor for this comment. We cited the mentioned paper. 

Comment 2: Minor Concerns: Typo (Page 7, line 3); "divers" would be "diverse".
Response 2: We corrected this error and furthermore the manuscript was proofread again and minor spelling or grammatical errors were corrected.
