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Editorial comments:

1. Please note that the manuscript has been formatted to fit the journal standard. Comments to be addressed are included in the manuscript. Please review and revise.
Respond: We have revised it according to your suggestion.

2. Please revise the lines to avoid the issue of plagiarism: 314-319, 408-410.
Respond:We have revised.
NOTE: Representative data in each figure were expressed as the mean ± SD. The Student's t-test was used for the comparison of two groups using statistics software.  A one-way ANOVA followed by Tukey's multiple was performed in the case of comparisons among multiple groups. P values <0.05 (∗), <0.01 (∗∗), or <0.001 (∗∗∗).

It was found that the 3D collagen scaffolds allowed the more concentrated exosomes produced by human bone marrow-derived MSCs compared with 2D culture23.


3. Please note that the highlighted content exceeds the 3- page limit. Please highlight up to 3 pages 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. Remember that non-highlighted Protocol steps will remain in the manuscript, and therefore will still be available to the reader.
Respond: We have highlight up 3 pages of the Protocol (including headings and spacing) that identifies the essential steps of the protocol for the video in yellow.

4. As we are a methods journal, please include the following in the Discussion section (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
Respond: We have revised.
As exosomes can perform a large part of MSC function while avoiding some shortcomings of MSCs, we aim to produce exosomes for OA therapy. This study further detected the exosome production and delivery function using this system based on the large quantity and high quality of MSC propagation of 3D culture. The RCCS system was used for 3D culture to produce exosomes from large-scale MSC propagation. Compared to traditional 2D flask culture, this 3D culture system may avoid contamination from repeated medium change and cell passage. More importantly, this study showed that a 3D bioreactor could enhance exosome production to meet the clinical study requirements. Of note, exosomes isolated from 3D culture supernatants can deliver miRNAs into cells, suggesting that 3D culture doesn't interfere with exosome function. Microbial and endotoxin detection results further support that this study has established a protocol that could produce exosomes, which are biologically safe and promising for OA therapy. At present, exosome quantity produced in this study cannot satisfy the commonly commercialized needs. Strategies for an enormous amount of exosome production are needed to develop. 
