Dear Editor and Reviewers,

We thank you for your time in reviewing our paper and your valuable and insightful comments that helped us strengthen the original version. We have carefully considered all your comments and attempted to address every one of them. We hope the revised manuscript will now meet your high standards. Below we provide the point-by-point responses. All modifications in the manuscript have
been highlighted in yellow.

Comments to Reviewer 1:

1) I do not believe the abstract is adequate. This section requires revision to more accurately reflect the scientific and technical facets of the topic.
We agree with the reviewer comment and have revised abstract accordingly to more accurately reflect the multifaceted aspect of the topic at hand, see lines 9-23.

2) The weakest component of your manuscript is the small number of illustrative and selected figures. Thus, I suggest you identify some more figures from the cited references that would be representative and include them in the manuscript after receiving proper permission.
We the reviewer for this suggestion; We have added 4 additional figures to further illustrate the concepts described in the text. Please see new Figures 2, 3, 7, and 9.

3) You mention that electrical stimulation bioreactors have emerged as a promising method for modulating the growth, differentiation, and maturation of excitable tissues. Can you provide some examples of how electrical stimulation has been used to influence the development of specific types of organoids?
In response to this well-taken comment, we added an additional figure (Figure 9) to show the effects of electrical stimulation on neuronal development in primary neuronal organoids (neurospheres). We would also like to point out the multiple examples cited for the effects of electrical stimulation’s on cardiac and neuronal organoid development, as shown in Table 4 and the text.

4) How does organoid culture in bioreactors impact ethical considerations, particularly concerning the use of human cells? Is there a way to address these issues in future bioreactor research and development?
We added to the text a brief discussion of the ethical issues surrounding stem cells and bioreactor research, see line 48.

5) Is there a way to integrate bioreactors for organoid culture with other emerging technologies such as gene editing or 3D printing to make tissue engineering even more advanced?
We added more specific references  (reference #’s 31, 33, 73, and 97) to emerging technologies used in conjunction with organoid/bioreactor technologies, including 3D printing, RNAseq and genetic engineering to create cell lines with advanced fluorescent reporters. See lines 181, 488, 651

6) What are some of the primary technical issues that arise when using bioreactors for the culture of organoids, such as maintaining the proper quantities of nutrients and oxygen or avoiding contamination?
Additional discussion of technical issues has been added. See Figure 7, and the paragraph starting at line 743.

7) How may single-cell sequencing or machine learning be combined with the culturing of organoids in bioreactors to further our understanding of the growth and function of organoids?
Thank you for this forward-looking question. We have clarified references to RNA sequencing in the text, and discussed how these emerging technologies may be utilized in future studies, see the section starting at line 765.

8) The lack of debate regarding potential clinical uses for bioreactor-based organoid culture may be a cause for concern. While the essay briefly covers potential applications, a more thorough examination of the difficulties and opportunities involved in implementing organoid research in clinical settings would be beneficial.
We added more in-depth discussion of potential clinical applications, as well as of some of the difficulties for clinical application of organoids. See Figure 2, and lines 185, 775-791

9) I would also suggest discussing the cost-effectiveness of bioreactor-based organoid culture in the paper, particularly for researchers in resource-limited settings. The cost and complexity of setting up and maintaining bioreactors limit their accessibility to some research groups, despite their improved control over culture conditions.
While this is touched upon throughout the text (e.g. reference 33, 76,  and 94) more specific reference to these issues is found at line 761.

Thank you for your comments, we hope that these modifications are adequate in response to your concerns and that with all of clarifications and additions, our manuscript can be published in your esteemed journal.

