Note to Editors
  We are grateful to the editors for their comments. As indicated in our responses below, we have taken all of these into account in the revised version of our manuscript. 

  We would like to adopt a hybrid filming/production option where, after the manuscript acceptance, we will film ourselves based on a script that the JOVE team will provide. (We are outside the JOVE videographer network.)

Editorial comments:
1. The editor has formatted the manuscript to match the JoVE style. Please retain and use the attached file for revision.
  We have retained and used the file for revision. We have used the “Track Changes” function, Microsoft Word software, to denote changes made from the previous version. 

2. Please address specific comments marked in the manuscript.
  We have now addressed all comments marked in the manuscript. Please see our revised Word document.

3. You are allowed to reuse the figures/tables as long as you obtain the reprint permission from the original publication.
  We have now obtained the reprint permission from Elsevier, the publisher for the original figure, and incorporated the data in New Figure 5A-C. The permission document has been uploaded to the Editorial Manager. As written below, we have appropriately acknowledged the source information in the format specified by Elsevier (General Terms 3. Acknowledgement; Page 2, Reprint permission document uploaded to the Editorial Manager).
  “Figure 5A-C has been reprinted from Gastroenterology, Vol 160(4), Kobayashi et al., The Balance of Stromal BMP Signaling Mediated by GREM1 and ISLR Drives Colorectal Carcinogenesis, Pages 1224-1239.e30, Copyright (2021), with permission from Elsevier.” (Lines 635-637)

4. Please include results as asked by the reviewers to support the claims or reduce the scope of the manuscript.
    Reviewers 1 and 2 asked for the results showing that our stroma-directed therapy could decrease colorectal cancer metastasis progression (Comment 2, Reviewer 1; Comments 1 and 2, Reviewer 2). In the first round of the revision, we had added representative results demonstrating that AAV8-Islr treatment augmented bone morphogenetic protein (BMP) signaling and decreased Ki67 labeling index in our portal vein injection model. However, we had not added mouse survival data and tumor growth kinetics analyzed by in vivo imaging system, assuming that we were not allowed to reuse the data from our previous publication (Kobayashi et al., Gastroenterology, 2021). In this revision, we have now added these data to reinforce our finding that AAV-mediated stroma-directed therapy could attenuate metastatic tumor growth and improve mouse survival (New Figure 5A-C). We have added the following sentence to Representative Results, the revised manuscript (Lines 558 and 559). 
  “Notably, AAV8-Islr-treated mice showed improved mouse survival and decreased IVIS signals from tumors (Figure 5A-C).”

   As we have incorporated mouse survival data in New Figure 5A, we have now modified the Abstract sentence as follows. This addresses Comment 2, Reviewer 2, where he/she pointed out that mouse survival data had not been shown in our original manuscript. 
[bookmark: _Hlk73100984]  “We describe methods to examine whether adeno-associated virus-mediated delivery of a tumor-inhibiting stromal gene to hepatocytes could remodel the tumor microenvironment and improve mouse survival attenuate tumor cell proliferation.”

5. The title should directly reflect the protocol to be shown in the video.
  As AAV injection will not be included in the video, we have removed the phrase “Adeno-Associated Virus” from the title. The title has now been changed from “Combining an Organoid Transplant Mouse Model of Liver Metastasis and Adeno-Associated Virus to Investigate Stroma-Directed Therapy for Colon Cancer” to “Portal Vein Injection of Colorectal Cancer Organoids to Study the Liver Metastasis Stroma.”
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