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SPECIFIC COMMENTS TO AUTHORS

The title is informative and relevant. The references are relevant and recent. The cited
sources are referenced correctly. Appropriate and key studies are included. The
introduction reveals what is already known about this topic. the data are discussed
from different angles and placed into context without being overinterpreted. The
conclusions answer the aim of the study. The conclusions are supported by references
and own results. This study added to what is already in the topic. ~The article is
consistent within itself. Specific comments on weaknesses of the article and what

could be improved: The role of stem cell therapy for the improvement of barrier function

RESPONSE TO REVIEWER 1

e Comment from Reviewer 1: Reviewer 1 noted that the role of stem cell therapy
for the improvement of barrier function could improve the manuscript
Author Response: Thank you for your suggestion regarding the role of stem cell
therapy to improve barrier function. In vivo transplant of epithelial organoids or
pluripotent stem cells into the intestinal tract to support epithelial growth/barrier
function is a promising therapeutic approach to treat gastrointestinal pathology.
While we agree the role of stem cell therapy has relevance in the context of
gastrointestinal diseases and would be an interesting topic to explore, the scope of
our manuscript does not include a review of emerging therapies or therapeutic
targets. Therefore, it does not appear that reviewing of the role of stem cell
therapy to improve barrier function is consistent with the scope of the

manuscript’s aims. We made not edits to the manuscript based on this comment.
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SPECIFIC COMMENTS TO AUTHORS

The authors aim to review for intestinal barrier on gastrointestinal disease. The review is

professionally written. However, the reviewed diseases are restricted to IBD, IBS, and

immune checkpoint inhibitor colitis. The unhandled many diseases such as intestinal

infection, NSAIDs induced enteropathy, coeliac disease, etc. produce injury to intestinal

barrier. The title should be changed to clear the contents of the review.

RESPONSE TO REVIEWER 2

Comment from Reviewer 2: Reviewer 2 noted that the scope of the review is
restricted to IBD, IBS, and immune checkpoint inhibitor colitis and does not cover
all gastrointestinal diseases such that the title should be changed.

Author Response: Thank you for your suggestion regarding relationship between
the title of the manuscript and gastrointestinal disease covered in the review. We
agree with the reviewer that the manuscript does not exhaustively review all
gastrointestinal diseases (e.g. NSAID-induced enteropathy, coeliac disease). We
also agree with the reviewer that the title should be changed to reflect the
contents of the review. Therefore, we changed the title of the manuscript to “The
Clinical Relevance of Intestinal Barrier Dysfunction in Common Gastrointestinal
Diseases.” We also reviewed and revised the content of the manuscript as to not
imply that the contents of the review cover all gastrointestinal diseases. Our
rationale for including the term “common” in the title of the manuscript is
because irritable bowel syndrome (IBS) and irritable bowel disease, both covered
in the review, are common gastrointestinal diseases. The prevalence of IBS is
approximately 11%;! Crohn’s disease (CD) and ulcerative colitis (UC) have a

prevalence of approximately 200 per 100,000 adults in North America.> The
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manuscript also covers an emerging pharmacotherapy-associated gastrointestinal
disorder: immune checkpoint inhibitor-associated colitis. This class of drugs
continues to grow in the number of approved indications and use in clinical
practice. For example, a cross-sectional study found that the estimated number of
cancer patients eligible for checkpoint inhibitor therapy increased from 1.54% in
2011 to 43.64% in 2018.3 Thus, checkpoint inhibitor-associated colitis is expected to

become more common over time.
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