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The majority of CRCs are derived from polyps. During this process, intestinal
microbiomes and their metabolites play an important role. This work systematically
reviewed the changes of intestinal microbiomes and their metabolites during the
progress of CRC, the alteration of intestinal microenvironment might aggravate the
inflammation of intestinal mucosa, leading to changes in the proliferation of intestinal
epithelial cells and intestinal mucosal immunity. In addition, certain gene mutations and
epigenetic changes are involved in CRC development. These insights will be helpful for
the study of CRC heterogeneity and the development of new treatment methods and

strategies.
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This paper is very meaningful. However, there are still some problems that need to be
improved. Major modifications are required. 1 In the introduction, there are many
words about the relationship between diet and colorectal cancer. However, the title of
the article is: Genetic heterogeneity of colorectal cancer and microbiome. What is the
relationship between the introduction and the theme of the article? Introduction section
seems to be off the subject. 2. The discussion on "GENETIC HETEROGENEITY OF
COLORECTAL CANCER” is relatively simple. Enrich the relevant content is necessary.
3 The title of the article is " Genetic heterogeneity of colorectal cancer and microbiome ".
However, the relationship between microbiome and heterogeneity is unclear in this
manuscript. In this way, it seems that the manuscript just pieced together the two
contents of microbiome and heterogeneity. The manuscript seems lost its integrity. 4
The last part of the manuscript "MICROBIOTA AND PROGRESSION OF
COLORECTAL CANCER" seems to be the continuation of the previous discussion on
microbiome, and it seems inappropriate to place it in this position. 5 It is suggested to
strengthen the discussion on the relationship and mechanism of microbiome
involvement in the formation of colorectal cancer heterogeneity, so as to increase the

readability and scientificity of the manuscript.
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Very good work with comprehensive content, while some questions as below: 1:This
review mainly introduces the role of gut microbes in the occurrence and development of
colorectal cancer. So, could the authors put microbes in the front of the title? 2:It is
mentioned in the article that the types of intestinal microorganisms in patients with
colorectal cancer will change. So, what is the reason for the change? 3: The article
mentions that the small intestine rarely develops cancer. The reason may be related to
the presence of strong innate immunity in the small intestine. So, does innate immunity
play a major role in the development of colorectal cancer?lIs there a relationship between

gut microbes and tumor immunity?
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