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SPECIFIC COMMENTS TO AUTHORS 
This is an interesting manuscript, however, this reviewer has some concerns: The section 

on MECHANISM OF CHRONIC INFLAMMATION IN THE OCCURRENCE OF 

DIGESTIVE SYSTEM MALIGNANT TUMOR lacks a more extensive and detailed 

overview of the mechanistic insights on how chronic inflammation triggers relevant 

phenotypical changes toward the malignant transformation. It is not enough to mention 

a couple of enzymes and transcription factors, chronic inflammation is much more 

complex than what is stated in this section.  This reviewer missed a section about the 

contributions of gut microbiota. Compelling evidence are supporting that alteration of 

gut microbiota, particularly the dysbiosis condition might produce enrichment in pro-

inflammatory opportunistic pathogens and a decrease in butyrate-producing bacteria, 

which may lead to an imbalance in intestinal homeostasis that could ultimately lead to 

tumor formation. Nothing is mentioned about the contribution of Salmonella typhi, 

which is now considered an oncogenic bacteria that alter the human immune system and 

thus contributes to gallbladder cancer. Helicobacter pylori must be written in italics. 

appears as H. pylori and sometimes as helicobacter pylori. Please abbreviations must be 

defined in the first use.  
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SPECIFIC COMMENTS TO AUTHORS 
Based on the title of the article, the authors undertook to summarize a very exciting and 

hot topic. At the same time, the description contains many misleading and incorrect 

statements, poorly worded sentences, and errors in the interpretation of the relationship 

between inflammation and tumorigenesis. In the introductory part, it should have been 

discussed which mechanisms can be influenced by inflammation in the GI tract to cause 

cancerous changes. The authors do not even mention the protumor and antitumor effects 

of the innate immune system, autophagy, inflammasome activation, and the plexin-

semaphorin system in relation to inflammation-carcinogenesis. Mentioning these would 

form the basis of how it is possible to not therapeutically influence chronic inflammation 

with a pro-tumor effect. These sentences are false: „In acute inflammation, 

immunosuppression occurs after tissue repair or ends inflammation by eliminating 

pathogens and necrotic cells.  However, in chronic inflammation, due to the lack of 

normal negative feedback mechanisms, immunosuppression permanently persists." 

Immunosuppression is not equal to anti-inflammatory immune processes. „Chronic 

inflammation usually triggers colon cancer through three main mechanisms, namely 

chromosome instability [14], microsatellite instability, and CpG island methylation." The 

tumorigenesis of sporadic and colitis-associated CRCs is different. This sentence is not 

correct. „Upon the time point when inflammation affects DSMT pathogenesis, three 

types can be distinguished: chronic inflammation before tumorigenesis, inflammation 

caused by tumor and inflammation induced by treatment." These sentences are not 

professionally written. Instead of these classifications, one can distinguish between 

inflammation-associated tumorigenesis and tumor-associated inflammation. Treatment-
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induced inflammation is not the correct phrase. Though the topic is very interesting, the 

manuscript is not acceptable for publication in its current form.  
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SPECIFIC COMMENTS TO AUTHORS 
This paper is a well-written review article summarizing oncological role of chronic 

inflammation in carcinogenesis and tumor progression of gastrointestinal malignant 

tumor. The treatment strategy for cancers with a chronic inflammatory background is 

very important because prevention is possible by treating the cause of the chronic 

inflammation. Those involved in the treatment of gastrointestinal cancers need to be 

knowledgeable about cancers with a chronic inflammatory background, and this review 

article is useful from that perspective. As noted in Figure 2 of this paper, the strongest 

and most significant message seems to be that medical intervention early in life for 

chronic inflammation can reduce the risk of subsequent carcinogenesis. This paper 

clearly summarizes the impact of chronic inflammation in colorectal, hepatocellular, and 

gastric cancer and its preventive measures, and no special additions or corrections seem 

necessary. 


