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SPECIFIC COMMENTS TO AUTHORS 
The authors wrote a generally good review on upper GI lesions in ulcerative colitis. This 

is, overall, of very high interest. Following points should be improved.   There are 

many environmental, dietary, and lifestyle factors that influence the microbiome (in both 

intestinal lumen and tissue), immune system, pathogenic mechanisms. Upper and lower 

GI are connected and may have related pathogens. The authors should discuss these 

points; influence of those factors, eg, smoking, alcohol, diet, obesity, microbiome, 

immunity.   There are also influences of germline genetic variations on both immune 

system and microbiota. Gene-by-environment interactions should be discussed.   In 

these contexts, as a future direction, research on dietary / lifestyle factors, microbiome, 

immunity, and personalized molecular biomarkers in these diseases is needed. The 

authors should discuss molecular pathological epidemiology (MPE), which can 

investigate those factors in relation to molecular pathologies, immunity, and clinical 

outcomes. MPE research can be a promising direction and improve prediction of 

response to pharmacological, dietary, and lifestyle intervention. MPE and its strengths / 

challenges discussed in Epidemiology 2016, Annu Rev Pathol 2019, etc. should be 

discussed in this paper.  
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The authors improved the review substantially. 


