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SPECIFIC COMMENTS TO AUTHORS

I believe this is a very interesting and informative review on very timely topics. The
paper is generally well written. Inflammation and immunology research should be

conducted more commonly considering biological complexities of diseases. This review
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will help increase awareness of researchers.  Please replace COX-2 with PTGS2
(cyclooxygenase-2) or PTGS2 in every place including all figures and tables. Replace
COX with PTGS. Replace COX-1 with PTGS1. See www.genenames.org. All enzymes
and proteins are derived from genes. Hence, gene symbols should be used for gene
products. If protein should be clearly written, then write “PTGS2 protein”.  External
factors such as environmental or microbial exposures need to be considered in
inflammation. In this context, so-called integrative science of molecular pathological
epidemiology (MPE) is a big movement. Any disease can be phenotyped based on
pathogenic mechanisms. Inflammatory factors and exposures can be linked to molecular
pathologies by the approach of MPE. The authors should read and discuss recent
concept papers in this area (including Gut 2018, Annu Rev Pathol 2018) to further
develop their own ideas. This type of MPE research may give hints to pathogenic
mechanism of disease. The MPE idea can also be applied to drug (such as NSAIDs)

research. Hence, this concept should be discussed in this review.
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