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SPECIFIC COMMENTS TO AUTHORS 
This is conceptually very interesting. It is a generally well-written article on recurrence 

and metastasis in cancer. The author can improve this paper as follows:   It is often 

difficult to differentiate two types of recurrence. The authors should discuss this.   For 

future clinical studies, there are many environmental, dietary, and lifestyle factors that 

influence the microbiome (in both gut lumen and tissue), immune system, carcinogenic 

mechanisms, and response to therapy. This also influence clinical outcomes according to 

the mode of recurrence (which the authors discuss).   The authors should discuss these 

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

microbiome, etc. on tumor biology and clinical outcome. These factors may influence 

response to therapy in each patient differentially.   In these contexts, as a future 

direction, research on dietary / lifestyle factors, microbiome, immunity, and molecular 

tissue biomarkers is needed. The authors should discuss molecular pathological 

epidemiology, which can investigate those factors in relation to molecular pathologies 

and clinical outcomes in cancer. Strengths and challenges of molecular pathological 

epidemiology have been discussed in Gut 2011, Annu Rev Pathol 2019, etc. This research 

can be a promising direction and improve prediction of response to therapy. 
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This is conceptually very interesting. It is a generally well-written article on recurrence 

and metastasis in cancer. The author can improve this paper as follows: It is often 

difficult to differentiate two types of recurrence. The authors should discuss this. For 

future clinical studies, there are many environmental, dietary, and lifestyle factors that 

influence the microbiome (in both gut lumen and tissue), immune system, carcinogenic 

mechanisms, and response to therapy. This also influence clinical outcomes according to 

the mode of recurrence (which the authors discuss). The authors should discuss these 

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

microbiome, etc. on tumor biology and clinical outcome. These factors may influence 

response to therapy in each patient differentially. In these contexts, as a future direction, 

research on dietary / lifestyle factors, microbiome, immunity, and molecular tissue 

biomarkers is needed. The authors should discuss molecular pathological epidemiology, 

which can investigate those factors in relation to molecular pathologies and clinical 

outcomes in cancer. Strengths and challenges of molecular pathological epidemiology 

have been discussed in Gut 2011, Annu Rev Pathol 2019, etc. This research can be a 

promising direction and improve prediction of response to therapy. 
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