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SPECIFIC COMMENTS TO AUTHORS

This paper covers very interesting topics. Contents are generally well written except for
some points. English writing needs much improvement. After improvements in the
contents and English, this paper can be very useful. Specific comments are below.
This review still lacks important factors. In a new short section, the author should
discuss environmental, dietary, reproductive, and life habit factors which influence
microbiome and immune system, and response to therapy. The authors should discuss
these points; influence of those factors on cellular metabolism, tumor biology, and
clinical outcome. These factors may influence molecular pathology and response to
therapy in each patient differentially. Several studies shown gut microbiome influence
response to immunotherapy in various tumor types. There are also influences of
germline genetic variations on immunity and cancer. Gene-by-environment interactions
should be discussed. In those lines, research on diet, environment, lifestyle,
reproductive factors should be integrated with analyses of personalized molecular
biomarkers in tumor - that is needed for research on cancers including pediatric cancers

and brain tumors. The authors should discuss molecular pathological epidemiology
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research that can investigate those factors in relation to molecular pathologies, and
clinical outcomes. Molecular pathological epidemiology research can be a promising

direction and has been discussed in the literature, eg, Ann Rev Pathol 2019, Gut 2022.
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