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SPECIFIC COMMENTS TO AUTHORS 
This is an overall interesting meta-analysis and the paper generally well written. I have 

some requests for improving this.   The Figure 1 funnel plot shows clearly 

unsymmetrical distribution, indicating publication bias.  I recommend that the authors 
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conduct another analyses focused on well-powered studies excluding those with 

low-powered studies that were biased.   It is evident that there is influence of 

environment (including the microbiome) on cellular molecules and proteins, affecting 

cancer risk. The environment broadly include family history (embracing genetics and 

environment together) and the microbiome; these factors have been shown to affect 

cancer risk. It should be discussed more in detail.   Related to the above point, the 

authors should discuss the recent trend of molecular pathological epidemiology (MPE). 

MPE is an emerging field that can link environment including family history, the 

microbiome, food, and lifestyle to molecular pathologies, often detected in cancers. MPE 

can contribute to biomarker research and precision medicine. Please discuss MPE. You 

can find relevant papers easily by net and pubmed search (eg, I see relevant ones such as 

Gut 2011, Annu Rev Pathol 2019, J Pathol 2019).   
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SPECIFIC COMMENTS TO AUTHORS 
This meta-analysis is of great relevance in the design of the preventive strategies in 

familial CRC. Although it is well designed according to the guidelines, I find two main 

drawbacks that limit the study. 1.The authors have included all the available studies. 
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This is limiting the applicability of the results. Before 2000, the diagnosis of Lynch 

síndrome, or other forms of non-polyposis hereditary CRC (MUTYH associated CRC) 

was not posible. So, all the studies before 2000 could not exclude the hereditary 

predisposition that now we exclude in routine.  In this sense, I recommend the authors 

to exclude all the studies published before 2000. 2.The conclusions the author produce 

could be improved. I would recommend them to analyze if the age at diagnosis and the 

number of FDR influence the RR of CRC detection. 
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