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COMMENTS TO AUTHORS

The language of this manuscript should be improved. There are some grammatical and syntax
mistakes in this article, which should be polished by a native English expert. Authors could conduct
their own specific experiments, and analyze data with specific statisical tools to present more
convincing findings. Secondary headings are needed to give clearer description. Abstract. Statistical
information must be stated in Abstract. More key words are neeeded. Introduction: 1. Line 5:
"Percentage" is repeated, Please delete it. 2. Line 5: "but are important to identify...." The logic here
should be improved and the language should be polished. 3. Second paragraph, Line 1: There is
sentence structure error. 4. Second paragraph, Line 3: There is a grammatical error. Other relevant
hereditary cancer syndromes: 1. Line 2: "differential" is wrongly used. 2. Line 6: There is a
grammatical error. Genetic susceptibility 1. Line 2-3: The sentence is confusing. 2. Line 7: "been"
should be deleted. Conclusion: 1. Line 1: The logic here should be improved and the language
should be polished. 2. Line 4: There is a grammatical error.
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COMMENTS TO AUTHORS

Overall, the review gives a good general overview of the key important features hereditary gastric
cancer in terms of pathophysiology, treatment, and prophylactic measures. It was well written, easy
to follow with good division of sections. There are only two minor comments: 1) Genetic
susceptibility: Although the author do include missense variants in Figure 1 their lack to discuss the
relevance of such mutation. Unclassified variant represent an issue not to be neglected. The authors
should briefly comment on how to interpret these variants and possibilities for functional testing. 2)
Prophylactic gastrectomy: In a study from Hebbard et al (2009) it was reported that 96% of patients
had evidence of diffuse/signet-ring carcinoma on final standardized pathological evaluation.
Therefore comprehensive pathological review of biopsies is suggested. The authors should briefly
discuss issues regarding multifocal tumor lesions, tumor size and the number of biopsies taken for
diagnosis.
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COMMENTS TO AUTHORS

Current manuscript reviews genetic screening of CDHI1, and other HDGC-susceptibility genes newly
identified, such as CTNNA1 and MAP3K6 et al. Relevant hereditary cancer syndromes of GC are
mentioned. Surveillance and treatment methods to improve clinical management of HDGC are

summarized. The review is adequate and the material covers reports up to date. In my opinion, this

review might be helpful to those with closely related research interest.
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COMMENTS TO AUTHORS

This is a manuscript that describes some general features of HDGC. The manuscript covers a broad

range of subjects within HDGC such as surveillance, treatment, susceptibility (CDH1 and others) 1.

The language needs a lot of improvement in general Some italics need to be noted. Such as "de novo"

or "other candidate gene". Some words need to be excluded. Such as "percentage". Maybe a native

English speaker collaborator can paraphrase some sentences that are more difficult to follow. 2. The

2 routes of figure 1 where there is no CDHI truncating or large indel variant identified are not clear

in the manuscript. It would benefit from a discussion of these two points (missense CDH1 variants or

no CDHI variants)
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