Reviewer #1

The manuscript mentions that Lynch syndrome (LS) was once referred to as “hereditary
nonpolyposis colorectal cancer (HNPCC),” but does not adequately explain why this
concept is being challenged. There is only a brief mention of recent studies reporting
that patients with LS may present with 210 adenomas, but the history of this cognitive
shift and its impact on clinical guidelines is not systematically addressed.

There is not enough data in our paper to suggest a change in clinical guidelines, but
rather a starting point for future research that hopefully at some point can influence
guidelines

The manuscript mentions that the NCCN guidelines recommend genetic evaluation for
>10 adenomas, but LS has not traditionally been considered a polyposis syndrome. This
should be made more explicit to indicate whether current guidelines have considered
the possibility of LS as a polyposis syndrome and how this study responds to this gap
in clinical knowledge.

Current guidelines dont comment on polyposis and LS. But the papers included in
paragraph 2 of introduction begin exploring that. Would it be worth adding that
statement to the introduction?

The manuscript mentions extracting data from colonoscopy and pathology reports, but
does not explain how the accuracy of the “lifetime adenoma” count was ensured,
especially for patients who had colonoscopies at external institutions. Are all historical
reports included? How are duplicate counts or missed counts avoided?

See methods “Information was gathered via chart review of the electronic medical
record (via EPIC, PowerChart, Care Everywhere, and outside scanned reports from
other hospitals). “ we were able to obtain data from external institutions and ensure all
reports were reviewed.

The manuscript states that no factors other than genotype (e.g., smoking, drugs) were
found to be associated with polyposis. The implications of this finding should be
further discussed: does it suggest that LS-associated polyposis is primarily driven by
genes rather than environmental factors? What does this suggest about prevention
strategies?

It is suggested that potentially genetic factors, MSH2/6 mutation for example may play
more of a role than environmental factors. See conclusion “This suggests that there are
no clear modifiable risk factors that can be identified to prevent polyposis and potentially
that the development of polyposis is driven by pathogenic variant. “

Reviewer 2



The title “ A Study of Polyposis in Lynch Syndrome”, which is too broad and vague,
needs to be adjusted according to the journal guideline.

Open to recommendations for titles. Thank you

The study included 260 patients between January 1, 2005, and December 31, 2022. What
is the included sample size basis? Whether the number is in accord with the sample size
calculation formula? Does it meet statistical requirements? As an article will be
published in 2026, can the study be expanded to December 31, 2024? Or 2025?

This would require this article to be removed from submission and further data collection
and analysis.

There are some comments about “SSA, TA, TVA, and adenocarcinoma.”, which are
confusing: Brenda Diergaarde I checked and some of those in the >=10 adenoma group
had SSA but removing those did not affect their group status. They still had >=10
adenomas in total.

| am not seeing this on the submitted document?

Nowadays, strict scientific research is extremely important. All the data need detailed
inspection for ensuring accuracy and authenticity. Data in Tables should be checked.
Are there any inaccuracies noted by the authors? We believe the data is accurate

Tables should be modified according to uniform requirements. There are some
comments about “Table 2. Characteristics of the patients with 210 adenomas”, which
are confusing: Brenda Diergaarde I noticed some mistakes in here. Please accept the
corrections. “6 (54.5%) ”: Brenda Diergaarde This was flipped. Corrected.

| do not see this on my submitted document

The format of references shall be modified according to uniform requirements.

The manuscript was not well prepared. Grammar problems in the manuscript need to
be thoroughly revised and polished.

When abbreviations first appear, the full name should be specified.

Thank you, edited for grammar.

Reviewer 3

The sample size is limited, particularly the polyposis subgroup with only 11 patients,
which may compromise statistical power and lead to failure in demonstrating statistical

significance for certain potential associations (e.g., genotypic differences). This
limitation should be emphasized more strongly in the Limitations section.



Added to discussion “Additionally, the sample size of the polyposis group specifically
(N=11) is limited and may compromise statistical power. *

The definition of "polyposis" adopts a threshold of 210 adenomas, derived from NCCN
guidelines for genetic evaluation of adenomatous polyposis syndromes. However, this
study includes sessile serrated adenomas (SSAs) in the total "adenoma" count. Although
the authors note that excluding SSAs does not alter patient stratification, the
significance of SSAs in LS differs from that of conventional adenomas. We suggest
briefly explaining the rationale for this definition and its potential implications in the
Discussion.

Added to methods “We chose to include SSAs in our total polyp count as we intended to
include all polyps with malignant potential. Hyperplastic polyps were not included in
polyp count. ©

The Results section states that "MSH6 and MSH2 were the most common affected genes
in the >10 group, both 45.5%." The calculation is correct (5/11 each accounting for
45.5%, totaling 91%), but the phrasing is potentially ambiguous. We recommend
revising to "...accounted for 45.5% each, together representing 90.9% (10/11) of the
polyposis cohort."

Adjusted thank you

The Discussion and Conclusions state that "MSH2 and MSH6 PVs are more likely to be
associated with polyposis in LS." Although the data trend supports this, the between-
group comparison yielded a P-value of 0.28 (Table 3), which does not reach statistical
significance. This conclusive statement must be softened.

Added to conclusion “however this did not reach statistical significance (p=0.28). “

The article proposes more intensive surveillance for MSH2 /MSHS6 carriers. This is a
valuable recommendation. The authors could further explore whether all newly
identified MSH2/MSHS6 carriers should undergo annual surveillance intervals during
the initial phase (e.g., first 2-3 examinations) to rapidly define their polyp phenotype.
This would render the recommendation more actionable.

| am not sure we have enough data to make recommendations on changing current
guidelines. Can consider surveillance on earlier side of 1-2 year surveillance guideline
with consideration of polyp history. Added this to discussion, “This data suggests that
one could consider colorectal cancer surveillance closer to the one year interval in
patients with MSH2 or MSH6 mutations, while also taking into consideration personal
polyp and family history.”

Reviewer 4



The authors have made significant revisions and efforts to improve their manuscript
and have thoroughly resolved previous concerns. I recommend this manuscript for

publication in its current form.

Thank you for the review.
Reviewer 5

1. The study included 260 patients between January 1, 2005, and December 31,
2022. What is the included sample size basis? Whether the number is in accord
with the sample size calculation formula? Does it meet statistical requirements ?
As an article will be published in 2026, can the study be expanded to December
31, 2024? Or 2025?

In similar articles on this topic, sample size is comparable. We believe this is adequate.
If expanded, this would require months of chart review and would not be able to be

published in the journal at this time.

2. In “Materials and methods”, a flowchart can be added to summarize your

analysis steps visually.
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Figure 1. Methods.

Can include this flowchart if editors would like to include

3. Some results are suggested to be presented as Figure.

I believe we only have tables

4. Nowadays, strict scientific research is extremely important. All the data need detailed

inspection for ensuring accuracy and authenticity. Data in Tables should be checked.

Thank you they are checked

5. The format of references shall be modified according to uniform requirements.

Thank you, revised



6. In “Discussion”, discussion about the research carried out by the authors and former
researches need properly supplement. What further research may be conducted in the
future?

Future research will be aimed at further examining the molecular mechanism for the

development of CRC and polyposis in individuals with MSH2 and MSH6 PVs.

7. Grammar problems in the manuscript need to be thoroughly revised and polished.

Thank you, revised



