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The highlight of this manuscript is that it directly and clinically challenges the
conventional notion that Lynch syndrome is not a “non-polyposis” and reveals the
existence of a noteworthy subgroup of polyposis phenotypes in the syndrome. The
study further potentially links this phenotypic signature to specific mismatch repair
genes (MSH2/MSHS6) and attempts to elucidate this at the molecular mechanistic level,
thus providing new insights into the tumorigenic mechanisms of Lynch syndrome.
These findings underscore the importance of considering genotype-based individualized

endoscopic surveillance in future clinical practice and provide a key theoretical basis for
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optimizing management strategies in this high-risk population.

#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.

#2 The manuscript mentions that the NCCN guidelines recommend genetic evaluation
for 210 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.

#3 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?

#4 The discussion of the association of genotype with polyposis could be more in-depth.
The manuscript mentions that MSH2 and MSH6 were overrepresented in the polyposis
group and tries to explain this with MutSa function, but does not discuss why MLH1
(also involved in the MutLa complex) did not show a similar trend in this study. The
molecular mechanisms section could be more systematically dialogued with the existing
literature.

#5 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?
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SPECIFIC COMMENTS TO AUTHORS

NCCN guidelines recommend patients with >10 lifetime adenomas undergo genetic
evaluation for polyposis syndromes. Lynch Syndrome (LS) has not historically been
considered a polyposis syndrome. We utilized our hereditary GI tumor registry to

determine the number of lifetime adenomas in LS patients, and to assess differences in

demographic and clinical factors between those with <10 adenomas and those with >10.

Sarsour and colleagues presented a prospective study showed that polyposis occurs in
LS; possibly, more frequently among those with MSH6 or MSH2 pathogenic variants.

Medical records from LS patients enrolled in our registry since 2005 (N=260) were
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reviewed for colonoscopy outcomes, colorectal cancer diagnoses, and other clinical
factors. Groups of interest were compared using Fisher's exact test and
Wilcoxon-Mann-Whitney test. Three patients were excluded, leaving 257 individuals for
data analysis. Most patients were female and white. Mean follow-up time was 6.8 years.
Eleven (4.3%) patients had 210 adenomas. Number of colonoscopies and follow-up time
were significantly higher in the >10 group compared to those diagnosed with <10
adenomas. For assessment of differences between the two groups, we limited our
analysis to include those with 26 lifetime colonoscopies (N=92) since that was the
minimum number of procedures in the >10 group. No significant differences in the
evaluated characteristics were observed between those with >10 adenomas and those
with <10 adenomas. Interestingly, MSH6[BD1.1] and MSH2 were the most common
affected genes in the 210 group, both 45.5%; compared to 24.7% and 35.8%, respectively,
in the <10 group.

Even though I find the review interesting, there are several issues with the manuscript.
The following suggestions need to be further modified.

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

2. 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?

3. In “Materials and methods”, a flowchart can be added to summarize your analysis
steps visually.

4. 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
8
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adenomas in total. 5:17 2025 4= 12 11 H.

Brenda Diergaarde I think the best thing to do is to just report that. I will add it. 5:19
202512 11 H

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

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?

7. Nowadays, strict scientific research is extremely important. All the data need detailed
inspection for ensuring accuracy and authenticity. Data in Tables should be checked.

8. 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.

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

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

11. When abbreviations first appear, the full name should be specified.
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SPECIFIC COMMENTS TO AUTHORS

This single-center retrospective analysis reveals a polyposis subgroup characterized by
>10 lifetime adenomas (accounting for 4.3%) among Lynch Syndrome (LS) patients, and
observes a trend suggesting potential association with pathogenic variants (PVs) in
MSH?2 or MSH6 genes. This finding challenges the traditional "non-polyposis" label of LS
and carries important implications for clinical practice and genetic counseling. The study
design is rational, and data presentation is clear; however, several critical
methodological details require clarification, statistical analyses need further

strengthening, and certain conclusions should be stated more cautiously.
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1 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.

2 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.

3 The Results section states that "MSH6 and MSH2 were the most common affected
genes in the 210 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."

4 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.

5  The article proposes more intensive surveillance for MSH2/MSHS®6 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.

13



7041 Koll Center Parkway, Suite

B als h ' d cn g 160, Pleasanton, CA 94566, USA
P u b l | S h | n g Telephone: +1-925-399-1568

E-mail: office@baishideng.com

\Ruishidﬂm@ G rou p https:/ /www.wjgnet.com

RE-REVIEW REPORT OF REVISED MANUSCRIPT

Name of journal: World Journal of Gastrointestinal Endoscopy

Manuscript NO: 119473

Title: Polyposis in lynch syndrome: A retrospective study

Provenance and peer review: Unsolicited Manuscript; Externally peer reviewed
Peer-review model: Single blind

Reviewer’s code: 08082394
Position: Peer Reviewer

Academic degree and professional title: MD, PhD
Reviewer’s Country/Territory: China

Author’s Country/Territory: United States
Manuscript submission date: 2026-01-27
Reviewer chosen by: Ji-Hong Liu

Reviewer accepted review: 2026-03-24 04:46
Reviewer performed review: 2026-03-25 11:08

Review time: 1 Day and 6 Hours

Does the manuscript’s content fall within the scope of
the journal? Yes

Is there any Key Word that is not included in the
manuscript title? No

Do authors’ affiliations correspond to the content of the
Content to be reviewed
manuscript? Yes

Does the Abstract contain the contents of each part of
the manuscript (IMRaD)? Yes

Are the Key Words complete? Yes

Is the content of the Introduction adequate? Yes

14




JRaishideng® Group

Baishideng
P u b l | S h | n g Telephone: +1-925-399-1568

7041 Koll Center Parkway, Suite
160, Pleasanton, CA 94566, USA

E-mail: office@baishideng.com

https:/ /www.wjgnet.com

Is the content of the Materials and Methods complete?
Yes

Is the description of the experiments clear and
complete? Yes

Are the experimental data presented in the
manuscript’s biostatistics content reliable? Yes

Are the experimental data of the Results true and
reliable? Yes

Are the quality and resolution of the images up to
standard? Yes

Do the selection and design of the figures and tables
follow the principles of necessity and clarity? Yes

Is there any duplication between various parts of the
manuscript and between the main text and the content
presented in the figures and tables? No

Are the figures and tables numbered consecutively in
the order in which they appear in the manuscript? Yes
Is the content of the Discussion reasonable? Yes

Is the Conclusion reasonable? Yes

Are all references necessary and reasonable? Yes

Do authors omit important references? No

Do authors only cite their own earlier publications? No
Is the manuscript’s text correct, concise, and clear? Yes
Will the manuscript’s content be of interest to readers?
Yes

Are additional experiments needed for the study? No

Does the research scope comply with ethics? Yes

Scientific quality

Grade A (Excellent)

Novelty of this manuscript

Grade A (Excellent)

15




7041 Koll Center Parkway, Suite

B ars h ' d cn g 160, Pleasanton, CA 94566, USA
P u bl | S h | n g Telephone: +1-925-399-1568

E-mail: office@baishideng.com

guiShidﬂ!g@ G rou p https:/ /www.wjgnet.com

Creativity or innovation of this

Grade A (Excellent)
manuscript
Scientific significance of the conclusion

Grade A (Excellent)
in this manuscript
Language quality Grade A (Excellent)
Does this manuscript describe a study of v

es

the existing knowledge system?
Does this manuscript report a

Yes
revolutionary innovation?
Does this manuscript report an

Yes
unconventional innovation?
Conclusion Accept

Peer-Review: Anonymous
Peer-reviewer statements

Conflicts-of-Interest: No
Are your review comments generated by N

0

Al tools?

SPECIFIC COMMENTS TO AUTHORS

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.

16




7041 Koll Center Parkway, Suite

B als h ' d cn g 160, Pleasanton, CA 94566, USA
P u b l | S h | n g Telephone: +1-925-399-1568

E-mail: office@baishideng.com

\Ruishidﬂm@ G rou p https:/ /www.wjgnet.com

RE-REVIEW REPORT OF REVISED MANUSCRIPT

Name of journal: World Journal of Gastrointestinal Endoscopy

Manuscript NO: 119473

Title: Polyposis in lynch syndrome: A retrospective study

Provenance and peer review: Unsolicited Manuscript; Externally peer reviewed
Peer-review model: Single blind

Reviewer’s code: 08082394
Position: Peer Reviewer

Academic degree and professional title: MD, PhD
Reviewer’s Country/Territory: China

Author’s Country/Territory: United States
Manuscript submission date: 2026-01-27
Reviewer chosen by: Ji-Hong Liu

Reviewer accepted review: 2026-03-24 04:46
Reviewer performed review: 2026-03-25 11:08

Review time: 1 Day and 6 Hours

Does the manuscript’s content fall within the scope of
the journal? Yes

Is there any Key Word that is not included in the
manuscript title? No

Do authors’ affiliations correspond to the content of the
Content to be reviewed
manuscript? Yes

Does the Abstract contain the contents of each part of
the manuscript (IMRaD)? Yes

Are the Key Words complete? Yes

Is the content of the Introduction adequate? Yes

17




JRaishideng® Group

Baishideng
P u b l | S h | n g Telephone: +1-925-399-1568

7041 Koll Center Parkway, Suite
160, Pleasanton, CA 94566, USA

E-mail: office@baishideng.com

https:/ /www.wjgnet.com

Is the content of the Materials and Methods complete?
Yes

Is the description of the experiments clear and
complete? Yes

Are the experimental data presented in the
manuscript’s biostatistics content reliable? Yes

Are the experimental data of the Results true and
reliable? Yes

Are the quality and resolution of the images up to
standard? Yes

Do the selection and design of the figures and tables
follow the principles of necessity and clarity? Yes

Is there any duplication between various parts of the
manuscript and between the main text and the content
presented in the figures and tables? No

Are the figures and tables numbered consecutively in
the order in which they appear in the manuscript? Yes
Is the content of the Discussion reasonable? Yes

Is the Conclusion reasonable? Yes

Are all references necessary and reasonable? Yes

Do authors omit important references? No

Do authors only cite their own earlier publications? No
Is the manuscript’s text correct, concise, and clear? Yes
Will the manuscript’s content be of interest to readers?
Yes

Are additional experiments needed for the study? No

Does the research scope comply with ethics? Yes

Scientific quality

Grade A (Excellent)

Novelty of this manuscript

Grade A (Excellent)

18




7041 Koll Center Parkway, Suite

B ars h ' d cn g 160, Pleasanton, CA 94566, USA
P u bl | S h | n g Telephone: +1-925-399-1568

E-mail: office@baishideng.com

guiShidﬂ!g@ G rou p https:/ /www.wjgnet.com

Creativity or innovation of this

Grade A (Excellent)
manuscript
Scientific significance of the conclusion

Grade A (Excellent)
in this manuscript
Language quality Grade A (Excellent)
Does this manuscript describe a study of v

es

the existing knowledge system?
Does this manuscript report a

Yes
revolutionary innovation?
Does this manuscript report an

Yes
unconventional innovation?
Conclusion Accept

Peer-Review: Anonymous
Peer-reviewer statements

Conflicts-of-Interest: No
Are your review comments generated by N

0

Al tools?

SPECIFIC COMMENTS TO AUTHORS

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.

19




