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Are your review comments generated by

Al tools?

SPECIFIC COMMENTS TO AUTHORS
I. Research Question & Novelty

The research question is clear, but the novelty needs to be more explicitly focused.
Although investigating whether IPPB increases the risk of DPPB is clinically meaningful,
the current novelty mainly lies in the large sample size and comprehensive variables.
The Introduction should more clearly emphasize that this study is among the first to
systematically evaluate independent risk factors for DPPB specifically within the IPPB
subgroup.

The conceptual positioning of IPPB is insufficiently defined.

It remains unclear whether IPPB is considered an independent risk factor, a risk marker,
or a surrogate for procedural complexity. This conceptual role should be more explicitly
theorized in the study hypothesis.

II. Study Design & Methods

The use of the McNemar test and “paired OR” lacks adequate methodological
justification.

As the study population does not appear to consist of naturally paired data, the rationale
for using the McNemar test is unclear. The pairing logic should be clarified, or a more
appropriate multivariable regression approach should be adopted.

The definitions of IPPB and DPPB are operator-dependent and may introduce
information bias.

The definition of IPPB relies on subjective operator judgment (bleeding lasting 1-5
minutes), which may vary across endoscopists and time periods. This issue should be
more explicitly addressed in the Methods or Limitations.

I1I. Statistical Analysis & Robustness
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The small number of DPPB events in the IPPB subgroup raises concerns about model
overfitting.

With only 35 outcome events, multivariable regression may be unstable despite
collinearity handling. The potential impact of an insufficient events-per-variable (EPV)
ratio should be discussed.

Key findings lack support from sensitivity analyses.

Additional sensitivity analyses (e.g., simplified models or alternative modeling strategies
such as penalized regression) are recommended to strengthen the robustness of the
results.

IV. Interpretation & Causality

Some interpretations suggest causal inference beyond the strength of a retrospective
study.

Although the term “association” is used, mechanistic explanations and conclusions may
still be interpreted causally. Further downgrading of causal language is advised.

The explanation for trainee endoscopist as an independent risk factor is insufficient.

It remains unclear whether this reflects operator experience itself or confounding by case
complexity, procedure duration, or IPPB severity. Further discussion is warranted.

V. Discussion & Clinical Implications

IPPB may represent a high-risk state rather than a directly modifiable factor.

The Discussion should more clearly distinguish predictive value from modifiability to
avoid oversimplified clinical interpretations.

Clinical recommendations should be clearly framed by the level of evidence.

Suggestions such as enhanced monitoring or prophylactic clipping should be explicitly
stated as being based on observational associations rather than guideline-level evidence.
VI. Limitations & Generalizability

Residual confounding, particularly regarding the timing of antithrombotic resumption,
4
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is insufficiently addressed.

The timing of restarting antiplatelet or anticoagulant therapy is clinically important but
not precisely quantified and should be emphasized as a major limitation.

The study setting limits generalizability.

Findings from a single country, tertiary referral centers, and a high proportion of
trainee-performed procedures may not be generalizable to community or low-training

settings; this should be clearly stated in the conclusion.
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SPECIFIC COMMENTS TO AUTHORS

Thank you for the opportunity to review this well-prepared manuscript entitled
“Immediate Post-Polypectomy Bleeding is Associated with an Increased Risk of Delayed
Post-Polypectomy Bleeding: A Large Retrospective Cohort Study.” The authors are
commended for addressing a clinically relevant and practical question using a large,

long-term retrospective cohort with careful data curation. The topic is highly pertinent to

daily endoscopic practice,

and the effort to

integrate patient-, polyp-,
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procedure-related variables, together with formal STROBE reporting and biostatistical
certification, reflects a commendable level of methodological rigor and transparency.

* From a technical perspective, the study design is appropriate for the research
question, and the large sample size strengthens the robustness of the primary association
between IPPB and DPPB. The definitions of IPPB and DPPB are clearly stated and
consistent with prior literature, which enhances comparability. The stratified analysis
focusing on patients with IPPB is a particular strength, as it addresses an underexplored
but clinically important subgroup. The identification of trainee-performed procedures as
an independent risk factor is plausible, clinically meaningful, and well contextualized in
the Discussion.

* That said, several points could further improve the manuscript. First, although the
McNemar test is reported to assess the association between IPPB and DPPB, the rationale
for treating this comparison as paired data could be clarified more explicitly. Readers
may benefit from a brief explanation of the analytical framework used to justify the
paired odds ratio, especially given that IPPB and non-IPPB groups are inherently distinct
cohorts. Second, although multicollinearity is mentioned as the reason for excluding
certain variables from the multivariable model, providing variance inflation factor
values or a short description of how multicollinearity was assessed would enhance
statistical transparency.

e Third, the relatively small number of DPPB events among IPPB patients is
appropriately acknowledged as a limitation; however, the authors might consider
discussing the potential for overfitting in the multivariable model and how it was
mitigated (e.g., by considering events-per-variable). Fourth, the timing and handling of
prophylactic hemostasis require further clarification. A brief description of institutional
practice patterns or criteria guiding prophylactic clip placement would help readers

interpret the null findings related to preventive hemostasis.
9
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* Regarding clarity of reporting, the manuscript is generally well written, but minor
language refinements would improve readability. For example, occasional long
sentences in the Introduction and Discussion could be streamlined for conciseness.
Consistent use of terms such as “post-polypectomy bleeding” versus “postpolypectomy
bleeding” should be ensured throughout. Minor typographical issues (e.g., spacing
around percentages or parentheses) should also be corrected during final editing.

* Opverall, this is a solid and clinically impactful study that adds meaningful evidence
to the literature on post-polypectomy bleeding risk stratification. With minor
clarifications and refinements, the manuscript would be well-positioned for publication

and likely to be of substantial interest to practicing endoscopists and trainees alike.
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SPECIFIC COMMENTS TO AUTHORS

This large retrospective cohort study investigates the association between immediate
post-polypectomy bleeding (IPPB) and delayed post-polypectomy bleeding (DPPB), and
further explores risk factors for DPPB among patients who experienced IPPB. The study
is well designed, includes a substantial sample size, and analyzes a comprehensive set of
patient-, polyp-, and procedure-related variables. The findings are clinically relevant and

add incremental value to the existing literature. Overall, the manuscript is suitable for
13
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publication after minor revision. The following points should be addressed to improve
clarity and methodological transparency.

1. The authors used the McNemar test and reported a paired odds ratio to evaluate the
association between IPPB and DPPB. Because IPPB and DPPB are sequential events
rather than classic paired observations, the rationale for applying the McNemar test
should be clarified. The authors are encouraged to briefly explain the data structure and
justify the use of this test in the Methods section or acknowledge this issue in the
Discussion.

2.IPPB was defined as bleeding persisting for 1-5 minutes despite irrigation. Given the
potential subjectivity in assessing bleeding duration during endoscopy, additional
clarification would be helpful. The authors should specify whether standardized criteria,
documentation protocols, or institutional guidelines were used to define IPPB
consistently across endoscopists. If not, this should be acknowledged as a limitation.
3.The definition and training background of trainee endoscopists are described in detail
but appear relatively late in the Methods section. For clarity, this information could be
consolidated and presented at the first mention of endoscopist experience, allowing
readers to better interpret the results related to trainee-performed procedures.

4Body mass index was associated with DPPB in univariate analysis but not in the
multivariate model. A brief discussion of this discrepancy—such as possible
confounding by procedural factors or polyp characteristics—would improve
interpretability.

5.At present, this does not seem to be reflected in the keywords; at a minimum, IPPB and

DPPB need to be included.
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