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SPECIFIC COMMENTS TO AUTHORS

First of all, I would like to thank the authors for this valuable and meticulously
conducted study on ulcerative colitis (UC)-associated colonic strictures. Through
leveraging a large, long-term cohort from a tertiary referral center, this study provides
novel and clinically meaningful insights into UC strictures' incidence, prognosis, and
risk factors, including the potential protective role of vedolizumab (VDZ). Given the
paucity of large-scale data on this complication and its malignant potential, your
findings fill an important gap in the current literature. They can guide risk stratification,

therapeutic decisions, and surveillance strategies in clinical practice. This high-quality
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and clinically impactful manuscript has a strong methodology and significant
implications for managing UC-related strictures. With some minor clarifications and
technical refinements, the manuscript would be further strengthened for publication.
The emerging evidence regarding vedolizumab is noteworthy and may pave the way for
prospective interventional studies in this patient subset. To improve and enhance the
quality of this article further, I would like to suggest some minor changes to the authors.
My suggestions to improve this manuscript further are as follows; 1. Abstract * The
mention of "protective factors" could be clarified by including biological agents like VDZ,
which may not be intuitively grouped with others like 5-ASA. ¢ State the duration of
follow-up in the Methods section of the abstract to emphasize the study's longitudinal
strength. * Replace the term "Key Words" with "Keywords". 2. Introduction ¢ It might
help to briefly summarize previous findings on biologics and their unclear role in
stricture prevention to contextualize your study's aim better. 3. Methodology * Clarify
whether stricture diagnosis required confirmation by multiple modalities (e.g.,
endoscopy and imaging) or whether a single modality sufficed. ® Indicate how missing
data were handled, especially in retrospective cohorts. ®* Consider stating whether
histologic assessment of fibrosis was available for any subset. 4. Results ¢ The report of
spontaneous improvement in some strictures is intriguing, as specifying the timeline and
clinical context more clearly would enhance interpretability. 5. Discussion ¢ Clarify the
distinction between passable and impassable strictures and how this may affect risk
stratification or management. * When citing other studies, specifying study design (e.g.,
"retrospective multicenter cohort") improves contextual rigor. ®* Expand slightly on the
hypothesized anti-fibrotic role of VDZ (e.g., via gut-selective integrin inhibition), given
the novelty of this finding. 6. Tables ¢ In Kaplan-Meier curves, ensure that "number at
risk" tables are included for greater transparency. ® For multivariate models, include the

full list of variables considered and the method of variable selection (e.g., stepwise,
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based on P < 0.10 in univariate). 7. Limitations ¢ Briefly mention the lack of a
standardized definition for UC strictures as a systemic challenge in comparing studies. 8.
Language Though the overall language quality of the article is satisfactory, there are still
some minor errors in the text. The authors should check for typos and language-related

issues and fix them carefully.
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SPECIFIC COMMENTS TO AUTHORS

"The manuscript's approach to studying intestinal strictures as a single, undifferentiated
group warrants significant reconsideration. Combining benign and malignant strictures
is methodologically problematic because their underlying pathophysiology, natural
history, progression rates, and treatment goals differ fundamentally. Malignant
strictures often dictate urgent intervention and carry a substantially different prognosis
driven by oncological factors, while benign strictures may follow a more indolent or
inflammatory course. Pooling these distinct entities likely obscures critical differences in

outcomes, response to therapies, and prognostic factors. To ensure meaningful and
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clinically relevant findings, it is imperative that the authors stratify all subsequent
analyses (e.g., outcomes, predictors, survival) strictly by stricture etiology (benign vs.
malignant) or perform separate analyses for each group. Analyzing them together risks
drawing invalid or misleading conclusions applicable to neither group.
Recommendations for Improvement: Differentiate Stricture Types: As emphasized, the
primary recommendation is to abandon the combined analysis. Report baseline
characteristics, management approaches, and all outcomes (complications, surgery rates,
mortality, survival) separately for benign and malignant strictures. If a combined
analysis is absolutely necessary for a specific hypothesis, it must be rigorously justified
and include interaction terms to test for effect modification by etiology in statistical
models. Clarify Timelines & Address Competing Risks: Define 'time-zero' (e.g., date of
stricture diagnosis confirmed by imaging/endoscopy, date of index intervention)
explicitly for all time-to-event analyses (e.g., surgery-free survival, overall survival).
Crucially, employ competing risks methodology (e.g., Fine-Gray models) for outcomes
like stricture-related surgery or complication. Standard Kaplan-Meier/Cox models
overestimate the risk of the event of interest when competing events (like death from
unrelated causes, especially relevant in malignancy) are present. Clearly state how
competing events were handled. Standardize Stricture Assessment: Define objective,
measurable criteria for "stricture improvement" (e.g., specific reduction in luminal
diameter on cross-sectional imaging, increased distensibility on functional imaging,
ability to traverse with a standard endoscope, resolution of obstructive symptoms
validated by a score). Ensure imaging reviewers are fully blinded to the clinical data
(including treatment group and timepoint) and etiology (if possible) during assessment
to minimize bias in interpreting stricture evolution. Report and Handle Missing Data:
Quantify the amount of missing data for each key variable (e.g., imaging parameters, lab

values, outcomes) overall and by group (benign/malignant). Avoid complete-case
9
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analysis if missingness is non-trivial (>5%). Implement appropriate methods like
multiple imputation (preferred for multivariate analysis) or robust maximum likelihood
estimation, clearly stating assumptions and methods used. Sensitivity analyses exploring
the impact of missing data are valuable. Refine Statistical Modeling: In multivariable
models (e.g., for predictors of surgery or complications), include all variables deemed
clinically relevant a priori based on pathophysiology and existing literature, irrespective
of their univariate P-value. Relying solely on statistical significance for variable selection
introduces bias and misses important confounders/mediators. Validate model
assumptions rigorously (e.g., proportional hazards for Cox models, linearity, lack of
multicollinearity) and report how this was done. Conduct Sensitivity Analyses: Test the
robustness of key findings by: Excluding patients undergoing surgery very early (e.g.,
within 30 days of diagnosis/index intervention), as these may represent a distinct,
severe subgroup or protocol deviations. Stratifying analyses by treatment era (e.g., pre-
vs. post-introduction of a key biologic therapy) if the study spans a long period where
management evolved significantly. Using alternative approaches for handling missing

data or defining outcomes."
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SPECIFIC COMMENTS TO AUTHORS

This retrospective cohort study investigates the incidence, risk factors, and long-term
prognosis of colorectal strictures in ulcerative colitis (UC). The topic addresses a
significant gap in IBD research, as UC-related strictures remain understudied despite
their association with malignancy and poor outcomes. The study leverages a large
cohort (n=938) with extended follow-up (median 8.7 years), providing valuable
real-world data. The manuscript is well-structured, methods are robust, and conclusions
are clinically relevant. However, several methodological and presentation issues require

clarification. 1.The definition ("fixed, localized luminal narrowing") lacks objective
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criteria (e.g., luminal diameter, endoscopic impassability). This may explain the higher
incidence (12.4%) vs. prior studies (1-14.2%). Please clarify how strictures were
quantified (e.g., endoscopic/radiological criteria) and address potential selection bias
from PUMCH being a tertiary referral center (e.g., sensitivity analysis excluding referred
surgical cases). 2.0nly 10 malignant cases were included, limiting statistical power for
risk stratification (e.g., location/symptom associations). 3.The association between VDZ
and stricture improvement is intriguing but not statistically significant (P=0.188). The
study implies VDZ may reverse fibrosis, but current evidence is limited to CD. 4.Figure
2: Specify if '"prevalence" is cumulative. Clarify if CRC % includes only
stricture-associated malignancies. Figure 3: Include confidence intervals in survival
curves. 5.Please define how '"improved strictures" were assessed (e.g., serial
endoscopy/imaging criteria) and address immortal time bias (e.g., time-dependent
analysis for VDZ/steroid exposure). 6.In Discussion, the authors should contrast VDZ
findings with anti-TNF/UST results (e.g., why UST lacked significance despite
mechanistic plausibility) and reconcile the protective role of 5-ASA (HR 0.15) with its
high usage in both groups (95.7% stricture vs. 98.7% non-stricture). 7.the English should

be improved.
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SPECIFIC COMMENTS TO AUTHORS

Dear Authors, Thank you for submitting the revised version of your manuscript entitled
"Risk factors and long-term prognosis for colorectal strictures in ulcerative colitis" to the
World Journal of Gastroenterology. After careful evaluation of your responses and the
revised manuscript, I am pleased to inform you that all my previous comments and
suggestions have been thoroughly and thoughtfully addressed. The improvements made
have significantly enhanced the clarity, rigor, and overall quality of the manuscript. I
have no further concerns, and I recommend the manuscript for acceptance in its current
form. Thank you for your diligent work and timely revision. I look forward to seeing

your important findings published and shared with the scientific community. Best
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