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Is the description of the experiments clear and
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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? No

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

Are all references related to the topic of the
manuscript? Yes

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
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Re-review
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Peer-reviewer statements

Peer-Review: Anonymous

Conflicts-of-Interest: No

Are your review comments generated by

Al tools?

No

SPECIFIC COMMENTS TO AUTHORS

This systematic review and meta-analysis addresses a clinically significant topic by
evaluating M2BPGi as a prognostic biomarker for HCC recurrence post-curative therapy.
The study is well-structured, methodologically rigorous (utilizing PRISMA guidelines,
random-effects models, and bias assessments), and provides compelling evidence
supporting M2BPGi’s predictive value. The focus on a commercially available serum
biomarker aligns with World Journal of Gastroenterology’s scope on translational

gastroenterology and hepatology. However, revisions are required to enhance clarity,
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visual presentation, and compliance with journal standards.

Major Issues and Revision Suggestions

1. Graphical Presentation

Issue: Figures 2-5 (forest and funnel plots) appear to be low-resolution screenshots,
lacking professional formatting.

Recommendation: (1) Recreate all figures using statistical software (e.g., R ggplot2,
GraphPad) to ensure high resolution, standardized axes labels, and journal-compliant
color schemes. (2) Embed figure captions directly below each image (e.g., Figure 2
caption should immediately follow the plot). (3) Specify statistical details: Add I? values
and confidence intervals explicitly to forest plots (Figure 2 and 4).

2. Reference Formatting

Issue: Inconsistent reference formatting (e.g., missing page ranges in References 8, 9, 28,
30; abbreviated journal names in Reference 22).

Recommendation: (1) Uniformly apply World Journal of Gastroenterology’s citation
style: Include full page ranges (e.g., "1480-1494" instead of "1480"). (2) Use standard
journal abbreviations (e.g., "] Gastroenterol Hepatol" for Reference 21). (3) Verify all
DOI/URL links (e.g., Reference 9’s NCCN link is truncated).

3.Methodological Clarifications

Issue: Insufficient detail on search strategies and inclusion criteria.

Recommendation: (1) Include the full PubMed search strategy in the main text or
appendix (currently noted as "available in the Appendix" but not provided). (2) Clarify
exclusion criteria: Explicitly state why studies like Nakai et al. (2022) were excluded
beyond "lacking multivariate analysis."

4. Data Interpretation and Generalizability

Issue: Limited discussion on M2BPGi’s applicability in non-Asian populations and

non-surgical treatments (e.g., ablation, transplantation).
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Recommendation: (1) Address geographic bias: Acknowledge that all included studies
are from East Asia and discuss plans for validation in Western cohorts (e.g.,
NASH-driven HCC). (2) Expand clinical relevance: Briefly propose how M2BPGi could
integrate into existing surveillance protocols (e.g., combined with imaging/ AFP).

5. Table and Figure Consistency

Issue: Table 1 lists "Stephens/Wilson et al. 21" without a corresponding reference in the
manuscript.

Recommendation: (1) Ensure all cited studies in tables/text match references (add
missing reference if applicable). (2) Standardize terminology: Replace "TFS" (tumor-free
survival) with "RFS" (recurrence-free survival) throughout for consistency.

3. Additional Minor Revisions

Confirm IRB approval or waiver statements for retrospective studies; Define all
acronyms at first use (e.g.,, ALBI, NLR, PLR in Methods); Correct "Nanas hima" to
"Nanashima" in Table 1.

This manuscript presents a timely meta-analysis supporting M2BPGi as a promising
biomarker for HCC recurrence prediction. Addressing the issues above, particularly
tfigure quality, reference formatting, and methodological transparency will significantly
strengthen the work. I recommend acceptance after minor revisions. The revised
manuscript will align with the journal’s standards and contribute meaningfully to

biomarker research in HCC.
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Al tools?
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SPECIFIC COMMENTS TO AUTHORS

This manuscript entitled "Mac-2 Binding Protein Glycosylation Isomer (M2BPGi) as a
Novel Serum Biomarker for Recurrence in Hepatocellular Carcinoma: A Systematic
Review and Meta-Analysis" by Stephens et al. presents a timely and well-executed
systematic review and meta-analysis on the prognostic value of M2BPGi for
hepatocellular carcinoma (HCC) recurrence post-curative hepatectomy. The research
question is clinically relevant, addressing a significant gap in the non-invasive prediction

of HCC recurrence. The methodology is robust, adhering to PRISMA guidelines, and the
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statistical analysis is appropriate, including thorough assessments of heterogeneity and
publication bias. The findings are compelling and suggest M2BPGi is a promising
biomarker. The manuscript is generally well-written and structured. I recommend
acceptance after minor revisions to clarify certain minor points.

Minor Points:

1. Introduction: The introduction effectively establishes the clinical problem but could be
slightly more concise in describing HCC treatment modalities to maintain a sharp focus
on the biomarker context.

2. Results (Study Characteristics): In Table 1, it is noted that Harimoto et al. did not state
the Serum Assay. Does “NA” mean not available (e.g., Harimoto et al. did not collect the
serum)?

3. References: Please ensure reference formatting is consistent throughout, particularly
for the Farinati references (#8), which currently appear to have minor formatting
inconsistencies.

4. Study Selection and Justification: The authors mention an initial broader search for
HCC recurrence biomarkers (n=89 studies) before narrowing the focus to M2BPGi.
While this context is useful, the rationale for selecting M2BPGi for this meta-analysis
needs to be more explicitly stated in the main Methods section. Please clarify that it was
the only biomarker from that search with sufficient, comparable studies that had not
been previously meta-analyzed, justifying the novel contribution of this work.
Conclusion:

This is a valuable contribution to the literature. The authors have performed a rigorous
meta-analysis that strongly suggests pre-operative M2BPGi is a significant predictor of
HCC recurrence. The aforementioned revisions will enhance the clarity, transparency,
and impact of the manuscript. I believe it is suitable for publication following these

minor revisions.



