
Reviewer 1 

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. 

a. On page 3, paragraph 2, to be more concise we remove the sentence on 
disease control modalities, as we do not focus on them and only look at 
biomarkers’ relationship with curative intent treatments in our analysis. On 
page 5, paragraph 1, we specify that our meta-analysis looks at exclusively 
curative intent hepatectomy to clarify this point. 

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)? 

a. On page 22, Table 1, Row 2, column 7. Since the Harimoto et al paper did not 
specify to specific assay used, changed “NA” to “Not specified” for improved 
clarity. 

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

a. We used the Edit References by Auto-Analyzer tool as recommended by the 
editorial office to allow for standardization of our citations, including 
Reference 8. 

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. 

a. On page 6, paragraph 2. The wording in these 2 sentences was changed to 
clarify that out of our original search, M2BPGi both had a sufficient number 
of comparable studies and had never before been meta-analyzed. 

 

 

 

 



Reviewer 2 

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 I² values and 
confidence intervals explicitly to forest plots (Figure 2 and 4). 

a. (1) We have recreated the figures to provide greater resolution, (2) with the 
captions embedded directly below our figures to provide of greater ease of 
presentation. (3) Additionally, we have made sure to include the I2 values and 
confidence intervals within figures 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., "J Gastroenterol Hepatol" for Reference 21). (3) 
Verify all DOI/URL links (e.g., Reference 9’s NCCN link is truncated). 

a. To uniformly apply the World Journal of Gastroenterology’s citation style, we 
followed the editorial office’s recommendation to use the “Edit References 
by Auto-Analyzer” tool. Following this, we verified that that the (1) page 
ranges, (2) correct abbreviations, and (3) full PMIDs and DOIs were included 
in each citation. Of note, references 2, 10, 16, and 23 were listed as article 
numbers in their citations with no page ranges provided by the auto-analyzer. 
We manually added in page ranges seen in the article PDFs to the citation 
(i.e. reference 2 is article 6 in volume 4 of Nature Reviews Disease Primers 
and has a page range of 1-28). 

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." 

a. (1) We have provided the full PubMed search strategy in the appendix.  
(2) In page 12, paragraph 2/ page 13, paragraph 1, we clarify that the Nakai 
article was excluded for only providing time-to-event data in relation to 
recurrence without any hazard ratios. Thus, we mention the statistically 
significant relationship in the time-to-recurrence curve between high M2BPGi 



levels and recurrence in HCV-negative patients undergoing RFA, but note we 
cannot include the article in the meta-analysis due to lacking hazard ratios for 
recurrence that would allow us to directly compare it to the data provided by 
other studies when analyzing under the lens of HCC recurrence. 
In page 13, paragraph 1, we additionally clarify why the other 2 studies were 
excluded from the meta-analysis, though they are worth mentioning in the 
review as they further demonstrate the utility and prognostic value of M2BPGi in 
patients with liver disease. It is worth noting that the study on early recurrence 
was written by Yugawa and several of the other same authors who wrote the 
included Yugawa et al article, so we refer to it as Yugawa et al 2025 to distinguish 
it from the included article. 

4. Data Interpretation and Generalizability Issue: Limited discussion on M2BPGi’s 
applicability in non-Asian populations and non-surgical treatments (e.g., ablation, 
transplantation). 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). 

a. (1) In page 13 paragraph 2 going into page 14, we acknowledge the East Asian 
geographical bias, as well as the underlying difference in HCC etiology that 
may impact M2BPGi’s prognostic power in a Western population. Though 
metabolic-related etiologies for HCC are included in some of the studies, 
their overall proportion is low, limiting their analytic power in our meta-
analysis. We make sure to acknowledge this gap in data to highlight the need 
for further investigation into M2BPGi’s prognostic value in these specific 
populations. 
(2) In page 15, paragraph 1, we acknowledge that more data is required to 
fully understand M2BPGi’s role in HCC recurrence, but propose that it could 
be integrated into existing surveillance strategies by pre-operatively 
identifying patients with a poorer prognosis in terms of recurrence and 
allowing clinicians to implement more stringent post-treatment surveillance 
in response to this. 

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.  

a. (1) All the correct reference numbers are included  in column 1 of Table 1. 
(2) When discussing recurrence, we exclusively use RFS, clarifying that 
Nanashima et al used reports RFS in the for of TFS at 1-, 3- and 5 year intervals in 
page 7 paragraph 3. As we only included studies that analyzed RFS and TFS, we 
removed PFS when discussing the recurrence data extracted in page 7, 
paragraph 2. (3) This study did not require approval by our IRB and was waived 
given aggregate data from already published work was utilized. ALBI, NLR, and 
PLR are defined in their first appearance on page 6 paragraph 1. Nanashima is 1 
word in table 1, column 1, row 4. 

  


