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Response to Reviewers 

 

Manuscript NO: 114948 

Name of Journal: World Journal of Gastroenterology 

Manuscript Type: Letters to the Editor 

Title: Gamma-glutamyl transferase as a redox-gatekeeper biomarker for 

pancreatic cystic neoplasms: a concise roadmap from epidemiology to bedside 

 

 

Dear editors, 

 

We sincerely thank all reviewers for their insightful comments and 

constructive suggestions, which have significantly improved our manuscript. 

We have carefully addressed each point as detailed below. All changes in the 

manuscript are highlighted in yellow for easy identification. 
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Response to Reviewer 1: 

We thank Reviewer 1 for the positive evaluation and constructive suggestions, 

which has significantly improved the quality of our manuscript. Below we 

provide a point-by-point response to all comments: 

Comment:   

1.  "The manuscript is well-structured and scientifically rigorous. Minor improvements could 

include explicitly defining all acronyms at first mention and providing additional context for 

cohort inclusion criteria. Inclusion of a schematic summarizing the three-tier roadmap would 

improve visual comprehension" 

Response:   

We thank the reviewer for the positive feedback and valuable suggestions. 

In the revised manuscript, we have now explicitly defined all acronyms upon 

their first occurrence (e.g., GGT, PCN, IPMN, ROS, etc.) to enhance 

readability for a broader audience.  

We agree that a schematic would be valuable. However, to our 

knowledge, the journal format for a Letter to the Editor does not typically 

allow for figures or schematics, and we have enhanced the textual description 

of the three-tier roadmap to improve clarity and flow. These changes are 

highlighted in the revised manuscript (e.g., in the Abstract and Core Tip 

sections) 
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Response to Reviewer 2: 

We appreciate Reviewer 2's acknowledgment of our work's strengths and the 

valuable suggestions for enhancement. 

 

Comment:   

1.  "The commentary could briefly acknowledge the potential bidirectional relationship between 

GGT elevation and KRAS activation—whether GGT is purely a consequence or actively 

contributes to the mutagenic microenvironment." 

Response:   

We appreciate this insightful suggestion. In the revised manuscript, we have 

added a sentence explicitly discussing the bidirectional relationship between 

GGT and KRAS-driven carcinogenesis. The added text reads:   

“Notably, this relationship may be bidirectional: KRAS activation drives 

GGT1 expression, while sustained GGT activity fosters a protumoral 

microenvironment rich in ROS and pro-inflammatory signals, potentially 

accelerating driver mutations (e.g., GNAS) and cystic transformation.”   

This addition is highlighted in the “GGT AND REDOX-DRIVEN 

PANCREATIC CARCINOGENESIS” section. 

 

2. "The three-tier roadmap would benefit from briefly mentioning the practical and logistical 

challenges inherent in each tier (e.g., data integration for machine learning models, 

multi-institutional cohorts)." 

Response:   
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We have expanded the description of Tier 2 in the roadmap to include the 

challenges associated with integrating multi-omics data. The revised text now 

states: “However, challenges in integrating heterogeneous data sources 

include standardizing radiomic feature extraction, harmonizing ctDNA assays, 

and the need for large, annotated multi-institutional cohorts for robust model 

training.”   

This addition is highlighted in the “CLINICAL TRANSLATION” section 

under Tier 2. 

 

3. "The limitations section could be enhanced by explicitly stating that these limitations form the 

justification for the proposed future research directions."  

Response:   

We have revised the limitations section to more clearly link the identified 

limitations with our proposed research agenda. The added text reads: “The 

original cohort study by Lee et al. directly informs and justifies the proposed 

research agenda. However, we would like to address its limitations in 

differentiating between PCN subtypes...”   

This change strengthens the narrative by showing how the limitations 

naturally lead to the future directions we propose. The modification is 

highlighted in the “LIMITATIONS AND FUTURE DIRECTIONS” section. 
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Response to Reviewer 3: 

We thank Reviewer 3 for the feedback and for directing us to important recent 

literature. 

 

Comment:   

1. "The limitations should be further discussed." 

 

Response:   

We have expanded the limitations section to provide a more detailed 

discussion of the constraints of the original cohort study, including reliance on 

ICD-10 codes, inability to differentiate PCN subtypes, and the use of 

single-timepoint GGT measurements. These points are now more thoroughly 

elaborated, as highlighted in the “LIMITATIONS AND FUTURE 

DIRECTIONS” section. 

 

2. "The discussion should be expanded and a more personal perspective should be 

included."  

Response:   

We have enriched the discussion by incorporating a more forward-looking and 

personal perspective, particularly in the “CONCLUSION” and 

“ LIMITATIONS AND FUTURE DIRECTIONS” sections. For example, we 
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added:  “As the therapeutic landscape for pancreatic cancer evolves, the 

potential role of GGT in predicting response to novel systemic therapies 

warrants further exploration...”   

This addition provides a broader context and reflects our vision for future 

research. 

 

3. "The background of the role of novel systemic treatments and the therapeutic 

scenario for pancreatic tumors should be better discussed, and some recent papers 

regarding this topic should be included (PMID: 35626033; PMID: 34358103; PMID: 

40157535; PMID: 39550353; PMID: 38785834)." 

Response:   

We thank the reviewer for these pertinent suggestions. We have incorporated 

the recommended literature to contextualize our discussion within the modern 

therapeutic landscape. We have expanded the discussion on novel systemic 

therapies and included references to recent relevant literature as 

suggested.These references are now integrated into the “LIMITATIONS AND 

FUTURE DIRECTIONS” and “CONCLUSION” sections, and are highlighted 

in the revised manuscript. 
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We believe that these revisions have addressed all the reviewers' comments 

comprehensively and have strengthened the manuscript. We thank the 

reviewers and editors for the time and kind consideration. 

 

Sincerely,   

Ming-Qi Qiu,Ming-Ming Chen,Wu-Si Qiu,  

On behalf of all authors 


