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SPECIFIC COMMENTS TO AUTHORS 

The manuscript titled “Gamma-glutamyl transferase as a redox-gatekeeper biomarker 

for pancreatic cystic neoplasms: a concise roadmap from epidemiology to bedside” 

presents an insightful and timely contribution to the field of pancreatic cystic neoplasms 

(PCN) and early cancer detection. The authors effectively bridge large-scale 
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epidemiological evidence with mechanistic redox-oncology principles, highlighting the 

novel role of serum gamma-glutamyl transferase (GGT) as a potential predictive 

biomarker. The manuscript is well-structured, scientifically rigorous, and aligns 

appropriately with the scope of the journal. 

A key strength of the work is its integration of population-level data from a 2.65-million 

subject cohort with molecular insights into GGT1 transcriptional upregulation by 

oncogenic KRAS. By linking extracellular glutathione cleavage, ROS-mediated DNA 

damage, and inflammatory circuits (Wnt/β-catenin and IL-6/STAT3) with GNAS 

mutation-driven IPMN initiation, the authors present a coherent mechanistic rationale 

supporting GGT as a redox-gatekeeper biomarker. This combination of epidemiology 

and mechanistic biology strengthens the translational relevance of the findings. 

The proposed three-tier clinical roadmap is particularly commendable. Refining 

age-specific GGT thresholds, integrating GGT with CA19-9, CEA, and circulating 

KRAS/GNAS ctDNA in machine-learning radiomic models, and validating 

cost-effectiveness across diverse populations represent a thoughtful and pragmatic 

strategy to move this biomarker from discovery to bedside. The discussion is clear, 

logically organized, and provides a compelling argument for GGT’s clinical utility in risk 

stratification and early detection of PCN. 

Minor improvements could further enhance clarity and accessibility. Explicitly defining 

all acronyms at first mention and providing additional context for cohort inclusion 

criteria would help readers from broader clinical and research backgrounds. Inclusion of 

a schematic summarizing the three-tier roadmap would improve visual comprehension 

and emphasize translational potential. 

This Letter to the Editor is highly original, methodologically sound, and clinically 

relevant. It successfully embeds epidemiological findings within a mechanistic 

framework and outlines actionable steps toward practical implementation. The work is 
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likely to stimulate further research and advance early detection strategies for pancreatic 

cystic neoplasms. I recommend acceptance of this manuscript in its current form.
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SPECIFIC COMMENTS TO AUTHORS 

This Letter to the Editor provides a timely and insightful commentary on the emerging 

role of serum gamma-glutamyl transferase (GGT) in pancreatic cystic neoplasms (PCN). 

The authors effectively contextualize the recent epidemiological findings by Lee et al. 

within a compelling redox-oncology framework, proposing a novel mechanistic 
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hypothesis for GGT's involvement in KRAS-driven pancreatic carcinogenesis. The 

strength of this manuscript lies in its forward-thinking, three-tiered roadmap for clinical 

translation, which moves beyond mere association to propose a pragmatic, multi-omics 

strategy for risk stratification. 

The integration of single-cell RNA-seq data to support the link between GGT1 and ROS 

in human IPMN samples significantly strengthens the biological plausibility of their 

argument. The proposed integration of GGT with established biomarkers (CA19-9, CEA, 

ctDNA) and radiomic features using machine learning is a pertinent and contemporary 

approach that aligns with the future of personalized medicine. 

Minor Criticisms and Suggestions for Revision: 

Mechanistic Depth: While the proposed redox mechanism is intriguing, the commentary 

could briefly acknowledge the potential bidirectional relationship—whether GGT 

elevation is purely a consequence of KRAS activation or if it actively contributes to 

creating a permissive microenvironment for early mutagenesis. A sentence elaborating 

on this would add nuance. 

Roadmap Specificity: The three-tier roadmap is an excellent conceptual framework. 

However, it would benefit from briefly mentioning the significant practical and logistical 

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

establishing multi-institutional cohorts for validation). 

Limitations Section: The limitations of the original study are well-summarized. The 

authors could enhance this section by explicitly stating that these limitations (e.g., 

ICD-10 coding, single GGT measurement) form the very justification for their proposed 

future research directions, thereby creating a more cohesive narrative. 

This is a well-written and thought-provoking piece that makes a valuable contribution to 

the field. It successfully repositions GGT from a routine liver enzyme to a potential key 

player in PCN pathogenesis and early detection. The proposed revisions are minor and 



  

10 

 

 

7041 Koll Center Parkway, Suite 

160, Pleasanton, CA 94566, USA  

Telephone: +1-925-399-1568  

E-mail: office@baishideng.com 

https://www.wjgnet.com 

would further polish an already strong manuscript. I recommend acceptance after these 

minor revisions.
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SPECIFIC COMMENTS TO AUTHORS 

An interesting report discussing a timely topic in pancreatic tumors. 

Some changes are required in my opinion: 

-the limitations should be further discussed 

- the discussion should be expanded and a more personal perspective should be 

included 

- 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 
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topic should be included (PMID: 35626033 ; PMID: 34358103 ; PMID: 40157535; PMID: 

39550353 ; PMID: 38785834 ), only for a matter of consistency 


