
Point by point explanation to the reviewer’s concerns. 

 

 

Dear Reviewer’s. 

 

Thank you very much for review the manuscript titled: “AADN score predicts overall and 

progression-free survival in triple therapy for hepatocellular carcinoma 

”, submitted to World Journal of Gastroenterology  

I greatly appreciate the valuable comments and suggestions, that have enhanced the quality of the 

article.  

 

The responses to the Reviewers’ comments are described below in a point-to-point explanation 

format. All comments and suggestions have been introduced to the manuscript, which was fully 

edited 

Best regards, 

Cristian Lindner, MD.  

Department of Radiology, Faculty of Medicine. 

University of Concepción 

Chile. 

 

 

Reviewer #1. We sincerely thank the reviewer for the insightful suggestions aimed at strengthening 

the MS depth and clarity.  

 

Comment 1. Clarify the calculation method of the AADN score and risk stratification.  

 

• Response: We appreciate this important suggestion. We have now explicitly clarified that the 

AADN score is a weighted model derived from multivariable regression coefficients, rather 

than a simple unweighted summation of variables. We also explained that risk stratification 

thresholds were subsequently defined based on the total score distribution. This clarification 

has been added to improve technical transparency and facilitate correct interpretation of the 

model.  

 

Comment 2. Provide more concrete biological comparisons with other models.  

 

• Response: We agree that deeper biological context strengthens the discussion. Accordingly, 

we expanded the comparative section to highlight potential biological contributors to the 

improved discriminatory performance of the AADN score, particularly the inclusion of 



direct bilirubin as a sensitive marker of hepatic excretory function and the integrated 

assessment of inflammation and cholestasis. This revision reinforces the concept that the 

AADN score may better reflect biological complexity rather than relying solely on statistical 

performance metrics.  

 

Comment 3. Emphasize the strengths of the editorial in the Core Tip and Conclusion.  

 

• Response: The Core Tip and Conclusion sections were revised to more clearly emphasize the 

editorial’s strengths, including its critical appraisal of the AADN score, its biological framing, 

and its balanced perspective on current evidence and limitations.  

 

Reviewer #2. We thank the reviewer for the positive critique, which substantially improved the rigor 

and balance of the editorial.  

 

Comment 1. Tone down statements implying readiness for routine clinical use.  

 

• Response: We fully agree. We revised the manuscript to moderate statements suggesting 

immediate clinical implementation, emphasizing instead that the AADN score should 

currently be regarded as exploratory. The need for prospective, ideally multicenter and 

ethnically diverse validation is now clearly stated throughout the manuscript.  

 

Comment 2. Provide explicit methodological critique of the original study.  

 

• Response: In response, we added a dedicated paragraph critically appraising key 

methodological aspects, including the rationale for cutoff selection, potential overfitting 

given the modest cohort size, limited reporting on missing data handling, and the absence of 

detailed calibration and decision-analytic metrics. This addition ensures a more balanced and 

rigorous editorial perspective. 

 

Comment 3. Clarify that comparisons with other scores are indirect.  

 

• Response: We appreciate this clarification. The revised text now explicitly states that 

comparisons with CRAFITY and TAE scores are literature-based and indirect, rather than 

derived from head-to-head analyses within the same cohort. Correspondingly, claims of 

superiority have been tempered.  

 

Comment 4. Define actionable implications for risk groups and label them as hypothetical.  

 

• Response: We addressed this by proposing clearly labeled, evidence-informed hypothetical 

clinical pathways for low-, intermediate-, and high-risk groups. These are explicitly 

described as conceptual frameworks requiring prospective validation, rather than 

recommendations for current practice. 


