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given the growth of TACE-ICI-TKI triple therapy and the need for simple risk 

stratification. The present editorial has addressed this important clinical problem for 

prognostication of uHCC undergoing modern triple therapy. It showed appropriate 

emphasis on clinical applicability by highlighting that AADN used routine labs and 

could be easily implemented. A balanced discussion of biological rationale has been 

conducted linking AFP, ALP, DBIL, and NLR to outcomes with good suggestion of 

future directions, such as prospective validation and incorporation of radiomic and 

immunogenomic markers. 

However, some important issues must be addressed to strengthen the manuscript’s 

quality before publication. 

1.The editorial at times read as if the AADN score is ready for routine clinical use based 

on sentences like “could serve as a patient selection criterion”, “implementation could 

facilitate earlier recognition of poor responders”, whereas the underlying study was 

retrospective with a sample size no more than 200. Please tone down definitive 

statements about clinical implementation. The need for prospective ideally randomized 

or well-powered multicenter validation across ethnically diverse populations and varied 

treatment regimens should be emphasized.  

2.The editorial praised “commendable methodological rigor” but didn’t sufficiently 

critique key methodological aspects of Zhang et al.’s paper, for example, cutoff selection 

about why AFP ≥100, ALP >120, DBIL >7.3 μmol/L, NLR >2.5 were chosen, handling of 

missing data, overfitting risk with 4 predictors and relatively small cohort, and whether 

model calibration and decision-analytic metrics were assessed. Please add a paragraph 

for appraising these issues explicitly. 

3.The editorial stated AADN has “superior calibration and higher AUC” versus 

CRAFITY and TAE scores, but didn’t clarify differences in development cohorts and 

intended populations. Therefore, I recommend to clarify the basis of comparison was a 
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literature-based comparison, rather than direct head-to-head in same cohort, so it’s 

better to temper claims if comparisons were indirect. 

4.While the editorial proposed that AADN could guide selection for triple therapy, it did 

not state what actionable decisions would be made for low, intermediate, and high-risk 

groups. It’s better to add concrete evidence-based hypothetical pathways for each risk 

group and clearly label them as suggestions needing prospective testing.
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important for achieving personalized treatment in the era of combined therapy for 

unresectable hepatocellular carcinoma. The editorial succinctly summarizes the original 

study, explaining that the AADN score incorporates four standard laboratory indicators 

— alpha-fetoprotein, alkaline phosphatase, direct bilirubin, and the 

neutrophil-to-lymphocyte ratio — to reflect tumor biology, hepatic function, and 

systemic inflammation. This demonstrates the model's robust theoretical basis. 

The commentary fully acknowledges the model's methodological rigor, including its 

multicenter retrospective design, regression-based model construction, and robust 

discriminatory performance (AUC > 0.82). This performance has been validated across 

diverse cohorts. The editorial appropriately compares the AADN score with existing 

scoring systems, such as the CRAFITY score, and highlights the AADN score's 

advantages, including independence from imaging parameters and ease of 

implementation. Additionally, the editorial offers a forward-looking perspective on the 

score's potential value in patient selection, treatment decision-making, and clinical trial 

stratification. 

To enhance the depth of the discussion, the following three suggestions are offered: 

1. A detailed explanation of the calculation method for the AADN score or the risk 

stratification thresholds is recommended as a supplement to the manuscript. While the 

editorial mentions that the score is based on regression coefficients and provides cutoff 

values for univariate indicators, it does not clarify whether the final score is a sum of the 

variables, as with the CRAFITY score, or a weighted score based on the coefficients. 

Providing a brief description of the calculation method would help readers better 

understand how to apply the model and improve the technical guidance offered in the 

editorial.  

2. When discussing the advantages of the AADN score, provide concrete comparisons 

with the models against which it is contrasted. The current discussion notes that the 
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AADN score has a higher AUC value. However, an analysis of potential biological 

factors contributing to this improvement (e.g., a more precise evaluation of liver function 

through direct bilirubin testing) would strengthen the argument of "reflecting biological 

complexity" and prevent the assertion of superiority from seeming superficial. 

3. The Core Tip section and Conclusion section should emphasize the strengths of this 

editorial. 
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