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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 pmol/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
4
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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.



7041 Koll Center Parkway, Suite

B a l S h l d C n g 160, Pleasanton, CA 94566, USA
P u b l | S h | n g Telephone: +1-925-399-1568

E-mail: office@baishideng.com

3ui5hiden9® G rou p https:/ /www.wjgnet.com

PEER-REVIEW REPORT

Name of journal: World Journal of Gastroenterology

Manuscript NO: 116481

Title: AADN score predicts overall and progression-free survival in triple therapy for
hepatocellular carcinoma

Provenance and peer review: Invited Manuscript; Externally peer reviewed

Peer-review model: Single blind

Reviewer’s code: 05382254
Position: Peer Reviewer

Academic degree and professional title: Assistant Professor, Associate Chief Physician,
MD

Reviewer’s Country/Territory: China

Author’s Country/Territory: Chile

Manuscript submission date: 2025-11-12

Reviewer chosen by: Jia-Qi Xuan

Reviewer accepted review: 2025-12-10 07:18

Reviewer performed review: 2025-12-11 12:49

Review time: 1 Day and 5 Hours

Does the manuscript’s content fall within the scope of
the journal? Yes

Is there any Key Word that is not included in the
manuscript title? No

Content to be reviewed
Do authors’ affiliations correspond to the content of the
manuscript? Yes

Does the Abstract contain the contents of each part of

the manuscript (IMRaD)? Yes




JRaishideng® Group

Baishideng
P u b l | S h | n g Telephone: +1-925-399-1568

7041 Koll Center Parkway, Suite
160, Pleasanton, CA 94566, USA

E-mail: office@baishideng.com

https:/ /www.wjgnet.com

Are the Key Words complete? No

Is the content of the Introduction adequate? Not
Applicable

Is the content of the Materials and Methods complete?
Not Applicable

Is the description of the experiments clear and
complete? Not Applicable

Are the experimental data presented in the
manuscript’s biostatistics content reliable? Not
Applicable

Are the experimental data of the Results true and
reliable? Not Applicable

Are the quality and resolution of the images up to
standard? Not Applicable

Do the selection and design of the figures and tables
follow the principles of necessity and clarity? Not
Applicable

Is there any duplication between various parts of the
manuscript and between the main text and the content
presented in the figures and tables? Not Applicable
Are the figures and tables numbered consecutively in
the order in which they appear in the manuscript? Not
Applicable

Is the content of the Discussion reasonable? Yes

Is the Conclusion reasonable? Yes

Are all references necessary and reasonable? Yes

Do authors omit important references? No

Are all references related to the topic of the
manuscript? Yes

Do authors only cite their own earlier publications? No




7041 Koll Center Parkway, Suite

B a l S h ! d c n g 160, Pleasanton, CA 94566, USA
P u bl | S h | n g Telephone: +1-925-399-1568

E-mail: office@baishideng.com

3“i5hid9n9® G rou p https:/ /www.wjgnet.com

Is the manuscript’s text correct, concise, and clear? Yes
Will the manuscript’s content be of interest to readers?
Yes

Are additional experiments needed for the study? No

Does the research scope comply with ethics? Not

Applicable
Scientific quality Grade B (Very good)
Novelty of this manuscript Grade B (Very Good)

Creativity or innovation of this
Grade B (Very Good)
manuscript

Scientific significance of the conclusion
Grade B (Very Good)
in this manuscript

Language quality Grade B (Very good)
Does this manuscript describe a study of
the existing knowledge system? ves
Does this manuscript report a
Yes
revolutionary innovation?
Does this manuscript report an
unconventional innovation? ves
Conclusion Minor revision
Re-review Yes

Peer-Review: Anonymous
Peer-reviewer statements

Conflicts-of-Interest: No

Are your review comments generated by

Al tools?

No

SPECIFIC COMMENTS TO AUTHORS

This editorial provides a thorough review of the AADN score, a novel prognostic model.

The author accurately points out that developing concise and effective prognostic tools is
8




7041 Koll Center Parkway, Suite

B a l S h I d C n g 160, Pleasanton, CA 94566, USA
P u l) I | S h | n g Telephone: +1-925-399-1568

E-mail: office@baishideng.com

3“i5hid9n9® G rou p https:/ /www.wjgnet.com

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
9
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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.



7041 Koll Center Parkway, Suite

B a l S h l d C n g 160, Pleasanton, CA 94566, USA
P u b l | S h | n g Telephone: +1-925-399-1568

E-mail: office@baishideng.com

3ui5hiden9® G rou p https:/ /www.wjgnet.com

RE-REVIEW REPORT OF REVISED MANUSCRIPT

Name of journal: World Journal of Gastroenterology

Manuscript NO: 116481

Title: AADN score predicts overall and progression-free survival in triple therapy for
hepatocellular carcinoma

Provenance and peer review: Invited Manuscript; Externally peer reviewed

Peer-review model: Single blind

Reviewer’s code: 05382254
Position: Peer Reviewer

Academic degree and professional title: Assistant Professor, Associate Chief Physician,
MD

Reviewer’s Country/Territory: China

Author’s Country/Territory: Chile

Manuscript submission date: 2025-11-12

Reviewer chosen by: Ming Fan

Reviewer accepted review: 2025-12-22 04:05

Reviewer performed review: 2025-12-22 07:53

Review time: 3 Hours

Does the manuscript’s content fall within the scope of
the journal? Yes

Is there any Key Word that is not included in the
manuscript title? No

Content to be reviewed
Do authors’ affiliations correspond to the content of the
manuscript? Yes

Does the Abstract contain the contents of each part of

the manuscript (IMRaD)? Yes

11




JRaishideng® Group

Baishideng
P u b l | S h | n g Telephone: +1-925-399-1568

7041 Koll Center Parkway, Suite
160, Pleasanton, CA 94566, USA

E-mail: office@baishideng.com

https:/ /www.wjgnet.com

Are the Key Words complete? Yes

Is the content of the Introduction adequate? Yes

Is the content of the Materials and Methods complete?
Not Applicable

Is the description of the experiments clear and
complete? Not Applicable

Are the experimental data presented in the
manuscript’s biostatistics content reliable? Not
Applicable

Are the experimental data of the Results true and
reliable? Not Applicable

Are the quality and resolution of the images up to
standard? Not Applicable

Do the selection and design of the figures and tables
follow the principles of necessity and clarity? Not
Applicable

Is there any duplication between various parts of the
manuscript and between the main text and the content
presented in the figures and tables? Not Applicable
Are the figures and tables numbered consecutively in
the order in which they appear in the manuscript? Not
Applicable

Is the content of the Discussion reasonable? Yes

Is the Conclusion reasonable? Yes

Are all references necessary and reasonable? Yes

Do authors omit important references? No

Are all references related to the topic of the
manuscript? Yes

Do authors only cite their own earlier publications? No

Is the manuscript’s text correct, concise, and clear? Yes

12




Jaishideng® Group

Baishideng
P u bl | S h | n g Telephone: +1-925-399-1568

7041 Koll Center Parkway, Suite
160, Pleasanton, CA 94566, USA

E-mail: office@baishideng.com

https:/ /www.wjgnet.com

Will the manuscript’s content be of interest to readers?
Yes

Are additional experiments needed for the study? No
Does the research scope comply with ethics? Not

Applicable

Scientific quality

Grade B (Very good)

Novelty of this manuscript

Grade B (Very Good)

Creativity or innovation of this

manuscript

Grade B (Very Good)

Scientific significance of the conclusion

in this manuscript

Grade B (Very Good)

Language quality Grade B (Very good)
Does this manuscript describe a study of
the existing knowledge system? ves
Does this manuscript report a
Yes
revolutionary innovation?
Does this manuscript report an
unconventional innovation? No
Conclusion Accept

Peer-reviewer statements

Peer-Review: Anonymous

Conflicts-of-Interest: No

Are your review comments generated by

Al tools?

No

SPECIFIC COMMENTS TO AUTHORS

The author has addressed each peer review comment individually and supplemented

the relevant content. This review finds that the manuscript generally meets publication

standards. Acceptance is recommended.

13




7041 Koll Center Parkway, Suite

B a l S h l d C n g 160, Pleasanton, CA 94566, USA
P u b l | S h | n g Telephone: +1-925-399-1568

E-mail: office@baishideng.com

3ui5hiden9® G rou p https:/ /www.wjgnet.com

RE-REVIEW REPORT OF REVISED MANUSCRIPT

Name of journal: World Journal of Gastroenterology

Manuscript NO: 116481

Title: AADN score predicts overall and progression-free survival in triple therapy for
hepatocellular carcinoma

Provenance and peer review: Invited Manuscript; Externally peer reviewed

Peer-review model: Single blind

Reviewer’s code: 06541912
Position: Peer Reviewer

Academic degree and professional title: MD
Reviewer’s Country/Territory: China
Author’s Country/Territory: Chile
Manuscript submission date: 2025-11-12
Reviewer chosen by: Ming Fan

Reviewer accepted review: 2025-12-22 15:14
Reviewer performed review: 2025-12-22 15:19

Review time: 1 Hour

Does the manuscript’s content fall within the scope of
the journal? Yes

Is there any Key Word that is not included in the
manuscript title? No

Content to be reviewed Do authors’ affiliations correspond to the content of the
manuscript? Yes

Does the Abstract contain the contents of each part of
the manuscript (IMRaD)? Yes

Are the Key Words complete? Yes




JRaishideng® Group

Baishideng
P u b l | S h | n g Telephone: +1-925-399-1568

7041 Koll Center Parkway, Suite
160, Pleasanton, CA 94566, USA

E-mail: office@baishideng.com

https:/ /www.wjgnet.com

Is the content of the Introduction adequate? Not
Applicable

Is the content of the Materials and Methods complete?
Not Applicable

Is the description of the experiments clear and
complete? Not Applicable

Are the experimental data presented in the
manuscript’s biostatistics content reliable? Not
Applicable

Are the experimental data of the Results true and
reliable? Not Applicable

Are the quality and resolution of the images up to
standard? Not Applicable

Do the selection and design of the figures and tables
follow the principles of necessity and clarity? Not
Applicable

Is there any duplication between various parts of the
manuscript and between the main text and the content
presented in the figures and tables? Not Applicable
Are the figures and tables numbered consecutively in
the order in which they appear in the manuscript? Not
Applicable

Is the content of the Discussion reasonable? Not
Applicable

Is the Conclusion reasonable? Not Applicable

Are all references necessary and reasonable? Yes

Do authors omit important references? No

Are all references related to the topic of the
manuscript? Yes

Do authors only cite their own earlier publications? No

Is the manuscript’s text correct, concise, and clear? Yes

15




Jaishideng® Group

Baishideng
P u bl | S h ] n g Telephone: +1-925-399-1568

7041 Koll Center Parkway, Suite
160, Pleasanton, CA 94566, USA

E-mail: office@baishideng.com

https:/ /www.wjgnet.com

Will the manuscript’s content be of interest to readers?
Yes

Are additional experiments needed for the study? No
Does the research scope comply with ethics? Not

Applicable

Scientific quality

Grade B (Very good)

Novelty of this manuscript

Grade B (Very Good)

Creativity or innovation of this

manuscript

Grade B (Very Good)

Scientific significance of the conclusion

in this manuscript

Grade B (Very Good)

Language quality

Grade B (Very good)

Does this manuscript describe a study of

the existing knowledge system? e
Does this manuscript report a
revolutionary innovation? No
Does this manuscript report an
unconventional innovation? e
Conclusion Accept

Peer-reviewer statements

Peer-Review: Anonymous

Conflicts-of-Interest: No

Are your review comments generated by

Al tools?

No

SPECIFIC COMMENTS TO AUTHORS

I have no other comments.

16




