Response to Reviewers
Manuscript NO.: 112767
Title (revised): Predictors of Mortality and Liver Transplantation Requirement in
Acute Hepatitis A: A Case Series from Mexico.
Dear Editor and Reviewers,
We sincerely appreciate the time, effort, and expertise you dedicated to reviewing
our manuscript. Your constructive comments have been invaluable in helping us
improve the clarity, methodological rigor, and overall impact of our work. We
have carefully addressed each point raised and made substantial revisions
accordingly. Below we provide a detailed, point-by-point response, expressing our
gratitude for every suggestion. All modifications are highlighted in the revised
manuscript with track changes.
Reviewer #1
R1-1. Title does not match content.
Response: Thank you for this insightful observation. We completely agree
and have revised the title to better reflect the focus on predictors and the
case-series design.
Change in manuscript: Title revised to “Predictors of Mortality and Liver
Transplantation Requirement in Acute Hepatitis A: A Case Series from
Mexico.”
R1-2. Control/comparator group validity (HAV without ALF).
Response: We greatly appreciate this thoughtful comment. We clarified in
the Methods that we used internal comparators (HAV without ALF) to
minimize heterogeneity and have acknowledged that this limits external
generalizability.
Change: Explanation added in Methods - Study Population; limitation
emphasized in Discussion.

R1-3. Timing/longitudinal data collection.



Thank you for highlighting this important point. We now specify that
variables were collected at hospital admission and that follow-up continued
until discharge, transfer, OLT, or death, reporting median follow-up with
IQR.

Change: Detailed in Data Collection and Follow-up sections.

R1-4. Vaccination against HAV in Mexico.

Response: This is an excellent suggestion. We added a statement that HAV
vaccination is not part of the national immunization schedule, is available
only in the private sector, and could represent a cornerstone of public health
policy.

Change: New sentences in Introduction and expanded discussion in
Discussion.

R1-5. Abstract edits (add intro; remove “in this descriptive” /“in total”).
Response: We are grateful for this observation. We added a concise
BACKGROUND paragraph, removed unnecessary phrases (“in this
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descriptive,” “in total”), and ensured a smooth flow.

Change: Abstract - BACKGROUND/METHODS/RESULTS revised.

R1-6. Bimodal age distribution analysis.

Response: Thank you for pointing this out. Because pediatric patients (<18

years) were excluded and the adult sample was small, a bimodal analysis

was not feasible; this is now explicitly acknowledged as a limitation.

Change: Methods (Population) and Discussion - Limitations updated.
Reviewer #2

R2-1. Small cohort; need external validation.

Response: We appreciate this valuable comment. We have explicitly

acknowledged the small sample size and highlighted the need for

multicenter validation to strengthen predictive models.

Change: Added to Discussion - Limitations and Conclusion.

R2-2. Chronic liver disease not included.



Response: Thank you for this observation. We clarified that patients with
known chronic liver disease were excluded, and we now discuss how this
limits generalizability to this high-risk group.

Change: Discussion - Limitations updated.

R2-3. Add prior work (Jiang 2019; Poyekar 2024); review refs 1-5.
Response: We sincerely appreciate this valuable recommendation. We have
incorporated the study by Jiang et al. (2019), as it is directly relevant to our
adult cohort and provides important insight into predictors of ALF. We
carefully reviewed the study by Poyekar et al. (2024), which focuses on
pediatric patients; although we excluded patients younger than 18 years
from our series. In addition, we critically reviewed our reference list,
removed obsolete or non-pertinent citations, and updated it with more
recent and relevant studies, including national epidemiology data.
Change: Introduction and Discussion updated with Jiang et al. (2019);
reference list revised and updated with current evidence (PMID/DOI
included).

R2-4. Results: avoid redundancy; emphasize significant findings.
Response: Thank you for this excellent suggestion. We streamlined the
Results section, cited tables explicitly, and retained only statistically and
clinically significant differences in the text.

Change: Results section rewritten for clarity.

R2-5. Conclusion too general.

Response: We appreciate this comment and have revised the Conclusion to
clearly list key predictors (age, albumin, INR, MELD-Na, MELD 3.0, ALBI)
and their clinical implications.

Change: Conclusion updated.

Reviewer #3

R3-1. Keywords missing core concepts and context.



Response: Thank you for this important observation. We revised the
keywords to include “Predictors,” “Risk stratification,” “Mexico,” and
“Prognostic scoring systems (MELD, MELD-Na, MELD 3.0, ALBI).”
Change: Keywords.

R3-2. Introduction overloaded with rates; move to Discussion.

Response: We are grateful for this suggestion. Excess epidemiological data
were moved from the Introduction to the Discussion, where they are now
compared to our findings for better flow.

Change: Introduction (trimmed) and Discussion (new contextual

paragraph).

R3-3. Methods need detail: sample size rationale; lab methods/ranges;
missing data; follow-up; score validation refs.
Response: Thank you for this very constructive comment. We added:
e Explicit statement that no power analysis was performed (and
acknowledged as a limitation).
e Detailed description of laboratory analyzers, reference ranges, and
quality control.
e Approach to missing data (complete-case analysis).
e Median follow-up with IQR.
e References for MELD, MELD-Na, MELD 3.0, and ALBI validation.
Change: Materials and Methods fully revised.
R3-4. Results: sample size, n inconsistencies, and tables.
Thank you for pointing this out. We corrected n inconsistencies, clarified
use of non-parametric testing when appropriate, simplified narrative, and
merged baseline + outcomes into a single Table 1.
Change: Results and all tables revised; new titles and legends prepared,
three-line format.

R3-5. Discussion: cite tables; start with strengths/contribution (ALBI).



Response: We appreciate this excellent suggestion. The Discussion now
opens with the strengths and novelty of the study (use of ALBI), and tables
are explicitly cited throughout.
Change: Discussion revised.
R3-6. Conclusion: highlight ALBI contribution.
Response: Thank you for this comment. We revised the Conclusion to
emphasize the contribution of the ALBI score and the need for multicenter
validation.
Change: Conclusion revised.
R3-7. References update.
Response: We are grateful for this suggestion. The reference list has been
updated with recent national epidemiology data and all PMIDs/DOIs were
added using the Auto-Analyser.
Change: References updated.

Editorial Office / Science Editor
E1. Abstract structure (incl. AIM).
Response: Thank you for this instruction. Abstract now follows
BACKGROUND, AIM, METHODS, RESULTS, CONCLUSION, with AIM
explicitly stating the study purpose.
Change: Abstract.
E2. Language certificate.
Response: We obtained professional English language editing and will
submit the certificate.
Change: Submission files.
E3. Author list format and contributions.
Response: Author names and contributions revised to requested format
(Surname + Initials in contributions).
Change: Fly Page/Footnotes; Author Contributions.
E4. Audio Core Tip.



We sincerely appreciate this suggestion. Given the retrospective case-series
design and the nature of our findings, we believe that an audio core tip
would not add significant value beyond the structured abstract and key
message already provided in the manuscript. Therefore, we kindly request
to waive the requirement for an audio core tip for this submission.

E5. References (PMID /DO order; Auto-Analyser).

Response: We edited references using the Auto-Analyser, added
PMIDs/DOQOIs where available, verified numeric order, and ensured text
citations follow journal style.

Change: References and in-text citations.

E6. Tables (order; three-line; alignment).

Response: Reformatted to three-line style, renumbered sequentially;
merged former Tables 1-2 into Table 1.

Change: Tables and legends.

E7. Acknowledgements (no companies).

Response: Complies; no commercial names included.

Change: Acknowledgements (none).

E8. Abbreviations policy.

Response: All abbreviations are now defined at first mention
(Abstract/body); no standalone abbreviation list is provided.

Change: Global edits (e.g.,, MELD/MELD-Na/MELD 3.0 in Abstract;
PT/INR in Lab Methods; IQR in Results).

E9. Country/ Territory of origin; Manuscript Type.

Response: Country indicated as Mexico; type set to Case Series.

Change: Fly Page.

E10. Minor style points (author-after-citation number placement).
Response: Adjusted to journal convention (e.g., “Mandal et al[8] ...”).

Change: Global in-text citations.



E11. Journal transfer note.
Response: We appreciate the guidance; we are proceeding with the current

handling journal as advised by the Editorial Office.
We are sincerely grateful for your valuable comments, which have greatly
improved our manuscript. We hope that the revisions meet your expectations and
look forward to your favorable consideration.

Warm regards,

Cristian Alejandro Bautista-Mondragéon, MD
On behalf of all co-authors



