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SPECIFIC COMMENTS TO AUTHORS
Keywords

-Concepts such as “predictors” or ‘risk stratification” that are particularly emphasised in
the article are not included in the keywords. The geographical context of the study, such
as ‘Mexico,” or unique contributions such as ‘prognostic scoring systems (MELD, ALBI)’
are not reflected in the keywords.

Introduction

The transplantation rates and mortality percentages provided in the Introduction section
3
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(13-33% mortality, 60% spontaneous resolution, 40% need for transplantation, 31% LT
rate, and the effect of ALF on LT programmes) are too detailed. These data disrupt the
tflow of the introduction.

The authors should consider moving this information to the “Discussion” section and
using it to compare their own findings with literature data.

Material- Methods

-Why were 69 patients considered sufficient? Statistical adequacy is unclear as no power
analysis was performed.

- Data collection details are not specified.

- How were missing data handled? It is stated that only one patient was excluded, but it
is not explained whether there were any missing data in the remaining patients.

- The laboratory methods used for measurements (e.g., biochemistry analyser, normal
reference ranges) are not specified.

- It is stated that patients were followed up until discharge, transfer, or death, but
information such as the median follow-up period is not provided.

- Additionally, in the Materials and Methods section, prognostic scoring systems such as
MELD, MELD-Na, MELD 3.0, and ALBI are described, but no supporting literature
references are provided for these scores. The authors should cite the original or key
validation studies for each scoring system to strengthen the methodological rigor and
allow readers to verify their application.

In short, authors should consider addressing shortcomings such as power analysis,
missing data management, details of laboratory methods, and clarification of the
follow-up period.

Results

Mortality and transplantation occurred in only 3 patients. Making strong statistical

inferences from such a small sample size may be misleading.
4
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Strong statistical significance, such as ‘p<0.001’, was reported, but the reliability of these
results is questionable given the small number of cases.

The ALF group is referred to as ‘5 patients,” while the transplantation/death group is
referred to as ‘3 patients’; however, upon reviewing the tables, the ‘n” numbers do not
always align with the text. For example, the text states that the OLT/mortality group isn
= 3. However, Table 2 shows n = 4 for the same group.

Therefore, it is unclear whether the number of patients in the ‘transplantation/death
group’ is 3 or 4. This inconsistency affects the reliability of the results. There is a very
wide standard deviation in NLR, bilirubin, and transaminase levels. This indicates that
the distribution is heterogeneous and that interpreting results with a small number of
patients is risky.

Only Student's t-test, chi-square, and Fisher's exact tests were used, but non-parametric
tests might have been more appropriate for small samples and unbalanced groups.
Although data has been collected and presented in tables, the reliability of the results is
limited due to small sample sizes, group imbalances, excessive p-values, and wide
variances. In other words, the statistical power of the results is weak and should be
interpreted with caution.

Additionally, in the Results section, much of the detailed numerical data already
presented in Tables 2-4 is repeated, which reduces readability. Furthermore, the same
clinical and biochemical variables (bilirubin, INR, MELD scores, ...) are repeated in
multiple tables, creating unnecessary duplication. The authors should simplify the
presentation and enhance clarity by avoiding the repetition of raw numbers in the text
and merging overlapping tables.

Discussion

-The lack of direct references to the tables in the discussion section is a significant

shortcoming. The authors should correct this.
5
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-The first paragraph of the discussion section begins with a repetition of the results
rather than highlighting the strengths or original contributions of the study. It should
begin with the strengths of the study.

Conclusion

-Conclusion, original contribution (ALBI score), strengths, and recommendations for the
future would make it much more convincing.

References

-Some references are quite old. Original or validity studies for some prognostic scoring
systems (MELD, MELD-Na, MELD 3.0, ALBI) used in the Methods section have not been
referenced. The reference list should be updated by removing less relevant sources and
adding current and authoritative studies.

*Krugman S, Ward R, Giles JP, Bodansky O, Jacobs AM. Infectious hepatitis... N Engl ]
Med. 1959

* Feinstone SM, Kapikian AZ, Purceli RH. Hepatitis A: detection by immune electron
microscopy... Science. 1973

*Feinstone SM. History of the Discovery of Hepatitis A Virus. Cold Spring Harb Perspect
Med. 2019

*Mexico epidemiological transition studies: More recent national or regional data should

be added (publications after 2022
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survive, and those who recovered without
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transplantation. Such predictors are clinically valuable for triaging and managing these
patients.

That said, the study cohort is relatively small, and validation in larger patient
populations will be necessary to strengthen the reliability of the predictive findings.
While the discussion briefly addresses the role of underlying chronic liver disease, such
patients were not included in this study. This is a significant limitation, as HAV infection
in the setting of chronic liver disease is known to markedly increase the risk of mortality,
especially when superadded infections are present.

The authors are encouraged to reference prior studies that have examined predictors of
ALF and mortality, such as:

Jiang AA et al. Predictors of Acute Liver Failure in Patients With Acute Hepatitis A: An
Analysis of the 2016-2018 San Diego County Hepatitis A Outbreak. Open Forum Infect
Dis. 2019;6(11):0fz467.

Poyekar S, Nagral A. Prediction of mortality from hepatitis A virus-related acute liver
failure in children—Do we have the perfect prognostic model? Indian ] Gastroenterol.
2024;43:292-295.

Some of the cited references (1-5) do not appear directly relevant to this work and are
not cited in the main text. These should be reviewed and revised for appropriateness.
The Results section also includes unnecessary repetition of data already provided in the
tables. It would be more effective to highlight only the statistically significant findings in
the text and remove redundant details.

The conclusion, in its current form, is too general. It would be stronger if it explicitly
summarized the key predictors of mortality identified in the study and presented a
precise take-home message.

Despite the limitations of being a case series, the study addresses an important clinical

problem and will be of interest to readers. It reiterates important predictors of ALF and
10
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mortality, including age, albumin, INR, and MELD-Na score. With the suggested

revisions, the manuscript merits publication.

11
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SPECIFIC COMMENTS TO AUTHORS

The authors have performed a retrospective analysis of HAV patients in Mexico and

their clinical outcomes. They have analyzed various clinical data and compared these

groups to patients who had ALF to who did not.

Overall, I believe the title of the manuscript doesn’t follow the contents. The manuscript
appeared more of a comparison of patients with HAV that had ALF or not, as opposed
to what predicts mortality. I believe the control group which the authors are using,

nameless patients with HAV without ALF, is not a valid group for predictions. There are
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already certain guidelines in place that allows us to predict if a patient with ESLD or
ALD will do bad or not. As such, a better study that would correlate with the title should
include non-HAV patients with ALD as a comparison to accumulate statistical data.
Furthermore, a control group HAV without ALF doesn’t necessarily act as a good
control group, since they already do not have ALF, they did not require transplantation.
Furthermore, the datapoints should be collected longitudinally, likely before
transplantation, or at the time the patients were considered or designated to become
transplant candidates.

I believe if the paper is written as a case report that gives clinical values, it would have
addition to the literature. However, in its current form, it doesn’t add what the authors
claim to the literature.

Lastly, it would be very important for authors to mention the HAV vaccine. Although, I
do not know of Mexico’s health policies, a simple and cheap vaccine should be
mentioned in the paper.

Minor comments:

- The abstract lacks introduction. Please add it.

- Please remove “in this descriptive” from the abstract’s method section. Likewise, please
remove “in total” from the abstract’s results section to make the abstract more flow
smoothly.

- In the introduction, please refer to whether HAV vaccine is being utilized in Mexico or
not. It is unfortunately to see a troubling increase in the incidence for a disease that can
be prevent with a cheap vaccine.

- In the introduction, the authors are talking about systems and scores associated with
adverse outcomes only. This doesn’t correlate with the title of the manuscript.

- In the methods, why a bimodal analysis was not made? The authors have pointed in

the introduction that HAV is bimodal in Mexico. It would be important to see what
15
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predicts the need for liver transplantation in children who usually present with mild
disease.

- In results and discussion, there is no to very little mention of when data points were
collected. This is very important as the data can be very misleading if collected
immediately before transplant and death or within 1 week or 2 weeks of infection. A

longitudinal collection would help and explain more.
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present form. I agree that it requires more studies to evaluate and validate the predictors
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will generate more interest in the topic to come up with proven predictors.
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