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Conflicts-of-Interest: No
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AI tools?
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SPECIFIC COMMENTS TO AUTHORS
This study provides a focused analysis of hepatocellular carcinoma (HCC) arising in

non-fibrotic (F0) livers, a distinct clinical entity often overshadowed by the more

common cirrhosis-associated HCC. Through a retrospective comparative design, the

research clearly delineates the unique profile of F0 HCC: affected individuals are

typically older, predominantly male, and more frequently have a non-viral etiological

background, suggesting a potential oncogenic pathway different from the classic

fibrosis-cirrhosis-carcinoma sequence. A notable finding is that these tumors are often

larger at diagnosis, possibly due to the absence of routine surveillance in non-cirrhotic
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individuals. While overall survival was comparable to patients with F4 (cirrhotic) HCC,

the prognosis for F0 patients was critically dependent on recurrence status; tumor

recurrence was associated with significantly worse survival outcomes. Furthermore,

multivariate analysis identified tumor multiplicity as a key independent risk factor for

recurrence in this group.These findings carry important clinical implications. They

underscore a significant gap in current management paradigms: individuals with

preserved liver function but without cirrhosis are not under standard HCC surveillance,

leading to delayed diagnosis and advanced disease. The study, therefore, strongly

advocates for heightened clinical vigilance and the establishment of multidisciplinary

collaboration models involving primary care, endocrinology, and gastroenterology to

improve early detection in this at-risk population. However, the impact of the work is

tempered by methodological constraints, including its retrospective nature, a relatively

small sample size in the F0 cohort, and a lack of mechanistic or molecular exploration

into the drivers of hepatocarcinogenesis in non-fibrotic livers. Future prospective studies

with integrated biomarker profiling are needed to validate these observations and guide

the development of targeted surveillance strategies.While this work has potential clinical

implications, it is constrained by limitations in data processing and methodological

innovation.The following are the comments and suggestions about this manuscript:

1.Due to systematic differences in age, gender, etiology, and other aspects between the

two patient groups, directly comparing recurrence rates would be confounded by these

factors, leading to lower reliability of the conclusions. It is recommended to apply

propensity score matching analysis.

2.The key findings of this study significantly overlap with the core conclusions of the

published literature [PMCID: PMC11095585， PMID: 29454570], lacking the novelty

required.

3.The references appear to be missing from the submission.
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4.This single-center study with a small cohort size limits the generalizability of its

conclusions.
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Do the selection and design of the figures and tables
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Creativity or innovation of this

manuscript
Grade B (Very Good)

Scientific significance of the conclusion

in this manuscript
Grade C (Good)
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Does this manuscript describe a study of

the existing knowledge system?
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Does this manuscript report a

revolutionary innovation?
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Are your review comments generated by
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SPECIFIC COMMENTS TO AUTHORS
This study focuses on hepatocellular carcinoma (HCC) occurring in the context of F0

liver tissue, conducting a systematic analysis of clinical features, survival outcomes, and

risk factors for recurrence. This study defined the F0 and F4 populations using strict

histological diagnosis. The sample sources were clear and the surgical cases were

complete, demonstrating certain innovation and clinical significance. In particular, the

characteristic description of HCC occurrence in non-fibrotic liver, the impact of

recurrence on prognosis, and the results of multivariate regression analysis have
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provided new evidence for understanding this rare but clinically important HCC

subtype. Overall, the article has a complete structure, relatively clear logic, and detailed

clinical data, and has the potential for publication. However, some parts still need to be

further supplemented and revised to enhance the scientific nature, explanatory power

and clinical translational significance of the results.

The imbalance between the F0 (n=42) and F4 (n=105) samples can affect the reliability of

inter-group comparisons. Authors should explain in the method or discussion why the

sample differences are so significant and conduct statistical power evaluation or

sensitivity analysis. Although the author pointed out the influence of age on FIB-4, it is

still recommended to provide further data, such as an age-adjusted analysis of FIB-4 in

the F0 group or use other non-invasive fibrosis scores (such as APRI) for verification, to

enhance the rigor of the argument. Studies have found that the recurrence of F0-HCC

significantly affects OS, while there is no significant relationship between recurrence and

OS in F4-HCC. This conclusion is worthy of in-depth discussion, including: Does the

main cause of death for F0 patients stem from tumor progression?

It is suggested to add more information on the causes of death or conduct a competitive

risk analysis. At present, the model only incorporates some clinical indicators. However,

important factors influencing recurrence, such as the degree of tumor differentiation,

vascular invasion (MVI), and margin status, were not included in this study, which may

lead to result bias. It is suggested that the author supplement the relevant pathological

data. The occurrence mechanism of F0-HCC may be different from the traditional

inflammation-fibrosis-carcinogenesis pathway. It is suggested that the author expand the

discussion on the following content: the association between metabolic syndrome and

HCC; The direct carcinogenic mechanism caused by HBV integration; The role of

genetic/epigenetic alterations in the occurrence of F0-HCC can greatly enhance the

academic depth of the article.
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