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SPECIFIC COMMENTS TO AUTHORS

This is a letter to the editor commenting on the study by Feng et al., focusing on the

associations among gut microbiota, metabolome, and serum indicators in patients with
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hepatocellular carcinoma (HCC). It presents clear viewpoints and rigorous academic
logic, fully conforming to the format requirements of a "LETTER TO THE EDITOR." By
addressing key controversial issues in HCC gut microbiota research—including
inconsistencies across different study results and the impacts of hepatitis B virus (HBV)
infection and antiviral therapy—this letter supplements important perspectives not
covered in the original study, demonstrating significant academic value. It cites 10 recent
relevant literatures, covering diverse populations (elderly HCC patients, viral/non-viral
related HCC patients) and research directions, which strongly supports the
persuasiveness of the viewpoints. Additionally, the letter features a standardized and
clear structure, with the conclusion section echoing the value of the original study and
proposing optimization directions, aligning with the writing logic of academic letters.
Below are specific suggestions:

1. When "HC, HCC12, and HCC34 groups" are first mentioned in the main text, their
definitions (presumably subgroups from the original study) are not clarified. A brief
explanation or a reference to the corresponding section of the original literature should
be added.

2. The names of certain bacteria require italicization, such as Lachnospiraceae,
Muribaculaceae, Desulfovibrionaceae, etc.

3. After presenting the findings from different studies in Section 1, a concluding sentence
can be added (e.g., "The aforementioned discrepancies across studies suggest that the
gut microbiota characteristics of HCC patients may be regulated by multiple
confounding factors") to introduce the subsequent analysis of influencing factors,
resulting in a more natural transition. After the sentence "Therefore, further validation of
the unique biomarkers for HCC is required." in Section 1, add the following sentence:
"These inconsistent findings across studies imply that the gut microbiota characteristics

of HCC patients are likely regulated by multiple confounding factors." This will create a
4
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smoother connection to the subsequent analysis of influencing factors.
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SPECIFIC COMMENTS TO AUTHORS

This Letter to the Editor presents a concise and scientifically relevant commentary on the
study by Feng et al. (2025), which employed a multi-omics approach to investigate

associations between the fecal metabolome, gut microbiota, and serum indicators in
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hepatocellular carcinoma (HCC). The authors commendably summarize the major
findings of Feng et al. and raise two well-defined discussion points:

(1) the variability of gut microbiota profiles among HCC patients across different studies
and potential influencing factors (diet, medication, geography, etc.).

(2) the effects of hepatitis B virus (HBV) infection and antiviral drug therapy on gut
microbiota composition and metabolic signatures in HCC.

The Letter is well written, well referenced, and thematically appropriate for the journal.
It demonstrates good understanding of the gut-liver axis and provides valuable
interpretative insight into the clinical implications of multi-omics findings.

However, the manuscript would benefit from enhanced mechanistic depth, a more
balanced discussion structure, and concise refinement of the conclusion.

Major Comment

Overall, the Letter demonstrates clear understanding of the topic, provides balanced
evaluation, and offers specific directions for future research. However, several revisions
are recommended to improve scientific depth, structural balance, and linguistic
precision.

#1: Expand the discussion on the mechanism of HBV and antiviral drugs

The authors should briefly elaborate on how HBV or antiviral treatment modulates gut
microbiota, for example via alterations in bile acid metabolism, intestinal permeability,
or immune signaling (e.g., TLR4-NF-xB pathway), supplemented by one or two of the
most recent references. Such mechanistic context would enhance the scientific depth of
the Letter.

#2: Balance the Two Discussion Sections

The first section on gut microbiota variation across studies is comprehensive and
detailed, whereas the second section on HBV and antiviral effects is relatively brief.

Consider expanding the second part to achieve better balance and emphasize its clinical
9
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relevance.

#3: Improve the Concluding Remarks

I recommend adding the following statement to the final paragraph: “Clarifying the
causal interplay among HBV infection, antiviral treatment, and the gut-liver axis will
refine our understanding of HCC pathogenesis and improve diagnostic biomarker
discovery.”

This addition would strengthen the conclusion by highlighting the clinical relevance of
integrating virological, microbial, and metabolic factors in HCC research.

#4: Clarify the Interaction Between HBV Status and HCC-Specific Microbiota Changes
Clarify the influence of HBV status on microbiota alterations in HCC. Since most
patients in Feng et al’s study were HBV-positive, the authors should distinguish
HBV-related dysbiosis from tumor-associated changes (more reference or discussion is
needed).

#5: Language and Style

(1)When referencing HCC12 and HCC34 groups, please briefly clarify their definitions
as reported in Feng et al.’s paper to assist readers unfamiliar with the original study.
Such as the HCC12 (comprising patients with stage I and II HCC) and HCC34 groups
(comprising patients with stage III and IV HCC)

(2)Ensure consistent use of English punctuation (replace “; ” with “;”).

(3)Verity uniformity of reference style (such as Journal Abbreviation, Name
abbreviation).

(4)Consistency in Nomenclature: Please ensure consistent use of italics for genus and
species names throughout the text. For example, Lachnospira, Streptococcus, Veillonella,
Escherichia-Shigella, Blautia, and Bifidobacterium should all be italicized.

(5)Clostridium perfringens" is a species, not a genus (Confirmation is needed).

Recommendation: Accept with Minor Revisions
10
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The letter is suitable for publication. Minor revisions are suggested primarily to enhance

clarity, impact, and adherence to standard academic formatting.
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