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Is the content of the Introduction adequate? Yes

Is the content of the Materials and Methods complete?

Yes

Is the description of the experiments clear and

complete? Yes

Are the experimental data presented in the

manuscript’s biostatistics content reliable? Yes

Are the experimental data of the Results true and

reliable? Yes

Are the quality and resolution of the images up to

standard? Yes

Do the selection and design of the figures and tables

follow the principles of necessity and clarity? Yes

Is there any duplication between various parts of the

manuscript and between the main text and the content

presented in the figures and tables? Yes

Are the figures and tables numbered consecutively in

the order in which they appear in the manuscript? Yes

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? Yes

Are all references related to the topic of the

manuscript? Yes

Do authors only cite their own earlier publications? Yes

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? Yes

Does the research scope comply with ethics? Yes
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Novelty of this manuscript Grade C (Good)

Creativity or innovation of this
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Scientific significance of the conclusion
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Does this manuscript describe a study of
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unconventional innovation?
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SPECIFIC COMMENTS TO AUTHORS
This study focuses on the role of Cullin-2 (CUL2) in the progression of hepatocellular

carcinoma (HCC). By integrating clinical specimen detection, multicenter database

analysis, and a variety of experimental techniques, the study found that CUL2 is

significantly overexpressed at both the mRNA and protein levels in HCC tissues, and its

high expression is significantly associated with poor prognosis in patients. In addition,

through CRISPR functional screening data analysis, the authors indicated that CUL2

knockout can inhibit the growth of 20 out of 21 HCC cell lines. Mechanistically, CUL2
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may promote HCC progression by regulating pathways such as the cell cycle and

nucleocytoplasmic transport. This study initially analyzes the role of CUL2 in HCC

through extensive bioinformatics analysis combined with basic experimental verification

(immunohistochemistry). However, the manuscript still requires substantial major

revisions to meet the rigorous standards for academic publication, with specific

improvements needed in the following key areas:

1.In the INTRODUCTION, it is necessary to add related context about the roles of Cullin

family members in HCC (e.g., CUL1, CUL3, CUL4A/B, CUL5) .

2. The framework of the figure panel in the entire article needs to be substantially

revised. For example, content related to CUL2 expression levels should be grouped

together, and content associated with diagnostic value should be collated separately.

3. Given the proliferation of bioinformatics-focused studies in recent years, pure in silico

analyses are increasingly viewed as insufficient to support robust conclusions. To

enhance the credibility, rigor, and translational potential of the findings, it is strongly

recommended to supplement functional cell experiments targeting CUL2.

4. Further analysis of the correlation between CUL2 expression levels and key clinical

characteristics (e.g., tumor stage, differentiation grade, vascular invasion, and treatment

response) should be supplemented.

5. The current discussion only briefly mentions that CUL2 may regulate the cell cycle

and nucleocytoplasmic transport pathways, without sufficient depth or integration with

existing literature. A more comprehensive and detailed discussion is required to

elaborate on the potential molecular mechanisms,

6. The article lacks Conclusion section.
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