Peer-review report(s). Authors must resolve all issues in the manuscript that are raised in the
peer-review report(s) and provide point-by-point responses to each of the issues raised in the
peer-review report(s):

Reviewer #1:

Scientific Quality: Grade C (Good)

Language Quality: Grade B (Minor language polishing)

Conclusion: Minor revision

Specific Comments to Authors:

This study significantly enhanced our understanding of the molecular mechanisms underlying
HCC. By focusing on the role of O-GlcNAcylation, a post-translational modification, the
research highlighted a crucial aspect of protein regulation that is pivotal in cancer biology. The
findings demonstrated that senegenin impacts the NF-xB and JNK signaling pathways, which
provided a mechanistic basis for the development of targeted therapies aimed at these
pathways. Also, Senegenin can reduce the levels of O-GlcNAcylation and subsequently inhibit
cancer cell growth and metastasis, which lays the groundwork for potential clinical
applications. I have no another special comment and recommend for publication after

COI'I'ECﬁl'Ig some minor gramimar errors.

Re: We would like the editor of the magazine to do the language editing and pay $250 for the

language editing fee.

Reviewer #2:

Scientific Quality: Grade B (Very good)

Language Quality: Grade B (Minor language polishing)
Conclusion: Minor revision

Specific Comments to Authors:

Zhang et al. investigates the role of senegenin and O-GlcNAcylation in HCC growth and
metastasis, which examines the molecular mechanisms by which senegenin impacts O-
GlcNAcylation and its downstream effects on HCC cells. The manuscript presents compelling
evidence for the role of senegenin in modulating O-GlcNAcylation and inhibiting HCC cell

growth and metastasis. The study is well-designed and executed, offering valuable insights



into the molecular mechanisms involved. Major comments: The authors should perform more
in-depth studies on the specific molecular interactions between senegenin, O-GlcNAcylation,
and the NF-xB and JNK pathways.

Re: Thank you for your review. In our further research we plan to conduct immunofluorescence
staining to observe the localization and expression changes of O-GIcNAc, p65, and p-JNK within
the cells, providing a visual understanding of the interactions between these molecules. We will also
perform RNA sequencing analysis to comprehensively understand the changes in gene expression
profiles after Senegenin treatment, particularly those genes related to cell proliferation, migration,

and invasion.

In addition, please discuss the potential implications of these findings for other cancers and
diseases involving O-GlcNAcylation.

Re: Thank you for your suggestions. We have added discussion as follow “O-GIlcNAcylation affects
many diseases, including diabetes, diabetic nephropathy, and neurodegenerative disease such as
Alzheimer disease [PMID: 22923583; PMID: 23642195]. In recent years, several studies have
addressed the role of protein O-GlcNAcylation in various types of cancer, including the impact of
O-GlcNAcylation in proliferation, angiogenesis, and metastasis of cancer cells [PMID: 27343361;

PMID: 33194731]. The results of these studies suggest that lowering O-GlcNAcylation levels may
be a universally applicable anticancer strategy that can effectively inhibit the growth and metastasis
of many types of cancer. By developing specific inhibitors of O-GIcNAcylation and OGT, new
directions and approaches for cancer treatment may be provided.”

Minor comments: (1) The methodology is detailed and well-documented. However, the
authors should ensure that all reagents and materials must be specified the source or producer.
(2) The references style should be standardized according to the journal guideline. (3) Please
keep all images with high resolution. Overall, this study makes a significant contribution to
this field, and should be considered for publication after some revisions.
Re: Thank you for your review.

(1) Thank you for your advice. We have reviewed all the reagents and consumables in the materials

and methods section and made necessary additions and improvements.
(2) Thank you for your advice. We have modified the references according to the requirements.

(3) Thank you for your suggestions. We have kept all images with high resolution.

Editorial Office’s comments. Authors must revise the manuscript according to the Editorial

Office’s comments and suggestions, which are provided below:

(1) Science Editor:

1 Scientific quality: The authors submitted a study of the mechanism study of the effect of
senegenin on hepatocellular carcinoma by regulating the level of O-GlcNAc glycosylation.

(1) Classification: Grade B and Grade C;

(2) Summary of the Peer-Review Report: The methodology is detailed and well-documented.

However, the authors should ensure that all reagents and materials must be specified the



source or producer. The references style should be standardized according to the journal

guideline. Please keep all images with high resolution;

Re: Thank you for your review. We have made the changes as requested.
(3) References recommendations: The reviewer didn’t request the authors to cite improper

references published by him/herself.

(4) Manuscript Type: After verification, the manuscript type is "Basic study".

2 Specific comments

(1) Country/Territory of origin: China.

(2) The language classification is Grade B and Grade B. Please visit the following website for
the professional English language editing companies that we recommend:

https:/ /www.wjgnet.com/bpg/ gerinfo/240.

Re: We would like the editor of the magazine to do the language editing and pay $250 for the

language editing fee.

(3) Manuscript Title:

The title should not start with “The’.

Re: Thank you for your review. We have changed the title.

(4) Author list.

A hyphen should be included between the syllables of Chinese names. For example: Yi-Fan
Chang, Jia-Jing Li, Tao Liu, Chong-Qing Wei, Li-Wei Ma, Vladimir N Nikolenko, Wei-Long
Chang.

Re: Thank you for your review. We have changed the author names.

(5) Authors and institution(s): Author names should be written out first (as first name, middle
name initial (with no period) and family (sur)name; with a hyphen included between the
syllables of Chinese names) and typed in bold, followed by a comma and the complete name
of the affiliated institution, city, province/state, postcode and country typed in non-bold.
Examples for authors name and institutions are:

Yi-Fan Chang, Tao Liu, Chong-Qing Wei, Wei-Long Chang, Department of Gastrointestinal
Surgery, The First Affiliated Hospital of Zhengzhou University, Zhengzhou 450052, Henan
Province, China

Re: Thank you for your review. We have changed the institutions.

(6) Policy of allowing co-first authors and co-corresponding authors who made equal

contribution to a manuscript (https://www.wjgnet.com/bpg/Gerlnfo/310).

Re: Thank you for your review. We have made changes in accordance with the regulations.
(7) Please add the Author contributions: The ‘Author contributions’ passage describes the
specific contribution(s) made by each author. The author’s names will be listed in the following

format: full family (sur)name, followed by abbreviated first and middle names. For example,


https://www.wjgnet.com/bpg/gerinfo/240
https://www.wjgnet.com/bpg/GerInfo/310

Bryan L Copple should be revised as Copple BL. A full multi-author example is: Wang CL,
Liang L, Fu JF, Zou CC, Hong F and Wu XM designed the research study.

Re: Thank you for your review. We have added the author contributions.

(8) The “Key Words” does not meet the requirements:

The "Key words’ list will provide 5-10 keywords that reflect the main content of the study.

Re: Thank you for your review. We have increased the number of keywords.

(9) There are issues with the references:

Please remove "[]" from the reference list number. For example, changing "[1]" to "1".

Please provide the PMID numbers (https://pubmed.ncbi.nlm.nih.gov/) and DOI citation
numbers (https://doi.crossref.org/simpleTextQuery) to the reference list and list all authors
of the references. If a reference has no PMID and DOI, please provide the source website
address of this reference.

To ensure the accuracy of the references, please use "Edit References by Auto-Analyser"

(https:/ /www.f6publishing.com/Forms/main/ ArticleReferenceTool.aspx) to edit the

references of the manuscript.

Re: Thank you for your review. We have revised the references as requested.

(10) Figures. Uniform presentation should be used for figures showing the same or similar
contents; for example, “Figure 1 Pathological changes of atrophic gastritis after treatment.
A: ;B .., C ;D E LE LG

Abbreviations must be defined upon first appearance in the Figure Legends. Do not use non-
standard abbreviations, unless they appear at least two times in the text preceding the first
usage/ definition.

Re: Thank you for your review. We have revised the figure legends.

Original figure documents. [ the meantime, authors should provide the original figure documents.
Please prepare and arrange the figures using PowerPoint to ensure that all graphs or arrows or text
portions can be reprocessed by the editor, and upload it to the file destination of “Image File” in the
F6Pubishing system.

Re: Thank you for your review. We have prepaed the original figure documents.

(11) Notes in figures and tables.

Data with statistical significance in a figure or table should be denoted using superscripted
alphabetical lettering (don’t include symbols, such as %, #, 1, §, , ¥, @....), such that 2P < 0.05
and PP < 0.01. If there are other series of P values, the alphabetical subscripted denotation
format is continued, such that <P < 0.05 vs control, 4P < 0.01 vs control, ¢P < 0.05 vs group A, and
fP <0.01 vs group B. Data that are not statistically significant should not be denoted, i.e. P > 0.05
is not an allowed denotation.

Re: Thank you for your review. We have changed the figures.


https://www.f6publishing.com/Forms/main/ArticleReferenceTool.aspx

(12) Abstract. The 5 sections of the structured abstract are: BACKGROUND; AIM; METHODS;
RESULTS; CONCLUSION. Please add the “BACKGROUND”".

Re: Thank you for your review. We have added thed "'BACKGROUND'.

3 Recommendation: Conditional acceptance.

Language Quality: Grade B (Minor language polishing)

Scientific Quality: Grade C (Good)

(2) Company Editor-in-Chief:

I have reviewed the Peer-Review Report, full text of the manuscript, all of which have met the
basic publishing requirements of the World Journal of Gastrointestinal Oncology, and the
manuscript is conditionally accepted. I have sent the manuscript to the author(s) for its revision
according to the Peer-Review Report, Editorial Office’s comments and the Criteria for

Manuscript Revision by Authors.



