Specific Comments to Authors: In this article, the authors presented
a review regarding the discovering to clinical application of Molecular
and Genetic Markers, which covered the areas from data mining to
clinical validation of screened biomarkers. The authors also collected a
large number of studies related to biomarkers including both coding and
non-coding parts of human genome and point out the limitation of
Insilco analysis and clinical validation and covered interesting topics
such as Telomeres. However, this manuscript still needs to address
following points before consideration of publication.

1. The structure of current manuscript is poorly organized, with
different levels of titles mingling with each other, which make it difficult
for readers to follow.

Comment: Thanks for these kind recommendations. The structure is
modified to a clearer format, and a small explanation is written in the
"Background".

Meanwhile, several parts of the manuscript lack proper description to
help readers comprehend. For example, the part titled "Determining of
the Genetic- epigenetic- phenotypic linkage through clinical studies"
bring up Table 1 without giving an overall description of the topic, and
further directly dive into "Autophagy" while other pathways such as
"Proliferation" and "Cell growth and Angiogenesis" completely ignored. I
understand that the authors want to focus on their own research area,
however, a brief introduction of the larger picture will greatly ease the
difficulty in reading and help deliver the points the authors desired.
Comment: Thank you for this important note. A brief introduction was
added. Also parts explaining other molecular pathways as mentioned by
the reviewer are added.

2. When comes to specific subtopic, the manuscript lacked the
necessary elaboration. While the article could still majorly focus one the
authors' studies, research conducted by other groups in the same area
is still needed to demonstrate the whole picture of the related field,
which is the key point of a review article. Furthermore, in part
"Important Qualities in Diagnostic and Prognostic Markers That Have To
Be Met", the authors did not summary the important qualities of
biomarkers. Meanwhile, the authors pointed out the limitation of AFP
and other biomarkers due to their unsatisfying sensitivity and specificity
in this part, but when comes to the authors research, the authors also
did not provide any detail regarding the performance of their biomarker,
which make it very difficult for reader to understand the value of their
studies.

Comment: Many thanks to the reviewer's important comment. The
author thinks that the qualities of the biomarkers were implied in the
problems faced with AFP, but a paragraph was added to clarify this part.



Also, Sensitivity and specificity of the biomarkers are added from the
author’s work.

The summary of the important qualities for diagnostic and prognostic
biomarkers is presented in figure 1, and to avoid repetition, they
weren’t mentioned in the text.

3. The manuscript is titled as "Molecular and Genetic Markers in
hepatocellular carcinoma; from Insilco analysis to clinical validation".
However, the second part, i.e., clinical validation is much less discussed.
A crucial part for a successful biomarker is clinical validation, during
which different type of difficulty is presented. The authors should pay
more focus to this part and fully discuss how clinical validation and
Insilco analysis integrated.

Comment: Thank you for this valuable comment. This part is discussed
in the respective subtitle, in addition to figure 2 to show the clinical
validation and steps of integrating clinical and Insilco validation. An
added introductory part is added, with restructuring of the manuscript
to avoid repetition of explaining the existing biomarkers.

4. I fully understand that the authors did not want to spoil their
unpublished works, but in several part of the manuscript, the authors
presented their work in process while still kept all the related
information to themselves, which make some description meaningless
and confusing. For example, when covering the autophagy pathway,
the authors wrote: 'Also, we have another research completed, and on
its way to being published linking another set of genetic, and epigenetic
markers with autophagy through bioinformatics and confirmed by
clinical validation.' Reading this did not help reader understand the
importance of autophagy pathways nor deliver the significance of the
to-be-published work.

Comment: Thanks. This sentence is removed 'Also, we have another
research completed, and on its way to being published linking another
set of genetic, and epigenetic markers with autophagy through
bioinformatics and confirmed by clinical validation'

Despite above problems, the writing of this manuscript still need great
polishing, and the format of the manuscript also need further
modification. iske

Comment: Thank you. The manuscript was revised for grammatical
errors, syntax and flow.

(1) Science editor: 1 Scientific quality: The manuscript describes a
frontier of the molecular and Genetic Markers in hepatocellular
carcinoma. The topic is within the scope of the WIG.



(1) Classification: Grade C and Grade C;

(2) Summary of the Peer-Review Report: The authors presented a
review regarding the discovering to clinical application of Molecular and
Genetic Markers, which covered the areas from data mining to clinical
validation of screened biomarkers. However, the questions raised by
the reviewer should be answered; and

(3) Format: There is 1 table and 5 figures.

(4) References: A total of 73 references are cited, including 26
references published in the last 3 years;

(5) Self-cited references: There are 3 self-cited references. The self-
referencing rates should be less than 10%. Please keep the reasonable
self-citations that are closely related to the topic of the manuscript, and
remove other improper self-citations. If the authors fail to address the
critical issue of self-citation, the editing process of this manuscript will
be terminated; and

Comment: We thank the editor for this important note. As
recommended by the editor; in this revised manuscript, all the work
mentioned is related and didn't exceed the 10% limit; there were 6 self-
cited references in a manuscript with 81 references. The self-citation
was intended to demonstrate the author's contribution to the topic in
question (HCC biomarkers), as this is a "Frontier Article", but of curse
if the reviewers or editors insist on removing any of the references due
possible unsuitability to the topic, the author would immediately remove
the references with the explanatory paragraphs or the work done in this
area.

(6) References recommend: The authors have the right to refuse to cite
improper references recommended by peer reviewer(s), especially the
references published by the peer reviewer(s) themselves. If the authors
found the peer reviewer(s) request the authors to cite improper
references published by themselves, please send the peer reviewer’s ID
number to the editorialoffice@wijgnet.com. The Editorial Office will close
and remove the peer reviewer from the F6Publishing system
immediately.

2 Language evaluation: Classification: Grade C and Grade B. 3
Academic norms and rules: No academic misconduct was found in the
Bing search. 4 Supplementary comments: This is an invited manuscript.
No financial support was obtained for the study. The topic has not
previously been published in the WJG. 5 Issues raised:

(1) The language classification is Grade C. Please visit the following
website for the professional English language editing companies we
recommend: https://www.wijgnet.com/bpg/gerinfo/240;

Comment: The article was revised for native English and fluency.
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(2) The “Author Contributions” section is missing. Please provide the
author contributions;
Comment: Author’s contribution is described in details.

(3) The authors did not provide original pictures. Please 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;

Comment: Thank you. The author provided the original pictures in a
power point format.

(4) PMID and DOI numbers are missing in the reference list. Please
provide the PubMed numbers and DOI citation numbers to the
reference list and list all authors of the references. Please revise
throughout; and

Comment:

Many thanks. The DOI number and PIMD are added to the journal site
through the reference correction manager.

(5) Please obtain permission for the use of picture(s). If an author of a
submission is re-using a figure or figures published elsewhere, or that is
copyrighted, the author must provide documentation that the previous
publisher or copyright holder has given permission for the figure to be
re-published; and correctly indicating the reference source and
copyrights. For example, “Figure 1 Histopathological examination by
hematoxylin-eosin staining (200 x). A: Control group; B: Model group;
C: Pioglitazone hydrochloride group; D: Chinese herbal medicine group.
Citation: Yang JM, Sun Y, Wang M, Zhang XL, Zhang SJ, Gao YS, Chen
L, Wu MY, Zhou L, Zhou YM, Wang Y, Zheng FJ, Li YH. Regulatory
effect of a Chinese herbal medicine formula on non-alcoholic fatty liver
disease. World J Gastroenterol 2019; 25(34): 5105-5119. Copyright
©The Author(s) 2019. Published by Baishideng Publishing Group
Inc[6]”. And please cite the reference source in the references list. If
the author fails to properly cite the published or copyrighted picture(s)
or table(s) as described above, he/she will be subject to withdrawal of
the article from BPG publications and may even be held liable. 6
Recommendation: Conditional acceptance.

Comment:

The copyright form is filled by the author and uploaded on the journal
site.

6 STEPS FOR SUBMITTING REVISED MANUSCRIPT
Step 1: Author Information



Please click and download the Format for authorship, institution, and
corresponding author guidelines, and further check if the authors
names and institutions meet the requirements of the journal.

Comment:
Done as required.

Step 2: Manuscript Information
Please check if the manuscript information is correct.

Comment:
Checked

Step 3: Abstract, Main Text, and Acknowledgements

(a) Guidelines for revising the content: Please download the
guidelines for Original articles; Review articles; and Case report articles
for your specific manuscript type (Frontier) at:
https://www.wjgnet.com/bpg/GerInfo/291. Please further revise your
manuscript according to the guidelines for revising the content.

(b) Format for Manuscript Revision: Please update the format of
your manuscript according to the guidelines and requirements for
manuscript revision and the format for manuscript revision. Please visit
https://www.wjgnet.com/bpg/GerInfo/291 for the article type-specific
guidelines and formatting examples.

Comment: Done

(c) Requirements for article highlights: If your manuscript is an
original study (basic study or clinical study), meta-analysis, or systemic
review, the “Article Highlights” section should be provided. Detailed
writing requirements for “Article Highlights” can be found in the
Guidelines and Requirements for Manuscript Revision.

Comment: Done

Step 4: References

Please revise the references according to the Format for references
guidelines, and be sure to edit the reference using the reference auto-
analyser.

Comment: Done
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Step 5: Footnotes and Figure Legends

(a) Requirements for figures: Please provide decomposable Figures
(whose parts are all movable and editable), organize them into a single
PowerPoint file, and submit as "64336-Figures.ppt” on the system.
The figures should be uploaded to the file destination of “Image File”.

Comment: Done

(b) Requirements for tables: Please provide decomposable Tables
(whose parts are all movable and editable), organize them into a single
Word file, and submit as "64336-Tables.docx” on the system. The
tables should be uploaded to the file destination of “Table File”.

Comment: Done

Step 6: Automatically Generate Full Text Files

Please download the “Full Text File” or click “Preview” to ensure all the
contents of the manuscript automatically generated by the system are
correct and meet the requirements of the journal.

Comment: Done

Step 7: Upload the Revision Files

For all required accompanying documents (listed below), you can begin
the uploading process via the F6Publishing system. Then, please
download all the uploaded documents to ensure all of them are correct.
64336-Conflict-of-Interest  Disclosure  Formisti(4)  64336-Copyright
License Agreementist(5) 64336-Approved Grant Application Form(s) or
Funding Agency Copy of any Approval Document(s)sti(6) 64336-Non-

Native Speakers of English Editing Certificateistei(7) 64336-Videostr(8
64336-Image Fileiti(9) 64336-Table Filelk(10) H

If your manuscript has supportive foundations, the approved grant

application form(s) or funding agency copy of any approval document(s)
must be provided. Otherwise, we will delete the supportive foundations.

If your manuscript has no “Video” or “Supplementary Material”, you

don't need to submit those two types of documents.

7 COPYRIGHT LICENSE AGREEMENT



Please click and download the Copyright License Agreement Form.
Subsequently, a PDF (scanned) version of the Copyright License
Agreement Form that has been signed by all authors should be
uploaded to the file destination of ‘Copyright License Agreement’.
Comment: Done

8 CONFLICT-OF-INTEREST DISCLOSURE FORM

Please click and download the fillable ICMJE Form for Disclosure of
Potential Conflicts of Interest (PDF), and fill it in. The Corresponding
Author is responsible for filling out this form. Once filled out completely,
the Conflict-of-Interest Disclosure Form should be uploaded to the file
destination of ‘Conflict-of-Interest Disclosure Form’.

Comment: Done
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