Reviewer 1

The authors review the multidisplinary approach for liver metastases of colorectal
cancer by surgery, radiology, systemic chemotherapies and loco-regional therapies. The
manuscript is well written. Tables, figures or schemas which support reader's
understanding would improve the paper. Many minor grammatical errors are found.

Author response: we corrected grammatical errors, and made table and schema as
requested.

Reviewer 2

This is a review of management of CRC-LM with a focus on multidisciplinary approach. Unfortunately, the
manuscript is written in compartmentalized fashion covering each area of therapy in isolation and hence
makes it difficult for the reader to appreciate the multidisciplinary considerations that come into play when
managing complex CRC-LM especially for unresectable or borderline resectable disease and for those with
expanded indications like extrahepatic disease. The writing style and grammar needs to be corrected to
make for easier reading and understanding. The quoted MR for hepatectomy seems somewhat high at 8.5-
16% and this may not reflect the true state in most highly specialized HPB units worldwide. The comment
about growth factors post hepatectomy is briefly mentioned but what is the recommendation for readers?
The comments about IOUS are strange and is not meant to be a preoperative investigation but a mandatory
surgical tool to confirm preoperative investigations by CT or MRI and for detection of missed lesions. The
comment on the role of neoadjuvant chemotherapy being unclear is also strange. The role of
multidisciplinary practice is to determine when combined modality treatment eg neoadjuvant becomes
useful and it will be helpful for the authors to focus on helping the readers understand the place of
neoadjuvant chemotherapy in current practice. The discussion would benefit readers to also understand
discussion points about duration of neoadjuvant as well as timing of surgery in relation to avoid
disappearing liver metastases, etc.

Author response: we corrected grammatical errors, we specified the indication for
neoadjuvant chemotherapy and its indication, we corrected the IOUS description, the
MR for hepatectomy, and indicated the recommendation for growth factors post
hepatectomy.

Reviewer 3

This article reviews the outcomes of resection, systemic and loco-regional therapies of liver metastases
originating from large bowel cancer. This review is well written. However, it is better to describe the
analyzed studies in a Table for patients’ characteristics, treatments, and prognoses. Then we can know
which is the best option for such patients.

Author response: we made table as requested.

Reviewer 4



The review article by Giammaria summarizes a large body of literature on multiple aspects of the treatment
of colorectal cancer liver metastases. It follows the historical trail of treatment outlining classic indications
for resection followed by current practice. The authors recommend a multidisciplinary approach to this
disease with each patient being discussed by a multidisciplinary team consisting of surgeons, oncologists,
radiologist and radiological interventonists, case managers, and nurses. Critique 1. The manuscrip is very
descriptive but does not clearly sort through the conflicting data in the literature to provide clear
indications for treatment. In some areas, the differences in outcomes for studies are confusing. It is not
clear how to apply the data to individiual patients.

Author response: we specified the indications of treatments

2. The manuscript outlines all possibilities, but does not define clearly specific roles of each modality
in treatment of patients with various presentations of colorectal liver metastases.

Author response: we specified the indications of treatments according to type of liver
metastases

3. The initial section discusses evaluation of the patient, but radiological assessment is discussed much later in the
paper after criteria for and timing of resection. This could be reorganized.

Author response: we shifted radiological assessment immediately after perioperative
evaluation

4. The manuscript would be enhanced by figures or tables that illustrated points. This might include more
detail about estimating the residual volume of liver after resection.

Author response: we made table and schema as requested.

5. The authors could bring more clarity to issues about whether or not neoadjuvant chemotherapy should

be used before liver metastases are resected and if used, who would best benefit. In summary, the reveiw

article does little to clarify the complex decision-making required to treat patients, especially in the rapidly
evolving environment that has occurred over recent years.

Author response: we specified the indication for neoadjuvant chemotherapy and its
indication

Dear Dr. Fiorentini,

First of all, thank you very much for your long-standing support and continued trust in the World Journal of
Clinical Oncology!

The review of your manuscript, which you submitted to the World Journal of Clinical Oncology, is now
completed and the first decision for publication is available. We request that you submit your revision in no



more than 2 weeks. If you do not request an extension of this deadline or we do not hear from you about
this article within 4 weeks following this first decision, we will assume that you have WITHDRAWN the
manuscript from consideration for publication in the World Journal of Clinical Oncology. If you wish to
submit the manuscript to another journal within the 4-week time frame, you must first officially withdraw
your manuscript from consideration by the World Journal of Clinical Oncology. The basic information about
your manuscript is provided below.
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If you choose to revise your manuscript for resubmission, please follow the steps listed below:



Step 1. Please revise your manuscript according to the reviewers’ comments. To access the reviewers’
comments, please log into the Express Submission and Peer-review System (ESPS) by entering your
registered e-mail: g.fiorentini@alice.it and user password: caneroger under the “Author Track Manuscripts”
heading at http://www.wjgnet.com/esps/trackmanuscript.aspx. You are expected to address each of the
points raised by the reviewers in a response letter that is to accompany your resubmission. Please
download the manuscript file edited by the editor, located in the “Manuscript” column, by clicking the link
and the title line. You will find the editor’s suggestions in the edited manuscript file, which have been added
using the Track Changes function. All of the revisions that you make to the revised manuscript should be
cited in the response letter and highlighted in the updated version of the manuscript. In order to continually
improve the quality of peer-review for our journals, we urge authors to carefully revise their manuscripts
according to the peer-reviewers' comments and we promote productive academic interactions between the
peer-reviewers, the authors, and our readers. To this end, we include each of the reviewers’ comments, in
an anonymized manner, as well as the authors’ responses along with the manuscript’s publication online.

Step 2. Please update the manuscript according to the Guidelines and Requirements for Manuscript
Revision-Review. You can find the Guidelines and Requirements for Manuscript Revision-Review, which
includes the detailed writing requirements for the Title, Running Title, Authorship, Abstract, Keywords, Core
Tip, Academic Rules and Norms, Tables and lllustrations, Comments and References, as an attachment.

Step 3. Please provide an Audio Core Tip. In order to attract readers to read your full-text article, we request
that the author make an audio file describing the final core tip of the manuscript. This audio file will be
published online, along with your article. Acceptable file formats are .mp3, .wav, or .aiff.

Step 4. Please subject the final title of the manuscript to Google Scholar search, and store screenshot
images of the results. We strongly suggest that you check the final title of the manuscript using Google
Scholar at http://scholar.google.com/.

Step 5. Please provide the files related to academic rules and norms. The files related to academic rules and
norms include the conflict-of-interest statement. You can find the detailed requirements in the Guidelines
and Requirements for Manuscript Revision-Review and in the Format for Manuscript Revision-Review, both
of which are provided as attachments.

Step 6. Please provide the approved grant application form(s) or funding agency copy of any approval
document(s)/letter(s). For manuscripts supported by various foundations (i.e., charitable, not-for-profit
organizations), the authors should provide a copy of the full approved grant application form(s) or funding
agency copy of any approval document(s)/letter(s), consisting of the information section and body section
in PDF format. The approved grant application form(s) or funding agency copy of any approval
document(s)/letter(s) will be released online together with the manuscript in order for readers to obtain
more information about the study and to increase the likelihood of subsequent citation.



Step 7. Please revise the language of your manuscript. For manuscripts submitted by Non-Native Speakers
of English, the authors are required to provide a language editing certificate, which will serve to verify that
the language of the manuscript has reached Grade A. You can find the details of the language editing
process for manuscripts submitted by Non-Native Speakers of English at
http://www.wjgnet.com/bpg/gerinfo/240.

Step 8. Please sign the Copyright Assignment form. The Copyright Assignment form can be downloaded
from the ESPS; you may find it under the "Files Download" area (please click on the “+” in front of the
manuscript number to view the Files Download button). Please note that the information in the signed
document (i.e., the manuscript title, the authors’ list, and the corresponding author) must be identical to
the information presented in the final version of the manuscript. Please do not fax the signed documents,
but instead submit the scanned PDFs online or by e-mail.

Step 9. Submit the revised manuscript and all related documents. When you are ready to resubmit your
revised paper and all required accompanying documents, please click
http://www.wjgnet.com/esps/ModifyManuscript.aspx?Userld=NVQWTDtGdrhCSgsH5KTh315%2f%2fBA2iBV
vevgHXBDrFpc%3d&id=w%2bk9IElagluwfjjWqU%2bsJw%3d%3d&UserNumld=00009522 to begin the
uploading process. Please note that the author list and affiliations, author contributions and funding
information are not allowed to be modified after a manuscript’s formal acceptance.

A FINAL REMINDER: The following is a list of all required documents that authors have to submit. Please
confirm that all these documents are properly prepared before submitting the revision. The documents

should be named as manuscript No.-documents category, such as 32703-Revised manuscript. Please use
this rule to name all the documents as listed below.

1 32703-Revised manuscript

2 32703-Answering reviewers

3 32703-Copyright assignment

4 32703-Audio core tip

5 32703-Conflict-of-interest statement



6 32703-Google Scholar

7 32703-Grant application form(s)

8 32703-Language certificate

As your manuscript is a Review, you are required to provide documents No. 1 to No. 6 above, according to
the Committee on Publication Ethics.

If the manuscript supported by foundations, then the No. 7 document must be provided as well.

If the authors are non-native speakers of English, then the No. 8 document must be provided as well.

If the authors cannot provide all of the documents required, the editorial office will not be able to accept
the manuscript for publication. We apologize if this regulation poses any inconvenience, and thank you for
your understanding!

If you have any questions that arise during the revision of your manuscript, please feel free to contact me
via e-mail at: x.x.song@wjgnet.com. Furthermore, if you have any complaints or suggestions, you may
contact Director Fang-Fang Ji via e-mail at: f.f.ji@wjgnet.com or telephone at: +86-10-5908-0036 or +86-10-
5908-0038.

Best regards,

Xiu-Xia Song,

Science Editor, Editorial Office
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