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Dear Prof. Lian-Sheng Ma, Editor-in-Chief, World Journal of Hepatology
Thank you for your e-mail dated on 2/7/2015. We revised our manuscript with red color font accordingly. We would like to resubmit the enclosed manuscript entitled “Current management of patients with hepatocellular carcinoma” to World Journal of Hepatology as a Review.
We certify that the submission of this article implies that the work described has not been previously published (except in the form of an abstract or as part of a published lecture or academic thesis); it is not under consideration for publication elsewhere; its publication is tacitly or explicitly approved by all authors, and if accepted, it will not be published elsewhere including electronically in the same form, in English or in any other language, without the written consent of the copyright-holder. All the authors have seen and agreed to the submitted version of the paper.
Dr. MO has no conflict of interest to declare. Dr. TK reports receiving lecture fees from Chugai Pharmaceutical, MSD, Tanabe-Mitsubishi, Daiichi-Sankyo, and Bristol-Myers Squibb, and Prof. OY reports receiving grant support from Chugai Pharmaceutical, Bayer, MSD, Daiichi-Sankyo, Tanabe-Mitsubishi, and Bristol-Myers Squibb.
We look forward to hearing from you soon.

Sincerely,

Tatsuo Kanda, MD, PhD, Associate Professor
Chiba University, Graduate School of Medicine

Department of Gastroenterology and Nephrology
1-8-1 Inohana, Chuo-ku, Chiba (260-8677) Japan

E-mail: kandat-cib@umin.ac.jp
Phone: +81-43-226-2086. Fax: +81-43-226-2088.
Revision has been made according to the suggestions of the reviewer.

The comment from reviewer 02521807
Response to your comment: ”This review describes in entertaining and synthetically current management of HCC. The descriptions are shallow and essentially grounded in current literature.The contents are suitable for reading non-specialist doctors who have a first contact with the subject.”
Thank you for your encouraging comments.
Response to your comment: ” Minor editorial corrections. 1) the expression "Yamazaki and" is repeated on page 7.”
Thank you for your valuable comment. According to your suggestion, we revised our manuscript.

Response to your comment: ” 2) Please replace "RFA could be locally control of HCC" by "... controlled ..."”
Thank you for your valuable comment. According to your suggestion, we revised our manuscript.

The comment from reviewer 02526287
Response to your comment: ” We reviewed with interest the paper entitled “The current management of patients with hepatocellular carcinoma” by Kanda T et al. (ID 01807634).This is a review on treatment of HCC in cirrhosis.”
Thank you for your encouraging comments.
Response to your comment: ”Although the manuscript is correctly structured and approaches a topic particularly interesting on the hepatologic world some drawbacks render the paper less appealing. First, a lot of reviews on the same topic have been published in the last few years and the most important scientific Societies worldwide provided practical guidelines including HCC treatment algorithms that are regularly updated. Hence, the paper is too concise and its originality is quite low. Second, a review on HCC treatment should address not only therapeutic approaches already established, but also new treatments and new strategies not yet or only marginally covered by international guidelines.”
Thank you for your valuable comment. According to your suggestion, we revised our manuscript and added several international guidelines.

Response to your comment: ”In particular: a- In the paragraph dealing with transplantation, the authors did not mention the issue of expanded criteria for OLT and downstaging and bridge therapies should be commented.”
Thank you for your valuable comment. According to your suggestion, we revised our manuscript as follows.

In page 9, lines 15-18,

….Down-staging the policies for HCCs exceeding the conventional criteria could not be recommended[16], and prospective studies should be conducted to explore the issue of expanded criteria for orthotopic liver transplantation, down staging and bridge therapies.
Response to your comment: ”b- In the paragraph os surgical treatment the authors refer only to Makuuchi criteria for resection and did not mention other criteria more popular in Western countries such as AASLD/EASL ones based on the hepatic vein pressure gradient (HVPG). Furthermore, the problem how to measure and quantitate liver reserve is still open to question and this topic should be discussed.”
Thank you for your valuable comment. According to your suggestion, we revised our manuscript as follows.

In page 6, lines 9-14,

….. morbidity and 0%-10% mortality. A hepatic venous pressure gradient >= 10 mmHg as a direct measurement of relevant portal hypertension could be useful [16,17] because the concept of portal hypertension as a prognostic factor in patients undergoing resection has been validated [18]. An accepted application to measure and quantitate the liver reserve is debatable, and further studies are required.

Response to your comment:” Laparoscopic resection is only marginally addressed as “others” while it is a widely employed alternative to open surgery in well selected candidates and thus deserving some comments.”
Thank you for your valuable comment. According to your suggestion, we revised our manuscript as follows.

In page 11, lines 14-16,

….. HCC[74-77]. Additionally, laparoscopic liver resection appears to offer at least short-term benefits in selected HCC patients[78,79] whereas it is a widely employed alternative to open surgery in well-selected candidates. Standardization of surgical…..

Response to your comment:”c- In the paragraph of percutaneous ablation therapies the authors should mention some metanalysis papers which have been recently published comparing PEI vs RF. In addition, other new percutaneous ablative modalities should be mentioned.”

Thank you for your valuable comment. According to your suggestion, we revised our manuscript and added new reference 26. Other new percutaneous ablative modalities was not well established yet.
Response to your comment: ”d- the paragraph of TACE is too concise. The authors should comment on the use of TACE in combination therapies which are frequently employed in current clinical practice as well as on the modality of TACE treatment (timing and number of sections) and type ( standard TACE and DC-beads). TARE (radioembolization) should be at least mentioned and briefly commented.”

Thank you for your valuable comment. According to your suggestion, we revised our manuscript.

Response to your comment: ”Language style should be improved and a mother-tongue supervision is warranted.”
Thank you for your valuable comment. According to your suggestion, we asked a native English speaker to edit our manuscript.

The comment from reviewer 00013033
Response to your comment: ”This is a comprehensive editorial on the up-to-date management of HCC Comments; 1.
authors should consider the change the order of discussing the modalities and put transplantation after the other surgical techniques”
Thank you for your valuable comment. According to your suggestion, we revised our manuscript.

Response to your comment: ”2. A Table should be included that could summarize the characteristics and major finding of at least 2-3 landmark paper/modality”
Thank you for your valuable comment. According to your suggestion, we made a new Table 1 in the revised manuscript.

The comment from reviewer 00012149
Response to your comment: ”The review article by Kanda T et al has discussed “The current management of patients with hepatocellular carcinoma”. The article has a correct structure and discussed the interesting topics in this field. However, my major concern is its novelty and depth. The contents in this article have been published and discussed in details elsewhere. I do not agree with the authors in some points: “liver transplantation is the first choice and surgical resection as well as radiofrequency ablation (RFA) is second choice for the treatment of HCC”. Liver transplantation and surgical resections are regarded as the only curative treatments, but they have different indications. Liver transplantation has not been put in the priority above surgical resection.”
Thank you for your valuable comment. We proposed new idea, based on the prognosis in HCC patients, treated with transplantation, surgery or RFA. However, according to your suggestion, we changed the order of discussing the modalities and put transplantation after the other surgical techniques.
Response to your comment: ”Some of the cited references are quite old. The article needs to be checked by a native English speaker or language editing service as there are numerous mistakes of grammar.”
Thank you for your valuable comment. According to your suggestion, we asked a native English speaker to edit our manuscript. We added an old references showing importance.

The comment from reviewer 00182548
Response to your comment: ”The subject of this article is interesting and useful for clinicians. The experience of physicians and their personal beliefs regarding the management of hepatocellular carcinoma are extremely varied. Therefore, I suggest to the authors to present in a table, comparatively, the recommendations of the main therapeutic guidelines on this subject. Then, they have to document with additional data from the literature the fact that hepatectomy is the solution that offers the best therapeutic results (not only the study that included 48 patients). Then, they have to present in an equidistant way, the therapeutic options for the patients who have not donor or indication for transplant. I agree with their point of view, but the content of the article must be persuasive.”
Thank you for your valuable comment. Accordingly, we made a new Table 1 and added several international guidelines as new references. We also changed the order of discussing the modalities and put transplantation after the other surgical techniques.
Response to your comment: ”There are some grammatical errors that must be corrected.”
Thank you for your valuable comment. According to your suggestion, we asked a native English speaker to edit our manuscript.

The comment from reviewer 02441174
Response to your comment: ”Publication does not meet the requirements of the review because: manusryptu low volume, lack of tables comparing the results of other authors and the lack of information on the methodology to provide sources such as research method including the sources which the authors used and the period of time in databases. Additionally the title should include the information that this is a manuscript of a review character. This manuscript requires a number of important clinical, statistical and technical corrections.”
Thank you for your valuable comment. According to your suggestion, we added Table 1 and new references. We submitted our manuscript as an invited Editorial or an invited review article.
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