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Dear Editor

Endoscopic Submucosal Dissection – Experience in an Australian Tertiary Centre

We would like to submit a corrected draft to the above reviewed article to the Annals of Gastroenterology.  We have answered the reviewers’ questions or statements below in italics.

REVIEWER A

1) I enjoyed reading this retrospective study entitled “Endoscopic submucosal dissection – experience in an Australian tertiary centre”. You concluded that ESD appears feasible and effective in an Australasian population and outcomes are comparable to other Western countries in the Abstract and that this series highlights the feasibility of ESD in an Australasian population, particularly where risks of surgery may be high in the text.
Thank you.

1) The generalization of your conclusion in the text is problematic.
Certainly, ESD is useful for the patients whose the risks of surgery are
high. However, the most strength of ESD is to cure superficial tumors of the GI tract without surgery. The authors need to suggest that the conclusions are applicable to not only Australia but also westerns as a model of the induction of ESD.
This has been highlighted in the conclusion and also the summary box.

2) Both indication of ESD and curative definition after ESD are important. I cannot understand why additional surgeries underwent. Please write your indication of ESD and curative definition after ESD in detail.
This has been done in the manuscript and Table 1.
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3) In the curative judgment by resected specimens, you should consider histological type, vessels involvement and tumor depth other than the margins. In addition, it is important what mm width the specimen was cut by. Please comment.
A definition of curative resection has been added to the paper.

4)The degrees of difficulty are different among digestive tracts. The
incidences of complications are also different. I hope that this study is
written concerning only gastric ESD.
The complications for different parts of the gastrointestinal tract are highlighted in the conclusion, including the differences within the stomach (antrum versus fundus).

5) As you mention, learning curve in ESD is important. I think that ESD in gastric antrum is easy but ESD in fundus is very difficult. I attach the articles which you should refer to. Please comment the degree of difficulty according to the tumor location in the stomach.
This is in the article. I have put in reference 2, which reflects this. There were no attached articles with this comment but I would be happy to insert any, if felt appropriate.

6) Procedure times must be written.
This has been inserted in Table 1.

7)Table : Bleeding during ESD is not thought to bhe a complication in ESD.
This has been amended in the Table.

8)Table: “Preferance” is a mistake, and “Preference” is right.
This has been amended in the Table.

9)Introduction: Page3, line 2; Please add following article to the
References. Ono H, et al Endoscopic mucosal resection for treatment of early gastric cancer Gut. 2001 February; 48(2): 225–9
It has been added.
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10)Introduction: Page3, line 23; Please add Korean articles to the
References.
They have been added.

11)Results: Page7, line18-19; Two cases of HGIN is not  included.
It has been added.

REVIEWER B

1) In this article, authors reported their experiences of starting endoscopic submucosal dissection (ESD) in the stomach and the other organs. In their experience of 20 lesions in 18 patients, en bloc resection rate was 80% and complete histological resection (R0) rate was 60%. Major complications consisted of 2 massive bleeding (11%) and 1 perforation (5.5%). Six patients required surgery for unsuccessful ESD and 2 patient showed recurrence. I think this report is important because this is validation of feasibility of ESD in Western hands. Authors conclude that the ESD was technically feasible but the clinical outcome looked unsatisfactory: only a half (9 patients) achieved curative outcome with ESD. Most of published articles proudly demonstrate successful results only but I believe unsuccessful results are also important for doctors who will start new techniques. Thus, authors should describe how did you prepare before beginning, discuss more about what were actual difficulties and how they can improve the outcome to establish ESD as a choice of cancer treatment.
This has been added.

2) ABSTRACT, Conclusion: I think the result suggested that ESD may be technically feasible in their hands but further refinement of ESD skill, management of complication and pretreatment diagnosis are necessary.
This has been added.
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3) PATIENTS AND METHODS: Please describe indication of ESD and whether each patient underwent ESD following indication or as an off-label treatment for patients’ co-morbidity. There are several guidelines for indication of endoscopic resection of early stage GI neoplasms:
 • Guidelines for Diagnosis and Treatment of Carcinoma of the Esophagus April 2007 edition: part I Edited by the Japan Esophageal Society, Esophagus 2008;5:61-73
• Esophageal cancer: Clinical Practice Guidelines for diagnosis, treatment and follow-up. Annals of Oncology 21 (Supplement 5): v46–v49, 2010
• Japanese gastric cancer treatment guidelines 2010 (ver. 3), Gastric
Cancer (2011) 14:113–123
• Japanese Society for Cancer of the Colon and Rectum (JSCCR) guidelines 2010 for the treatment of colorectal cancer. Int J Clin Oncol. 2012;17:1-29
• Primary colon cancer: ESMO Clinical Practice Guidelines for diagnosis, adjuvant treatment and follow-up Annals of Oncology 21 (Supplement 5):
v70–v77, 2010
This has been added.

4) PATIENTS AND METHODS, endoscopic outcome: Please define complications such as bleeding, delayed bleeding and perforation. In Table 1, bleeding during ESD was listed as a complication. I think intra-operative bleeding is not a complication, unless it makes procedure discontinued or require blood transfusion, but a part of ESD procedure. Yamamoto S, and colleagues suggested control of bleeding during submucosal dissection is a key to improve gastric ESD procedure (Endoscopy 2009;41:923-928.).
This has been added.

5) RESULTS: The description sounded complicated. At the first paragraph, it is better to explain only patients’ background and organs. Then, detailed characteristics of the lesions and outcomes should be explained for gastric and non-gastric lesions. Patients’ number can be deleted.
This has been added.
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6) TABLE 1 can be modified. I suggest to make columns following order: Case number; Sex; Age; Co-morbidities; Indication; Reason for ESD; Lesion site;Lesion size; En bloc resection; Histology; Invasion depth; Lymphatic or venous permeation; Resection margin (R0 resection); Complication; and Outcome.
This has been done.

7) DISCUSSION: I think the result is comparable with that of Western reports, but actual outcomes were still not enough to perform ESD as a standard treatment. Please discuss about the actual obstacle and what should you do further to improve practice of ESD. 
This has been done.

8) Page 5, line 10: “Circumferential pre-cut” is better to be
“Circumferential incision”
This has been done.


Yours sincerely
Dr. Robert Chen
Consultant Gastroenterologist and Endoscopist
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