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BMJ Open publishes all reviews undertaken for accepted manuscripts. Reviewers are asked to 

complete a checklist review form (http://bmjopen.bmj.com/site/about/resources/checklist.pdf) and 

are provided with free text boxes to elaborate on their assessment. These free text comments are 
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VERSION 1 - REVIEW 

REVIEWER Giovanni Zaninotto 
Imperial College  
London UK 

REVIEW RETURNED 20-Sep-2016 

 

GENERAL COMMENTS Epigenetic biomarkers in progression from non-dysplastic Barrett‟s 
Oesophagus to Oesophageal Adenocarcinoma: A Systematic 
Review protocol  
 
This is an interesting subject for a systematic review. It is a very well 
done protocol and  
I suggest only some minor changes:  
 
1. Please, define what does it mean metaplastic condition: intestinal 
metaplasia or any gastric type of epithelium (cardiac, fundic,)? I 
foresee that one of the difficulties in this systematic research will be 
the different definitions of BO. This should be clearly explained and 
kept in mind when analyzing the results.  
2. Probably it is better to use the term Intra-Epithelial Neoplasia 
(IEN) rather than dysplasia (see WHO definition) and be aware of 
the differences between western and Japanese pathologists on 
definition of early lesion.  
3. Limit to English articles (no point to include articles in different 
languages that nobody – or very few – can read)  
4. Extend to tissue and animal researches, with a separate chapter: 
may be some good ideas may come out from such studies  
5. Follow – if possible- the PICO system (instead than interventions 
you can put the epigenetic changes)  
6. In the Outcome include any type of progression, i.e. from normal 
epithelium to BO- with/without Intestinal Metaplasia), to Indefinite, 
Low-grade and High-grade IEN, Invasive adenocarcinoma  
 
Overall I liked both the idea and the protocol and I look forward to 
read the results.  
Good luck 
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REVIEWER Eleanor Gregson and Rebecca Fitzgerald 
MRC Cancer Unit, University of Cambridge, United Kingdom 

REVIEW RETURNED 22-Sep-2016 

 

GENERAL COMMENTS Please comment in the introduction that dysplasia is the current 
clinical biomarker for progression and the intervention point.  
 
Please provide an indication as to how much data is out there on 
epigenetic markers to justify the use and need for a systematic 
review.  
 
Please ensure continuity throughout the proposal as to the outcome 
- OACD vs HGD vs LGD eg line 190 outcome doesn't specify grade 
of dysplasia, line 227 specifies HGD and line 260 suggests only 
OADC as the endpoint.  

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer 1  

Giovanni Zaninotto, Imperial College, London, United Kingdom  

 

This is an interesting subject for a systematic review. It is a very well done protocol and I suggest only 

some minor changes:  

 

1. Please, define what does it mean metaplastic condition: intestinal metaplasia or any gastric type of 

epithelium (cardiac, fundic,)? I foresee that one of the difficulties in this systematic research will be the 

different definitions of BO. This should be clearly explained and kept in mind when analyzing the 

results.  

 

We would like to thank Professor Zaninotto for his insightful comments. We agree that a clear 

definition of Barrett‟s oesophagus is essential. We have chosen the British Society of 

Gastroenterologists definition from the latest guidelines which states that “Barrett‟s oesophagus is 

defined as an oesophagus in which any portion of the normal distal squamous epithelial lining has 

been replaced by metaplastic columnar epithelium, which is clearly visible endoscopically (≥1 cm) 

above the GOJ and confirmed histopathologically from oesophageal biopsies”. As the American 

College of Gastroenterologists definition additionally includes the presence of intestinal metaplasia for 

diagnosis of Barretts oesophagus and in response to Professor Zaninotto‟s comments we will include 

the terms “columnar metaplasia” and “intraepithelial neoplasia” in our search terms to ensure that we 

capture all relevant materials. For abstract screening the term „metaplasia‟ will include both „columnar‟ 

and „intestinal‟ types.  

 

2. Probably it is better to use the term Intra-Epithelial Neoplasia (IEN) rather than dysplasia (see 

WHO definition) and be aware of the differences between western and Japanese pathologists on 

definition of early lesion.  

 

We concur that controversies exist in the nomenclature describing Barrett‟s oesophagus and early 

neoplasia. In response to Professor Zaninotto‟s comments we will include „intra-epithelial neoplasia‟ in 

the search terms in addition to dysplasia to ensure that all relevant material is discovered.  

 

3. Limit to English articles (no point to include articles in different languages that nobody – or very few 

– can read)  

 

We do not anticipate a large number of eligible studies to be published in languages other than 
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English, however to avoid bias we have chosen not to restrict by language.  

 

4. Extend to tissue and animal researches, with a separate chapter: may be some good ideas may 

come out from such studies  

 

Our scoping searches indicated that there was a limited amount of evidence available for epigenetic 

studies of progressing Barrett‟s oesophagus in animals. There is controversy over the validity of many 

animal models in Barrett‟s oesophagus due to the difference in both macroscopic and microscopic 

anatomy at the GOJ. (Garman et al 2012, Attwood et al 2008). Given the heterogeneity seen within 

published human studies, a decision was taken not to include animal studies as we believed this 

would not add substantially to the human evidence, and would increase heterogeneity further and add 

concerns with translatability.  

 

In vitro studies were excluded as the clinical primary outcome measure cannot be determined from 

cell line data.  

 

5. Follow if possible the PICO system (instead than interventions you can put the epigenetic changes)  

 

The PICO system is commonly used for clinical effectiveness studies. We have separated the 

description of prognostic markers from the study design and therefore inclusion criteria are now 

categorised by „population, prognostic markers, outcomes and study design‟. Exclusion criteria‟ are 

described separately.  

 

6. In the Outcome include any type of progression, i.e. from normal epithelium to BO- with/without 

Intestinal Metaplasia), to Indefinite, Low-grade and High-grade IEN, Invasive adenocarcinoma  

 

The outcome measure has been clarified in the manuscript of progression from non-dysplastic 

Barrett‟s oesophagus with or without intestinal metaplasia to Barrett‟s oesophagus with low grade 

dysplasia, high grade dysplasia or oesophageal adenocarcinoma.  

 

Overall I liked both the idea and the protocol and I look forward to read the results.  

Good luck  

 

Reviewer 2  

Eleanor Gregson and Rebecca Fitzgerald, MRC Cancer Unit, University of Cambridge, United 

Kingdom  

 

1. Please comment in the introduction that dysplasia is the current clinical biomarker for progression 

and the intervention point.  

 

We would like to thank Ms Gregson and Professor Fitzgerald. We have added a comment in the 

manuscript that the current clinical biomarker for progression and the intervention point in the 

management of Barrett‟s oesophagus is dysplasia.  

 

2. Please provide an indication as to how much data is out there on epigenetic markers to justify the 

use and need for a systematic review.  

 

Overall the reviews and scoping searches we have performed for more recent primary studies 

suggested that there are in excess of 2000 studies, which are relevant for inclusion into the proposed 

systematic review. We have updated the manuscript to include the volume of literature available 

indicated by a scoping search and the need for systematic review.  
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3. Please ensure continuity throughout the proposal as to the outcome - OACD vs HGD vs LGD eg 

line 190 outcome doesn't specify grade of dysplasia, line 227 specifies HGD and line 260 suggests 

only OADC as the endpoint.  

 

The outcome measure has been standardised as recommended by Ms Gregson and Professor 

Fitzgerald throughout the manuscript. 
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