
PEER REVIEW HISTORY 

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 

reproduced below.   
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VERSION 1 - REVIEW 

REVIEWER Zhi-Rui Zhou 
Department of Radiation Oncology, Fudan University Shanghai 
Cancer Center; Department of Oncology, Shanghai Medical College, 
Fudan University, Shanghai 200032, China. 

REVIEW RETURNED 09-Jan-2016 

 

GENERAL COMMENTS In this meta-analysis, authors assess the clinical and hemodynamic 
effects of carvedilol for patients with cirrhosis and portal 
hypertension. This study is of great clinical value. Authors need to 
explain the following comments:  
1. In line 37~42, authors stated: "The result of a subgroup analysis 
that excluded the trial using propranolol plus ISMN as the control 
remained consistent with the pooled analysis (seeonline 
supplementary appendix 5)". It looks more like a sensitivity analysis 
method.  
2. In "online supplementary appendix 5", authors need to explain 
how do the ITT analysis. In methodology part, we did not find out 
about the description of the ITT analysis?  
3. Because several figures (figure1, figure2, figure4) were too large, 
so unable to be converted in the peer review version, we can not 
find them.  

 

REVIEWER Norberto C. Chavez-Tapia MD, PhD 
Chair in Gastroenterlogy and Translational Research, Medica Sur 
Clinic and Foundation.  
Mexico City. Mexico City, Mexico. 

REVIEW RETURNED 15-Jan-2016 

 

GENERAL COMMENTS Major and minor points discussed below: 
 
Major points: 

1. Quality on RCTs that have been included seems to be low 

based on GRADE system (could not see summary table as 

a figure) 

2. On the assessment of risk of bias across studies it is settled 

that no funnel plot was used because don´t have the 

minimum of 10 trials, nevertheless Cochrane discourage the 
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use of funnel plots for assessment risk of bias.  

3. Lack of evaluation of primary outcomes on a meta-analysis 

(mortality, resolution and side-effects) minimizes the clinical 

relevance of the article.  

4. Regarding one of the outcomes evaluated with significant 

statistical significance; percentage of HVPG reduction, it will 

be interesting to include in the table of characteristics of 

included patients the mean HPVG in order to evaluate if this 

reduce in percentage is really clinically significant.  

5. For all-cause mortality, upper gastrointestinal bleeding and 

bleeding-related mortality only trials with follow-ups longer 

than 6 months were included, nonetheless at the 

introduction mortality rates are reported as 6-week mortality. 

6. Additional search strategies such as backward snowballing 

and search of the grey literature should be commented on. 

This is a very important step in addressing the publication 

bias. 

7. In some outcomes on carvelidol vs band ligation comparison 

(i.e all-cause mortality, bleeding related mortality, 

gastrointestinal bleeding..) studies on primary prophylaxis 

(2) and secondary prophylaxis (1) were combined, and is 

not clinically useful.   

8. Adverse events on carvelidol vs band ligation are only 

based in one study.  

Minor points:  

1. Consider changing format on the figures to one of less 

pixels so that they can be display in all monitors.  

2. Consider “Cochrane Style basics document” to basics 

aspects on formatting.  

 

REVIEWER Shahab Abid 
Aga Khan University  
Karachi,Pakistan 

REVIEW RETURNED 06-Feb-2016 

 

GENERAL COMMENTS I am unable to open figures they are of large pixel size hence not 
convertible.  
There is already a comprehensive meta-analysis published in 
Alimentary pharmacology and therapeutics in 2014. The present 
meta-analysis already is adding only the clinical component and the 
data in this regard is still scarce. Therefore not adding much to the 
existing knowledge on comparison of propranolol vs. carvedilol in 
terms clinical outcome of portal hypertension.  

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer 1: Zhi-Rui Zhou, Department of Oncology, Shanghai Medical College, Fudan University, 

Shanghai 200032, China  

Question 1: In line 37~42, authors stated: "The result of a subgroup analysis that excluded the trial 

using propranolol plus ISMN as the control remained consistent with the pooled analysis (seeonline 

supplementary appendix 5)". It looks more like a sensitivity analysis method.  

Answer: Thanks for reminding us about this mistake, we had modified the method as sensitive 

analysis.  
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Question 2: In "online supplementary appendix 5", authors need to explain how do the ITT analysis. In 

methodology part, we did not find out about the description of the ITT analysis?  

Answer: Thanks for your attention about this detail, we had stated the methods of performing ITT 

analysis as follows: For missing data, analyses were performed using the intention-to-treat principle 

(best/worst case scenario for dichotomous outcomes: mortality, upper gastrointestinal bleeding, 

hemo-dynamic response rate), as well as per protocol principle (for all of the outcomes).  

Question 3: Because several figures (figure1, figure2, figure4) were too large, so unable to be 

converted in the peer review version, we could not find them.  

Answer: sorry for the inconvenience we made, we had changed the format of these pictures, and we 

could see them in the revised manuscript now.  

 

 

Reviewer 2: Norberto C. Chavez-Tapia, Chair in Gastroenterlogy and Translational Research, Medica 

Sur Clinic and Foundation  

Question 1: Quality on RCTs that have been included seems to be low based on GRADE system 

(could not see summary table as a figure)  

Answer: thanks for your attention about this insufficiency, the quality of evidence is indeed low based 

on GRADE system, some of the included studies are early investigations about the efficiency of 

carvedilol. However, this insufficiency reflects the rigorous scientific attitude of this meta-analysis, and 

this study pointed out that more RCTs with high quality are needed. As the journal recommended 

providing no more than 5 pictures in the text, we had added the summary table in online 

supplementary appendix.  

Question 2: On the assessment of risk of bias across studies it is settled that no funnel plot was used 

because don′t have the minimum of 10 trials, nevertheless Cochrane discourage the use of funnel 

plots for assessment risk of bias  

Answer: Thanks for your attention about this part, we had removed these words.  

Question 3: Lack of evaluation of primary outcomes on a meta-analysis (mortality, resolution and side 

effects) minimizes the clinical relevance of the article.  

Answer: thanks for your reminding about this insufficiency, the included studies compared carvedilol 

VS propranolol are mainly early studies that focused on hemodynamic outcomes, only one trial 

evaluated mortality and upper gastrointestinal bleeding. However, this meta-analysis is of great 

significance, because we need to know the hemodynamic effects of carvedilol before we start larger 

RCTs with longer follow ups to evaluate its effect on survival. Hypotension is a major side effect of 

carvedilol, we had evaluated it in terms of Post treatment MAP. Other side effects had been 

summarized in the text and displayed in the online supplementary appendix.  

Question 4: Regarding one of the outcomes evaluated with significant statistical significance; 

percentage of HVPG reduction, it will be interesting to include in the table of characteristics of 

included patients the mean HPVG in order to evaluate if this reduce in percentage is really clinically 

significant.  

Answer: thanks for your suggestion, we then added percent of HVPG reduction in the table of 

characteristics of included patients.  

Question 5: For all-cause mortality, upper gastrointestinal bleeding and bleeding-related mortality only 

trials with follow-ups longer than 6 months were included, nonetheless at the introduction mortality 

rates are reported as 6-week mortality  

Answer: Thanks for your attention on this part, we had revised the inclusion criteria and included trials 

with follow ups longer 1 week for all-cause mortality, upper gastrointestinal bleeding and bleeding-

related mortality.  

Question 6: Additional search strategies such as backward snowballing and search of the grey 

literature should be commented on. This is a very important step in addressing the publication bias.  

Answer: thanks for your suggestion, we had searched grey literature in the initial searching step, the 

CPCI-s/CPCI-SSH, BIOSIS previews and DII database were embedded in “Web of Knowlege” 

database in our university. We added the comments on the search strategies as follows: We 
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searched Conference Proceedings Citation Index (CPCI-S/CPCI-SSH), BIOSIS previews, Derwent 

Innovation Index (DII) data bases for conference proceedings and innovations. We reviewed the 

reference lists of the retrieved articles for potentially relevant studies; we attempted to contact the 

corresponding authors of relevant studies to request information on unpublished articles. We also 

sent letters to the authors of abstracts and articles with incomplete data to obtain additional 

information.  

Question 7: In some outcomes on carvelidol vs band ligation comparison (i.e all-cause mortality, 

bleeding related mortality, gastrointestinal bleeding..) studies on primary prophylaxis (2) and 

secondary prophylaxis (1) were combined, and is not clinically useful  

Answer: thanks for your suggestion; we had separated studies on primary and secondary prophylaxis 

of bleeding.  

Question 8: Adverse events on carvelidol vs band ligation are only based in one study.  

Answer: thanks for your attention on this part, we had then discussed the adverse effects based on 

the all the 3 studies.  

Question 9: Consider changing format on the figures to one of less pixels so that they can be display 

in all monitors.  

Answer: thanks for your suggestion; we had then changed the pixels of the pictures.  

Question 10: Consider “Cochrane Style basics document” to basics aspects on formatting  

Answer: thanks for your suggestion; we had considered “Cochrane Style basics document” to basics 

aspects on formatting.  

 

 

Reviwer 3: Shahab Abid, Aga Khan University, Karachi,Pakistan  

Question 1: I am unable to open figures they are of large pixel size hence not convertible  

Answer: sorry for the inconvenience we made, we had changed the format of these pictures, and we 

could see them in the revised manuscript now.  

Question 2: There is already a comprehensive meta-analysis published in Alimentary pharmacology 

and therapeutics in 2014. The present meta-analysis already is adding only the clinical component 

and the data in this regard is still scarce.  

Answer: thanks for your reminding about this insufficiency, there indeed existed a comprehensive 

review compared carvedilol VS propranolol, however, we had compared carvedilol VS all the other 

therapies, including endoscopic variceal band ligation, nadolol and nebivolol, in addition, regarding 

carvedilol VS propranolol, we included 2 more studies. 

 

VERSION 2 – REVIEW 

REVIEWER Zhi-Rui Zhou 
Fudan University Shanghai Cancer center, China. 

REVIEW RETURNED 14-Mar-2016 

 

GENERAL COMMENTS A revision of the language is necessary.  

 

REVIEWER Shahab Abid 
Aga Khan University 

REVIEW RETURNED 22-Mar-2016 

 

GENERAL COMMENTS Conclusion in the abstract does not match with the one in the 
manuscript. Moreover stating in abstract that carvedilol might be 
better that EVL is not matched with the results.  
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VERSION 2 – AUTHOR RESPONSE 

Reviewer 1, Zhi-Rui Zhou, Fudan University Shanghai Cancer center, China.  

Question: A revision of the language is necessary  

Answer: Thank you for your suggestion. One of our author- Ajay Belgaumkar, is a native English 

speaker and works in London. He has revised the manuscript carefully.  

Reviewer 2, Shahab Abid, Aga Khan University  

Question: conclusion in the abstract does not match with the one in the manuscript. Moreover stating 

in abstract that carvedilol might be better that EVL is not matched with the results.  

Answer: Thanks for your suggestion. We had revised the conclusion of the abstract as follows: 

Carvedilol may be more effective in decreasing HVPG than propranolol or nebivolol and it may be as 

effective as EVL or nadolol plus ISMN in preventing variceal bleeding. However, the overall quality of 

evidence is low. Further large-scale, randomized studies are required before we made firm 

conclusions. (PROSPERO registration number: CRD42015020542). 
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