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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 

reproduced below.   
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VERSION 1 - REVIEW 

REVIEWER Richard Milne 
University of Auckland 

REVIEW RETURNED 22-Feb-2016 

 

GENERAL COMMENTS This is a sound, comprehensive and worthwhile methodology for a 
study that could inform health care policy. However, it reads more 
like a funding application than a published paper, because it has no 
results. Although this is acceptable for methodological papers 
describing a proposed clinical trial, I do not think it makes a useful 
contribution to the review literature. Therefore I cannot recommend it 
for publication. I shall be very interested to read the results of the 
study when they are published.  
 
Some minor points:  
1. It is not clear to me how information obtained from international 
studies will be applied to African healthcare policy  
2. Primary and secondary prevention of rheumatic heart disease 
differs somewhat by country  
3. More detail is required on how ethics approval will be obtained, for 
unpublished data 

 

REVIEWER Dr Manisha Pandey 
Institute for Glycomics, Griffith University, Gold Coast, Ausralia 

REVIEW RETURNED 01-Mar-2016 

 

GENERAL COMMENTS The study in general is well designed. RHD continues to be a 
leading cause of premature death and morbidity in Africa. There is 
an increasing need for better preventative and management plans. A 
systemic review protocol addressing some specific scientific 
questions would provide a platform and identify the key areas for 
intervention as well as stakeholders that need to be involved for 
implementation of RHD programs in Africa.  
 
I have few comments:  
1. In the section "limitations" (page #5) the authors have anticipated 
inclusion of 'lower quality' studies. That needs to be defined better. 
Does it mean the studies that are conducted on a low scale or that 
also includes the studies that are not peer reviewed and their 
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credibility is not founded.  
2. Increasing number of evidence now suggest that RHD is also 
linked to GAS skin infections. In addition skin is also a common 
portal of entry for most of iGAS infection which can lead to 
ARF/RHD. The review protocol does not seem to include these 
infections and this has not been listed in the study limitations either. 
In my opinion, this will pose major limitations while drawing the 
conclusions.   

 

REVIEWER Kathryn Roberts 
Menzies School of Health Research  
Darwin, Northern Territory  
Australia 

REVIEW RETURNED 18-Mar-2016 

 

GENERAL COMMENTS This comprehensive review should provide valuable epidemiological 
data about GAS/ARF/RHD in Africa, as well as practical 
recommendations to improve the identification of disease and 
provision of effective healthcare.  
 
I have two minor comments. Firstly, with regards to 
inclusion/exclusion criteria, there is not complete consistency with 
regards to the inclusion of non-peer-reviewed documents. To 
address objective 3, it would seem important to include unpublished 
data such as MOH figures and NGO reports as outlined on page 12. 
However, on page 11, the authors provide very stringent exclusion 
criteria which imply that they will only use publications (?peer-
reviewed) with primary data, and will seek ethics approval (?from 
whom) to used unpublished data. It would seem valuable to include 
government/NGO documents in order to address objective 3, in 
which case so some of the wording in the exclusion criteria should 
be modified.  
 
Secondly, with regards to estimating RHD burden (page 9), the case 
definition is obviously critical and will affect prevalence estimates. 
The authors acknowledge the evolution and variety of case 
definitions over time and aim to explore the impact of different 
definitions in their analysis. Given this, I wonder whether it is actually 
necessary to provide a single definition of RHD up front- could this 
sentence be omitted? Alternatively, should two or three definitions 
be included (eg clinical only, clinical + echo-confirmed, echo only)? I 
think that defining RHD as ‘RHD diagnosed by a clinician, ideally 
with echocardiographic confirmation’ is a bit vague and will result in 
an underestimate of disease burden.  
 
Other minor formatting suggestions include:  
• Presentation of the three objectives in a box would be helpful, as 
they are referred to as Objective 1,2 and 3 repeatedly, and it would 
be helpful for the reader to have an easy reference  
• In the abstract, line 32, page 3, ?should be ‘review and extract 
data’ rather than ‘review and abstract data’  
• Page 5, line 11, ?should be ‘rigourously’ rather than ‘vigorously’  
• Page 5, line 28- consider phrasing this point as its meaning is not 
clear 
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VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1 Reviewer Name: Richard Milne  

This is a sound, comprehensive and worthwhile methodology for a study that could inform health care 

policy. However, it reads more like a funding application than a published paper, because it has no 

results. Although this is acceptable for methodological papers describing a proposed clinical trial, I do 

not think it makes a useful contribution to the review literature. Therefore I cannot recommend it for 

publication. I shall be very interested to read the results of the study when they are published.  

• Some minor points:  

• It is not clear to me how information obtained from international studies will be applied to African 

healthcare policy  

• Primary and secondary prevention of rheumatic heart disease differs somewhat by country  

• More detail is required on how ethics approval will be obtained, for unpublished data  

We thank this reviewer for his comments, particularly the reference to health care policy. As this 

manuscript is a protocol, there would not be results at this stage.  

Response to the minor comments:  

o Although each country and region is unique, the strides that have been made in international 

studies and programmes around RHD (e.g. Cuba) provide important lessons to the African setting. 

However this protocol is limited to African studies and reports, which will allow for application to other 

African settings.  

o This is true and we have added this important point to the introduction section of the discussion. In 

the introduction we have added the sentence” Guidelines for primary and secondary prevention 

regimes differ between country and region.”  

o Systematic reviews do not required independent ethics approvals, however we will review 

unpublished studies to ensure that these data received ethics approval, and contact authors if 

needed. In the case of government and non-government reports, we will not be requesting ethics 

approval from the authors and this will be noted in the ensuing manuscript.  

 

Reviewer: 2 Reviewer Name: Dr Manisha Pandey  

The study in general is well designed. RHD continues to be a leading cause of premature death and 

morbidity in Africa. There is an increasing need for better preventative and management plans. A 

systemic review protocol addressing some specific scientific questions would provide a platform and 

identify the key areas for intervention as well as stakeholders that need to be involved for 

implementation of RHD programs in Africa.  

• Comments:  

• 1. In the section "limitations" (page #5) the authors have anticipated inclusion of 'lower quality' 

studies. That needs to be defined better. Does it mean the studies that are conducted on a low scale 

or that also includes the studies that are not peer reviewed and their credibility is not founded.  

• 2. Increasing number of evidence now suggest that RHD is also linked to GAS skin infections. In 

addition skin is also a common portal of entry for most of GAS infection, which can lead to ARF/RHD. 

The review protocol does not seem to include these infections and this has not been listed in the 

study limitations either. In my opinion, this will pose major limitations while drawing the conclusions.  

We thank this reviewer for his comments, particularly regarding the platform that this protocol could 

provide.  

Comments:  

o Thank you for this point. We concede that this point requires more clarity. We have rephrased the 

sentence, now stating: “We anticipate that reports from non-governmental organisations and ministry 

of health documents will be important sources of information for public health planning, so that a 

broader more inclusive approach will be used for these data without the need for stringent criteria, 

e.g., for systematic reviews of clinical trials. “  

o Thank you for this important point. Although skin infections are linked to GAS infections in Australia 

and Fiji, this has not been the case in African populations. However, we have included these search 

terms in order to present a comprehensive literature search.  
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Reviewer: 3 Reviewer Name: Kathryn Roberts  

This comprehensive review should provide valuable epidemiological data about GAS/ARF/RHD in 

Africa, as well as practical recommendations to improve the identification of disease and provision of 

effective healthcare.  

• I have two minor comments. Firstly, with regards to inclusion/exclusion criteria, there is not complete 

consistency with regards to the inclusion of non-peer-reviewed documents. To address objective 3, it 

would seem important to include unpublished data such as MOH figures and NGO reports as outlined 

on page 12. However, on page 11, the authors provide very stringent exclusion criteria which imply 

that they will only use publications (? peer-reviewed) with primary data, and will seek ethics approval 

(? from whom) to used unpublished data. It would seem valuable to include government/NGO 

documents in order to address objective 3, in which case so some of the wording in the exclusion 

criteria should be modified.  

• Secondly, with regards to estimating RHD burden (page 9), the case definition is obviously critical 

and will affect prevalence estimates. The authors acknowledge the evolution and variety of case 

definitions over time and aim to explore the impact of different definitions in their analysis. Given this, I 

wonder whether it is actually necessary to provide a single definition of RHD up front- could this 

sentence be omitted? Alternatively, should two or three definitions be included (e.g. clinical only, 

clinical + echo-confirmed, echo only)? I think that defining RHD as ‘RHD diagnosed by a clinician, 

ideally with echocardiographic confirmation’ is a bit vague and will result in an underestimate of 

disease burden.  

Other minor formatting suggestions include:  

• Presentation of the three objectives in a box would be helpful, as they are referred to as Objective 

1,2 and 3 repeatedly, and it would be helpful for the reader to have an easy reference  

• In the abstract, line 32, page 3,? should be ‘review and extract data’ rather than ‘review and abstract 

data’  

• Page 5, line 11,? should be ‘rigorously’ rather than ‘vigorously’  

• Page 5, line 28- consider phrasing this point as its meaning is not clear  

 

 

We thank this reviewer for her astute comments and suggestions.  

o In response to the first point: The types of data we will be reviewing will range from studies to 

reports and documents. We have thus, as per the reviewer’s suggestion, clarified our differing 

inclusion and exclusion criteria for these reports and important document. Our exclusion criteria now 

read: “We anticipate that reports from non-governmental organisations and ministry of health 

documents will be important sources of information for public health planning, so that a boarder more 

inclusive approach will be used for these data without the need for stringent criteria, e.g., for 

systematic reviews of clinical trials”.  

o Thank you for this suggestion, which we have incorporated. Our case definition for RHD now reads: 

We will adopt two case definitions for RHD (RHD as diagnosed by a clinician with echocardiographic 

confirmation or RHD with echocardiographic confirmation only) and explore statistically the impact of 

different diagnostic criteria on estimates of RHD prevalence.  

o We have included the 3 objectives in a box, see Table  

o Thank you for picking up this error, it has been corrected.  

o Thank you for picking up this error, it has been corrected.  

o There were less than 28 lines on Page 5; I am unable to correct this error.  

 

 

This paper is the protocol for a systematic review reviewing the current best estimates of 

epidemiology, health systems and stakeholders in Group A streptococcus, Acute Rheumatic Fever 

and Rheumatic Heart Disease in Africa. The review implements a wide range of methods and data to 

comprehensively and accurately describe RHD in Africa, taking into consideration the epidemiology, 
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health systems constraints, and stakeholders involved. We hope that our revised document has 

addressed all the reviewer comments satisfactorily. As per the reviewers’ comments, this review will 

provide important country-specific data, which could influence policy decisions regarding prevention, 

management and control of Rheumatic Heart Disease in the African region. This will inform 

researchers of ongoing research in Rheumatic Heart Disease and contribute to robust global burden 

of disease estimates thus making an important contribution to the global literature regarding this 

important disease. 

 

VERSION 2 – REVIEW 

REVIEWER Dr Manisha Pandey 
Institute for Glycomics  
Griffith University  
Gold Coast  
QLD 4222  
Australia 

REVIEW RETURNED 27-Apr-2016 

 

GENERAL COMMENTS This is a comprehensive review protocol that will generate valuable 
data on RF/RHD epidemiology in Africa and thereby provide 
practical recommendations for improved healthcare policy.   
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