
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.   

 

ARTICLE DETAILS 

TITLE (PROVISIONAL) Rates and drivers of progression to prediabetes and diabetes 
mellitus among HIV infected adults on antiretroviral therapy: a global 
systematic review and meta-analysis protocol 

AUTHORS Nansseu, Jobert Richie; Bigna, Jean Joel; Kaze, Arnaud; Noubiap, 
Jean Jacques 

 

VERSION 1 - REVIEW 

REVIEWER Amit Achhra 
Kirby Institute, UNSW Australia, Sydney Australia 

REVIEW RETURNED 30-Jun-2016 

 

GENERAL COMMENTS  Rationale? 

o While the HIV population is expected to age and 

experience antecedent health issues, authors are 

encouraged to further elaborate on why DM is 

worthy of being examined in this group: Are they at 

a higher risk of DM than general population? Does 

ART or specific agents lend them to a higher risk? 

 Search strategy 

o Seems appropriate. Suggest contacting at least 

major/well known HIV cohorts to ensure nothing is 

being missed 

 Eligibility: 

o Time period “since inception” could be too long as 

the HIV population in the earlier periods of epidemic 

was very different to todays. This will probably 

contribute to heterogeneity. Suggest restricting to a 

recent period, say since 2000. 

o For the study population, some studies will probably 

just say “people with diabetes at baseline were 

excluded”-without clearly mentioning “normal 

glucose tolerance”. What are the plans for such 

studies? 

 Methods 

o Methods appear to be rigorously planned and 

planned sub-group analyses seem to be 

appropriate. While meta-analysis is appropriate to 

consider, given the nature of observational studies 

and the study outcome, it is likely that the results 

could be too heterogeneous to combine. Authors 

should have some a priori plan on when will they 
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give up on meta-analysis and restrict to the 

systematic review of the topic 

o On that note, have the authors considered meta-

regression to explain the predictors of the effect size 

(which could also explain heterogeneity)? 

o This is discretionary but one possible way to 

enhance the work is to contact the authors, 

especially of cohorts which could potentially have 

data on diabetes but may not have published it. 

o Consider guidance from reporting checklist 

published here: JAMA. 2000;283(15):2008-2012. 

o How do you plan to account for the fact that ART 

regimens will vary between studies? 

o Define the outcome more clearly 

 In discussion, consider comparison to general population 

data to further enhance the study 

 

REVIEWER Benjamin LONGO – MBENZA 
Walter Sisulu University,Nelson Mandela Drive, Mthatha 5100, 
South Africa 

REVIEW RETURNED 05-Jul-2016 

 

GENERAL COMMENTS Authors presented outstanding paper with global leadership.  

 

VERSION 1 – AUTHOR RESPONSE 

REVIEWER 1: Amit Achhra, Kirby Institute, UNSW Australia, Sydney Australia  

Reviewer’s Comment 1  

Rationale: While the HIV population is expected to age and experience antecedent health issues, 

authors are encouraged to further elaborate on why DM is worthy of being examined in this group: 

Are they at a higher risk of DM than general population? Does ART or specific agents lend them to a 

higher risk?  

Authors’ Response 1  

We thank you for raising this point. Indeed, the HIV population seems to be at higher risk of DM than 

the general population, the risk being even higher for those on continuous HAART. We added this 

statement in the introduction as one can read on page 10: “There is evidence showing that the 

prevalence and risk of DM is higher in the HIV population than in the general population, the risk 

increasing with use of ART”.  

Reviewer’s Comment 2  

Search strategy: Seems appropriate. Suggest contacting at least major/well known HIV cohorts to 

ensure nothing is being missed.  

Authors’ Response 2  

Thank you for this suggestion. A sentence was added in this respect, as it reads on page 8: “Besides 

major well known HIV cohorts will be contacted for additional information (either published or not), if 

existent”.  

Reviewer’s Comment 3  

Time period “since inception” could be too long as the HIV population in the earlier periods of 

epidemic was very different to todays. This will probably contribute to heterogeneity. Suggest 

restricting to a recent period, say since 2000.  

Authors’ Response 3  
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We thank you for this suggestion. Changes were made accordingly. Moreover, we have extended the 

period to July 31, 2016.  

Reviewer’s Comment 4  

For the study population, some studies will probably just say “people with diabetes at baseline were 

excluded”-without clearly mentioning “normal glucose tolerance”. What are the plans for such studies?  

Authors’ Response 4  

We thank you for this question. We will contact authors of those studies to make sure that not only 

those with diabetes were excluded, but also those found with hyperglycemia. If these authors do not 

reply, we will be obliged to cancel these studies.  

Reviewer’s Comment 5  

Methods appear to be rigorously planned and planned sub-group analyses seem to be appropriate. 

While meta-analysis is appropriate to consider, given the nature of observational studies and the 

study outcome, it is likely that the results could be too heterogeneous to combine. Authors should 

have some a priori plan on when will they give up on meta-analysis and restrict to the systematic 

review of the topic.  

Authors’ Response 5  

Thank you very much for figuring out this issue. Indeed, if the results are too heterogeneous to be 

pooled together, we will simply summarize them in a narrative form. We mentioned it in the revised 

manuscript as one can read on page 10: “Nonetheless, if the included studies are too heterogeneous 

to be pooled together, we will summarize their findings in a narrative format”.  

Reviewer’s Comment 6  

On that note, have the authors considered meta-regression to explain the predictors of the effect size 

(which could also explain heterogeneity)?  

Authors’ Response 6  

We thank you for this question. No we had not considered undertaking meta-regression analyses, 

which we therefore added in our revised plan of analyses as it reads on page 10: “Meta-regression 

analyses will be undertaken to explain the predictors of the effect size”.  

Reviewer’s Comment 7  

This is discretionary but one possible way to enhance the work is to contact the authors, especially of 

cohorts which could potentially have data on diabetes but may not have published it.  

Authors’ Response 7  

Thank you for this suggestion. These authors will indeed be contacted; mention of this has been 

made in our revised manuscript.  

Reviewer’s Comment 8  

Consider guidance from reporting checklist published here: JAMA. 2000;283(15):2008-2012.  

Authors’ Response 8  

Thank you very much for this suggestion. However, we felt very embarrassed, because we chose the 

PRISMA guidelines to report our review, not the MOOSE ones which are reported in the publication 

cited.  

Reviewer’s Comment 9  

How do you plan to account for the fact that ART regimens will vary between studies?  

Authors’ Response 9  

Thank you very much for raising this point. For studies using the same regimen, we will pool their 

results if possible; if not, we will just summarize the findings in a narrative format.  

Reviewer’s Comment 10  

Define the outcome more clearly  

Authors’ Response 10  

We thank you for pointing out this concern. A sentence was added in this respect, which reads on 

page 10: “The main outcomes of interest are the incidence of dysglycemias (prediabetes and/or DM) 

in the first place, and potential factors of conversion (from normal glucose tolerance to either 

prediabetes or DM) in the second place”.  

Reviewer’s Comment 11  
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In discussion, consider comparison to general population data to further enhance the study.  

Authors’ Response 11  

We thank you very much for this proposition, which we took into account as one can read on page 11: 

“Moreover, we will conduct comparisons with the general population to see whether the projected 

burden of prediabetes and DM would be more severe among the HIV population on ART or not”.  

 

   

REVIEWER 2: Benjamin LONGO – MBENZA, Walter Sisulu University, Nelson Mandela Drive, 

Mthatha 5100, South Africa  

 

Reviewer’s Comment 1  

Authors presented outstanding paper with global leadership.  

Authors’ Response 1  

We are most grateful for your appreciation. 

 

VERSION 2 – REVIEW 

REVIEWER Amit Achhra 
Kirby Institute, UNSW Australia, Australia 

REVIEW RETURNED 07-Aug-2016 

 

GENERAL COMMENTS Thanks for addressing reviewer's comments 
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