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VERSION 1 - REVIEW 

REVIEWER Edoardo Mannucci  

Diabetes Agency,  

Careggi teaching hospital,  

Florence, Italy 

I have received speaking and/or consulting fees and/or research 

grants from AstraZeneca, BMS, Boehringer Inglheim, Eli Lilly, MSD, 
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REVIEW RETURNED 24-Jul-2014 

 

GENERAL COMMENTS I have some methodological concerns:  
1) Search strategy: only published trials are included, with the 
possibility of publication bias. I strongly suggest the inclusion of 
unpublished, but disclosed, trials, such as those available from FDA 
medical reviews of approved drugs, clinicaltrials.gov website, and 
proprietory websites.  
2) Inclusion criteria: if HbA1c is among the principal outcome 
measures, a duration of 4 weeks is insufficient for the estimation of 
treatment efficacy  
3) Definition of outcomes: the authors plan to perform the analysis 
on endpoint FPG and HbA1c (i.e., at the end of the trial). There is 
evidence that some drugs may be more effective in the short term, 
and Others in the longer term (e.g., results of the ADOPT trial). I 
strongly suggest separate analyses for HbA1c (and FPG) at different 
time points (e.g., 12-20 weeks, 24-30 weeks, 48-52 wk, >104 wk, 
etc.)  
4) Definition of treatment arms: many early trials for new drugs 
include doses which are not subsequently approved (in particular, 
low doses, used for the defintiion of the dose-efficacy relationship). I 
suggest to restrict the analysis to doses which are approved for 
clinical use for each drug.  
5) Analysis: an analysis for publication/disclosure bias for each drug 
should be added  
6) Analysis: the reduction of HbA1c depends on baseline HbA1c, 
which could be different from one trial to another (and from one drug 
to another). Some additional analysis taking into account these 
differences should be planned. 
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REVIEWER Devada Singh-Franco 
Nova Southeastern University  
United States 

REVIEW RETURNED 30-Sep-2014 

 

GENERAL COMMENTS It seems that drugs such as glitazones and acarbose are out of favor 
due to adverse events. The NMA might be more relevant by 
including the newer classes of agents (SGLT-2 inhibitors)/ 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer 1:  

 

Editorial comments  

1. Please have the paper proofread by a native English-speaking colleague or an editorial service. 

Any assistance should be mentioned in the acknowledgements.  

 

Thanks for your suggestion. Language and grammar have been amended with the help from an editor 

of an SCI journal.  

 

2. Article focus and Key messages sections are no longer required for BMJ Open articles. Only the 

Strengths and limitations section.  

 

Thanks for your advice. “Article focus and Key messages” sections have been removed from the 

paper.  

 

3. Please give the dates of the searches that will be used.  

 

Thanks for your suggestion. Dates of the databases searches were selected between 15 August and 

15 October in 2014. This date information has been added in the “Search strategies” section 

according to your suggestion.  

 

4. 'Details of this systematic review and network meta-analysis will be submitted to one of the BMJ 

journal.' It would be better to say 'The results of this systematic review and network meta-analysis will 

be submitted to peer-reviewed journals for publication.'  

 

Thanks for your advice. The sentence was amended accordingly.  

 

Reviewer 2:  

 

Major comments:  

 

1) Search strategy: only published trials are included, with the possibility of publication bias. I strongly 

suggest the inclusion of unpublished, but disclosed, trials, such as those available from FDA medical 

reviews of approved drugs,clinicaltrials.gov website, and proprietary websites.  

 

Thanks for your suggestion. We have amended the manuscript to include available trials from FDA 

medical reviews and clinicaltrials.gov website according to your suggestion.  

 

2) Inclusion criteria: if HbA1c is among the principal outcome measures, a duration of 4 weeks is 

insufficient for the estimation of treatment efficacy.  
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Thanks for your comments. The durations of included studies should be at least 4 weeks. Meta-

regression analysis based on the durations would show the relationship between efficacy and 

duration. A sentence “Meta-regression analysis will be conducted based on the different follow-up 

periods of the included RCTs” had been added in the “Statistical analysis” section.  

 

3) Definition of outcomes: the authors plan to perform the analysis on endpoint FPG and HbA1c (i.e., 

at the end of the trial). There is evidence that some drugs may be more effective in the short term, 

and Others in the longer term (e.g., results of the ADOPT trial). I strongly suggest separate analyses 

for HbA1c (and FPG) at different time points (e.g., 12-20 weeks, 24-30 weeks, 48-52 wk, >104 wk, 

etc.)  

 

Thanks for your suggestion, according to which we will perform mea-regression analysis based on 

different follow-up periods for HbA1c (and FPG).  

 

4) Definition of treatment arms: many early trials for new drugs include doses which are not 

subsequently approved (in particular, low doses, used for the defintiion of the dose-efficacy 

relationship). I suggest to restrict the analysis to doses which are approved for clinical use for each 

drug.  

 

Thanks for your suggestion. Our aim is just to analyze all available data from the RCTs. A meta-

regression will be computed based on different doses for drugs. However, we will recommend the 

readers in our final report to focus on the dosages approved for clinical use.  

 

5) Analysis: an analysis for publication/disclosure bias for each drug should be added.  

 

Thanks for your suggestion. We will use Begg’s test and Egger’s test to evaluate the publication bias 

according to your suggestion.  

 

6) Analysis: the reduction of HbA1c depends on baseline HbA1c, which could be different from one 

trial to another (and from one drug to another). Some additional analysis taking into account these 

differences should be planned.  

 

Thanks for your advice. The baseline of outcomes will be extracted from included studies and put in 

Table 1. We will perform sensitivity analysis based on different baselines according to the final 

included studies. A sentence “Sensitivity analysis will also be conducted based on the different 

baselines of the included RCTs” had been added in the “Statistical analysis” section in the paper.  

 

It seems that drugs such as glitazones and acarbose are out of favor due to adverse events. The 

NMA might be more relevant by including the newer classes of agents (SGLT-2 inhibitors).  

 

Thanks for your comments, according to which glitazones and acarbose have been excluded. We will 

also include newer classes of agents (SGLT – 2 inhibitors) as you suggested. 
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