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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.   

This paper was submitted to a another journal from BMJ but declined for publication following peer 

review. The authors addressed the reviewers’ comments and submitted the revised paper to BMJ 

Open. The paper was subsequently accepted for publication at BMJ Open.  
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randomised controlled trials 

AUTHORS Ker, Katharine; Roberts, Ian 

 

VERSION 1 - REVIEW 

REVIEWER Craig Bailey 
Guys and St. Thomas' NHS Foundation Trust 

REVIEW RETURNED 01-Apr-2015 

 

GENERAL COMMENTS I'm not fond of the declaratory title and would prefer it changed to 
something like 'Redundant studies of tranexamic acid: a systematic 
review'.  
 
I would like the authors to write a little more on the positive aspects 
of trials performed after meta-analysis. For example in reference 7; 
Ability of a meta-analysis to prevent redundant research: systematic 
review of studies on pain from propofol injection  
BMJ 2014; 349 doi: http://dx.doi.org/10.1136/bmj.g5219 (Published 
26 August 2014)  
the authors showed that the best studies following meta-analysis 
had improved blinding, were investigating children, rather than 
adults, or were using the gold standard treatment as a comparison 
rather than placebo.  
 
Subsequent studies may be useful provided authors can justify 
them, perhaps by going into more detail on;  
what is already known...  
why we performed this study....  
what this study adds...  
 
Authors will attempt to publish for a variety of reasons, most of which 
the authors have mentioned here, and perhaps they could go further 
and include a plea for the following;  
proper blinding  
a correct randomisation method  
comparison with existing "gold standard" rather than placebo  
adequately powered to detect a statistical difference (if one exists)  
primary outcome clearly elucidated eg reduced blood loss (rather 
than transfusion requirement, which varies in different institutions)  
etc  
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Although well written, this manuscript as it stands is rather too 
narrative in style and I would like it to be "beefed up" to be more 
"scientific".  
 
Notwithstanding all these comments I enjoyed reading it and would 
recommend it for publication.  

 

REVIEWER Prof. Davy Cheng 
Western University, London, CANADA 

REVIEW RETURNED 19-Apr-2015 

 

GENERAL COMMENTS General and Specific Comments:  
 
The authors examined an important question on redundant trials in 
cumulative meta-analysis if they were due to concerns of bias, 
random error, or generalizability of the studies. The authors 
evaluated the risk of bias assessment, trial sequential analysis, trim-
and-fill analysis, and its rationale in conducting new trials; in 
tranexamic acid (TXA) studies on the risk of blood transfusion in 
surgical patients. The authors also elegantly examined the quality of 
studies in redundant trials over time.  
 
The authors found that (1) poor trial quality is a more important 
cause of redundancy than unawareness of previous research 
studies; (2) concerns about generalizability of results to different 
patient groups is the main motivation for conducting new trials; (3) 
contrary to previous suggestion that publication of systematic 
reviews showing treatment effects will increase new trial activity 
rather than reduce it.  
 
1. This manuscript was well written and the study was well designed.  
 
2. P3 L3: The concluded statement for the relationship between 
publications of SR showing improved pooled estimate will increase 
new trial activity rather than reduce it. Did the authors examined in 
detail of the primary efficacy outcome of blood transfusion in cardiac 
surgery patients in these new trials – were they decreasing with 
increased precision of pool estimate; ie reducing redundant trials 
instead of the proposed statement? Were the increased new trials 
addressing the other patient population, surgical types, different 
comparators and outcomes (safety than efficacy)?  
 
In contextualizing the clinical perspective of tranexamic acid, an 
antifibrinolytic agent has been extensively studied in perioperative 
surgical settings in the literature. In its earlier trials, the primary 
patient population was cardiac surgery, comparator was either 
placebo or anther antifibrinolytic (such as aprotinin, amicar), and 
efficacy primary outcome was allogeneic blood transfusion. With the 
increased precision or ‘proven’ efficacy to reduce blood transfusion 
in cardiac surgery, TXA has been widely used clinically in increasing 
dosage and applications in both surgery and critical care settings. 
New trials of TXA have been studied: (i) in orthopedic surgery, spine 
surgery, transplantation surgery, obstetric/gynecological surgery, 
others; (ii) as gold standard placebo to compare with other 
antifibrinolytic or drugs; (iii) to investigate new primary outcomes 
with proper sample size, such as seizure post cardiac surgery.  
 
3. This study pointed out a major finding that low quality trials are a 
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more important cause of ‘research waste’ than the failure to 
systematically review the existing evidence. 

 

VERSION 1 – AUTHOR RESPONSE 

Comments from reviewer 1 

1. The reviewer suggested that we revise the title. 

We have changed the title to ‘Exploring redundant research into the effect of tranexamic acid on 
surgical bleeding: further analysis of a systematic review of randomised controlled trials’. 
 
2. The reviewer suggested that we add an analysis to explore how the quality of trials changed since 
publication of the meta-analysis as was done by Habre et al in their paper. 

We agree that would be interesting to explore if quality of the trials has improved over time.  We have 
included an additional analysis in which we have compared the size and quality of trials published 
before and after the publication of the first comprehensive systematic review by Henry et al in 1999. 

The Methods and Results sections have been amended accordingly. 

3. The reviewer suggests that subsequent trials may be useful if they can be justified by going into 
detail about what is already known, the trial rationale and what the trial adds.  

We agree with the reviewer, although we found that the reporting of rationales for the trials was 
generally very good – is was only unclear in 4 (3%) of trials. 

4. The reviewer suggests that we include specific recommendations when calling for an improvement 
in the quality of future trials of TXA.   

We have added further details (final paragraph, Discussion) as suggested. 

5. The reviewer comments that the manuscript is well written, but felt it is too narrative in style and 
would benefit from being ‘beefed up’ to be more scientific. 

We made a particular effort to ensure that our paper was written in a clear, active style that is 
accessible to a wide international audience, as is recommended by the BMJ.  We are pleased that the 
reviewer considers our paper to be well written and we do not feel that a ‘narrative’ style weakens our 
paper. The reviewer does not suggest that any parts are unclear, so we would prefer not to change 
the style. 

 
Comments from reviewer 2 

1. The reviewer asks if we looked at trial activity within surgery type in more detail, specifically if we 
examined whether trial activity within cardiac surgery reduced as the precision of the pooled estimate 
increased. 

We had not looked at this but agree with the reviewer that it would be an interesting additional 
analysis. We have added Figure 2 to present this information, revising the Methods and Results 
sections accordingly.   

2. The reviewer asks if the increase in trial activity is explained by new trials that are assessing the 
effect of TXA in different patient groups, comparators and outcomes. 

Yes, this is one of our main findings. 
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