
7-Nov-2016  

 

 
 

Dear Ms. Bally  

 

 

BMJ.2016.032781.R1 entitled "Risk of acute myocardial infarction with NSAIDs in real-world use: a Bayesian meta-

analysis of individual patient data"  

 

Thank you for sending us your paper which we sent for external peer review. I regret to say that after reviewing the 

comments of the reviewers we have decided not to publish it in The BMJ. We were not convinced that the methods that 
were used were appropriate. Our consultant Clinical Epidemiology Editor, Dr Tobias Kurth, read the paper and agreed 

with the concerns raised by reviewers Richard Riley and Fumiaki Imamura. He felt that the comments raised by Richard 

Riley could require an  entirely new analysis of data.  

 

If you are willing to reanalyze along the lines suggested we would look favourably on a resubmission. Please note, 

however, that we  cannot make any promises. If you decide to send a resubmission, I would be very grateful if you could 

please email me and our head of Research Dr Elizabeth Loder (eloder@bmj.com) the manuscript number.  

 

As you will appreciate we receive a large number of articles and often have to reject valuable and worthwhile work. 

When making an editorial decision we take the comments of the reviewers into account and also consider whether a 
piece will interest and inform our readers and whether it adds sufficiently to previous work.  

 

The reviewers' reports are available below.  

 

Although The BMJ has an open peer review process, in which authors know who the peer reviewers were, we expect that 

you will keep the identity and comments of the peer reviewers for this paper confidential. You may, however, share the 

peer review comments in confidence (though not the names of the peer reviewers) with other journals to which you 

submit the paper. If you have any complaints about the peer review process or the conduct of the peer reviewers, please 

contact the editor who handled your paper. Please do not contact the peer reviewers directly.  
 

 

You may want to consider sending this paper to BMJ Open. BMJ Open (http://bmjopen.bmj.com ) is an open access, 

open peer-reviewed, online journal from BMJ dedicated to publishing high quality, methodologically sound medical 

research from all disciplines, therapeutic areas, and regions of the world. All types of research article are welcome, from 

pilot studies to meta-analyses.If you would like your article to be considered by BMJ Open please revise it in line with 

any comments you have received from the BMJ's editors and per reviewers and then submit it via 

http://mc.manuscriptcentral.com/bmjopen, or contact the editorial office editorial.bmjopen@bmjgroup.com with your 

BMJ manuscript number for more information.  

 
Sincerely,  

 

Tiago Villanueva  

Assistant Editor  

tvillanueva@bmj.com  

 

 

 

 
Reviewer: 1  

 

Recommendation:  

 

Comments:  

I am very impressed by the detailed statistical code and appendix, and the response to my comments. Dealing with IPD 

from such diverse sources is a difficult task, and the authors appear to have done a thorough job. It is a great use of 

Bayesian methodology. The explanation of the choice of priors and the sensitivity analyses is very good.  

 

But one issue jumped out that I hadn’t noticed before.  
I had missed the other reviewer’s concern that in the paper it states that given “the consistency and strength of RCT 

evidence for MI risk with rofecoxib 12-15 a final internal quality control measure was that each individual study also had 

to show this association with increased MI risk.”  This is a concern for me also still. If the effect of rofexcoxib is strongly 

correlated with the treatments on study here, then limiting the IPD to just studies that included rofexcoxib is somewhat 

concerning, as it is more likely to show increased adverse outcome risk.  Unfortunately, I think this weakens the article 

despite the authors’ response.  Better would have been to make decisions on the quality of the study directly, not the 

association observed for rofexcoxib  

 

Eight databases met the inclusion criteria, and IPD from 4 were obtained. There is no concern here, as the authors note 
at the start of the results. But were there OTHER databases which were not meeting the inclusion criteria because they 

found rofexcoxib to be unharmful?   I couldn’t see this mentioned in web Figure 1.  

 

I have some further, minor comments:  

 

1)  “We assumed that it was plausible for systematically missing variables to be missing completely at random (MCAR)” 

–  I think this is acceptable if a different adjustment effect was included for all covariates PER STUDY. Therefore, the 

interpretation of each adjustment covariate is coherent with the other adjustment factors in that study. The danger 

would be if the adjustment effect of a particular variable was assumed the same in each study. In short, can the authors 



clarify that they used a different adjustment effect per study for each variable?  Looking at the code and their response, 

I think that is the case.  But it is not made explicit in the article as requested.  This is essentially what would happen if 

you analysed each study separately first, and then pooled the adjusted effects in a standard m-a model.  
 

2) Though the web tables and figures are highly detailed, for the main paper I feel it would be beneficial for a forest plot. 

I recognise a one-stage analysis was performed, but the individual study results are shown in a table already, and 

therefore could be presented on a forest plot with the one-stage meta-analysis results shown?  

 

3) PRISMA-IPD is mentioned briefly under a footnote, but I can’t see it referenced, and was it adhered to?  

 

So, in short, though the statistical analyses seem very comprehensive and well detailed, we need more clarity on 

whether these 4 databases being combined are actually a biased subset of the available evidence, such that it was 
always more likely that NSAIDS were going to be found harmful.  

 

With best wishes, Richard  

 

Additional Questions:  

Please enter your name: Richard Riley  

 

Job Title: Professor of Biostatistics  

 

Institution: Keele University  
 

Reimbursement for attending a symposium?: No  

 

A fee for speaking?: No  

 

A fee for organising education?: No  

 

Funds for research?: No  

 
Funds for a member of staff?: No  

 

Fees for consulting?: No  

 

Have you in the past five years been employed by an organisation that may  

in any way gain or lose financially from the publication of this paper?: No  

 

Do you hold any stocks or shares in an organisation that may in any way  

gain or lose financially from the publication of this paper?: No  

 
If you have any competing interests <A HREF='http://www.bmj.com/about-bmj/resources-authors/forms-policies-and-

checklists/declaration-competing-interests'target='_new'> (please see BMJ policy) </a>please declare them here:  

 

 

Reviewer: 2  

 

Recommendation:  

 

Comments:  
Dear editors and authors,  

 

Thank you again for the opportunity of reviewing the revised manuscript. I am very sorry that my comments became 

late. I am impressed by the revision, as the authors clarified what is new and documented uncertainty well upfront 

appropriately, as far as I feel it suited to a top medical journal.  

 

I am afraid, I still have some concerns. The third comment may serve the summary.  

1. The authors examined both the first-onset myocardial infarction (MI) and recurrence of MI. This can be read because 

the authors adjusted for a history of coronary heart disease (CHD) as one of covariates.  

 
Ideally, the authors should do the analysis after separating the two cohorts with and without a CHD history. But it is 

understandable that the authors did not want to do it, because stratification would reduce precision substantially.  

 

The design of combining the first MI and MI recurrence is awkward, because clinicians would consider a CHD history 

seriously when starting prescription of any drugs. In addition, generally, public health experts clearly distinguish 

between the primary prevention of CHD, for those without CHD history, and on the secondary prevention of CHD for 

those with CHD history. Having thought of it, I am not sure whether this study can be good enough without separating 

the study populations by a CHD history.  

 
Assuming that is acceptable, the authors must clarify the design of looking at the first-onset MI and the MI recurrence in 

the Abstract and everywhere.  

 

The authors keep saying a risk of MI. The word “risk”, in epidemiology, is defined as a probability that an event will 

occur. Knowing it, the authors’ use of the term indicates that the populations for the analysis have no CHD previously. 

But this appeared to be wrong. The current use of the term is indeed confusing and misleading.  

 

At least, the authors must state, in the Abstract and wherever possible, that the outcome in this study was the first MI 

onset or MI recurrence. Then, the risk should be clearly defined as a risk of getting the first MI and MI recurrence.  



 

2. Some concluding remarks should be revised.  

 
One of conclusions includes no excess risk of celecoxib use compared to the other NSAIDs. This conclusion should be 

rephrased to indicate that there is no evidence for the difference, rather than saying there was no difference. This is 

because the authors’ estimates were not precise or powerful enough to distinguish effects of different drugs. Absence of 

evidence does not mean evidence of absence, as D Altman said (BMJ, 1995).  

 

The authors also state, “Risk of acute MI was uniformly greatest during the first month of NSAID exposure and with 

higher doses”. This should be rephrased to be no evidence for heterogeneity. Similarly to the above comment, no 

evidence for heterogeneity does not mean evidence for uniformity or homogeneity.  

3. I am afraid, I have not yet been convinced that this study would add a benefit to readers and clinical medicine. Here 
are some reasons:  

 

First, NSAIDs have been recognised as cardio-toxic from meta-analyses of clinical trials (Trelle et al., BMJ, 2011; Coxib 

and Traditional NSAID Trialists’Collaboration, Lancet, 2013) and previous observational studies (Varas-Lorenzo et al, 

Pharmacoepidemiol Drug Saf, 2013). The conclusions were the same. The authors argued a benefit of their study on a 

real-world observational setting, but the degree of the benefit is not available and not convincing, partly because of the 

two following reasons.  

 

Second, as commented above, the outcome was both the first MI and the MI recurrence. The composite outcome raised 

an issue of irrelevance of this study to a real-world setting where the first MI and MI recurrence are distinguished. 
Thought the authors argue a real-world setting, it is a crucial limitation that the authors did not separate between the 

primary and the secondary prevention settings.  

 

Third, the estimates from this study were not precise throughout enough for the authors to convincingly distinguish 

between a short-term effect and a long-term effect of NSAIDs or differential effects of different NSAIDS. The uncertainty 

can be inferred from multiple sources: 95% credible intervals of estimates; heterogeneity in estimates between cohorts 

(Table 2); residual confounding given the limited data from healthcare databases; and differences in estimates based on 

model specification associated with Bayesian analysis (e.g. Web Table 10). For the last source of uncertainty, the 

authors stated similar inference from different options (Page 8), but the inference seems to be subjective. Similarly, the 
argument against residual confounding (Page 10) seems to be subjective and not convincing. Of note, unlike a 

conventional meta-analysis, there is no information on heterogeneity of effects across populations (e.g. I2).  

 

Forth, the prescription record does not account for a real use of the drugs among patients. The lack of heterogeneity of 

associations by duration of “use” may reflect lack of a real long-term use. This limitation is also raising an uncertainty of 

validity to argue a real-world setting.  

 

This revised manuscript is really impressive as a pharmacological meta-analysis, but the clinical importance beyond 

existing publications and knowledge remains uncertain.  Though, at the same time, a potential publication of this study 

does no harm onto any medical community.  
 

 

Minor comments:  

The authors may better rephrase an “increased” risk to a higher risk, as the authors did not observed whether a risk 

increased or decreased in the study populations. The authors observed a higher or lower risk by comparing different 

subsets in the populations. To keep the different degree of strength of evidence between trials and observational studies, 

the authors must avoid describing what were not observed.  

 

Methods applied to this study should be described in a past tense, rather than a present tense. The authors might want 
to check the manuscript throughout.  

 

 

 

 

Additional Questions:  

Please enter your name: Fumiaki Imamura  

 

Job Title: Senior Investigator Scientist  

 
Institution: MRC Epidemiology Unit, University of Cambridge  

 

Reimbursement for attending a symposium?: Yes  

 

A fee for speaking?: No  

 

A fee for organising education?: No  

 

Funds for research?: No  
 

Funds for a member of staff?: No  

 

Fees for consulting?: No  

 

Have you in the past five years been employed by an organisation that may  

in any way gain or lose financially from the publication of this paper?: No  

 

Do you hold any stocks or shares in an organisation that may in any way  



 

gain or lose financially from the publication of this paper?: No  

 

If you have any competing interests <A HREF='http://www.bmj.com/about-bmj/resources-authors/forms-policies-and-
checklists/declaration-competing-interests'target='_new'> (please see BMJ policy) </a>please declare them here: None 

to declare.  

i received reimbursement for the attendance to a symposium organised by Diabetes UK. The symposium was irrelevant 

to this manuscript.  

 

 

Reviewer: 3  

 

Recommendation:  
 

Comments:  

The authors have adequately addressed my concerns.  

 

Additional Questions:  

Please enter your name: Jacob Udell  

 

Job Title: Cardiologist and Clinician Scientist  

 

Institution: Women's College Hospital, University of Toronto  
 

Reimbursement for attending a symposium?: No  

 

A fee for speaking?: No  

 

A fee for organising education?: No  

 

Funds for research?: No  

 
Funds for a member of staff?: No  

 

Fees for consulting?: No  

 

Have you in the past five years been employed by an organisation that may  

in any way gain or lose financially from the publication of this paper?: No  

 

Do you hold any stocks or shares in an organisation that may in any way  

gain or lose financially from the publication of this paper?: No  

 
If you have any competing interests <A HREF='http://www.bmj.com/about-bmj/resources-authors/forms-policies-and-

checklists/declaration-competing-interests'target='_new'> (please see BMJ policy) </a>please declare them here: 

Date Sent: 17-Nov-2016 
 

 

  

 

 

 


