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    The purpose of clinical trials is to evaluate the safety and efficacy of treatment interventions such as drugs, devices and diagnostic tests. It is therefore essential for the safety of those receiving these interventions, as well as for scientific integrity, that these trials are conducted according to a protocol that is scientifically and ethically sound. The importance of a properly designed trial was recognised in the early years of modern clinical research as demonstrated by the works of Sir Ronald A Fisher in his Principles of experimental design in the 1920s.1 The first randomised trial in 1946 investigated the effectiveness of streptomycin for TB.2 Since then, the methodological rigour of clinical trials has continued to improve. Recent notable improvements include the prospective registration of trials (which is now a requirement for research ethics approval in the UK),3 efforts to improve trial protocols,4 standardisation of the definitions of interventions5 and outcomes,6 as well as improved reporting of clinical trials.7 More recently, in the setting of evidence that the reporting of clinical trials is not consistent with the trial protocol, the role of full protocol publication is increasingly recognised.8
The process of protocol publication has various benefits including an improvement in the standard of reporting in medical research.9 Thorax is now offering protocol review for authors. Authors will have the option of submitting their protocol for peer review and benefit from expert opinion on their trial design with the potential for publication of the trial protocol in the BMJ Open or BMJ Open Respiratory Research. They will also benefit from rapid peer review of their main trial paper if submitted to Thorax. Further details can be accessed by referring to the online instructions to authors for Thorax.
There are obvious advantages to authors and the scientific community from the publication of trial protocols.10 These include mitigating publication bias (by reducing under-reporting of trials)11 and prevention of data dredging by publishing only a priori defined analyses.
A key question to consider is how the peer-review process can add further value to protocol publications and how researchers might benefit from this service, without adding additional challenges. It is notable that The Lancet has recently withdrawn its protocol review service,12 and in the nearly two decades during which The Lancet offered protocol review, only 148 protocol summaries were published. Peer review is considered as a quality assurance of a publication but has its limitations. The review process is subjective and methodological flaws may be overlooked at review.13 Steps taken to improve the review process have shown conflicting results.14 In addition, a trial protocol is often submitted when the trial has commenced. The challenge of how changes mandated as part of the peer-review process of the trial protocol can be made in the setting of a regulatory authority-approved protocol needs to be considered. Researchers might be reluctant to submit the study protocol prior to regulatory approval given the potential delays this might cause with the trial commencing.
To ensure that this valuable process is widely adopted and used, several additional points should be considered. One of the key benefits from this protocol review service is the expert input into trial design. As highlighted above, submission of the protocol to this review process should occur prior to the trial commencing. Peer review should identify flaws in the protocol and suggest steps to overcome the flaws. Early identification of methodological flaws will give the opportunity to incorporate the changes and deliver a higher quality trial. A key issue will be the speed with which the protocol review is undertaken so that it does not add any delay with regulatory approvals and the trial commencing. Ideally, the same reviewer should review the trial protocol and the main trial paper, which will help reduce the burden on the reviewer as well as improve consistency. A scheme to enable this to be achieved should be considered even if the main trial is not submitted to the journal group accepting the protocol. One option to achieve this would open peer review where the researchers could recommend the same reviewer for the subsequent publication of the main paper. An outline statistical analysis plan should be published in the trial protocol to ensure that the published analyses are faithful to the protocol defined a priori analyses. A more detailed statistical analysis plan should be submitted with the paper as an online supplement. It is recognised that this may not be available at the time of the protocol submission and could be submitted after the protocol paper is published. Finally, publication of the trial paper should be dependent on the trial conduct and methodology, and not the results. This will significantly reduce publication bias against trials with negative results and reduce under-reporting. This is a key part of the commitment by Thorax to authors who submit their protocol for review.
Peer review and publication of protocols are important steps in the process of improving the quality of clinical trials. While this is not necessarily a guarantee that the trial will be well conducted, it should improve the quality of our clinical trials.
References
	↵	Preece  DA

. R. A. Fisher and experimental design: a review. Biometrics 1990;46:925–35. doi:10.2307/2532438
OpenUrlCrossRef


	↵MRC Streptomycin in Tuberculosis Trials Committee. Streptomycin treatment of pulmonary tuberculosis. Br Med J 1948;2:769–83. doi:10.1136/bmj.2.4582.769
OpenUrlFREE Full Text


	↵	Chalmers  I

. Health Research Authority's great leap forward on UK trial registration. BMJ 2013;347:f5776. doi:10.1136/bmj.f5776
OpenUrlFREE Full Text


	↵	Chan  A-W, 
	Tetzlaff  JM, 
	Gøtzsche  PC, et al

. SPIRIT 2013 explanation and elaboration: guidance for protocols of clinical trials. BMJ 2013;346:e7586. doi:10.1136/bmj.e7586
OpenUrlAbstract/FREE Full Text


	↵	Hoffmann  TC, 
	Glasziou  PP, 
	Boutron  I, et al

. Better reporting of interventions: template for intervention description and replication (TIDieR) checklist and guide. BMJ 2014;348:g1687. doi:10.1136/bmj.g1687
OpenUrlAbstract/FREE Full Text


	↵	Gargon  E, 
	Williamson  PR, 
	Altman  DG, et al

. The COMET Initiative database: progress and activities from 2011 to 2013. Trials 2014;15:279. doi:10.1186/1745-6215-15-279
OpenUrlCrossRefPubMed


	↵	Schulz  KF, 
	Altman  DG, 
	Moher  D

. CONSORT 2010 statement: updated guidelines for reporting parallel group randomised trials. BMJ 2010;340:
c332. doi:10.1136/bmj.c332
OpenUrlFREE Full Text


	↵	Al-Marzouki  S, 
	Roberts  I, 
	Evans  S, et al

. Selective reporting in clinical trials: analysis of trial protocols accepted by The Lancet. Lancet 2008;372:201. doi:10.1016/S0140-6736(08)61060-0
OpenUrlPubMedWeb of Science


	↵	Eysenbach  G

. Peer-review and publication of research protocols and proposals: a role for open access journals. J Med Internet Res 2004;6:e37. doi:10.2196/jmir.6.3.e37
OpenUrlCrossRefPubMed


	↵	Chalmers  I, 
	Altman  DG

. How can medical journals help prevent poor medical research? Some opportunities presented by electronic publishing. Lancet 1999;353:490–3. doi:10.1016/S0140-6736(98)07618-1
OpenUrlCrossRefPubMedWeb of Science


	↵	Blümle  A, 
	Meerpohl  JJ, 
	Schumacher  M, et al

. Fate of clinical research studies after ethical approval—follow-up of study protocols until publication. PLoS ONE 2014;9:e87184. doi:10.1371/journal.pone.0087184
OpenUrlCrossRefPubMed


	↵The Editors of The Lancet. Protocol review at The Lancet: 1997–2015. Lancet 2015;386:2456–7. doi:10.1016/S0140-6736(15)01131-9
OpenUrlCrossRef


	↵	Schroter  S, 
	Black  N, 
	Evans  S, et al

. Effects of training on quality of peer review: randomised controlled trial. BMJ 2004;328:673. doi:10.1136/bmj.38023.700775.AE
OpenUrlAbstract/FREE Full Text


	↵	Smith  R

. Peer review: a flawed process at the heart of science and journals. J R Soc Med 2006;99:178–82. doi:10.1258/jrsm.99.4.178
OpenUrlFREE Full Text






View Abstract
  


  
  



  
      
  
  
    Footnotes
	Competing interests None declared.

	Provenance and peer review Commissioned; externally peer reviewed.





  


  
  



  
      
  
  
    


  



  


  
  



  





  


  
  



  
        Read the full text or download the PDF:

    
  
  
    
  
    
  
    
    
      
        
  
      
  
  
      


  
  



      

    


    
      
        
  
      
  
  
    Subscribe  


  
  



      

    

    
    
      
        
  
      
  
  
    Log in   


  
  



  
      
  
  
    
  
    
  
      
  
  
    Log in via Institution
Log in via OpenAthens
  


  
  



  
      
  
  
    Log in using your username and password

 For personal accounts OR managers of institutional accounts



  Username *
 



  Password *
 




Forgot your log in details?Register a new account?

Forgot your user name or password?




  


  
  



  



  


  
  



      

    

  
  
   
  
    



  


  
  



      

      
    

    
    
      
        
  
      
  
  
      


  
  



      

    

  
  
   
    
    
    
      
        
  
      
  
  
    
  
      
  
     
          

          

          

          

          




  


  
  



      

    

  
  
   
  


  



  

          

        


        
        
      

    

   

 


    
    
      
          
    

    
  
    
  
    
  
      
  
  
    	[image: British Thoracic Society]

  


  
  



  



  



  

      

    

  
    
    
      
          
    

    
  
    
  	Content	Latest content
	Current issue
	Archive
	Browse by collection
	Visual Abstracts
	Most read articles
	Top cited articles
	Responses


	Journal	About
	Editorial board
	Sign up for email alerts
	Subscribe
	Thank you to our reviewers


	Authors	Instructions for authors
	Submit an article
	Editorial policies
	Open Access at BMJ
	BMJ Author Hub


	Help	Contact us
	Reprints
	Permissions
	Advertising
	Feedback form





  



  

      
            
        
            
    

    
  
    
  
    
  
      
  
  
    	 RSS
	 Twitter
	 Facebook
	 Blog
	 Soundcloud

  


  
  



  



  



  

        
      

          

  
      
    
      
    

    
      
        	Website Terms & Conditions
	Privacy & Cookies
	Contact BMJ


        
        Cookie Settings
        
        Online ISSN: 1468-3296Print ISSN: 0040-6376

        Copyright © 2023 BMJ Publishing Group Ltd & British Thoracic Society. All rights reserved.

      

    

  
      
    
        
    

    
  
    
  
    
  
      
  
  
    


  



  


  
  



  



  



  

    

  

  
  


