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Are earlier trials cited? Review of contemporary clinical study 

protocols approved by research ethics committees in Denmark 

Background 
A new trial should always be justified by reference to earlier, similar trials, if any, ideally in the form of a systematic review of such trials. Otherwise trials 

may be superfluous and patients might risk being allocated to a treatment known to be inferior. 

To examine to what extent planned trials were ethically and scientifically justified by existing literature we obtained a cohort of protocols for randomised 

clinical trials with patient-relevant outcomes approved by an ethics committee in Denmark (October 2012 to March 2013). 

Use of unethical comparators and lack of valid scientific rationale 
We looked at whether protocols sufficiently justified their choice of comparators and the scientific rationale behind their research questions. We always 

judged usual care as being ethically acceptable, even though there were examples where usual care was questionable. 

 

Eight out of 67 (12%) protocols used comparators we judged to be unethical, even when not counting studies with questionable usual care.  

Eight protocols failed to justify the scientific rationale behind their studies. In total 15 of the 67 (22%) protocols were judged to be unethical, either due to 

use of unethical comparators, or because of a lack of a scientific rationale behind the study. 

 

FLOWCHART OF RETRIEVAL OF ELIGIBLE PROTOCOLS 

 

EXAMPLES OF UNETHICAL COMPARATORS PROPORTION OF STUDIES WHICH WERE JUDGED ETHICAL 
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Conclusions 
The process of getting access to the protocols in our sample was very cumbersome, as sponsors opposed disclosure for 28 out of 78 (36%) requested 

protocols. This is especially problematic since our results show that there are ethical issues with relatively many studies. This raises the question whether 

the ethics committee system in Denmark should scrutinize the protocols in more detail.  

Full disclosure of protocols should be the norm, also out of respect for patients as partners in the projects, and it should be a requirement to perform a 

systematic literature search before a new trial is initialised  to avoid patients being given harmful or superfluous interventions. 

 

 

PROPORTION OF STUDIES INDICATING TO HAVE DONE A 

SYSTEMATIC SEARCH, DIVIDED BY TYPE OF FUNDING 
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Descriptions of search strategies in protocols 
We looked at whether protocols mentioned having performed a systematic 

search, and whether they described their search methods. 

Even though we used a very broad definition to judge whether a search had 

been carried out (simply mentioning a litterature review or a search was 

enough) only 6 of 67 protocols (9%) indicated having done so. 
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• A study used a bare metal stent as comparator, even though the 

literature search suggested that a drug-coated stent is more effective in 

reducing revascularisation, which was the primary outcome of the study.  

• A study on the effect of Nintendo Wii mediated exercise told the 

participants in the control group that they could not do any exercise 

besides what they would normally do, even though the effect of exercise 

on the primary outcome (quality of life) was well established. 

• A study compared an oral form of an intervention with placebo, although 

the intervention had a documented effect (and should have been given 

either IV or subcutaneously in the control group) 

• Several studies used placebo arms, even though effective interventions 

existed. 

 

1401 health research projects approved by a Danish 

research ethics committee from January 2012 to 

March 2013 

181 randomised clinical trials (RCTs) with parallel 

group design and patient-relevant endpoint 

Requested full disclosure of trial documents for 78 

RCTs 

Received clinical study 

protocol, patient 

information leaflet and 

informed consent form 

(N = 49) 

Total of 67 eligible for data extraction 

28 sponsors initially 

denied the Nordic 

Cochrane Centre’s 

request 

Excluded projects based on title 

or registry data (N = 1220) 

- 794 projects could not be 

identified in clinical trial 

registries 

- 426 projects did not fulfill 

eligibility criteria 

Excluded RCTs approved prior to 

October 2012 (N = 103) 

Excluded trial duplicate (N = 1) 

Excluded RCTs based on protocol 

information (N = 10): 

- 4 did not have parallel group 

assignment 

- 6 did not have a patient-

relevant primary endpoint 


