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“The purpose of the original research is to produce 
new knowledge” 

 

[Wikipedia] 
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NEJM 1812 
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Original research 

 It’s new research 

– It doesn’t have to mean that nobody did exactly the same 
before  

 It does not have to use novel methods 

– Many aspects of design and analysis are widespread  

 It does not have to collect novel data 

– e.g. new outcome measurements; new way of grouping data 
values; different time points     
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Clinical heterogeneity (PICO) 

“This question of lumping versus splitting is difficult to 
answer objectively for clinical heterogeneity … 
different reviewers, readers, and clinicians may 
disagree on the (dis)similarity of interventions, 
outcomes, designs, participant characteristics, and 
settings.”           [Ioannidis et al, BMJ 2008]  
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Trials in schizophrenia  

10000 RCTs of schizophrenia (Miyar and Adams 2012) 

– 1940 different interventions 

– 2194 different instruments  

• every 5th trial introduced a new rating scale  

– 1142 scales used only once 

• Most common: 36% used Brief Psychiatric Rating Scale 

 

“Trials were more likely to report that a treatment was 
superior to control when an unpublished scale was used to 
make the comparison (RR 1.94; 95% CI 1.35 to 2.79)” 

[Marshall et al., Br J Psychiatry 2000] 
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Problems with outcomes 

How to measure an outcome? 

– the specific measurement variable (eg, Beck Depression Inventory 
score, all cause mortality); 

– the participant-level analysis metric (eg, change from baseline, final 
value, time to event); 

– the method of aggregation (eg, mean, proportion with score > p);  

– the specific measurement time point 

 

Which outcomes to measure ? 

– Variation hampers systematic reviews  
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Hall et al, Trials 2015 
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Intravenous and nebulised magnesium for treating asthma 
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Hall et al, 
Trials 2015 



 We need more Core Outcome Sets  

 

 We need (much) more uptake of COS in trial 
protocols   
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Rogers’ S curve 
(Diffusion of innovations) 
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Rheumatoid Arthritis COS 
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Rogers’ S curve  
 

 

 

 

 

 

 

 

 

 

 

Where is COMET? 
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How original should “original research” be? 
 

Trials should build on what’s already been done 

It’s not the place to be too novel 

Use a Core Outcome Set if it exists 

 

Too much originality won’t help patients 
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“In the early days of meta-analysis (at least in its current 
incarnation) Robert Rosenthal was asked if it makes sense to 
perform a meta-analysis, given that the studies differ in 
various ways, and the analysis amounts to combining apples 
and oranges. Rosenthal answered that combining apples and 
oranges makes sense if your goal is to produce a fruit salad.” 

[Borenstein et al. Introduction to meta-analysis 2009] 

 

 

 
20 



Kirkham, BMJ 2010 
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