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Pragmatic Clinical Trials
(PCT)

What is it all about?
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The efficacy-effectiveness gap

Eichler et al. Nat Rev Drug Discov (2011)

Chalkidou et al. Trials (2012)

Treatment efficacy   >   Treatment effectiveness

>99% of trials <1% of trials
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Explanatory Clinical Trials

• Strict eligibility

• Additional procedures and processes as compared to 
standard 

• Conducted at specific institution, organized for the 
complexity

• Extensive data collection and curation

• Endpoints targeting scientific knowledge and 
understanding of disease / intervention processes 

Limited to poor external validity: the obtained estimates 
may not be representative of effects in the day-to-day 
practice. This includes both effectiveness and safety. 

Pragmatic Clinical Trials

• Wide inclusion criteria

• Procedures as per standard practice

• Conducted in extended networks including 
community hospitals

• Limited data collection relevant to decision makers

• End-points directed to answer clinically relevant 
questions based on patient centric end-points

Good external validity:  provides information on the 
applicability of therapeuticinterventions

Complementarity of clinical trials
The continuum drug development- access 



Classified as public by the European Medicines Agency 

Pragmatic trials are especially valuable to:

▪ Patients, by painting a more realistic picture of a treatment’s benefits and harms for the

average patient

▪ Clinicians, by guiding clinical decision-making

▪ Payers, by informing reimbursement-related decision-making

Pragmatic trials combine the methodological strengths of RCTs with the inclusiveness of

studies that analyze real-world data

→ Sources of robust and actionable real-world evidence

The value of pragmatic trials

Simon et al. N Engl J Med (2020)

Neyt et al. J Comp Eff Res (2016)

Zuidgeest et al. J Clin Epidemiol (2017)



Classified as public by the European Medicines Agency 

How can you recognize a pragmatic trial?

Loudon et al. BMJ (2015)

PRECIS-2 wheel

AMore explanatory

More pragmatic
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• Improve the understanding of PCTs

• Discuss The value and benefits of PCTs for the different stakeholders

• Understand how can PCTs help addressing the gap efficacy –effectiveness

• Identify how can PCTs subscribe to the evolving health care systems

• Alert policy makers on the need to take PCTs into account in the evolving 
regulatory and legal landscape 

• Address the challenges to run PCTs.

Articulations for forward thinking
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