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Pragmatic trials
 Studies comparing two treatment options 

that are already in use in clinical practice  

 Which of the two treatment options work 

best in daily practice?

 All types of interventions
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Definitions pragmatic trials

 Schwartz and Lellouch (J. Chron. Dis.1967;20:637-48) 
(republished 2009) 

 Explanatory trials = to test causal research hypotheses 
(“Can it work?”)

 Pragmatic trials = to help choose between care options 
(“Does it work?”)

 Roland M (BMJ 1998;316:285)
 Pragmatic trials measure effectiveness—the benefit the 

treatment produces in routine clinical practice 

 Explanatory trials generally measure efficacy—the benefit a 
treatment produces under ideal conditions
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https://reader.elsevier.com/reader/sd/pii/S0895435609000432?token=8F296443A9878ADA8F81B5DB27FD3AFFE3F3CD74368B2FDC5223E269B83F9F531F598B9B8C73930E47C1E7448F19B9E7
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2665488/
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Pragmatic trials
Explanatory Pragmatic 

Highly selected participants Representative participants

Intervention requires 
additional resources

Interventions slotted into 
usual care

Very standardised delivery, 
highly controlled adherence

Flexibility in delivery and 
adherence

More extensive follow-up Follow-up = usual care

Primary outcome not 
relevant to participants

Primary outcome relevant 
to participants
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Examples
 Routine prescription of medication

 No drug count, minimal evaluation of 

adherence

 Surgical procedures as done in usual 

care

 Comparator arm “usual practice”, no 

placebo
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Eligibility criteria
 Patients in trial should be representative 

for target group of intervention 

 Broad eligibility criteria e.g. no exclusion 

based on co-morbidity, age,… 

 Do not copy-paste!
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Eligibility criteria
 Pragmatic STAR*D trial: only 22% eligible for phase III 

explanatory trials
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Eligibility
 Try to include all eligible patients 

 Limit additional work, e.g. electronic data 

collection with limited number of variables, 

PROMs, research nurses, local FU

 Informed consent and modes of 

communication

 Reimbursement of costs for patients, e.g. 

transport 

 Involve patient representatives!
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Site selection

 Setting e.g. first line vs second line

 Site selection: mixture, ‘typical’ sites e.g. 

not only high-volume sites

 Smaller sites often lack infrastructure 

and experience but can be more 

representative

 Feasibility & training! 

 Site initiation and (financial) support
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Outcomes
 Ideal outcome: full impact of a treatment 

on  patients’ health 

 Outcomes important for patients and 

policy makers, payers

 Typical outcomes include mortality, 

morbidity, functional status, QoL, 

resource use

 Benefits and harms
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Outcomes
 Primary outcome: the outcome that will 

make you use/implement/reimburse the 

intervention (or not). “Outcome most 

influential for the clinical decision”

 Patient reported outcomes (PROs): no 

interpretation by others needed

 Use validated instruments

 Involve patients in your trial design!
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Outcomes
Considerations

 Feasibility, measurability 

 Interference with usual practice

 Cave surrogate outcomes (do not copy-

paste!)

 “accepted by FDA” versus “important for 

patients”

15



Outcomes

 Interpretation should be easy and 

clinically relevant

 Timepoint clearly defined

 Consider long-term follow-up

 Consider routinely collected data, 

electronic health records
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Outcomes

Core outcome sets

 Developed together with different 

stakeholders

 Consistent measurement of relevant 

outcomes in clinical trials

 Enables comparison of study results
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COMET

 The Core Outcome Mesures in 

Effectiveness Trials

 www.comet-initiative.org
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http://www.comet-initiative.org/


COMET
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ICHOM
 International Consortium for Health 

Outcomes Measurement (ICHOM)

 www.ichom.org
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http://www.ichom.org/


ICHOM
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Pragmatic trials 

 Pragmatic is not synonym to “easy to 

conduct” or “sloppy” !!!!

 Data quality

 Consent

 Regulatory 

 Safety 

 Timelines 

 No substandard care
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https://www.bmj.com/content/337/bmj.a2390.long
https://www.bmj.com/content/337/bmj.a2390.long
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www.precis-2.org
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http://www.precis-2.org/


Take home messages
Pragmatic trial: benefit/harm in routine 

clinical practice 

Approach to trial design: eligibility, 
recruitment, setting, organisation, flexibility, 

FU, outcome, analysis

Reduce burden of trial specific tasks

Report well
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THANK YOU!


	Pragmatic Trials
Practice-oriented real-world evidence
	Pragmatic trials
	Definitions pragmatic trials
	Explanatory
	Pragmatic
	Pragmatic trials
	Examples
	Eligibility criteria
	Eligibility
	Site selection
	Outcomes
	COMET
	ICHOM
	Pragmatic trials
	PRECIS-2
	Take home messages
	References

