
Lars G. Hemkens
for the PragMeta team

Impact of pragmatic trial design features on 

treatment effect estimates: the PragMeta project



 „Pragma“ (πρᾶγμα) is a term that was used in ancient Greek 

to describe actions, things done, matters.

 Clinical trials can focus on actions and decisions, then they 

have a pragmatic intent.

 Clinical trials can focus on mechanisms of decisions, then 

they have an explanatory intent.

 We need evidence that matters for making better decisions.

 But most clinical trials are not “pragmatic”.

 How useful is then their evidence for decision making?

Background // Πρᾶγμα



 Are effect estimates influenced by the pragmatism of a trial?

 If yes, which features of pragmatism, generalizability, and 

applicability are responsible? 

 What is it that makes evidence more pragmatic?

Aims // Pragmatism and estimated effects



Methods // PragMeta

 www.PragMeta.org

 Open database to catalyze meta-research on pragmatic trials

 >700 trials (10/2023)

 Filled by meta-research and shared data

 Structured by themes / topics (PragMeta modules)

 Download option for all available data

 Funded by Swiss National Science Foundation

(SNSF; #320030_188675)

http://www.pragmeta.org/




Methods // Procedures and data workflow

 Collection of trials with identical PICO

 Spectrum of generalizability, applicability, and pragmatism

 Enrichment for pragmatic trials:

o Self-labeled as “pragmatic”

o Potential proxies of pragmatism (e.g., use of routine data)

o Forward citation searching for systematic reviews

 trials on same PICO



 PRagmatic Explanatory Continuum Indicator Summary tool 

(PRECIS-2)

 Degree of pragmatism (9 domains, overall score)

 Impact on treatment estimates of candidate determinants of 

pragmatism by, e.g.

o regression analyses

o ratio of odds ratios

Methods // Assessment of Pragmatism

https://www.precis-2.org/

https://www.precis-2.org/


 PragCOVID: COVID-19 trials self-labeled as pragmatic (37 trials)

 PragMS: Pragmatic trials in Multiple Sclerosis (48 trials)

 PragQoL: Comparing trials with patient-reported outcomes (pain, fatigue, 

and quality of life) to objective clinical outcomes (52 trials)

 PragEpi: PRECIS-2 in SRs/meta-analyses (citing and assessing) (185 trials)

 PragSurgery: PRECIS-2 assessment in surgery (388 trials) [shared/linked]

 PragAntitumor: PRECIS-2 assessment in antitumor treatments (31 trials) [shared/linked]

 PragRCD: PRECIS-2 assessment of trials using routinely collect data (547 trials) 

 ongoing

Results // PragMeta modules

https://osf.io/6zn4y/
https://doi.org/10.1001/jamanetworkopen.2021.1449
https://doi.org/10.1136/bmj.n450

https://osf.io/6zn4y/
https://osf.io/6zn4y/
https://doi.org/10.1001/jamanetworkopen.2021.1449
https://doi.org/10.1136/bmj.n450


 Trials with same PICO question seem to have similar 

pragmatism acc. PRECIS-2

 Included topics are 

often free of very   

non-pragmatic 

evidence

 Broader spectrum 

needed

First Results + Limitations



 22 clinical questions

 9 of 22 on mortality

 84 RCTs using RCD for outcome assessment

 43% Registry

 36% EHR

 21% Admin Database

 “High data quality” for 56%

 463 traditional RCTs

Mc Cord et al. BMJ 2021;372:n450

URL: https://www.bmj.com/content/372/bmj.n450

CC-BY 4.0: http://creativecommons.org/licenses/by/4.0/  No changes were made

Outlook and Challenge:

Pragmatism of Real World Evidence 



Mc Cord et al. BMJ 2021;372:n450

URL: https://www.bmj.com/content/372/bmj.n450

CC-BY 4.0: http://creativecommons.org/licenses/by/4.0/  No changes were made

RCD-RCTs find 20% smaller benefits 

than traditional RCTs



Conclusions

Meta-research needs a broader focus

 Extensive work on biases and internal validity

 Limited work on pragmatism (applicability, generalizability, 

indirectness).

 PragMeta is the first large scale project to catalyze meta-research on 

pragmatism

Join the mission and connect

 We welcome support and collaboration

 Share ideas and suggestions
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