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Background // NMpayua

= Pragma” (rpaypa) 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?



Aims // Pragmatism and estimated effects

» Are effect estimates influenced by the pragmatism of a trial?

» |f yes, which features of pragmatism, generalizability, and
applicablility are responsible?

= What is it that makes evidence more pragmatic?



Methods // PragMeta

www.PragMeta.orq

= 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/

Pragmeta Home  AboutUs  Database  Modules/Publications  FAQ  Feiated Resources  News  Conta

Meta-research on pragmatic trials
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Carter A_(2014) Pragmatic Intervention for Increasing self-directed exercise behaviour and Improving important health
outcomes in people with multiple sclerosis: a randomised controlled trial

Trial details

Publication Year Dol

Hites 00l Qre10.1172/13524 08013212354

Module First Author
Praghs CarterA 2014

Trial Registration Country Of Conduct
ISRCTNAI541516 UK

Trial Purpose
Supportive Care

Publication Type Trlal Category
Findings Index RCT

Funding Protacel Disease Disease Type Therapeutic Area
Public/MNot-For-Protit Published Multiple Stherosis Chronic Neurology

Cluster Randomization Blinding Number Of Arms
None 2

Participant Type Age Category
Outpatients Adult No

N Randomized Use Of Routinely Collected Data (RCD) RCD Type
120 No N/A

Comparisons

Intervention Atype Intervention A name Intervention 8 type Intervention B name

Usual Care Only

. Lifestyle Supervised Exorcise Sessions Usyal Care

Qutcome Exgrcise behaviour

Qutcome type other

Qutcome reported by

Qutcome heerachy

Length of follow - up




Methods // Procedures and data workflow

= Collection of trials with identical PICO
= Spectrum of generalizability, applicablility, 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



Methods // Assessment of Pragmatism

= 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 NS
o ratio of odds ratios (X

\ Seeting
b

Follew-up

Flexibility: adhermace Flexibility: delivery



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

Results // PragMeta modules

= PragCoOVID: 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)



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

First Results + Limitations

* Trials with same PICO guestion seem to have similar
pragmatism acc. PRECIS-2

* Included topics are
often free of very
non-pragmatic
evidence

Frequency

= Broader spectrum
needed

Overall PRECIS-2 score



Outlook and Challenge:
Pragmatism of Real World Evidence

RESEARCH

B=X orenaccess Treatment effects in randomised trials using routinely collected
M ones i oanes. data for outcome assessment versus traditional trials:
meta-research study

Kimberly A Mc Cord,’ Hannah Ewald,"* Amav Agarwal,” Dominik Glinz,' Soheila Aghimandi,’

= 22 clinical questions

= 9 of 22 on mortality

» 84 RCTs using RCD for outcome assessment
= 43% Reqgistry
= 36% EHR
= 21% Admin Database
= “High data quality” for 56%

= 463 traditional RCTs

RESULTS redevant in practice and matwer to clinkians and
B4 RCD-RCTs and 463 traditional triats on 22 clinical patients {eg, mortality, disability, hospital admission},

< ¥ 'j questions were Included. Trials using routinely whereas they typically lack outcomes that are more Mc Cord et al- BMJ 2021,372”450
collected data for autcome ascerfainment showed refevant for explanatory trials aiming 1o understand URL: httpS//\NV\Nme]ComlcontenU?)?Z/bmJn450

207% less favourabde treatment effect estimates than the blological processes underplaning treatment . . . .
traditional trials (ratio of odds ratios 0.80, 95% effects (e, blomarkers).” Cutting out research driven CC'BY 40 htt ./lcreatlvecommons.or/Ilcenses/b
confdence interval 0.70 to 0.91, '=14%). Results follow-up visits and relying only on patient interaction

durine unieal ram sendahle hotter rsflacte rnal werld




RCD-RCTs find 20% smaller benefits
than traditional RCTs

Clinical topic Odds ratio Odds ratio Weight (9)
(952 CD (95%ChH

Individualised discharge plans on readmissions ~—’— 0.63 (0.50 to 0.80) 154
Breastfeeding support on stopping breastfeeding ’ v 0.68 (05010 0.92) 109
Mammography screening on breast cancer mortality ’ 0.81(0.61t0 1.08) 123
Antifibrinolytic agents on need for allogenic blood transfusions ‘ 16.42(0.66t0 405.72) 0.1
Interventions to Increase cervical cancer screening uptake ~-& 0.85(0.50t01.43) 47
COPD self-management interventions on mortality : * 1.210.53t0 2.77 2.0
Excercise based interventions on hospital admissions . 0.51(0.21t0 1.26) 1.7
Fast track interventions for early extubation on mortality v 2.58(0.431015.35) 0.5
IUD for heavy menstrual bleeding on additional surgery received . 0.05(0.00 to 0.94) 0.2
Immunisation reminder and recalls on immunisations —’— 0.76 (0.59 t0 0.98) 14.6
Routine coronary interventions in UA/NSTEMI on mortality or Ml 1.24(0.07 to 20.78) 0.2
Any interventions to reduce falls 1.2000.0110164.21) 0.1
Collaborative care on antidepressant drug use ‘ 0.73(0.50t01.07) 8.1
Antioxidant supplementation on mortality ’ 0.93(0.65t01.33) 8.8
On-pump CABG on mortality ! L 2 1.54 (08510 2.78) 38
Telephone support or telemonitoring on mortality <& : 0.64(0.35t01.19) 36
Mycophenolic acid vazathioprine on graft loss 0.610.14t02.71) 0.7
Statins on mortality —e 097(0.48t01.95) 28
Case management on hospital admissions 1.06 (0.05 to 24.67) 0.2
Drug review on mortality . ‘ 0.61(0.18to 2.04) 1.0
Interventions to reduce dietary salt on mortality & 0.93 (0.60 to 1.44) 6.5
Fish oil on allergies : ® 1.48(0.61 to 3.56) 1.8
Random effects model ——— 0.80(0.70t0 0.91) 100.0

08 09 1 11125

Smaller effects Larger effects
in RCD-RCTs in RCD-RCTs

Mc Cord et al. BMJ 2021;372:n450

URL: https://www.bmj.com/content/372/bmj.n450
CC-BY 4.0: http:




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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