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Generalizability	of	study	results	
to	patient	population	of	interest
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Where	do	pragma6c		
trials	fit	in?	
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What	are	pragma6c	trials?	

	
	Can	treatment	work?		

è	EFFICACY	 WHAT?	 Does	treatment	work?		
èEFFECTIVENESS	

Hypothesis	tes6ng	:	
Assess	cause	–	effect	of		drug	 WHY?	 Compare	treatment	strategies	:	

Guide	prescribing	in	daily	prac6ce	

Minimize	varia6on:	
Rigid	protocol,	ideal	circumstances	 HOW?	 Maximise		generalizability	

Protocol	reflec6ng	usual	care	

-  Selec6ve	inclusion		of	
par6cipants	&	sites	 WHO?	 -  Broad	inclusion		of				

par6cipants	&	sites	

-  Compare	drugs	or	against	
placebo	

-  Outcomes	research	relevant	
-  Data	collec6on	&	monitoring	>	

usual	prac6ce	

METHOD?	

-  Compare	usual	care	treatment	
strategies	

-  Outcomes	clinically	relevant	
-  Data	collec6on	&	monitoring	=	

usual	prac6ce	
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Pragma6c	trials	on	the	rise	
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“trial”	in	the	6tle	
	
pragma6c[6]	AND	trial[6]	AND	
((Clinical	Trial[ptyp]	OR	Pragma6c	
Clinical	Trial[ptyp])	AND	(“jjjj/
01/01"[PDAT]	:	“jjjj/
12/31"[PDAT]))	
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Pragma6c	trial	example	1	
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Design	 	 				 	 	 	 	 	 	 	 	 				Opera6onal	

Nawar	2013;	New	2014	

Pragma6c	trial	example	1	
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Pragma6c	trial	example	2	
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Design	 	 				 	 	 	 	 	 	 	 	 				Opera6onal	

MacDonald	et	al.	2016	

Pragma6c	trial	example	2	
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Need	for	guidance	and	tools	

•  Opera6onaliza6on	of	more	pragma6c	design	choices	not	
always	straighuorward	

•  Opera6onal	challenges	o`en	different	than	in	tradi6onal	RCT	
and	unan6cipated	
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A	decision	support	tool	for	
pragma6c	trials	
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Opera0onal	
	

Training	requirements	&	
6me	consuming	data	
collec6on	à	possible	

change	in	usual	prac6ce	&	
low/selec6ve	par6cipa6on	

	

Implica0on	
	

Design	choice	à		
generalizability	↑	

	
Opera6onal	challenges	à	

generalizability	↓		
feasibility	↓		

Complex	interplay	-	example	

Design	
	

Choice	of	sites:		
general	prac6ces	because	

most	pa6ents	treated	in	this	
sezng	

	

Retropro	&	eLung	
	

59%		
of	sites	expressed	
interest	in	trial	
par6cipa6on	

	

Training	&	other		
study	burden	

	
4%	

of	sites	actually	
recruited	pa6ents	

generalizability	↓		
&	feasibility	↓		

	
par6cipa6ng	GPs	differed	

from	those	not	par6cipa6ng		
&	

eLung	trial	did	not	recruit		
sufficient	N	of	pa6ents	

Van	Staa	2014	
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The	goal	of	PragMagic	

•  NOT	a	decision-making	tool;	
•  NOT	a	checklist	to	assure	(regulatory/ethical)	compliance;	
•  NOT	a	quality	check/verdict	on	study	design.	

What	PragMagic	is	NOT		
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In	summary	

•  Research	ques6on	defines	trial	design	
•  Increasing	emphasis	on	generalizability	to	the	real	world	
•  Piuall:	default	of	explanatory	trial	
•  Design	phase:	an6cipate	on	opera6onal	challenges	&	their	

implica6ons	
•  Tool	=	decision	support	tool,	NOT	decision	making	tool	

•  Aim	to	have	first	version	of	tool	available	early	2017	
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