
Objective
Examine the feasibility and reliability of using an instrument that retrospectively categorizes published trials along a  ■
pragmatic:explanatory continuum, and to identify any limitations.

intrOductiOn
Pragmatic or “Effectiveness” trials focus on the question: “Does this intervention work under usual conditions?”  ■
Explanatory or “Efficacy” trials focus on the question: “Can this intervention work under ideal conditions?”   ■
The PRECIS (Pragmatic:Explanatory Continuum Indicator Summary) tool and similar instruments are reported to assist re- ■
searchers in identifying the degree of a trial’s pragmatic or explanatory approach (Thorpe 2009, Tosh 2011, Schwartz 2009).
This pilot project explored the feasibility and reliability of using a modified PRECIS tool in determining the pragmatic vs.  ■
explanatory nature of the specific domains. 

MethOds
A recently published clinical trial comparing long-acting injectable versus daily oral antipsychotic treatments in patients with  ■
schizophrenia (Grimaldi-Bensouda 2011) was rated using a modified PRECIS instrument (Thorpe 2009). It was anticipated to 
have both pragmatic and explanatory characteristics.
PRECIS was modified here by adding a 7-point rating scale for each of the 10 domains: 0 to 6 scale (total study scoring  ■
range: 0 to 60). 

Anchors for scoring were: 0=extremely explanatory, 1=very explanatory, 2=explanatory, 3=elements of both designs,  ∙
4=pragmatic, 5=very pragmatic, and 6=extremely pragmatic.
These PRECIS modifications differ from those of Tosh 2011 who used a 5-point rating scale (0 to 4) and assigned a score  ∙
of 0 to domains with insufficient information.

Three raters (authors) independently reviewed the Grimaldi-Bensouda study and assigned a score to each domain and a  ■
brief summary of their scoring rationale. If there was insufficient information for a domain, no score would be assigned.
The averages and total study scores were determined. ■
Thereafter, the raters discussed their individual domain ratings and rationales to identify areas of discord and limitations of  ■
the specific domains or instrument.

results

rater scores
The domain scores were generally similar  ■
across raters (Figure).  
Total study scores were 46, 48, and 52  ■
(average = 48.7).
Six domains were rated as more  ■
pragmatic than explanatory with average 
ratings from 5.3 to 6.0.  
Four domains showed elements of both  ■
pragmatic and explanatory designs with 
average ratings of 3.7.  
No domains were rated as more explana- ■
tory than pragmatic.

rater’s rationales and 
Assigned scores

Table 1 summarizes the PRECIS domains  ■
and descriptions with each rater’s score 
and rationale.

discussiOn/cOnclusiOn
This pilot project revealed the feasibility and limited reliability of using the  ■
modified-PRECIS tool to rate a completed study, with similar scores across the 3 
raters for this particular study. 
It was found to be a very useful tool for discussion and understanding the  ■
pragmatic versus explanatory design elements of a study.  
Several limitations and considerations of the modified PRECIS tool were identified  ■
which should be considered in future work.
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liMitAtiOns & cOnsiderAtiOns
This pilot project identified a need for more complete domain descriptors and anchors  ■
for rating, particularly if the tool is to be used to answer research questions regarding a 
study design relative to objective or outcome.
Rating of studies will likely require more information than that found in the published  ■
manuscript. In some cases, relevant information may not have been well documented 
or summarized at all.
The tool is not validated, nor does it consider the quality of the study conduct, design, or  ■
interpretation relative to the objective.
Limitations and considerations of specific domains were identified and are summarized  ■
in Table 2.
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Figure.  radar Graph of domain scores, by rater

table 1. raters’ rationales and Assigned scores

table 2. limitations & considerations of specific 
domain ratings

study Parameter and 
domain limitations/considerations

Participants

Participant Eligibility Criteria
Population of interest was defined differently among raters. 
Specific population restrictions were identified differently and 
valued differently among raters. 

interventions and expertise

Intervention Flexibility – Experimental Relevant components of the intervention’s regimen were 
identified differently and valued differently among raters.

Practitioner Expertise – Experimental Relevant restrictions in practitioner expertise were identified 
differently and valued differently among raters.

Intervention Flexibility – Comparison
Relevant components of the intervention’s regimen were 
identified differently and valued differently among raters, 
including the number of permitted comparators.

Practitioner Expertise – Comparison Relevant restrictions in practitioner expertise were identified 
differently and valued differently among raters.

Follow-up and Outcomes

Follow-up Intensity/Duration Relevant variables were identified differently and valued 
differently among raters.

Primary Trial Outcomes Domain definition was interpreted differently among raters: 
primary endpoint versus all information derived from the trial.

compliance/Adherence

Participant Compliance Relevant restrictions in compliance were identified differently and 
valued differently among raters.

Practitioner Adherence to Study 
Protocol

Relevant restrictions in compliance were identified differently and 
valued differently among raters. Such details are seldom well 
summarized, recorded, and presented. 

Analysis

Primary Analysis
Domain definition was not well defined. The analytical 
approaches to be considered and valued should be better 
described. 

study 
Parameter and 
domain

Precis domain ranking description Assigned scores and rationales, by rater

Participants rater 1 rater 2 rater 3

Participant Eligibility 
Criteria 
 

Explanatory: Stepwise selection criteria are applied that restrict study individuals to just those previously shown to be at highest risk  ∙
of unfavorable outcomes (i.e., history of non-response).  
Pragmatic: All participants who have the condition of interest are enrolled, regardless of their anticipated risk, responsiveness,  ∙
co-morbidities, or past compliance.

Assigned Score: 3
Rationale: Limitations on age, number of days since hospitalization, comorbid illnesses, ability to understand 
French; live in France. 

Assigned Score: 3
Rationale: There were some inclusion / exclusion criteria other than diagnosis that could impact 
generalizability: recruitment period, ambulatory, age, limit on prior hospitalization; somatic 
disease influencing short term vital prognosis, currently in a trial, ability to understand French. 
However, these were not as extensive as explanatory trials.

Assigned Score: 5
Rationale: Wide range of patients, yet with 
some guidance for age, exclusion for chronic 
inpatients, and for somatic illness.

interventions and expertise

Intervention Flexibility - 
Experimental

Explanatory: Inflexible experimental intervention with strict instructions for every element.  ∙
Pragmatic: Instructions on how to apply the experimental intervention are highly flexible, offering practitioners considerable leeway  ∙
in deciding how to formulate and apply it.

Assigned Score: 5
Rationale: Not randomized; data collected approximately every 3 months no planned visits; long-acting 
injectable risperidone treated subjects were recruited similarly to general cohort by consecutive naturalistic 
enrollment as they attended study centers and who met the patient inclusion/exclusion criteria.

Assigned Score: 6
Rationale: Extremely pragmatic. Patients were followed without any protocol mandated 
interventions, changes to regular practice treatment.

Assigned Score: 6
Rationale: Usual practice.

Practitioner Expertise  - 
Experimental

Explanatory: The experimental intervention is applied only by seasoned practitioners previously documented to have applied that  ∙
intervention with high rates of success and low rates of complications, and in practice settings where the care delivery system and 
providers are highly experienced in managing the types of patients enrolled in the trial.  The intervention is closely monitored with 
dose optimized, side effects treated and co-interventions applied. 
Pragmatic: The experimental intervention typically is applied by the full range of practitioners and in the full range of clinical  ∙
settings.

Assigned Score: 4
Rationale: Selection by willingness to participate in study; not sure how 935 potential centers were identified; 
clinicians had to be board certified.

Assigned Score: 3
Rationale: Clinicians were all board certified. This was restrictive and implies that they have to 
have sufficient experience and expertise. However, there was no measure of experience, training, 
rates of success in using the interventions/etc. - which are more pragmatic.

Assigned Score: 4
Rationale: Usual practice.

Intervention Flexibility - 
Comparison

Explanatory: Restricted flexibility of the comparison intervention and may use placebo rather than the best alternative management  ∙
as comparator. 
Pragmatic: Usual practice or the best available alternative management, offering practitioners considerable leeway in deciding  ∙
how to apply it.

Assigned Score: 5
Rationale: Usual practice; told that they are in a study.

Assigned Score: 6
Rationale: Extremely pragmatic. Patients were followed without any protocol mandated 
interventions, changes to regular practice treatment.

Assigned Score: 6
Rationale: Usual practice.

Practitioner Expertise - 
Comparison

Explanatory: The expertise of the practitioner in applying the comparison intervention(s) is standardized so as to maximize the  ∙
changes of detecting whatever comparative benefits the experimental intervention may have.  
Pragmatic: The comparison intervention typically is applied by the full range of practitioners and in the full range of clinical interest,  ∙
regardless of their expertise, with only ordinary attention to their training, experience, and performance.

Assigned Score: 4
Rationale: Selection by willingness to participate in study; not sure how 935 potential centers were identified; 
clinicians had to be board certified.

Assigned Score: 3
Rationale: Clinicians were all board certified. This was restrictive and implies that they have to 
have sufficient experience and expertise. However, there was no measure of experience, training, 
rates of success in using the interventions/etc. - which are more pragmatic.

Assigned Score: 4
Rationale: Usual practice.

Follow-up and Outcomes

Follow-up Intensity/
Duration

Explanatory: Study individuals are followed with many more frequent visits and more extensive data collection than would occur in  ∙
clinical practice, regardless of whether they had any events. 
Pragmatic: No formal follow-up visits of study individuals at all.  Instead databases are searched. ∙

Assigned Score: 5
Rationale: No scheduled visits; outcomes evaluated at 3 month intervals.

Assigned Score: 5
Rationale: Very pragmatic. Patients were followed without any protocol mandated visits. However, 
this was not a database search and when there were visits, information was collected.

Assigned Score: 6
Rationale: Usual practice.

Primary Trial Outcomes
Explanatory: The outcome is known to be a direct and immediate consequence of the intervention. The outcome may require  ∙
specialized training or testing not normally used to determine outcome status. 
Pragmatic: The primary outcome is an objectively measured, clinically meaningful outcome to the study participants.  It does not rely  ∙
on central adjudication and is one that can be assessed under usual conditions and does not require special training or tests.

Assigned Score: 6
Rationale: Outcome is hospitalization.

Assigned Score: 6
Rationale: Extremely pragmatic. The primary outcome was rate of full-time hospitalization. It does 
not require specialized training or tests to determine if hospitalized. It is not known to be a direct 
immediate consequence of treatment as in explanatory designs. 

Assigned Score: 6
Rationale: Pragmatic endpoint (hospitalization).

compliance/Adherence

Participant Compliance
Explanatory: Study participants compliance with the intervention is monitored closely, may be a prerequisite for study entry, and  ∙
both prophylactic and rescue strategies are used.  
Pragmatic: There is unobtrusive or no measurement of compliance and no strategies for rescue. ∙

Assigned Score: 5
Rationale: No measure of compliance noted; patients are told they are in a study; no consent is needed.

Assigned Score: 6
Rationale: Extremely pragmatic. Compliance was not monitored or measured and there were 
no strategies for rescue. 

Assigned Score: 6
Rationale: No monitoring of compliance with 
intervention.

Practitioner Adherence 
to Study Protocol

Explanatory: There is close monitoring of how well the participating clinicians and centers are adhering to even the minute details in  ∙
the trial protocol and manual of procedures.
Pragmatic: There is unobtrusive (or no) measurement of practitioner adherence and no special strategies to maintain or improve it. ∙

Assigned Score: 5
Rationale: Follow up approximately every 3 months; clinicians are aware that a study is being done.

Assigned Score: 6
Rationale: Extremely pragmatic. No measurement of practitioner adherence to protocol or 
strategies to improve it.

Assigned Score: 6
Rationale: Usual practice.

Analysis

Primary Analysis

Explanatory: An Intent-To-Treat (ITT) analysis is usually performed; however, this may be supplemented by a Per-Protocol analysis  ∙
or an analysis restricted to complier or other subgroups. Analyses are conducted that attempt to answer the narrowest, mechanistic 
question.  
Pragmatic: Includes all patients regardless of compliance, eligibility, and other. Analysis attempts to see if the treatment works under  ∙
the usual conditions, with all the noise inherent therein.

Assigned Score: 4
Rationale: Patients followed until  accumulated 12 months of follow up, loss to follow up or death or study 
center closure (late 2008-2009); not sure how corrected for premature dropout; hospitalization rates calculated 
by person-time  exposure; patients never discharged were not considered for analysis; follow up divided by 
3-month time units; rates adjusted by prognostic factors; secondary analysis completed to establish robustness 
of effect; when a patient switched drugs during a trimester, this was noted as indefinite exposure.

Assigned Score: 4
Rationale: Pragmatic. There was no seeking of follow-up contact with the study participants in 
excess of the usual practice. Analysis was ITT, all patients with at least one follow up visit, with no 
other restrictions or subgroups.

Assigned Score: 3
Rationale: Range of patients included in analysis; 
matching of patients using propensity scores and 
the generalized estimating equation with 
adjustment for prognostic factors controls for 
some of the variability with added rigor.

Domain scale definitions adapted with permission from the Journal of Clinical Epidemiology, Volume 62, Thorpe KE, Zwarenstein M, Oxman AD, et al. A pragmatic-explanatory continuum indicator summary (PRECIS): a tool to help trial designers. 464-475. 2009, with permission from Elsevier.

Rater 1 (Total Score = 46)

Rater 2 (Total Score = 48)           

Rater 3 (Total Score = 52)

The modi�ed PRECIS instrument included 
a 0 to 6 scoring scale (total possible score range
of 0 to 60) where: 
0=extremely explanatory, 
1=very explanatory, 
2=explanatory, 
3=elements of both designs, 
4=pragmatic, 
5=very pragmatic, and 
6=extremely pragmatic. 
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