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Ge’r(;Real What are pragmatic trials?
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Woodcock et al BMC Pulmonary Medicine (2015) 15:160
DOI 10.1186/512890-015-0150-8 BMC Pulmonary MedlCIne

STUDY PROTOCOL Open Access

The Salford Lung Study protocol: @
a pragmatic, randomised phase I
real-world effectiveness trial in asthma

Ashley Woodcock'", Nawar Diar Bakerly?, John P. New? J. Martin Gibson?, Wei Wu?, Jorgen Vestbo'
and David Leather*

Abstract

Background: Novel therapies need to be evaluated in normal dinical practice to allow a true representation of the
treatment effectiveness in real-world settings.

Methods/design: The Salford Lung Study is a pragmatic randomised controlled trial in adult asthma, evaluating
the clinical effectiveness and safety of once-daily fluticasone furoate (100 pg or 200 pg)/vilanterol 25 pgin a novel
dry-powder inhaler, versus existing asthma maintenance therapy. The study was initiated before this investigational
treatment was licensed and conducted in real-world clinical practice to consider adherence, co-morbidities,
polypharmacy, and real-world factors. Primary endpoint: Asthma Control Test at week 24; safety endpoints
include the incidence of serious pneumonias. The study utilises the Salford electronic medical record, which
allows near to real-time collection and monitoring of safety data.
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Design Operational

Pre-launch Timely safety reporting

Once-daily inhaler Real world drug supply

Salford
Broad patient inclusion Lung Generalisability
in GP practices Study beyond Salford

(GSK)

Usual care comparator GCP, informed consent

COPD exacerbation Linkage of EHR

Nawar 2013; New 2014
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European Heart Journal Advance Access published October 4, 2016

European Heart Journal (2016) 0, 1-9 CLINICAL RESEARCH
EUROPEAN doi:10.1093/eurheartj/ehw387 Thrombosis and antithrombotic therapy

SOCIETY OF
CARDIOI OGY®

Randomized trial of switching from prescribed
non-selective non-steroidal anti-inflammatory

drugs to prescribed celecoxib: the Standard
care vs. Celecoxib Outcome Trial (SCOT)

Thomas M. MacDonald'*, Chris ). Hawkeyz, lan Ford?, John J.V. McMurray",
James M. Scheiman’®, Jesper Hallas‘, Evelyn Findlay', Diederick E. Grobbee’,
F.D. Richard Hobbs®, Stuart H. Ralston’, David M. Reid'®, Matthew R. Walters®,
John Webster'?, Frank Ruschitzka'', Sir Lewis D. Ritchie '?,

Susana Perez-Gutthann'?, Eugene Connolly", Nicola Greenlaw?, Adam Wilson',
Li Wei”, and Isla S. Mackenzie'
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University of Glasgow, Glasgow G12 8QQ, UK; *British Heart Foundation Cardiovascular Research Centre, University of Glasgow,126 University Place, GlasgowG12 8TA, UK;
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Design Operational

Pre-launch Timely safety reporting

Cox 2 inhibitor Real world drug supply

Broad patient inclusion Generalisability

in GP practices

Usual care comparator informed consent

CVD Linkage of EHR

MacDonald et al. 2016
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Need for guidance and tools

* Operationalization of more pragmatic design choices not
always straightforward

* Operational challenges often different than in traditional RCT
and unanticipated
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Operational

A challenge that may arise
during the execution of the
Design study
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Outcome
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Safety
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Methodological
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Training & other
study burden

4%
Retropro & elLun of sites actually
recruited patients

59%
of sites expressed
. : ! generalizability {,
mtergs't in 'trlal & feasibility <
participation

participating GPs differed
from those not participating
&
eLung trial did not recruit
sufficient N of patients

Van Staa 2014
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The goal of PragMagic

\
e facilitate the design & planning of pragmatic trials
~
e insights: consequences of design & operational challenges
h e visualize complex interplay systematically: decision support tool
J

e maximize generalizability of trial findings
e ensure validity & operational feasibility

What PragMagic is NOT ' «  NOT a decision-making tool;

NOT a checklist to assure (regulatory/ethical) compliance;

* NOT a quality check/verdict on study design.
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Questions for patient/participant:

1. Are the health related inclusion criteria broad or restricted?

2. Are non-health related inclusion criteria used?

3. Can vulnerable or special patients be included?

4. Are specific subgroups oversampled?

5. Are Strategies used to imrpove recruitment?

6. Are strategies to reduce attrition used?

7. Is the population representative of the study population?
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IMPLICATIONS
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1. Are the health related inclusion criteria broad or restricted?

B. Restricted health-related inclusion

Operational challenge

Screening for eligibility is needed

Screening will take additional time and
resources.

ool

Next | Cinse |

Participant
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In summary

* Research question defines trial design

* Increasing emphasis on generalizability to the real world

* Pitfall: default of explanatory trial

* Design phase: anticipate on operational challenges & their
implications

* Tool = decision support tool, NOT decision making tool

* Aim to have first version of tool available early 2017
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