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BACKGROUND AND OBJECTIVES:

Figure 1: RWE Framework

• A holistic approach to healthcare — in which data obtained from a variety of sources can complement traditional clinical trials
to aid treatment decisions — is increasingly recognised to be important and an area where real-world evidence (RWE) can
offer valuable insights.
• Many considerations face teams planning RWE studies, including an array of available real-world data sources and different RWE
study designs.
 These choices can present a challenge to researchers when selecting the optimal study design to address their research
objectives.
 Team members may also have different levels of familiarity with RWE best practices, limited time and/or limited resources
available to plan their studies.
• The main objective of this analysis was to develop a holistic and concise tool to encourage a methodical approach to RWE
study planning and implementation.
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Literature review
• A literature review was performed to identify publications with decision tools and/or visual aids that describe best practices for
planning and/or conducting RWE studies.
• Articles with English abstracts were identified through Embase and MEDLINE database searches.
 Publications dated from 2008 to 2017 were included.
 The search terms ‘real world evidence’ or ‘real world data’ or ‘pragmatic trial’ were combined with ‘consensus statement’
or ‘flow diagram’ or ‘decision tool’ or ‘best practice’ or ‘generation’ or ‘algorithm’.
 Comments, editorials, letters, case reports, legal cases, lectures, news, technical reports, and publications focussed on
children were excluded.
• Supplemental online searches were conducted via Google.com and websites associated with relevant professional organizations,
government institutions and public–private partnerships.[1-6]
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• The conceptual framework was developed to aid the planning and design of RWE studies using a staged approach.
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1. Key components of a best practice RWE study planning process were identified and organised in a logical and
chronological sequence to create a flow diagram.
2. An infographic design and instructions based on a Q&A framework were developed to guide users through the flow
diagram.
3. The infographic RWE Framework was further refined following feedback from Internal Advisory Panels.
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• 371 abstracts were identified; title and abstract screening was completed by a single assessor: 3 articles were selected for
detailed review.
 Most articles focused on a subset of RWE study types, such as pragmatic trials or database studies, or on a subset of RWE
objectives, such as evaluating clinical effectiveness.
 No published RWE study design decision tools or visual aids were identified from the Embase/MEDLINE searches.
• Only two online sources included decision tools or visual aids: one a detailed interactive online resource RWE Navigator[7]
and the other a brief illustrative diagram from the ABPI Guidance[8] on the definition, use and practical issues surrounding the
generation of RWE.
• A gap was identified for a concise tool that supports decision making on RWE study design.
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• The pilot test exercises with RWE professionals generally provided positive feedback on the value of the RWE Framework and
its ease of use. Recommended changes included:
 Refined flow and sequence of the framework components, such as the starting point and next steps in the flow
 Labelling the stages in the framework
 Additional steps for inclusion in the framework
 Listings of items under key steps, e.g. types of data of interest
 Supporting information content, e.g. terminology descriptions
 Infographic design improvement, e.g. use of icons

+

Consider
primary/hybrid
data collection

Are required data variables captured in existing datasets?

RESULTS:

$

(collect/create a new dataset)

N

Y

Y

Primary data collection

Hybrid

$

(use an existing dataset)

• The initial design of RWE Framework was pilot tested by 40 RWE professionals from 9 European countries via two group
workshops before finalisation.
 Professionals represented areas of RWE, Medical Science, Drug Safety, Epidemiology, Regulatory, Research and Development
and Market Access.
 RWE Framework was tested via a series of group exercises based on case studies across settings including pain, asthma,
diabetes and osteoarthritis.
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PROCEED WITH STUDY DESIGN/PROTOCOL IN CONSULTATION WITH RWE TEAM

INSTRUCTIONS:
•

This flow diagram is a tool to aid initial planning for and design of an RWE study. It contains two main sections, each with several steps,
as follows.

Define Objectives and Endpoint(s)
•

Tick the relevant objectives to determine the aim of the research, for example, to inform indication selection by studying unmet need in
multiple therapeutic areas or to meet EMA requirements by collecting long term safety data on the product.
Determine if the planned study is an RWE study or a clinical trial.
If RWE, tick all relevant boxes to identify the key outcomes of interest, and determine your study endpoints, for example, EQ-5D score,
hospital length of stay, time to switch, occurrence of treatment-related adverse event.

•
•

Determine Study Design

• The newly developed tool (Figure 1) captures a multi-step decision process to determine an optimal approach to study planning
and design, including consideration of:
 Research objective(s)
 Product approval status
 Study conduct (routine practice vs intervention)
 Outcomes of interest
 Data availability in routine practice
 The need for primary data collection and randomisation
• The tool guides on appropriate study type and methodology (covering options under the categories of retrospective,
prospective observational and pragmatic trial) and applicable regulatory standards.
• Instructions and checklists lead users through the planning exercise step-by-step, as well as to provide background information
on key definitions.

•

CONCLUSIONS:

•

• The RWE Framework is a novel and visual tool which was designed to address an unmet need for a concise, easy-to-follow aid
that can inform RWE study planning for a broad range of RWE study types and research objectives.
• RWE Framework can enhance RWE decision-making involving multiple stakeholders and replace ad-hoc RWE study planning
processes with a robust approach.
• The future use of RWE Framework as a visual aid for planning RWE studies should be complemented with additional resources,
including in-depth knowledge regarding the product and/or therapy area.
• Further testing of RWE Framework across a range of disease areas and decision-making scenarios is warranted, along with
potential development of some therapy-area specific tools.
References:

Determine whether the planned study should rely on primary data collection, analysis of existing secondary data, or a combination of
both (hybrid).
Determine whether the RWE study is a non-interventional/observational study or a pragmatic trial.
Determine the study design; for example, for non-interventional/observational studies, these include case-control, cohort, and cross-sectional
designs, based on whether the studies are comparative or not, and whether they capture data over time or at a specific time point.

•
•

KEY TERMS AND DEFINITIONS:
•
•
•
•
•

ICH: International Conference on Harmonisation of Technical Requirements for Registration of Pharmaceuticals for Human Use.
GCP: Good Clinical Practice.
GVP: Good Pharmacovigilance Practices.
LLR: Local Legal Requirements.
Effectiveness: The extent to which a health care intervention provides a degree of beneficial effect compared to alternative interventions
under conditions of routine clinical practice.*
Hybrid: An approach involving primary data collection supplemented with secondary data analysis (for example, registry study that links
patient data with claims data).
Non-interventional/observational: A study in which health care intervention is not decided by trial protocol, but within the conditions
of routine clinical practice.*
Case-control: A study that compares exposure among two groups: individuals who have experienced a specific outcome (cases) and
individuals with similar characteristics who have not experienced the outcome (controls).*
Cohort: A study in a group of individuals from a source population who are classified by a defining characteristic and followed over a
period of time to determine the occurrence of a specific outcome.*
Cross-sectional: A study that examines the relationship between exposure status and an outcome for a defined population at a single
point in time.*
Pragmatic Trial: A randomised study that compares health interventions and outcomes among a diverse population under the conditions
of routine clinical practice. A pragmatic trial is designed to measure the effectiveness of an intervention.*
Registry: A database that results from the collection of longitudinal, observational data among a defined patient cohort or cohorts (eg,
those with a specific condition or undergoing a specific health care intervention).*
GPP: Good Pharmacoepidemiology Practice.

•
•
•

•
•
•
•

CHECKLIST BEFORE PROCEEDING WITH RWE STUDY:
□
□
□
□

Justify timeline
Budget is available and signed off
Data exists and is contracted/available
Protocol review committee approval
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