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Regulators HTAs/payers

Quality, safety & clinical efficacy Cost & clinical effectiveness

Randomised Controlled

trials
Routine clinical practice

Key decision criteria:

Scope:
Data fit for purpose?

Data: focused on the 
regulators

E.g.: E.g.:
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Mind the efficacy-
effectiveness gap

Clinical trial Health system

Gap?

Study type/ 

sources

Population

RCTs Observational studies
Pragmatic trials
Primary care and hospital 
records (EHRs)
Healthcare databases , etc…

Type of 

outcome
Efficacy Effectiveness

 Internal validity 
 External validity

 Internal validity 
 External validity

Design 

features

‘Real-World Data’

YesNo
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Additional factors prompting 
the need for change

Environment
• Increasing strength and 

demands of HTA/payers

• Pressures for earlier access 
to new medicines of value 

• Possibility of more flexible 
reimbursement and access 
arrangements

• Rare disease populations 
more prominent, hard to fit 
into trial paradigm

• Willingness of regulators to 
engage 

Data and methods

• Recognition that data arriving 
at HTA are sub-optimal, 
especially the key data on 
relative effectiveness

• Growing availability (at least 
in principle) of RWD 

• New methods to synthesize 
data and adjust for bias

• IT infrastructure: new 
possibilities for data 
collection and integration
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Three Years of a Real Public Private 
Partnership 

www.imi-getreal.eu
@IMIGetReal
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Innovative Medicines Initiative (IMI)

2 Billion EURO

1 Billion Euro

Public                    Private

Partnership

European 
Federation of 

Pharma Industries
& Assocs.

In kind 
contribution

FP7 Funding

Cash payment 
to investigators 

in Europe: 
SME/public  
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IMI GetReal aims

• GetReal aimed to consider how robust new methods 
of RWE collection and synthesis could be adopted 
earlier in pharmaceutical R&D and the healthcare 
decision making process.
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Using RWD is already part of 
evidence planning within 

pharma...

Development File and launch Post-marketing

Include evidence on use 
and effectiveness of 
existing medicines in 
registration package

Conduct network meta-
analysis to estimate 
relative efficacy (or 
effectiveness) of new 
medicine

Analyse RWD to assess 
effectiveness of 
existing medicines

Highlight shortcomings 
in existing treatments 
using RWE

Incorporate RWD to 
estimate cost-
effectiveness using 
economic models

Assess relative 
effectiveness of our 
new medicine in claims 
and EMR database 
analyses

Synthesize studies on 
relative effectiveness vs 
competitor medicines
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...but evidence generation is 
evolving and GetReal is a key 

contributor – and resource

Development File and launch Post-marketing

• Plan early – consider adaptive pathways 

• Use historical cohorts to provide context for single 
arm clinical studies

• Greater use of analytics to help design clinical trials

• Include trial designs that are more “pragmatic”

• Consider novel techniques to simulate relative 
effectiveness

• Seek greater dialogue with regulators & HTA agencies

https://www.imi-getreal.eu/

https://www.imi-getreal.eu/
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GetReal facilitates 
stakeholder dialogue

Objectives

• Shared understanding of the 
technical and process issues 
from each perspective

• Exploration of novel 
methodological solutions 

• Compilation of best-practice 
recommendations 

• Future research agenda

• Collaboration and trust
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Multiple 
Sclerosis

Rheumatoid 
Arthritis

Non-small 
cell lung 
cancer

Patient-
Powered 
Research 
Networks

Met. 
Melanoma

COPD

WP1 Case Studies
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Example GetReal Outputs

Original research
• Drivers of effectiveness
• Analytical methods
• Prediction models
• Methodological guidance
• Social media
• Patient-powered research 

networks (PPRNs)
Tools
•Software
•Checklists & templates
•Design options for 
pragmatic clinical trialsCase studies

• Retrospective analyses of 
relative effectiveness issues

• Disease area specific issues
• Stakeholder views

Methods
• Detection of bias
• Adjustment of bias
• Aggregate RWD in NMAs
• Individual patient data in NMAs

Summaries
• Literature reviews
• Study types
• Sources of data
• Methods

*Illustrative examples – not a complete list of GetReal outputs
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Publications

15

Stats in Nov ‘16

36 peer-reviewed manuscripts

13 deliverable reports

62+ conference presentations
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Tools

*Illustrative examples – not a complete list
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GetReal online course



The research leading to these results has received support from the Innovative Medicines Initiative Joint Undertaking under grant 
agreement no [115546], resources of which are composed of financial contribution from the European Union’s Seventh Framework 
Programme (FP7/2007-2013) and EFPIA companies’ in kind contribution.
www.imi.europa.eu



The research leading to these results has received support from the Innovative Medicines Initiative Joint Undertaking under grant 
agreement no [115546], resources of which are composed of financial contribution from the European Union’s Seventh Framework 
Programme (FP7/2007-2013) and EFPIA companies’ in kind contribution.
www.imi.europa.eu

Main purposes of the 
RWE Navigator 

• An educational resource to find out more about the potential 
issues in demonstrating relative effectiveness of new medicines 
(‘effectiveness challenges’).

• A guide to specific types of analyses or study designs using RWE 
to support development of medicines.

• A comprehensive directory of resources on the use of RWE in 
medicines, signposting to GetReal outputs and other 
authoritative sources.

Step 1
Clarify the Issues

Step 2
Find the RWE Options

Directory of 
Resources
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Who is it for ?

Patients

Pharmaceutical 
companies

Regulators
HTA agencies 
and payers

Clinicians

Researchers

Shared platform for 

understanding and 

collaboration 
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Example key content categories

Slide 21

Governance of 
RWD

Sources of 
existing RWD

Generate RWE 
(study designs)

Summarise 
and synthesise 

evidence

Model 
effectiveness 
in real world 

setting

Assure quality 
and credibility 
of RWD/RWE

Adjust for bias 
in non-

randomised 
/obs studies
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Sources of 
existing RWD
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Slide 23 Slide 23

Generate RWE 
(study designs)
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Slide 24

Summarise 
and synthesise 

evidence
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Slide 25

Assure quality 
and credibility 
of RWD/RWE
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Slide 26

Model 
effectiveness 
in real world 

setting



The research leading to these results has received support from the Innovative Medicines Initiative Joint Undertaking under grant 
agreement no [115546], resources of which are composed of financial contribution from the European Union’s Seventh Framework 
Programme (FP7/2007-2013) and EFPIA companies’ in kind contribution.
www.imi.europa.eu

Slide 27

Adjust for bias 
in non-

randomised 
/obs studies
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Slide 28

Governance of 
RWD
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RWE Navigator is...

NOT a decision-making/support tool

Does NOT replace formal scientific 
advice

Does NOT guarantee approval, access 
or funding

Methods tested still experimental

✗✓
an educational resource

a source of guidance

a directory of resources

a shared platform
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Scenario 1: 
Clinician interested in 
learning about patient 

powered research networks

rwe-navigator.eu
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Scenario 1: 
Clinician interested in 
learning about patient 

powered research networks

Sections covering 
what it is, why it’s 
useful, when it’s 

suitable, limitations 
and stakeholder 

feedback

Links to authoritative 
sources,  GetReal

deliverables, full-text 
publications

rwe-navigator.eu
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• How & why effectiveness differs from efficacy (the 
‘gap’) and ‘drivers of effectiveness’

• Planning questions to consider for each aspect of 
PICO (population, intervention, etc)

• Methods to explore the gap 

• Examples

Scenario 2: 
pharmaceutical company 

preparing an evidence 
development plan for a new 

medicine

rwe-navigator.eu
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Find potential options using 
RWE to address the 
identified issues

Scenario 2: 
pharmaceutical company 
looking for options using 

RWE

rwe-navigator.eu
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EARLY
Strategy: programme 

planning
(end phase 2A/2B)

MID
operational: designing 
and executing studies

(phase 2B/3)

LATE
submission: regulatory 

approval  and 
reimbursement

Scenario 2: 
pharmaceutical company 
looking for options using 

RWE

rwe-navigator.eu
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Scenario 2: 
pharmaceutical company 
looking for options using 

RWE

rwe-navigator.eu
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All potential 
effectiveness issues

Possible RWE ‘options’
to address 1st challenge

Click box to reach 
structured summaries

Darker box for 
whom this issue 
is most likely to 
be relevant at 

this stage

Click to read 
more 

information 
about the 

issue

Issues and RWE options for early + population

rwe-navigator.eu
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Sections covering what it is, why it’s 
useful, when it’s suitable, 

limitations and stakeholder 
feedback

Links to authoritative 
sources,  GetReal

deliverables, full-text 
publications

Structured summary
rwe-navigator.eu
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Scenario 3: 
HTA analyst wishing to 

understand how RWE/RWD 
can be incorporated in 

evidence synthesis

rwe-navigator.eu
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Explains why you might consider 
RWD in evidence synthesis and links 
to pages explaining how this can be 

done

Links through to pages describing 
evidence synthesis methods and 

network meta-analysis (NMA)

rwe-navigator.eu
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Link to page describing 
method covered by GetReal

work 

Links to relevant references 
on issues not covered by 

GetReal

rwe-navigator.eu
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More information on evidence synthesis & NMA
rwe-navigator.eu
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Scenario 4: 
Anyone looking to 

understand more about 
GetReal case studies

rwe-navigator.eu
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Headings give context,
explain brief methods, 
findings/conclusions, 

limitations of case 
study, 

(any) stakeholder 
feedback

Link to publications and 
deliverables

rwe-navigator.eu
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Thank you!


