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A LITTLE ABOUT ME…

• Economist by training

• Currently working as a freelancer

• Used to work for the Office of Health Economics, London

• Areas of interest: pharmaceutical policy

• Research/academia and consulting experience
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AGENDA

• Context

• Use of real-world data/evidence (RWD/E)

• Addressing the challenges: role of RWD/E

• RWD/E Framework

• Barriers to RWD/E use

• Valtermed: el caso Español

• Some final reflections 
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THE LIFE SCIENCES INDUSTRY:  VIRTUOUS CYCLE (OR “VICIOUS”)?
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• Supply side

Challenge 1: Increasing importance of specialised and stratified medicines

Challenge 2: Rising drug development costs

• Demand side

Challenge 3: Closer benefit-risk 

monitoring by regulators over a medicines’ 

life cycle

Challenge 4: Increase in demand for 

RWE of relative effectiveness by HTA, 

payers and regulators

Challenge 5: Disconnect between 

regulators and (across) payers/HTA bodies 

evidence needs

FIVE GLOBAL 

CHALLENGES



CONTEXT (1/2): OUR SPECIFIC CHALLENGE

• Many decisions, including regulatory and pricing/reimbursement and access decisions, are taken with limited 

evidence, and usually based on outcomes that do not matter to patients or represent clinical practice

• At the same time, there is increased pressure to try to make (cost-) effective treatments available earlier

• For example, a medicine could be approved on the basis of preliminary/limited clinical data (such as surrogate endpoints 

[e.g. biomarkers or response rates], phase II trials, or limited patient population), which would ultimately need to be 

verified with the help of clinical data reflecting actual patient benefit

• After regulatory approval (based on clinical trials), the clinical/economic assessment starts.  The requirements 

from the HC systems to give access, price & reimbursement differs from regulatory assessment (given different 

remits), BUT also within different HC systems

• Payers, understandably, might be reluctant to implement new access mechanisms, which could lead to (at least 

perceived) higher uncertainty 

• Key question:  What is the role of real-world data/evidence (RWD/E) in this setting? How could it 

be used to reduce the evidence gaps and increase access?
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CONTEXT (2/2): RWD/E COMPLEMENTING RCTS 

• Conventional RCTs remain the gold standard way for researchers to collect evidence for new treatments’ safety 

and efficacy, and will continue to do so in the foreseeable future…

• …but there is need to build on trial outcomes, with recognition of the part played by evidence in clinical practice 

to support access

• Thus, RCTs alone may not provide sufficient evidence of “value” to support access, price and reimbursement 

decision-making

• Timing:  When do we start collecting “real-world data”? 

• Currently, it is difficult to collect RWE before Marketing Authorisation

• However, the landscape is changing: for instance, new types of studies (such as pragmatic trials) could collect evidence in 

real-life settings, before authorisation, for authorisation (and later on for access/P&R)

• RWD is neither a panacea nor a replacement for RCTs

• So how can RWD/E complement RCTs, and under which circumstances will this be needed?
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THE QUESTION OF HOW TO USE 
RWE IS NOT A NEW ONE (1/2)…

For instance, IMI GetReal has recently “identified seven key themes that require attention and actions 

by stakeholders and policy makers regarding the use of RWD/E in effectiveness research for new drugs”:

1. Integrity, quality, access and privacy protection of RWD sources

2. Guidance on RWE study design, evidence synthesis and interpretation in decision making

3. Standards for decision makers’ use of RWE in decision making

4. RWE training and education

5. Broader involvement of stakeholders, especially patients and healthcare professionals, in RWE generation 

and use of RWD

6. Emphasis on a joint (regulatory/HTA/payer) scientific advice process

7. Construction of a standing forum and linking with ongoing initiatives
7

‘Advancing Evidence Generation for New Drugs’. Available at: https://www.imi-getreal.eu/Portals/1/Documents.  Accessed March 2019.

https://www.imi-getreal.eu/Portals/1/Documents


THE QUESTION OF HOW TO USE RWE IS NOT A NEW ONE (2/2)…

Business Use Only8
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AND LET’S NOT FORGET RWE IS ALREADY BEING USED (1/3)…

RWE is already in routine use in the EU

• Particularly true for marketed products and for safety monitoring and drug utilisation

• Increasing interest in the use of RWE for efficacy, outcomes for HTA, and rapid cycle evaluation 

of medicines

• There is major potential to increase the use of RWE to support lifecycle product development 

and monitoring, and to improve decision-making for regulation and HTA

Source: EMA, Update on Real World Evidence Data Collection, STAMP, 10 March 2016
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AND LET’S NOT FORGET RWE IS ALREADY BEING USED (2/3)…ALTHOUGH 
DIFFERENT STARTING POINTS ON IMPORTANCE OF RWE IN DECISION-MAKING:
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‘The use of Real World Evidence in the European context’.  Available at: http://eprints.lse.ac.uk/68442/1/RWE_in_Europe_Paper1.pdf.  Accessed March 2019.

http://eprints.lse.ac.uk/68442/1/RWE_in_Europe_Paper1.pdf


AND LET’S NOT FORGET RWE IS ALREADY BEING USED (3/3): 
THE CASE OF THE US

Current use of RWE in the US:

• Drug development

• Regulatory approval decisions

• Post-approval monitoring of safety signals

• HTA assessments and payer coverage decisions – initial decisions

• HTA assessments and payer coverage decisions – reassessments

• Outcomes-based contracting
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…AND WHAT IS THE INDUSTRY DOING ABOUT IT?
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ADDRESSING THE CHALLENGES…

1. “Managed entry agreements” (resolving uncertainties)

2. More alignment between regulators and HTA/payers, and 

across HTA/payers (more efficient evidence generation) 

[impact of JCA?]

3. European-wide initiatives – procurement

4. RWE (measuring if treatment works in real life)

1. Governance models: who has access to data, for what 

purpose, and under what conditions?

2. What are the appropriate methods to ensure robust, 

transparent, and relevant findings?

Information based on speaker’s experience



USES OF RWE: LIFE-CYCLE APPROACH

141. ‘Real-world evidence and its importance in medicines development’.  Available at: https://rwe-navigator.eu/rwe-importance-in-medicine-development/.  Accessed March 2019. 2. Real-world evidence: Four shifts 

ushering in a new era of evidence in life sciences and health care. Available at:  https://blogs.deloitte.com/centerforhealthsolutions/real-world-evidence-life-sciences-industry/. Accessed March 2019.

https://rwe-navigator.eu/rwe-importance-in-medicine-development/
https://blogs.deloitte.com/centerforhealthsolutions/real-world-evidence-life-sciences-industry/


A RWD/E FRAMEWORK: OPTIMAL DEVELOPMENT AND USE OF 
RWD/E TO SUPPORT ACCESS AND P&R DECISIONS

Governance

Defining that the manner in which RWE/RWD is developed, accessed, and used appropriately and in an 
ethical and legal way

Operational

Addressing the practical issues 
and challenges arising from the 

generation of RW Data, and 
execution of RWE studies

Methodology

Being methodologically robust 
and neutral to ensure 

acceptability and credibility

Relevance

Being practical but also be 
comprehensive enough to be 
meaningful and allow relevant 

usage

Raw 
data

Cleaning and 
managing 
the data

Linking and 
aggregation

(data sources)

Defining 
scope of 

problem and 
methods

Access/ 

use data

Analyse 
results

Dissemination / 
publication 

Putting 
evidence 

into practice 
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SO WHAT QUESTIONS ARE WE TRYING TO ADDRESS?

• What should be the role of RWD/E in Access & Price/Reimbursement decisions (i.e. coverage and 

payment)?

 How can RWD/E be integrated as a key element within the Access, Price & Reimbursement process submission, as 

well as post-launch (to maintain/enhance reimbursement)? 

 Acceptability of RWD/E into decisions on “access (coverage)/price & reimbursement (payment)” – life-cycle approach

 What RWD/E will fit into payer decision-making framework: “access decision criteria”

 How can RWD/E be a key element to address some of the gaps/lack of information in PRICING 

process (given wider use of RWD/E for Reimbursement)?

 Types of studies

 What outcomes to measure

 “Patient-based RWE”: is it accepted, and how does it fit?

 …
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BARRIERS TO RWE INITIATIVES (1/2) 

• Bias & confounding

• Incomplete data

• Data mining

• Access to data

• Lack of universally accepted methodological 

standards

• Lack of investigator expertise

• Obsolete evidence hierarchies

• Incomplete access to electronic healthcare data 

from different MSs and a lack of hospital in-patient 

data

• Variable data quality and a lack of harmonisation

• The need to develop methods for efficacy and 

HTA outcomes

• Delays to start studies

• Fragmentation of EU efforts to harness the potential

Source: EMA, Update on Real World Evidence Data Collection, STAMP, 10 March 2016
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BARRIERS TO RWE INITIATIVES (2/2) 
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…AND HOW CAN WE MOVE FORWARD IN THE USE OF RWD?
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Eichler HG, et al. Clin Pharmacol Ther. 2019;105(4):912–922.



VALTERMED (1/2)
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VALTERMED (2/2)
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FINAL REFLECTIONS

There is a need for:

• Better planning of RWD/E collection and analysis throughout the life cycle, delivered through:

• Scientific advice for products in development

• Benefit risk management planning at initial and post-authorisation

• Many ongoing initiatives, but fragmented: need better coordination between existing initiatives, 

leveraging outputs and identifying gaps

• Cross-stakeholder collaborative approach to fill the gaps for RWE access and analysis (trust 

critical!)

• Y para España en particular: !la necesidad de tener buenas herramientas si 

queremos modelos más innovadores basado en datos de vida real!
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Thanks for your attention!

Dr Jorge Mestre-Ferrandiz

Independent Economics Consultant

Profesor Asociado, Universidad Carlos III, Madrid

Visiting Fellow, Office of Health Economics 

Profesor de Health Economics de FT/Instituto de Empresa (IE) Business School

Director, Oxford Martin Programme on Affordable Medicines, Oxford Martin School, University of Oxford

Honorary Visiting Lecturer, Department of Economics, City University London

Views expressed are my own

Email: jormesfer13@gmail.com
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