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Disclaimer

My presentation might not be the view of the 
organisations I am working for. 
My presentation is a personal viewpoint and binds in 
no way the organisations mentioned above.
I have no financial interest to disclose.
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The most appropriate medicines for the patient

Pharma 
industry

Regulators HTA & 
payers

Efficay & 
safety

$/€ on 
investment

$/€ on 
effectiveness

IRRECONCILABLE?

Decision Making

The process of decision making for drugs
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The most appropriate medicines for the patient

Pharma 
industry

$/€ on 
investment

The traditional approach

• Short term clinical studies
Drug vs placebo
Surrogate if accepted (HbA1c, BP, PFS)
SAE and AE reports

• Submit package to regulators
• Promote and market the drug
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The need to demonstrate (added) value

From: Murray Stuart (GSK), Geneva 2011



European Commission, Member States, members of the European 
Parliament, & multiple stakeholders
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1. What is the basis of benefit-risk 
assessment by regulatory authorities?

2. Should it become more structured, more 
quantitative?

3. Should it incorporate epidemiology data?

4. Should it merge into the evaluation of 
relative/comparative effectiveness? 

Questions of relevance for today



• Article 26 of Directive 2001/83/EC: MA will be
refused if benefit/risk (B/R) balance is not favourable
(a value judgment!), or therapeutic efficacy is 
insufficiently substantiated, or qualitative and 
quantitative composition is not as declared

→ overall, this is « QSE »

• There is no requirement to demonstrate a medical 
need, no mention that B/R should not be inferior to 
already existing products

• However...

Rules of Marketing Autorisation (MA) in the EU
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** Section 5.2.5.1 of Annex I to Directive 2001/83/EC states:

“In general, clinical trials shall be done as ‘controlled clinical trials’ if 
possible, randomised and as appropriate versus placebo and versus 
an established medicinal product of proven therapeutic value; 
any other design shall be justified. The treatment of the control 
groups will vary from case to case and also will depend on ethical 
considerations and therapeutic area; thus it may, in some instances, 
be more pertinent to compare the efficacy of a new medicinal 
product with that of an established medicinal product of proven 
therapeutic value rather than with the effect of a placebo.” 

Rules of MA in the EU (2)
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The need for an active control (1)
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The need for an active control (2)

• When feasible, 3-arm trials including experimental medicine, 
placebo and active control represent a scientific gold standard

• When ethical and feasible, a placebo arm should be 
included in the pivotal trials to support MAA

• Direct comparison with an active control is important where:
The experimental medicine may be associated with safety 
concerns (mortality, morbidity, QoL, discontinuations or delay 
in treatment leading to irreversible harm...)
Treatment with a medicine of inferior efficacy might 
conceivably lead to significant, long-term or irreversible harm 
for the patient



• Expert judgment will remain the cornerstone of B/R evaluation
• Existing models for decision-making are not (yet) fit for use
• The current CHMP Assessment Report Guidance should be revised, 

incorporating a structured list of B & R criteria and guidance
• Methodologies for B/R assessment should be further explored

2009
• The Template/Guidance was revised
• Start of the BR Methodology Project (EMA sponsor: Xavier Luria):

• London School of Economics (Prof. Larry Philipps), University of 
Groningen

• CHMP/EMA Steering Group

2008 Conclusions of the CHMP Working Group
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template
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template

EMA project map on B-R assessment and communication
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The EMA report on Work Package 1 (1)

Work Package 1
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The EMA report on Work Package 1 (2)

6 participating agencies:

• FR
• NL
• SE
• ES
• UK
• DE (PEI)
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The EMA report on Work Package 2 (1)
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• Judgment plays an important role in regulatory 
decision making

• Research findings in cognitive psychology show 
that models can assist […]

• We evaluated 18 quantitative approaches and came 
to the following conclusions:…

The EMA report on Work Package 2 (2)
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1. Any quantitative method requires a qualitative 
framework within which the model can be 
effectively developed. The qualitative approach 
may be sufficient for simpler B/R decisions.

2. Only 3 quantitative approaches are sufficiently 
comprehensive for a numerical representation  of 
the B/R (as a difference or a ratio) along with its 
uncertainties: 
• Bayesian statistics
• Decision trees and influence/relevance 

diagrams
• Multi-criteria decision analysis (MCDA)

The EMA report on Work Package 2 (3)
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3. Five other approaches, while more restricted in 
scope, may well prove useful for particular cases:
• Probabilistic simulation
• Markov processes 
• Kaplan-Meier 

(both for estimating changes in health states over time)
• QALYS for modelling multiple health outcomes
• Conjoint analysis to explicate trade-offs among 

effects, especially for eliciting patient 
preferences

4. Combination of approaches will prove useful in 
some situations

The EMA report on Work Package 2 (4)
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The EU IMI initiative

http://www.imi.europa.eu/
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The IMI PROTECT program (1)

[…] PROTECT will look at limitations of current methods used in 
pharmacovigilance and pharmacoepidemiology in order to strengthen the 
monitoring of the B/R balance of medicines marketed in Europe. 

A set of innovative tools and methods will be developed […]:
• modern ways of collecting data on medications, lifestyle, risk factors 

directly from consumers
• improved tools for early and proactive detection of signals
• modeling approaches
• graphical methods to display B/R profiles
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The IMI PROTECT program (2)
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Eu2P, an IMI educational program (1)
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• Includes EMA, AFSSAPS (FR)

Eu2P, an IMI educational program (2)

http://www.eu2p.org

http://www.eu2p.org/home
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The ENCePP (1)

http://www.encepp.eu
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1. Code of conduct
2. Checklist
3. e-Register

The ENCePP (2)



29

The ENCePP (3)

1. Core research values

2. Public, fully searchable database of the available 
EU research resources in the field of 
pharmacoepidemiology and pharmacovigilance:
• Inventory of ENCePP research centres and 

networks
• Registry of EU data sources

3. Electronic register of studies
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EMA project map on B-R assessment and communication



The 2009 EMA Transparency Policy

Examples of Key Transparency Initiatives

• Proactively publish agendas/minutes scientific committees
• Improve the EPARs and better describe the rationale for opinion-making
• Progress with the project on methodology for benefit/risk analysis
• Redefine the notion of commercially confidential information
• Assess the completeness of information outlined in the EPARs for 

orphan drugs (in collaboration with KCE, Belgium)
• Implement the EMA Access to Documents Policy
• Get ready for public hearings in the field of pharmacovigilance

(upcoming new legislation)
• Improve the interaction with patients/consumers and healthcare 

professionals organisations
• Organise workshops and training with external stakeholders
• Explore, through a dialogue with EU Health Technology Assessment 

(HTA) bodies, how the EPARs could further contribute to the 
cost/effectiveness assessment performed by HTA bodies



The EMA Roadmap to 2015 (1)



The EMA Roadmap to 2015 (5)
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A central question is:

(How) Can we bridge marketing authorisation
to reimbursement decisions?



Courtesy of Hans-Georg Eichler, Senior Medical Officer, EMA



Courtesy of Hans-Georg Eichler, Senior Medical Officer, EMA



Courtesy of Hans-Georg Eichler, Senior Medical Officer, EMA



Courtesy of Hans-Georg Eichler, Senior Medical Officer, EMA



EMA & multi-stakeholder consultations
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November 2010



Purpose of the multi-stakeholder consultations
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4 March 2011

Seek clarity and alignment among the stakeholders 
regarding what constitutes a medicine’s value 
and the evidence required to demonstrate that value 
most effectively



Key goals of the Tapestry Pilot program
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For the sponsors

1. Identify the projects most likely to result in 
added value to healthcare systems

2. Eliminate the projects unlikely to contribute to 
the assessment of the drug’s value

3. Consider how to generate data  relevant for HTA 
and payers even before MA



The medicines involved in the three pilots
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October 2010 (AstraZeneca)
• NCE for type 2 diabetes

December 2010 (GlaxoSmithKline)
• NCE for type 2 diabetes

February 2011 (Johnson & Johnson)
• NCE for breast cancer



Participants (besides industry)-1

43HTA Payer Patient Clinician Regulator

Germany           • Center for HTA & Public Health Clinical expert



Participants (besides industry)-2

44HTA Payer Patient Clinician Regulator

Clinical experts



Design of the pilots
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• Participants within their usual legal framework
• Most of them waived their usual fees
• SAWP (CHMP) followed their usual procedure and 

provided written advice
• No written advice from HTA/payers
• Availability of minutes
• Non-committing process



Feedback from the participants
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• Non-sponsor participants: generally positive; good 
interactions; increased common understanding

• Sponsor: generally positive; 
(e.g.) areas that the company would approach differently 
in light of the advice received: 

Scientific basis for the medicine’s mechanism of 
action and link to biomarkers
Approach to patient segmentation
Proof-of-concept study design 



Personal views on the pilots
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Problem Consequence Possible solutions
Early stage 

consultation 
• High level of uncertainty
• HTA/payers “out of their 

own comfort zones”

HTA/payers to consider
the benefits of the 
procedure

No written advice from 
HTA/payers 

Lack of harmonisation HTA/payers to consider
some (crossborder) 
commitment

No harmonised EU 
approach available to
HTA/payers

Lack of harmonisation • EUnetHTA initiatives
• More joint advices
• Direct EMA-HTA 

briefings

How to deal with
economic aspects

(e.g.) Relevance of 
pharmacoeconomic
models for each MS?

Different levels of 
involvement (SAWP -
HTA - payers)



Some open questions
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• Benefits to HTA/payers
• How to involve an EU-wide set of HTA/payers and 

expect some harmonisation
• Logistics
• Follow-ups
• Huge/increasing diversity of EU reimbursement systems



Pharmaco-
economics

?

An evolving iterative process

49

R&D MA HTA

1

Comparative 
effectiveness

2

3
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The Future of Drug Regulations
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The future of drug regulations

1. Industry, academia, regulators, payers and 
patients agree on the path to clinical benefit for 
any new drug under development: early and joint 
scientific advice

2. The data requirements are set out: proof-of-
concept, efficacy, comparative data (as early as 
Phase II), relevant clinical outcomes

3. Industry commits to early no-go decisions
4. A consistent, quantitative approach to benefit-risk 

assessment is favoured −this is crucial in difficult 
cases

5. Post-marketing studies supported by governments 
and industry become a key part of the continuous 
benefit-risk assessment



Thank you !!
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