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Observation: Publications
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Setting the scene

Decision making

One MA decision valid             Several (30+) decisions 
in 27 Member States    <=> across Member States 
(plus EFTA countries)              about market access

Criteria

Different evidential and analytical standards between 
regulators and HTA bodies
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Marketing Authorisation requirements

Regulation (EU) 726/2004, 

Recital (13)

*

Directive 2001/83/EC  

* any risk relating to the quality, 

safety or efficacy of the medicinal 

product as regards patients' 

health or public health

=> In general, key for the benefit-risk decision are
data from “controlled clinical trials”
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Role of Active Control for Regulators

Public consultation completed on 31 March 2011
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Relative effectiveness

Relative effectiveness can be defined as the extent to 

which an intervention does more good than harm 

compared to one or more intervention alternatives for 

achieving the desired results when provided under the 

usual circumstances of health care practice.*

⇒ increasingly used by EU member states to help 
policy makers to identify the most valuable 
medicine

* http://ec.europa.eu/pharmaforum/docs/rea_principles_en.pdf
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Objectives for HTA – An example

IQWiG: Vorläufiger
Berichtsplan A10-01 
- Biologika –
Zweitlinientherapie
bei rheumatoider

Arthritis, Version 1.0
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EMA - EUnetHTA Collaboration

• Mandate from the High Level Pharmaceutical Forum:

• Involvement of EMA including representatives from 
CHMP/COMP, EUnetHTA Joint Action as well as the EC

• Primary objective to improve EPARs:

– Revised template as of October 2010����
– Review of implementation: mid 2011

• Other areas for exchange of information TBD (e.g. 
methodological guidelines, comparators/endpoints)
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Comments from HTAs on the EPAR

• Deviations form the standard template

• Harmonisation of structure and level of detail

• Use of tables and standardisation of their format

• Consistency of data presentation

• Presentation of patient flow-charts

• Presentations of median/means

• Link of conclusions to the product information

• Justification for choice of comparator

• Acceptability of surrogate/composite endpoints

• Acceptability of non-comprehensive data set

• etc

Format

Content

Criteria
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Objectives of the Template Revision

• Formal aspects of the presentation

• Clarification of areas for discussion

• Introduction of a summary table for main efficacy data

⇒Mostly affecting the clinical sections, particularly 
through extended guidance for Discussion on Clinical 
Efficacy

⇒ Revisions with regard to presentation (details / clarity 
/ standardisation) but no change in evidential 
standards
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Exchange on Evidence Requirements

• Opportunity for dialogue between regulators and 
HTA/payer groups not only at time of licensing but 
early in the development process

⇒ Parallel scientific advice for a particular project

• Experience in various jurisdictions on a national level

• First pilot meetings in the context of trans-national SA 
procedures with representation from SAWP members, 
HTA/payer groups and applicants held  

• Further experience to be gained
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Key Areas for Exchange

=> Pre-authorisation requirements - Design 
elements of the pivotal clinical studies:

• Endpoints (e.g. surrogate, composite)

• Comparator

• Patient population

• Duration of the study

=> Post-licensing generation of data of mutual 

interest – post-marketing research programme

Applicant

SA
W
P

H
TA bodies
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Beyond Individual Advice: Guidelines

EMA/CHMP 

Guidelines 

under public 

consultation 

with HTA 

groups as 

potential 

interested 

party:
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Methodological Guidelines for HTA

EUnetHTA

Methodological 

Guidelines under 

development as part 

of Work Package 5 

“Relative 

Effectiveness 

Assessment of 

Pharmaceuticals”:

Source: http://www.eunethta.eu/Public/Work_Packages/EUnetHTA-Joint-Action-2010-
12/JA-WP5---Relative-Effectiveness-Assessment-of-Pharmaceuticals/
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REA - Draft Background Review

Public consultation 

until 13 May 2011
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Harmonisation Efforts

HG Eichler: Can we harmonise endpoints for licensing and reimbursement, DIA March 2011



An EMA perspective on dialogue with HTA/payer groups20

Considerations for Future Activities

1. New Pharmacovigilance Legislation

– Integration of benefit-risk

– Strengthened risk management planning

– New legal basis for Post-authorisation Safety Studies 
and Post-authorisation Efficacy Studies

=> Implementing Measures under development

2. ENCePP studies database 

– Potential to explore needs of HTA bodies

3. Other activities

– E.g. Cross-border Directive, CAVOD initiative, …
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EMA Task Force

Dialogue with HTA/payer groups in the context of 

Drug Regulation and Health Technology Assessment

•Led by the Senior Medical Officer (Hans-Georg Eichler)

•Members of the EMA and its concerned scientific 

committees (CHMP/COMP)

•Overall co-ordination and communication 

•Follow-up on agreed action items in the dialogue with 

EUnetHTA
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Perspectives

Eichler et al, 
Nat Rev Drug 
Discov. 2010 
Apr;9(4): 
277-91 
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Perspectives (cont.)

“Limitations as to what can be achieved with HTA and 

limitations to the availability of evidence of comparative 

effectiveness at the time of market authorization provide 

ongoing challenges to all stakeholders. However, 

embracing CER [Comparative Effectiveness Research] is 

regarded as an essential step for the innovative 

pharmaceutical industry, as companies strive to more 

clearly demonstrate the effectiveness of their pipeline 

products with evidence that is compelling to payers and 

HTA agencies.”

Berger et al, Pharmacoeconomics. 2010;28(10):915-922
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Perspectives (cont.)

“Health technology assessment (HTA) is as important as 

regulation to allow patients access to new medicines, and 

there are demands that the two processes should be 

carried out more closely together in time. Although the 

methods used by the regulator differ from those used by 

the health technology assessor, there is scope for 

synergies that would be useful to both parties. By 

providing scientific advice to sponsors of new medicines, 

both regulators and health technology assessors can also 

provide support for drug innovation.”

Breckenridge et al, Clin Pharmacol Ther. 2010 Feb;87(2):152-154
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Conclusions

• There is a need to ensure that valuable medicines 
get to the patients – Regulators and HTA bodies 
are accountable to patients

• Dialogue is necessary between Regulators and HTA 
bodies respecting their different remits - Exchange 
on scientific / methodological principles 
beneficial to avoid double-standards

• Several initiatives are ongoing - An EMA Task 
Force has been created to facilitate such 
dialogue
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