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Decision makers on the road to market access

Regulatory 

Agency

Payer /  HTA 

body

Prescriber            Patient as 

payer

Does the drug 

do more good 

than harm in a 

defined group 

of patients?

Market and 

patient 

access

Drug 

candidates

What are the 

health and cost 

consequences 

associated with 

this drug 

relative to other 

interventions?

How does the 

drug perform 

relative to other 

interventions in 

this patient?

Am I willing and 

able to pay for 

this treatment 

out-of-pocket?

Eichler et al, Nature Rev Drug Disc, 2010
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HTA

Cost

consequence

Health

outcomes

MA

What distinguishes 

regulators from HTA/payers?

but there is moreé
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The EU dilemma (I)

The regional divide

ÅOne standard for drug approval

ÅOne application, one assessment

ÅOne decision valid in 27 EU + 3 EFTA countries

Åñsingle payerò, but:

Å30+ different HTA methodologies and 

interpretations

Å30+ independent decisions about whether the 

medicine should be paid for
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The EU dilemma (II)

A Darwinian divide

The regulatory 

community

The HTA/payer 

community
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What distinguishes 

regulators from HTA/payers?

ÅLevel of acceptable uncertainty

ÅAbsolute vs. relative efficacy

ÅExternal validity (efficacy vs. 
effectiveness

ÅPerception of clinical relevance

ÅMethodological issues (validity of QoL 
instruments, composite endpoints, 
Bayesian stats, é)
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Interaction between EMA and HTA/payers

ÅNo interaction until 2007/08

ÅInformal level:

ï Visit by NICE representatives

ï Various personal interactions

ï Letter from MEDEV (May 2009)

ÅFormal level:

ï Oct 2008 Report from HLPF

ï Feb 2010 1st meeting between EMA and 

EUnetHTA Joint Action
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EMAôs new (!) mandate to initiate 

dialogue with payers in EU:

High Level Pharmaceutical Forum, 

Final Report (2008):

ñéMember States, with the involvement of 

the European Medicines Agency, should 

continue their efforts to consider how 

European Public Assessment Reports can 

further contribute to relative effectiveness 

assessments..ò
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ñexplore other areas of 

possible collaboration or 

exchange of information in 

future.ò
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Interaction - regulators and HTA/payers 

Opportunities for collaboration? (1)

ÅAlignment of regulatory and HTA/payers 

evidence requirements

ïParallel scientific advice

ïMutual input on clinical guidelines
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ÅRelative efficacy/effectiveness assessment

Interaction - regulators and HTA/payers 

Opportunities for collaboration? (2)
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HTA: Cost 

and Health

consequences

Licensing:

Benefits 

and Risks

Relative 

Efficacy 

Assessment

Some common ground? 

ÅHLPF report: ñdistinction between [é] relative 

effectiveness of medicinal products and health-

economic assessments.ò 

ñThe RE (CE) paradigmò
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ÅAlignment of conditional access to market

ÅAlignment of post-marketing research 

activities

Interaction - regulators and HTA/payers 

Opportunities for collaboration? (3)
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Benefits Risks

Active surveillance

RMPôs:

registers

observational studies 

(eMedical Records)

RCTôs, LSTôs 

Spontaneous reporting

Evolution of post-marketing 

research activities

RCTôs (in context of 

conditional approval)
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Benefits Risks

Active surveillance

RMPôs:

registers

observational studies 

(eMedical Records)

RCTôs, LSTôs 

Spontaneous reporting

Payers requirements:

(pay-for-performance,

coverage with evidence 

development) Ą

relative (comparative)

effectiveness

Evolution of post-marketing 

research activities

RCTôs (in context of 

conditional approval)

integrated assessment of clinical outcomes (the good and the 

bad) Ą relative effectiveness



19

Agenda 

ÅWhat distinguishes regulators from payers?

ÅThe interaction between regulators and 

HTAs/payers in the EU ïan update

ÅWhere could they collaborate?

ÅConclusions



20

Access to Orphan Drugs: What can be 

harmonised (de-fragmented) in the EU?
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Conclusion

ÅSupport for new and better treatment options for 

orphan diseases is a societal goal in the EU

ÅOrphan drugs are linked to unique 

methodological and economical issues Č

Collaboration between regulators and HTA/payers 

has considerable added value 

Cannot guarantee but will likely facilitate access 

to orphan drugs
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Thank you!


