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Today – regulatory perspective 

• How we got here (Slides 3 - 5)

• How are we doing? (6 – 8)

• Challenges (9 – 10)
• Registry related

• Regulator related

with some examples as we proceed
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Defining a regulatory need – Foresight
Recognising the value of real world data in regulatory evidence 

December 2014: EMA Patient Registries Task Force

Patient registries are one of multiple sources of real world data that 
may provide evidence for regulatory decision-making
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Stakeholders
What do they need? 

How can they collaborate?

• Accurate
• Precise, reliable

• Adequate
• Adequate range of characteristics of population 

covered & duration of follow-up

• Consistent
• Across countries / data sources - or differences 

can be explained

• Derived from sources of demonstrable 
good quality

• Timely

• Valid
• Internal and external validity

[Sabine Straus, PRAC]

Regulator perspective
Characteristics of registry data that can provide 

‘useable’ evidence for regulatory decision-making
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Stakeholder ‘Priority’ and ‘Nice-to-have’ 
data elements
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Product lifecycle: Opportunities to consider registry data
Start early
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Marketing Authorisation Application (MAA)
Real World Evidence (RWE) of any type contributes to few MAAs

Unsurprising 
RCT data preferred

Taking two years of MAAs, 2018 – 2019:  In efficacy evidence considered by CHMP
• No MA initial application was supported by registry data 
• Two EoIs were supported by Registry data - rare haematological conditions

• Glanzmann’s thrombocythaenia
• Congenital FXlll A-subunit deficiency

Bakker et al 2022
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Registry data 
Small contribution to decision-making in the context of initial marketing 

authorisation application (MAA)
Larger contribution in the Post Authorisation context 

MAA - initial

• In evaluations of therapies for rare / uncommon conditions, many being genetic disorders, their 
value is evident, e.g.,

• Haemophilia

• Cystic Fibrosis

• Muscle Dystrophies

Post Authorisation 

• Extension of Indication (EoI)

• Evaluation of benefits / harms (PAES / PASS) associated with 

• Therapies for haemophilia, cystic fibrosis, muscle dystrophies

• Multiple other therapies, e.g.,

• Janus kinase inhibitors 

• Topiramate

• Vaccines (e.g., HPV vaccines – pregnancy) 
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Challenges: Registry related & (some) solutions

• Data consistency, quality & availability 

• Some hopes achieved; Some registries over-optimistic – slowed regulatory use

• Solutions: Clear Question (MAA, PASS, PAES); Examine closely the feasibility of 
proposals / protocols for answering the question

• Upstream system / process factors affecting registry availability / use

• Data entry duplication is common 

• Registry is typically a separate entity from the patient healthcare record; has its own 
customised platform e.g., ECFS Patient Registry, BigMS, MSBase, SWEDEHEART / 
EuroHeart

• Lack of registry linkage with routinely collected healthcare data & data relevant 
for HTA – work participation, education

• Including for well-supported registries

• Solutions: obvious but (prohibitively?) complex

• Registry support 

• Personnel, financial, training, time requirements to sustainably maintain 
comprehensive registries of acceptable quality are high

• Consequently, some EU states’ patients un-/ under-represented in some registries 

• Solutions: complex, costly? 

Registries rise to challenges
Ivacaftor / tezacaftor / elexacaftor

(Kaftrio)

Initial MAA
Indicated for cystic fibrosis in patients 
with specific gene mutations
• Registry data inadequate to inform 

on efficacy in genotypes

Extension of Indication
• Registry had addressed the gap by 

adapting genotype data collection 
• Informative data were available –

Registry now had genotype level 
data on clinical endpoints
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Challenges – Regulatory ‘accounting’ of data supporting 
decision-making & (some) solutions

Currently

• No systematic recording of the nature of data that supported MAA or post-authorization 
evaluations
• Assessment reports do not categorise supporting data

• Variable terminology, e.g., ‘observational data’, ‘non-interventional study’

• Limitations of the data are described 

• Strengths / value of the data are omitted

• Manual searches currently to identify the nature of supporting data 

Solutions

• Structured approach
• In regulatory assessments, include a standardised summary to describe nature, contribution, strengths, 

limitations of supporting data
• This would be searchable, permitting evolution of data characteristics / quality to be tracked comprehensively 

thereby assisting in identifying gaps, addressing these with stakeholders, recognizing both unique and 
common problems, devising customized & common solutions 

[Bakker et al, 2022]


