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In this presentation: 

 Why are we discussing registries? 

 What is the EMA Registry Initiative? 

 What are core concepts? 

 What are the lessons learned from the EMA Registry workshops? 

 How can regulators can support use of disease registries? 

 Conclusions 

Presenter
Presentation Notes
In this presentation, we will first discuss why regulators have initiated a discussion about registries and what were the main issues to be addressed.
We will then present core components of the EMA Registry Initiative, which will be our guiding thread during this presentation.
During the development of the initiative, we also realised that misunderstanding of core epidemiological concepts was often a source of confusion, and therefore we will provider a reminder of these core concepts.
An important component of the EMA strategy is to support use of disease registries, and we will draw the lessons learned from three registry-specific workshops organised by EMA in 2017 and 2018 . 
We will then draw some conclusion son what has changed over the last 2-3 years and what can still be done.
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Why are we discussing registries? 
Use of registries is often requested by regulators to companies in the 
context of risk management plans and other regulatory requirements, e.g. 
for advanced therapies, medicinal products for paediatric use and orphan 
products.  
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Overall, use of a registry imposed for 9% 
of the products authorised 
 
Bouvy et al. PDS 2017;26(12):1442-50 
(EMA study) 

Presenter
Presentation Notes
During the authorisation procedure or when evaluation safety issues, regulators often require companies to propose use of one or several registries in the risk management plan to monitor the long-term effectiveness or safety of their product in clinical practice.

In the context of the measurement of the impact of regulatory decisions, the EMA performed an evaluation of all registries imposed as a legal obligation to companies by the CHMP from 2005 and 2013.

The study found that a registry has been imposed for 31 of 335 products authorised, or 9%. This percentage was 28% for orpan products and 67% (2/3) for products authorised under exceptional circumstances.



Problem N % 
No problems reported 9 37.5 
Delayed start 9 37.5 
Low accrual rate 13 54.2 
Protocol amendment required 9 37.5 
Low data quality or missing 
data 

3 12.5 

Low use of product 3 12.5 
Enrolment reduced due to other 
issues 

3 12.5 

Percentages are based on a total of 24 registries that 
initiated patient inclusion. 

Problems observed with requested registry studies 
Analysis based on evaluation of European Public Assessment Reports, study protocols, Periodic 
Safety Update Reports, and PSUR assessment reports – data lock: 30 June 2015  
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< 50% inclusion Bouvy et al. PDS 2017;26(12):1442-50 
(EMA study) 

65% of registries are product specific 
80% of registries are new registries 

Why are we discussing registries? 

Presenter
Presentation Notes
We then extracted public and non-public information, including PSURs and PSUR assessment reports, to assess the performance of the registries in terms of delay, recruitment and other problems. 
At the time of the analysis in June 2015, 9 registries had not been started and among the other ones 9 started later than planned, 13 had a low accrual rate and for 9 of them the protocol needed to be amended. Low data quality was also mentioned by the Rapporteur for some registries. 
It is important to highlight tat 65% of registries initiated were product-specific registries and 80% were newly established registries.

The graph on the right compares for 14 registries the actual and the planned accrual of patients taking into account the number of years that elapsed since the initiation of the registries. The orange dots indicate the registries with an actual accrual of less than less than 50% the planned, and this was te case for 6 registries, or 43%.
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The approach to registries is often suboptimal in scientific and resource terms: 

• Existing disease registries are not fully exploited, which may lead to duplication of efforts 

and inefficiencies  

• Discrepancy between data collected by registries and data requested by regulators 

• Use of registries faces challenges around: 

 Recruitment: lack of physician engagement due to administrative burdens, patient 
consent, low product usage and competing registries 

 Data quality: representativeness of registry population, missing data 

 Lack of consistent data quality control  

 Sustainability (funding) 

• For these reasons, companies may prefer to establish individual product registries rather 
than utilise existing disease registries. 

 

Why are we discussing registries? 

Presenter
Presentation Notes
From this study and from other sources of information, w ecan conclude the approach to registries is often suboptimal from scientific resources terms and there aee probably many reasons for this situation.
(…)

We will re-discuss the issue of data quality later in this presentation, but uncertainty about data quality is one of the reasons why companies often prefer to establish individual product registries rather than using existing patient registries.






What is the EMA’s Patient Registry Initiative? 

• Launched, September 2015  - set-up of a Cross-Committee Task Force 

• Aims to facilitate use of disease registries by introducing and 
supporting a systematic approach to their contribution to the 
benefit-risk evaluation of medicines. 

• Pilot phase, 2016: Stakeholder feedback encouraged an active role of 
EU network in supporting collaboration for greater utilisation of disease 
registries 

• 28th October 2016 - Patient Registries workshop 

• Specific workshops: 
• June 2017: Cystic fibrosis registries 
• July 2017: Multiple sclerosis registries 
• February 2018: Registries for CAR T cell therapies 
• June 2018: Haemophilia (Factor VIII) registries 
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Presenter
Presentation Notes
In order to address theses issues, the  EMA launched a patient registry initiative in 2015, which started by the establishment of a Cross-Committee Task Force.  On the basis of the multiple deficiencies observed for product registries, an aims of the initiative was to facilitate the use of existing disease registries by by introducing and supporting a systematic approach to their contribution to the benefit-risk evaluation of medicines.

In 2016, a pilot phase showed that a collaboration for a greater utilisation of disease registries was supported by the EMA stakeholders, and general principles were discussed and agreed in a workshop end of 2016. 

These principles were then applied and discussed in three specific workshops.
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Key components of the strategy 

• To promote dialogue between regulators, 
companies and registry holders to 
understand barriers and opportunities of 
using disease registries. 

 

 

Source: Nicola Ruperto, PRINTO 

What is the EMA’s Patient Registry Initiative? 

• To clarify the concepts: registry vs. study 
 

Presenter
Presentation Notes
At an early stage of the discussions we identified the need to address two key components of the use of registries: to promote dialogue between all parties and to clarify core concepts.

When regulators request a pharmaceutical company to use a registry, the company contacts registry holders which may be an academic institution, a hospital, a patients’ association or a number of clinicians. In such cases, it was reported by registry holders that they sometimes do not understand why some data were requested by regulators, or that they do not trust the companies, and there is therefore resistance to their participation. It was therefore suggested during the first workshop that regulators could also directly engage with registry holders to understand the data they can collect and the barriers and opportunities of using their registries.

In the study performed on registries, we also realised that there was often a confusion in the terminology used by the regulators: for some products the company was requested to “establish a registry” and for other products the company was asked to “perform a study”. Even if the objective of the request was in both cases to monitor the safety of the product post-authorisation, this is not a surprise than in the first situation, companies prefer to set up their own product registries , which may be based on the network of clinicians  who participated in clinical trials, with limited generalisability. 
The difference between a registry and a study should therefore be very clear.
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What are the core concepts? 
Registry:  

Organised system that uses observational methods to collect uniform data on 
specified outcomes in a population defined by a particular disease, condition or 
exposure. 

 
 
 

 

  

 

 

 

 

 

 

Study:  

Detailed investigation and analysis of a research question or hypothesis in a 
population. 

Regulators generally prefer disease registries to product registries as they gather 
insights on clinical outcomes of conditions with different treatments, rather than 
on the outcomes of specific treatments, and they allow comparisons. Disease 
registries are also generally better integrated into health care systems. 

Post-authorisation safety (PASS) and efficacy studies (PAES) may be imposed 
as legal obligation. 

Presenter
Presentation Notes
1st box: self-explanatory

Regulators generally prefer disease registries … It can be noted that companies may prefer product registries because it may be easier to recruit patients and they have full control of the data.  An inconvenient is that it complicates data access and data sharing for regulators and researchers, although it is difficult to generalise to all registries.
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Are disease 
registries 
valid and 
reliable data 
sources to 
conduct 
PASS/PAES? 

What are the core concepts? 

Presenter
Presentation Notes
[Table is self-explanatory]

A key question to be addressed by companies and regulators is whether a disease registry can represent a valid and reliable data source for a given study with a well-defined objective. The strengths and weaknesses that are generally found in disease registries are presented on the next slide.
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Disease Registries 

Strengths 
• Natural history of disease - disease 

burden  
• Standard of care 
• Patient stratification 
• Not restricted to one product, 

comparative analysis is possible 
• Well suited to joint collaborative studies 
• Open label studies possible 
• Capture off label use 
• Capture information on high risk groups 

and rare diseases 
• Patient reported outcomes 
• Possibility to collect additional data 

(depends on funding) 

 

Limitations 
• Substantial set up and running costs 

(sustainability) 
• Co-medications and co-morbidities 

frequently missing 
• ADRs not routinely recorded 
• Lifestyle factors (smoking, alcohol, …) 

often missing 
• Data ownership/governance challenges 
• Data quality and monitoring  
• If the denominator is not clear, 

incidence cannot be calculated 
 

 

What are the core concepts? 

Presenter
Presentation Notes
Strengths that may be highlighted: diseases registries allow to study the natural history of diseases and the outcomes of treatments in clinical practice and under standard of care. As they are not restricted to one product they allow comparative analyses between treatments, which is an important advantage for health technology assessment.

Weaknesses that may be highlighted: disease registries do not generally collect all the data that would be needed for a full-blown pharmacoepidemiology studies, and this is especially relevant for controlling important potential confounding variables such as co-medication, co-morbidities and some lifestyle factors such as smoking. 
An important question  is frequently the data quality and the  level of data monitoring and control. This explains the reluctance of companies to use an existing disease registry when they have a legal responsibility to collect data for an imposed PASS.



Lessons learned from the EMA registries workshops 
 

11 

Cystic Fibrosis Registries 
Workshop: 14th June 2017 

Multiple-Sclerosis Registries 
Workshop: 7th July 2017 

Why were these diseases 
chosen? 
 Number of products have 

been authorised or are in 
the authorisation process 

 New products in the 
business pipeline 

 EU disease registries have 
requested support for 
harmonisation 

 On-going qualification 
procedure for two EU-wide 
registry platforms 

CAR T Cell therapies Registries 
Workshop: 9th February 2018  

Participants: regulators, companies, registry 
holders, HTA bodies, patients’ and HCPs’ 

representatives 

Presenter
Presentation Notes
An important activity of the EMA registry initiative has been the organisation of three specific registries workshops.

We will come back to the qualification procedure. 
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•All participants could agree on core data elements to be collected in disease-specific registries as a 
basis for regulatory evaluations 

•Difference made between “must have” and “nice to have” 
•Additional data can be collected if needed to support a study – needs early discussions 

Common core data elements 

•Key components : uniformity, representativeness, consistency, completeness, accuracy, timeliness  - 
source data verification procedure 

•Data quality control system to be established internally, external audit to be considered  
•Data quality indicators to be defined 
•Data quality to be similar in routine and in registry-based studies 

Data quality 

•Regulators and MAHs to be aware of data that can be feasibly be collected by registries and inform 
registries on their data needs - needs early discussions 

•Registry holders to establish system for centralised data application requests 
•Registry holders to develop policy for data sharing based on data protection and informed consent 
•Process for collection and reporting of AEs to be defined and described in study protocol - process to 
be in place to strongly encourage physicians to report suspected ADRs to national PhV system 

Governance 

Lessons learned from the EMA registries workshops 
 

Presenter
Presentation Notes
Self-explanatory, but important aspects that may be highlighted:

Common core data elements: agreement of core data elements between all parties is crucial; it is possible that some core data elements are not collected in routine by the registry but may be collected for a specific study; the process of collecting additional data takes much time to be implemented as well as additional funding; it therefore requires early discussions.

Data quality: implementation of a tested data quality control system in routine is important because adding new procedures for a specific study is time-consuming and costly. There is a need to define standard indicators of data quality as a tool for the evaluation of data quality.

Governance: the collection and reporting of suspected ADRs is an important aspect; it is agreed that the timeliness of data collection in a non-interventional study is not appropriate but regulators and the PRAC insist on an important aspect: there should be a process in place in the registry to strongly encourage physicians to report suspected ADRs to the national PhV system




* To discuss registries at an early stage in the regulatory process 
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How can regulators support use of disease registries? 

Committees:  
• PDCO 
• CHMP 
• CAT 
• COMP 
• PRAC 
Regulatory Affairs support 

EPL 

RMS 
Therapeutic 
area 

Proactive Registries embedded in the regulatory process 

PDCO: Paediatric Committee; CHMP: Committee for Medicinal Products for Human Use; CAT: Committee for Advanced Therapies; COMP: 
Committee for Orphan Medicinal Products; PRAC: Pharmacovigilance Risk Assessment Committee; EPL: evaluation product lead; RMS: risk 
management specialist 

Business 
Pipeline Pre-

Submission 
Meeting Dossier 

Evaluation Pharmacovigilance
/Inspections 

PRIME 

Scientific Advice 

Validation Meeting 

Presenter
Presentation Notes
There are several opportunities during the development process and during the authorisation procedure to discuss use of registries of the post-authorisation monitoring of a product. The first opportunity is generally the business pipeline meeting between a company and the EMA. Scientific advice procedure may also be initiated pre-authorisation application. 
Discussions will also take place during the pre-submission meeting and during the authorisation procedure. 

The discussion between the company and regulators should be initiated by the company at the earliest possible stage in order to be proactive in the identification of appropriate registries if needed and to have the time to address different options for the choice of data sources for the post-authorisation monitoring of the product.



* Qualification procedure 

14 Published for consultation on EMA website 

How can regulators support use of disease registries? 

Presenter
Presentation Notes
The EMA offers to registry holders the possibility to apply to a Qualification procedure of their registry through Scientific Advice. The first Qualification Opinion has been published for consultation in January 2018 for the European Cystic Fibrosis Society Patient Registry.



* Qualification procedure 
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How can regulators support use of disease registries? 

Presenter
Presentation Notes
The Opinion states that the CHMP considers that the current status of the registry may allow its use as a data source for regulatory purposes in the context of drug utilisation studies, drug efficacy or effectiveness studies, including as a source of historical control data, and for drug safety evaluation in the context of the risk management plan.

This Opinion is of course important not only for the registry but also for companies with products on the market or in development as it gives some assurance to companies that the data that will be collected are considered of sufficient quality.

It should be mentioned however that the qualification procedure required a great deal of efforts for the registry coordinators to document the processes in place and to respond to the questions. They also committed to implement a number of modifications required by the CHMP.

In total, this procedure took  10 months, from March 2017 to January 2018.



* Methodological guidance on use of disease registries from a regulatory 
perspective  : forthcoming 
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* Scientific Advice on PASS/PAES study protocol using registries, e.g. joint 
collaborative studies 
 

• Facilitation of interactions between regulators, industry and registry holders 
at an early stage of product development and during                                                         
the entire life cycle of the product. 

 
 

Will address a.o. regulatory requirements and guidance for collection and reporting of AEs 
and ADRs  

* Inventory of disease registries in ENCePP Resource database  [www.encepp.eu] 

How can regulators support use of disease registries? 

Presenter
Presentation Notes
The EMA is willing to support the use of disease registries through different activities.

A methodological guidance on use of disease registries from a regulatory perspective is in preparation.

A scientific advice procedure is in place to provide advice on the study protocol of PASS or PAES using registries

The EMA has initiated an inventory of disease registries in the ENCePP Resource database; this inventory is developed progressively in parallel with discussions held with registries used in the context of safety studies required by the PRAC, for example.

As previously discussed, the EMA may also facilitate interactions between regulators, companies and registry holders at any time during product development and during the entire life cycle  of the product.



Conclusions 

 
 Paradigm shift from “product registry owned by single company” to “(joint) 

collaboration with disease registry for long-term patient follow-up” 

 Concerns about data quality of existing disease registries but workshops 
revealed high interest from companies and registry holders to collaborate 

 Gap between the amount/type of data collected in disease registries and data 
requested by regulators 

 Early interactions between regulators and registry holders may help bridge 
the gap 

 EU regulatory network develops tools to support use of disease registries  

 Qualification process through EMA scientific advice may provide confidence in 
registry data 

 

Presenter
Presentation Notes
Self-explanatory



For further 
information, see 
EMA webpage on 
Patient Registries 
 

18 http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/general/general_content_000658.jsp  

http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/general/general_content_000658.jsp


Contact us at EMAregistries@ema.europa.eu 
 
European Medicines Agency 
30 Churchill Place • Canary Wharf • London E14 5EU • United Kingdom 
Telephone +44 (0)20 3660 6000 Facsimile +44 (0)20 3660 5555 
Send a question via our website www.ema.europa.eu/contact 
 

Further information 

Follow us on      @EMA_News 

Thank you for your attention 
 

Presenter
Presentation Notes
Note: This slide is OPTIONAL. It uses the 'Closing slide' layout. Delete if not needed.


	Use of disease registries for benefit-risk evaluation of medicines:��A regulatory perspective�
	Disclaimer
	In this presentation:
	Why are we discussing registries?
	Slide Number 5
	Why are we discussing registries?
	What is the EMA’s Patient Registry Initiative?
	What is the EMA’s Patient Registry Initiative?
	What are the core concepts?
	What are the core concepts?
	Slide Number 11
	Lessons learned from the EMA registries workshops�
	Slide Number 13
	* To discuss registries at an early stage in the regulatory process
	* Qualification procedure
	* Qualification procedure
	*	Methodological guidance on use of disease registries from a regulatory perspective  : forthcoming�
	Slide Number 18
	For further information, see EMA webpage on Patient Registries�
	Slide Number 20

