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1.  General comments

	Stakeholder number

(To be completed by the Agency)
	General comment (if any)
	Outcome (if applicable)

(To be completed by the Agency)

	
	The EMA’s efforts to provide guidance on the use of patient registries to study the utilisation, safety and effectiveness of medicines are fully supported by EFPIA which welcomes the opportunity to participate in the stakeholders’ consultation process.

While most of the recommendations appear reasonable, we noted though some topics require additional information, while others require clarification on their inter-relation with existing EU guidelines. Our mains issues are the following:

Scope of the guideline:
Although we understand the rationale for the exclusion of product registries from this guideline, we would wish to acknowledge that a real-world evidence framework should provide for the utility of a diversity of (and often combinations of) data sources to answer a relevant research question.  There will be specific situations where product registries will continue to have a role (for example as a supplementary data source) since they are valuable tools to collect information on the utilisation, safety and effectiveness of a specific medicinal product. This is why, we would appreciate if you could clarify whether the recommendations included in this guideline may also apply to product registries as mentioned in the Use of Patient Disease Registries for Regulatory Purposes Discussion paper released by EMA in 2018 (EMA/763513/2018). Similarly, in paediatrics where some diseases are extremely rare and disease specific registries on natural history or standard of care may not exist for a given population, it would be useful if the guideline could include recommendations on the use of population based, diagnostic agnostic registries (e.g. focusing on neonates or pre-term birth). 

Finally, in our view, narrowing the scope to disease or condition also excludes the use of registries for vaccine safety and effectiveness, which is an important secondary use of existing registry data (e.g., use of Swedish Registries). 

Establishing a new versus working with an existing disease-registry:

· Reading the Guideline and considering the challenges for entering into a collaboration with an existing patient registry-holder it may be easier to set up a new registry for the primary purpose of running the study. The guideline would benefit from going through some of the pros and cons for working with a new registry versus an existing one. 

· The guideline should preferably allow more flexibility for existing registries that would make it acceptable for these registry-holders to enter into a study collaboration. An existing registry may offer a wealth of information from previous validation work and conducted research, and comes with an existing framework involving external stakeholders/sites feeding data into the registry. The value of building a study on the foundation of an already running disease-registry cannot be underestimated.

· For a new registry it seems reasonable to implement the necessary processes from the beginning and select data elements and patient groups that perfectly match the needs of the registry-based study. However, since it is new, it might come with some unexpected challenges when setting up and running a study. 

Bias:

· It would be helpful to include and detail the potential biases and limitations of registry studies in a new, separate section, e.g. in section 3 (for example placed between sections 3.8 and 3.9) or as an appendix.
· It is important to identify in study protocols the potential biases and limitations of the study; this can be referenced in section 3.4 (Study protocol).  After data analysis and as part of preparing to report a study, when interpreting the study results the issues identified in the study protocol as potential biases and limitations should be considered.

· Unmeasured confounding, selection bias and misclassification could be likely limitations for any registry-based study. As outlined in the guideline a carefully conducted feasibility assessment helps clarify the extent of these potential problems. Since these limitations exist in some form in almost any registry, it would be helpful to provide guidance on the expectations for addressing these limitations.   

Consider adding sections or discussion on these topics:

· When to start or stop a registry-based study, including a discussion on determining criteria for terminating or discontinuing a study (e.g., futility). Although this could be context-specific some general principles would be useful.

· The most appropriate uses of registry data. 

· Raising registry awareness and recruitment of relevant patient groups.  Efforts to raise awareness are particularly important if recruitment is slow. Traditional recruitment efforts have included distributing leaflets via physicians, but what other means would be acceptable in an increasingly online environment?

· Expectations for patients’ participation compliance and retention/drop-out in a registry and/or registry-based study with long time follow-up.

· The guideline clearly acknowledges the scope for mixed primary data collection and secondary data use in registry-based studies, which is welcomed. However, additional clarification on different expectations and requirements for primary data collection and secondary use of data would be helpful. 

· The exclusion of exposure based registries and limiting the definition of registries to a specific disease or condition is not consistent with the epidemiologic definition of a registry and results in a excluding a large number of exposure based registries, including those that are used for vaccine safety and effectiveness, from the scope of this document.
· Where a registry is a long-running natural history of disease registry, in an area with minimal therapeutic options there can be very little existing infrastructure for follow-up. If a MAH wants to work with this registry, the guidance could contain some steps as to how to reasonably introduce data elements to capture outcomes of interest. 
· In some parts of the document, distinction between prospective and retrospective registry based studies should be made as current general statement may not apply in both settings.
· In Section 3.3 lines 266-271, there is reference to studies conducted across multiple registries, but no discussion of hybrid studies e.g. registry & RCT.
· The guideline could add more clarity on the possibility to combine data from disease-registries with other sources of data for instance from a national registry, or from primary data collection done in addition to the data that is captured in the registry. 

Medical devices and drug-device combination products:

· Additional data collection through digital tools can be integrated with registries, however the guideline is lacking clarity on how the collection of this type of data is considered; as well as the classification and utility of this data in the context of a registry-based study as it is likely to be more common in future.

· Considering the increased number and use of medical devices and drug-device combination products, the guideline would benefit of the inclusion of PV terminology recommendations focused on this type of products. 

PV issues: 
· Overall it would be useful to clarify if there is alignment with current GVP module VI and VII requirements for adverse event/reaction collection by the MAH and whether non-serious ADRs need not be collected. Additionally, clarification is sought in relation to adverse event information/cases collection when the MAH is managing a primary data collection and is therefore the registry owner.
· As the draft guideline is providing guidance based on non-adopted GVP PSC Module III guideline, we would benefit of more clarity on the approval status of the referred draft guideline and the rationale/benefit to refer to a non-adopted guideline.

· While referring to the content of GVP Modules VI and VIII, the draft guideline would benefit of additional clarification on situations where the report of ICSRs is not expected and methodological designs/registries characteristics where the collection of AE/AR information is not feasible.
Multistakeholders’ involvement and collaboration:

· Whilst we consider this guideline to be a positive step forwards in the further development and utilisation of disease registries, it implies a level of quality in disease registries that may not currently exist in practice. In order to achieve improvements in use, uptake and development of disease registries, effort will be needed from all the different stakeholders involved working in partnership. 
· The guideline is quite ambitious with its disease-registry requirements. This may pose a challenge for the MAA/MAH to enter into collaboration with registry-holders since they may have difficulties accepting some of the changes necessary for running an optimal registry-based study. 

· We thus consider that there is an important role for EMA in educating on the public health importance of using disease registries to answer research questions related to medicines and/or biologics, in developing good quality registries, and in encouraging partnerships between registry holders and industry to support these public health goals. 

EMA processes and procedures: 

The guideline recommends early consultation with pertinent national competent authorities, as applicable, and EMA through Scientific advice, Qualification Advice or ITF. For a global audience, additional context on which scenarios would merit consultation with both national authorities as well as EMA vs. EMA alone, and amongst EMA procedures, which one to select, would be helpful. For example, more specific guidance on early involvement of the Rapporteur (who may or may not be appointed), timing and alternative approaches if the product does not have a PRIME designation, such as on when to use a Qualification procedure as alternative or in addition to the standard Scientific Advice. It also seems that ‘scientific advice for safety studies’ set out in the post-authorisation phases will always include a discussion meeting, which is often not necessarily the case for the standard advice process. Such recommendations would also align with the recommendation included in the EMA Regulatory Science Strategy to 2025, i.e., Diversify and integrate the provision of regulatory advice along the development continuum. 
Alignment with HTA bodies:

It is mentioned in the introduction that recommendations from EUnetHTA’s REQueST (and others) were integrated into the draft guideline.  It would be useful to specify whether or not there are any issues/aspects where the two agencies do not align.

Addition of examples:

· The guideline would benefit greatly from the addition of specific examples of existing patient registries, e.g., the British Paediatric Surveillance Unit (https://www.rcpch.ac.uk/work-we-do/bpsu), and examples of registry-based studies.  More ‘real life’ examples of both registries and registry-based studies would help illustrate the differences between them as well as the specificities of registry-based studies compared to other type of studies, and would make the guideline more understandable and relevant to end users.

· It would be useful if the guideline could incorporate some examples of registry-based studies (or patient registries) where EMA has leveraged evidence from registries to inform regulatory decision making including such registries use with single arm trials.
Terminology: 

· To optimise the readability and reduce potential confusion, we recommend harmonizing the terminology throughout the guideline for the different types of registries and to differentiate the boundary between the patient registry and product registry and to harmonise the terminology among the guidance document when referring the different types of registries to be considered during the design of a study;

· It would be helpful to include additional definitions/terminology or provide examples to clarify the distinction between ‘registries’ and ‘databases’. 
· Could the guideline specify in its introduction that the distinction between ‘shall’ and ‘should’ customary in documents like this also applies to this guideline? Usually, legal requirements are identifiable by the modal verb ‘shall’. Recommendations that are not legal requirements are provided using the modal verb ‘should’.
Finally, we have specific comments on the text as displayed in section 2.
	


2.  Specific comments on text

	Line number(s) of the relevant text

(e.g. Lines 20-23)
	Stakeholder number

(To be completed by the Agency)
	Comment and rationale; proposed changes

(If changes to the wording are suggested, they should be highlighted using 'track changes')
	Outcome

(To be completed by the Agency)

	Line 46-47
	
	A registry-based study is an investigation of a research question using the infrastructure of (a) new or (an) existing registry(-ies) for patient recruitment and data collection.
Comment:

The guidance is not providing information on how to handle the information in a study that combines the use of information of an “old” registry together with a “new” registry. Moreover it is not obvious what is covered by “infrastructure” of a registry.
Proposed change:

Please consider providing guidance and clarifying infrastructure, e.g. for data collection and/or data custodianship and/or data analytics

	

	Lines 47-51
	
	‘A registry-based study may be a clinical trial, …, or a non-interventional study if it fulfils the corresponding requirements ….’
Comment:

The use of the term registry in defining registry-based studies is confusing without first defining registry. Starting the guideline with a definition of what a registry is would add clarity; this is done later in the document (from line 165, including associated table). See https://www.ctti-clinicaltrials.org/projects/registry-trials for more details. As written, it seems to conflate trials and registries for the reader who may not already be aware of the distinction while the distinction is made clear only later.
For example: Registries can be distinguished from clinical trials in terms of their intentional protocol-driven intervention in treatment decisions. Trials ‘try’ things, meaning that interventions are determined and assigned by protocol (often random assignment) for the sake of comparison. Registry are observational/non-interventional, though additional measurements from usual care may be taken. However, if designed appropriately, registries can be used as a data source or context within which clinical trials can be performed.   
Proposed change:

It is suggested to add this definition in Appendix 1/Glossary.

	

	Lines 51-52
	
	‘A registry-based study may apply primary data collection and/or secondary use of data collected in a patient registry for another purpose than the given study (see definitions in Appendix 1).’
Comment:

This sentence emphasizes that a study based on a registry can be also based on primary data collection, which makes unclear there what is then part of the registry itself and what is part of the study based on the registry data. If there is no pre-existing registry, it means that the data needed for the so-called “registry-based study” is then completely collected de novo, and in that case, how is this different from a “traditional” clinical trial, or non-interventional cohort study? what would be the value in this context to consider this study as “registry-based”?
Please clarify. 

	

	Lines 53-55
	
	‘A patient registry is defined in this Guideline as an organised system that collects data and information on a group of people defined by a particular disease or condition, and that serves a pre-determined scientific, clinical and/or public health (policy) purpose.’
Comment:

Please provide clarification - Shall this guideline apply to registry-based studies in patient registries (disease or condition registries) only? Shall it not apply to registry studies in other databases, e.g. health insurance databases? Does it allow for "one or more specific" diseases or conditions? Since registries are also defined by exposure to a certain medicinal agent or vaccine, are these specific registries excluded? .
Moreover, it is should be clarified whether nationwide registries fall under this category? For example, Nordic registries including the entire nation and are not defined by a disease or condition but include all citizens. These types of data may be referred to as registry-based studies, based on secondary use of data collected for another purpose, but they do not fit the definition of patient registry as defined in the guideline. It becomes clearer below that nationwide registries and claims databases etc. are not considered registries. 

	

	Section 2 
Scope & Objectives
	
	Comment:  

 As healthcare systems differ, examples of data that are in / out of scope for this guideline would be helpful.  For example, administrative claims databases appear to be out of scope, but could claims data linked to EHR data be in scope?  Please provide examples of data that are in / out of scope for this guideline on registry-based studies.


	

	Lines 72-74 
	
	‘The objective of this Guideline is to provide recommendations on key methodological aspects that are specific to the use of patient registries by marketing authorisation applicants and holders (MAAs/MAHs) planning to conduct studies.’ 

Comment:

The guidance would benefit if the sentence could be more specific with regard to the studies mentioned here. 

Proposed change:

The objective of this Guideline is to provide recommendations on key methodological aspects that are specific to the use of patient registries by marketing authorisation applicants and holders (MAAs/MAHs) planning to conduct registry-based studies (clinical trials or non-interventional studies).

	

	P.3 

Footnote 
	
	‘In this Guideline, the terms “non-interventional study” is used to indicate both a non-interventional study (Regulation (EU) No 536/2014) and a non-interventional trial (Directive 2001/20/EC).’  
Comment: 

The term "non-interventional" studies is also often referred as "observational" studies. 

Proposed change:

It would be helpful if this could be added as a clarification in this section of the document and in the glossary (note that the term observational is also used in the next page, line 115).


	

	Lines 82-84
	
	‘They may have different purposes, such as to collect data on natural history of the disease, to monitor the clinical status, quality of life, comorbidities and treatments of patients over time or to monitor and improve overall quality of care.
Comment:

Also, among the purposes of a patient registry: trends in terms of incidence, prevalence and circumstances of contamination when applicable (e.g. virus)  
It is suggested to add “survival” as is often in scope for oncology registries.


	

	Lines 88-93
	
	‘The term product registry is sometimes used to indicate a system of data collection targeting patients exposed to a specific medicinal product, single substance or therapeutic class and who are followed over time with the aim to evaluate the use, safety, effectiveness or another outcome of this exposure. This type of data collection system corresponds to a clinical trial or a non-interventional study and does not include specific aspects related to the use of patient registries. For these reasons, the term product registry is not used in this Guideline.’

Comment:

Product registries are valuable tools to collect information on the utilisation, safety and effectiveness of a specific medicinal product. However, in this guideline, the term ‘product registry’ is used only in relation ‘to a clinical trial or a non-interventional study’ which may be misleading as there are several product registries which match the definition of a registry and can be used to perform registry-based studies as for patient registries The main difference however, is that the possible research questions that can be answered by using product registries are limited to the fact that the information collected is limited also to one specific product (or class), which makes any comparison with other therapeutics quite challenging.

Currently, the proposed guideline doesn’t consider these registries in scope, which would create a gap on the EMA/local authorities’ expectations for studies based on product registries and MAH compliance. It would be useful to clarify whether the recommendations included in this guideline may also apply to product registries as it was in the Registries Discussion paper (EMA/763513/2018). 

Proposed change:

Please provide specific/updated guidance for the use of product registries to study the utilisation, safety and effectiveness of medicines.

	

	Lines 98-101
	
	‘Although this Guideline is primarily targeted to MAAs/MAHs, it is also relevant to patients and to persons involved in the funding, creation and management of registries, those participating in the collection and analysis of registry data, and those planning to use the registry information and infrastructure to perform registry-based studies with a possible regulatory purpose.’
Comment: 
it would be valuable to consider the option of registries co-sponsored by regulatory agency, MAH(s) and eventually additional third party (e.g. scientific society, collaborative group, registry holder), both in the pre-authorisation and in the post-authorization phase.

Local regulatory agency could facilitate the definition of standard, recognised approaches (e.g. collaboration agreement models) to formalize this kind of joint initiatives, which should differ from a sponsored study as well as from an investigator initiated study, being a mixed model between the two.

	

	Line 103
	
	‘Use of registry-based studies for evidence generation’
Comment:

Heading indicates Evidence Generation. Text under heading discusses regulatory purposes.  Evidence generation is broader than just for regulatory purposes. Please consider modifying the headings.
Proposed change:  
Use of registry-based studies for evidence generation for regulatory purposes. 

	

	Lines 104-110
	
	‘The use of a registry-based study for a regulatory purpose depends on many factors related to its relevance to answer a specific research question, the characteristics of the concerned registry, the quality of the data collected and the design and analytical plan of the proposed study (12). Prior consultation with national competent authorities, where applicable, and with EMA via the procedure for Scientific advice and protocol assistance is therefore recommended when a registry-based study is proposed to be used (13). Examples where registry-based studies may be useful for evidence generation are presented below.’
Comment: 
This section does not refer in any way to the potential for obtaining an authorisation or a label extension  based on registry based evidence. It would be great if this option could be reflected in a separate paragraph. 
Moreover, the guidance mentions that scientific advice and protocol assistance is recommended when a registry-based study is proposed to be used. It would be helpful to have a specific channel (RWE/registry study discussion committee) to discuss in-depth the study planned and the details of the registry at a stand-alone meeting.
Proposed change:

The use of a registry-based study for a regulatory purpose such as collection of safety and/or effectiveness data to enable marketing authorisation or post-authorisation changes thereof, depends on many factors related to its relevance to answer a specific research question, the characteristics of the concerned registry, the quality of the data collected and the design and analytical plan of the proposed study (12). Prior consultation with national competent authorities, where applicable, and with EMA via the procedure for Scientific advice and protocol assistance is therefore recommended when a registry-based study is proposed to be used for a regulatory purpose (13).

	

	Line 111
	
	‘To supplement the evidence generated in the pre-authorisation phase’ 

Comment:

It would be useful to clarify in this section that registry-based studies could also be used in a randomised context for pivotal data and decision-making, and not solely to supplement the evidence generated pre licensing. Providing well designed, well conducted and justified, such study could be sufficient on its own. 

	

	Lines 116-118
	
	‘Examples of such evidence include information on standards of care for the disease, incidence and determinants of disease outcomes in clinical practice, characteristics of the target population, or validity of a surrogate endpoint used in the evaluation.’ 
Comment:

It should be made clear that it will be a “target population incidence.” Consider adding ‘incidence, prevalence, disease risk factors’. 

Proposed change: 

Examples of such evidence include information on standards of care for the disease, incidence and determinants of disease outcomes in clinical practice, characteristics of the target population, incidence, prevalence, disease risk factors or validity of a surrogate endpoint used in the evaluation. 

	 

	Line 118-121
	
	‘In some Member States, diagnostic monitoring of patients, e.g. imaging methods such as CT-scans and laboratory testing, should be strictly limited to normal clinical practice if the registry-based study is not registered as a clinical trial.’ 

Comment: 
It is recommended that reference to the EU Q&A on ‘normal clinical practice’ be included: European Commission Draft Questions & Answers on Clinical Trial Regulation (EU) No 536/2014, Q&A 1.7, Version 2.4, Jul-2020

	

	Line 122-126
	
	‘Studies based on patient registries may also contextualise the results of uncontrolled trials, provide comparator groups of patients for a single arm trial on a case-by-case basis where a randomised controlled trial (RCT) is deemed not feasible or unethical, and support registry-based randomised controlled trials (RRCTs) for patient recruitment (for example to identify patients meeting inclusion/exclusion criteria) and data collection (14) (15).’
Comment: 
The text limits the possibility of using data from a patient register as a comparator in a randomised clinical trial (RCT) however it allows this only for the scenario of a single arm trial where an RCT is deemed not feasible or unethical.  
Proposed change:

Allowance should be made for other potential scenarios where data from a registry could be used in an RCT. It is recommended that the guidance document further elaborates on the potential scenarios where data from a registry may be helpful as supportive data to RCTs, even though the RCT has an internal control arm.
Comment:

It would be beneficial if reference to pragmatic trials could be made here and would also be defined in the glossary.
It would also be beneficial to add "data collection, randomization allocation, and study follow up” (as proposed below).

Proposed change:
“Studies based on patient registries may also contextualise the results of uncontrolled trials, provide comparator groups of patients for a single arm trial on a case-by-case basis where a randomised  controlled trial (RCT) is deemed not feasible or unethical, and support registry-based randomised controlled trials (RRCTs) or pragmatic trials for patient recruitment (for example to identify patients meeting inclusion/exclusion criteria, data collection, randomization allocation, and study follow up) and data collection (14) (15).
Comment:

Could it be possible to:

· give some concrete examples of situations where a RCT is deemed “not feasible or unethical” to align positions since these considerations may vary on a country to country basis and between regulators and HTA bodies within Europe?

· have an indicative decision tree which would structure this fact based e.g. (non-exhaustive) on disease prevalence, comparator, anticipated expected benefits on clinical outcomes or patient pathway?
· define what is meant by “registry-based randomised controlled trials (RRCTs) for patient recruitment”

	

	Line 126-129
	
	‘It is recommended to obtain Scientific Advice from EMA and, where applicable, of the concerned national competent authorities on the acceptability of the chosen approach to evidence generation in case deviations from a traditional RCT design are considered.’ 

Comment: 

The option to also have a dialogue with EMA Innovation Task Force might be highlighted. This would offer potentially quicker or ad-hoc feedback on key questions prior entering a formal advice or qualification procedure. Qualification of registries should be also mentioned as an option.

Proposed change:

… are considered. In addition to EMA or National scientific advice, early dialogue with EMA Innovation Task Force (ITF) could be an option to get early feedback on a planned registry. Disease registry holders are encouraged to apply for qualification where appropriate.

	

	Line 132-134
	
	‘Patient registry-based studies can be data sources for RCTs and non-interventional studies, post-authorisation efficacy studies (PAES) (16) or post-authorisation safety studies (PASS) (17) that may be performed after marketing authorisation.’
Comment:

Please change "Patient registry studies" to simply "Patient registries". Patient registry studies cannot serve as data sources - Patient registries are data sources in which studies can be run.
Moreover, it would be beneficial to add the following information “Patient registries can also be used to link patient level medical data with other data sources such as biobank data, census data, demographic data, etc. ”
Proposed change:  
Patient registries y-based studies can be data sources for RCTs… marketing authorisation. Patient registries can also be used to link patient level medical data with other data sources such as biobank data, census data, or demographic data.

	

	Lines 137-141
	
	‘In the context of products that have been previously investigated in RCTs, registry-based studies may help, for example, to estimate and predict the effectiveness of adapted drug dosing schemes applied in clinical practice and understand effectiveness and safety of medicinal products in a broader clinical disease-related context and a more heterogenous patient population.’
Comment:

It is suggested to add that registry based studies may help in monitoring the performance and/or utilisation of IVDs/CDx assays as a use case for registry based studies.
Proposed change: 

… registry-based studies may help, for example, to estimate and predict the effectiveness of adapted drug dosing schemes applied in clinical practice and understand assess effectiveness and safety of medicinal products in a broader clinical disease-related context and a more heterogenous patient population, or to monitor the performance and/or utilisation of IVDs/CDx assays.’


	

	Lines 141-144
	
	‘Registry-based PASS can provide data to quantify and characterise risks, to identify risk factors for the occurrence of adverse reactions, to evaluate the safety profile of a medicinal product in long-term use, or to assess patterns of drug utilisation that add to knowledge on the benefit risk profile of the medicinal product.’
Comment:  

The statement is true but can only be accomplished if there is sufficient sample size and an adequate comparison group.

Add a statement that this requires sufficient sample size and appropriate study design.
Proposed change: 

Provided sufficient sample size and appropriate study design, registry-based PASS can provide data…

Comment and proposed change:

According to the definitions provided in this Guideline, would a PASS study based on an existing secondary data source, such as a national register or an electronic medical record, be considered a "registry-based study"? If not, could this clarification be added? It would also be beneficial if situations could then be discussed in which one or another are recommended.
	

	Lines 144-146
	
	‘Registry-based studies may require linkage between different data sources through a unique patient identifier, if feasible.’

Comment: 
This statement is not only true for this sub-bullet point (post-authorisation), and may be placed in the overarching chapter text (Lines 104-110). Burden to linkage data from different source and registries with a unique patient identifier is quite high not only for register holder but also for MAH.
Additionally, please consider elaborating more on data sources to which patient registries can be linked? Some examples may be useful.

	

	Lines 147-149
	
	‘A large proportion of ATMPs are developed for very rare diseases. This has an impact on the type of clinical trials (e.g. single arm trials with external control groups) and the size of the safety and efficacy database at the time of approval.’

Comment: 
It would help the reader to understand what kind of disease condition could be considered ‘very rare’ (versus rare). It is thus suggested to define ‘very rare’ or to give some examples
Also, please consider to amend to ‘efficacy’ to ‘efficacy/effectiveness’.
Proposed change:

“…and the size of the safety and efficacy/effectiveness database at the time of approval. The follow-up of safety and efficacy/effectiveness of ATMPs after  approval…”

	

	Lines 153-160
	
	‘To evaluate the effects of medications received during pregnancy.
Pregnancy registries include pregnant women followed up to collect information on outcomes of pregnancy and in the offspring for a given medicinal product. Besides the challenges of recruitment and retention of pregnant women, specific challenges of such studies relate to the completeness of information on pregnancy outcomes and the ascertainment of the exposure window/trimester, which may require linkage with data captured in birth defects registries, teratology information services or electronic health care records where mother-child linkage is possible (18).
Comment:  

In addition to studies to evaluate the effects of medications received during pregnancy, the guideline should also cover the use of registries for studying other populations which are usually not enrolled in clinical trials, e.g., frail/elderly patients.
Comment: 
It is unclear why there is reference to capturing the ascertainment of the exposure window/trimester in birth defects registries, as those generally do not capture exposure. It is suggested that this text be clarified or deleted.

	

	Lines 161-164
	
	Comment: 

A patient registry study is a study that uses data from a patient registry. These are not different categories of an overarching activity and thus side by side comparisons of differences are not appropriate.
Given differences within and between countries, illustration with case studies or published examples would be useful.
Proposed change:
3.2. Differences between a registry-based study and a patient registry Comparison of aspects of registries and registry studies
Important methodological differences between a registry-based study and a registry are summarised in the table below.  Simply stated, a registry study is a study that uses data from a patient registry.

	

	Table 

Page 5
	
	Comment:
The table is helpful in providing a summary of some of the differences between registry-based studies and patient registries. However, it could be also expanded to include other important aspects such as data ownership, data access (particularly access to patient level data) and data sharing in order to provide further clarification of the methodological similarities and differences between the two approaches..   
In addition, it would be beneficial if the difference between patient registries and national disease registers could be discussed (e.g. in the Nordic countries).

Finally, it would help if the following could be clearly stated: 

1. Registry-based studies and Patient registries can serve different purposes depending on the objectives of the Sponsor;
2. Patient registries can also be utilised as a source for patient recruitment and data collection in randomised clinical study. 


	

	Line 161

Table 
Section 1

Definition
Column: 

Registry-based study 


	
	Comment: 
It should be clarified that a patient registry may be can be established and then used to conduct more than one registry based study.

Proposed change:

Data collection system on a group of people defined by a particular disease or condition, established for a specific purpose and used to conduct a one or more registry-based study studies.

Comment: 

The definition of patient registry: With this definition a patient registry that has not yet been used to conduct a registry-based study, will not be a patient registry.

	

	Line 161

Table 

Section 1

Definition
Column: 

Patient registry
	
	Comment:
This definition differs from the AHRQ definition of a registry. Please consider adding a clarification on this in the glossary section.
It is proposed to delete the limitation of use of patient registries to conduct registry-based studies. This could be misleading, since patient registries are not only used for that purpose alone.
Proposed change:

Data collection system on a group of people defined by a particular disease or condition, established for a specific purpose and used to conduct a registry-based study. 

	

	Line 161

Table 

Section 2

Timelines
	
	Comment: 
Clarification is requested as to which ‘timelines’ are referenced in the first column in the table.


	

	Line 161

Table 

Section 3

Patient enrolment 
Column: 

Registry-based study 


	
	Proposed change:

Defined by research objective(s) - may be a subset of a registry population; in case of a clinical trial, allocation to treatment cohort (e.g. with randomisation) is to be documented; representativeness.

	

	Line 161

Table 

Section 3

Patient enrolment 
Column: 

Patient Registry-  


	
	Comment:

Usually, patient enrolment in a registry requires the multiplicity of sources in order to tend to the exhaustiveness of the patients included and completeness of the data collected. 

	

	Line 161

Table
Section 4
Data collection Column: 

Registry-based study 


	
	‘Restricted to what is needed by the research question including data on potential confounders and effect modifiers; additional data collection may also be required; if such additional data includes subject monitoring outside SmPC and normal clinical practice, the legislation for clinical trials apply; study may involve primary data collection or secondary use of data.’

Comment: 
It should be explicit that this refers to additional data collection for a registry-based study; some examples of what this additional data is would be helpful e.g. patient reported outcome  measure, adverse event of special interest. It is also suggested that reference to the concept of low intervention clinical trials be included. Moreover, a given registry study may involve both primary data collection and secondary use of data rather than only one of these approaches. 
Proposed change: 
Any additional data collection should be rRestricted to what is needed by the research question including data on potential confounders and effect modifiers; additional data collection may also be required;. Examples of additional data collection may include patient reported outcomes. Iif such additional data includes subject monitoring outside SmPC and normal clinical practice, the legislation for clinical trials apply and (per Regulation EU No 536/214 on clinical trials) the study may be classed as a low intervention clinical trial; study may involve primary data collection and/or secondary use of data. 

	

	Line 161

Table
Section 4

Data collection, Column: 

Patient-Registry 

	
	Comment: 
The guideline states that in a patient registry there should be an agreed core set of data elements to be collected with harmonised definitions.  Clarification is requested as to with what the definitions should be harmonised e.g. harmonised over time, harmonised with RMP, etc.
Comment:

As a registry is often planned to be setup and maintained over several years, the data collection may evolve over time according to the procedure newly available for the assessment of the severity, and according to drug newly marketed. 
Comment:

The involvement of HCPs in the disease registry shall reflect the management of the disease over the time covered by the disease registry, this for severe or not severe patients


	

	Line 161

Table 

Section 5

Analysis Plan

Column: 

registry-based studies 
	
	Comment: 
A statistical analysis plan not in all cases has to be “hypothesis driven” for registry-based studies as the primary intention could be to collect observational data. It is suggested to delete the specification on “hypothesis-driven”.  

Proposed change

Detailed statistical considerations most commonly defined in separate document in addition to study protocol and to registry protocol; hypothesis driven statistical analysis plan. 


	

	Line 161

Table 

Section 5

Analysis Plan

Column: 

Patient Registry 


	
	‘Statistical analysis plan with analyses that are often descriptive and performed routinely at intervals based on patient accrual or defined time schedules described in the registry protocol.’
Comment:

Clarification needed to understand if there is analysis as part of the registry itself or only for study from registries, how the results of the analysis is considered when the results are shared with MAH (PDC NIS or SDU NIS) with appropriate safety reporting implication or only aggregated data sharing with no safety implication.

	

	Line 161 
Table  
Section 6 

Data Quality Control

Column: 

Registry-based study 


	
	‘Additional quality assurance to be performed for the study data; quality control to be prospectively defined and assessed with a risk-based approach; for RRCTs, data quality control involves central adjudication of events and treatment complications.’ 

Comment: 
This would only work for studies which involve prospective data collections. In addition, central adjudication or events and treatment complications is generally performed for trials, and is a high bar to achieve in registry (can only be achieved prospectively and not retrospectively). It is recommended making this clear.
Please clarify whether monitoring and adjudication are required outside of RRCTs within non-interventional studies.  
Comment: 
Central adjudication is not always applied, there should be flexibility.

Proposed change: 

Additional quality assurance to be performed for the study data; quality control to be prospectively defined and assessed with a risk-based approach; for RRCTs, data quality control involves, for example and as needed central adjudication of events and treatment complications. 

	

	Line 161 
Table  
Section 6 

Data Quality Control

Column: 

Registry-based study &

Patient registry

	
	Comment:

quality control and data assurance measures  should be defined and documented a priori for both registry based studies and patient registries:
Proposed change:
Additional quality assurance to be performed for the study data; quality control and quality assurance measures to be prospectively defined and documented a priori as well as and assessed with a risk-based approach; for RRCTs, data quality control involves central adjudication of events and treatment complications.

Applied routinely to data and processes with a focus on core set of data elements; data systems to ensure data integrity (i.e. system validation).  Quality control and quality assurance measures to be prospectively defined and documented a priori.

	

	Lines 166—223

Section 3.3
	
	3.3. Planning a registry-based study

Comment:  

Feasibility planning should also include consideration of thresholds for acceptable termination/discontinuation of a registry-based study if not successful for whatever reason.  


	

	Lines 171-176
	
	‘It is therefore recommended to discuss early with regulators, through Scientific Advice, both nationally 171 and at EMA, the feasibility of the use of the registries to meet regulatory needs and the legal 172 requirements for clinical trials. The EMA PRIority MEdicines (PRIME) procedure (19), if applicable, and 173 pre-submission meetings can also be used in the pre-authorisation phase. In case of ATMPs, a strategy 174 for post-authorisation activities should be developed in the pre-authorisation phase and discussed in 175 scientific advice and PRIME procedures if applicable.’

Comment: 

As mentioned above (line 126-129), early discussion via the ITF platform could be an option in some cases as well. In addition, the potential need to plan post-authorisation activities in pre-authorisation phase should not specifically limited to ATMPs. 
It is also suggested that reference to the role of the Pharmacovigilance Risk Assessment Committee (PRAC) also be included.
Same changes could also be added in the table on Page 13 for scientific advice procedures.

Proposed change: 
It is therefore recommended to discuss early with regulators, Scientific Advice, both nationally and at EMA, the feasibility of the use of the registries to meet regulatory needs and the legal requirements for clinical trials. The EMA PRIority MEdicines (PRIME) procedure (19), interaction with ITF, if applicable, and pre-submission meetings can also be used in the pre-authorisation phase. The Pharmacovigilance Risk Assessment Committee (PRAC) also provides feedback on non-interventional post-authorisation safety studies. In case of ATMPs or medicines that address rare diseases, a strategy for post-authorisation activities should be developed in the pre-authorisation phase and discussed in scientific advice and PRIME procedures if applicable.

	

	Lines 181-183
	
	‘MAAs/MAHs proposing a registry-based study should provide adequate information regarding the availability of data, the quality management applied and the feasibility of introducing any additional data collection and quality control measures.’

Comment: 

It is suggested that the feasibility of introducing any additional data extraction measures also be required.

Proposed change: 

MAAs/MAHs proposing a registry-based study should provide adequate information regarding the availability of data, the quality management applied and the feasibility of introducing any additional data collection, data extraction and quality control measures.


	

	Line 184
	
	Comment: 
It is proposed to add "individual patient level" 

Proposed change:

“In case of primary data collection, adequate measures  may be needed to detect and promptly report individual patient level adverse events of interest.”

	

	Lines 187-219
	
	Comment: 
Is "feasibility analysis" similar to what some refer as "feasibility assessment? Please consider adding definition/s in the glossary.
Please consider clarifying how a feasibility analysis would be classified before writing the study protocol.
It would be helpful to add, where appropriate, references to other sections in the guideline where relevant topics are discussed in more detail – for example, in the bullet point mentioning risks of bias, a reference to the detailed discussion of bias in section 3.8.  
The requirements for a MAH of a feasibility analysis are quite high and not all information is available or not shared with the MAH. A collaboration between registry holder and MAH should have been established within setting up the registry to be able to fulfil all feasibility requirements. Please consider focusing on core requirements. 
Moreover, it is suggested to add the wording “as applicable” since the information provided in the guideline may not be relevant for all registry-based studies. For instance, lines 199-202 would not be applicable for registry-based non-interventional study examples cited in lines 114-118.

Proposed change:

The feasibility analysis should be performed in collaboration with registry holders and include the following information as applicable:
Comment:  

Epidemiological context in which the registry is based is essential.  Although there is discussion about the registry population in an Annex, it is important to introduce this concept in the main body of the guideline. The registry may meet all the feasibility criteria, but if there is insufficient uptake or coverage of the drug / agent of interest and the study is proposed based on future projections, this should be discussed.  The guidelines should include specific elements of epidemiological context and define the expected contents of a ‘background’ section of the study protocol.  This could precede the section on sample size estimate but warrants explanation independent of the sample size estimate. 


	

	Lines 192-194
	
	‘Analysis of the availability of the data elements needed for the study (including relevant confounding and effect-modifying variables) and of the capacity to collect any additional data elements or introduce additional data collection methods if necessary.’ 

Comment: 
The frequency of documentation of certain data elements is also a key consideration in feasibility assessment

Proposed change: 

Please consider adding the following: frequency of recording (for data elements that occur multiple times)

	

	Lines 195-198
	
	‘Analysis of the quality and completeness of the available data elements needed for the study, information on missing data and possible data imputations, and results of any verification or validation (e.g. through an audit) performed; if several registries are planned to be used, analysis of the differences that may exist between them and of the possible impact of these differences.’

Comment: 

The differences in terms of the data elements and how these are collected across registries is an essential aspect of feasibility assessment, as determines the possibility to pool or not to pool the data across registries for the study analysis. 

Consider adding a bit more detail here on the implications for the analysis e.g. possibility of pooling or not pooling data across registries.   
 
	

	Lines 199-202
Table P. 13

Appendix 3


	
	‘Description of processes in place for the identification, analysis and reporting of adverse events of special interest (AESIs), suspected adverse reactions (ADRs) or suspected unexpected serious adverse reactions (SUSARs), and capacity to introduce additional processes for their collection if needed.’ 
Comment:

We believe the statement applies only to newly set up registries (primary data collection).  Otherwise, it will be aggregate reporting. It is thus suggested specifying that this applies to newly set-up registries

Moreover, is this reporting relevant for registry-based studies based on secondary data?
It is unclear from the draft guideline if SUSAR collection is relevant only to RRCTs and not also to non-interventional studies.  Please confirm that SUSAR collection is relevant only to RRCTs.

It is suggested that a definition be provided for AESI.

Comment:
The GVP module VI Rev 2 states that, for studies based on secondary use of data, the submission of suspected adverse reactions in the form of ICSRs is not required. Nevertheless, this aspect is not currently reflected in the draft guidance.  Being this an aspect of relevance during the design of such studies, we recommend including this information to add clarity and ensure consistency with the current GVP modules.

Proposed change:
…. if needed. In case of non-interventional post-authorisation studies with a design based on secondary use of data, the submission of suspected adverse reactions in the form of ICSRs is not required.

The same comment and proposed change apply to the Table on P. 13, for the “Safety monitoring and reporting of adverse events and suspected adverse reactions” section:
Individual case safety reports (ICSR) – GVP VI: See Appendix 3 providing an overview of requirements for ICSRs arising from use of registries in the EU outside the context of a clinical trial. In case of non-interventional post-authorisation studies with a design based on secondary use of data, the submission of suspected adverse reactions in the form of ICSRs is not required.
Please consider adding the same proposed statement/wording in Appendix 3.


	

	Lines 203-206
	
	‘Available data on the number of centres involved in the registry(-ies), numbers of registered patients and active patients, number of new patients enrolled per month/year, duration of follow-up, missing data and losses to follow-up; based on this information, analysis of the feasibility of the study and of the time needed to complete patient recruitment for the study.’ 
Comment: 
It is also important to understand the number of patients meeting the study specific eligibility criteria (e.g. on a specific drug or group of drugs) which may be different to the registry criteria, and will ultimately determine the sample size for the study. This is usually a key aspect to assess in feasibility assessments. 

Proposed change:

¨lease add the following: number of patients meeting the study inclusion/exclusion criteria

	

	Lines 207-209
	
	‘Analysis of any potential information bias, selection bias due to the inclusion/exclusion criteria of centres and patients, potential time bias between and within registry(-ies), and potential losses to follow-up.’ 
Comment: 
The term ‘time bias’ is unclear in this sentence.  
Proposed change: 
It is suggested that the definition provided in Lines 384-388 is moved here (Lines 207-209) unless another meaning is intended.

	

	Lines 210-211
	
	‘Analysis of any potential confounding bias that may arise in the proposed registry-based study if some data elements are not available or cannot be collected or measured.’ 

Comment:

What is “confounding bias”?  Bias and confounding are 2 different concepts in Epidemiology.
Proposed change: 
change to: confounding and bias


	

	Lines 213-214
	
	‘Any data privacy issues and governance-related issues such as data sharing and funding source (see chapter A.5 of the Annex).’ 

Comment: 
In this respect, an additional consideration may be the interest of the registry to participate in the study, their resources available to participate, whether they will run the analysis and provide aggregate level data to the CRO/MAH, contracting requirements and their standard turnaround times e.g. if data are required for a regulatory submission there may be a specific timeline/deadline behind the study that needs to be met. These may drive feasibility assessment. 

Proposed change:

To add a bit more detail on the interest of the registry to participate in the study, their resources available to participate, tasks and responsibilities, contracting requirements and their standard turnaround times e.g. if data are required for a regulatory submission there may be a specific timeline/deadline behind the study that needs to be met.
Comment:

 “Any data privacy issues”: If data from a register is to be linked to other data sources, the identity of the subject will be needed – this is not covered here or in the reference to chapter A.5.
Also, does this mean data transfer is considered to be part of 'data sharing' initiative?

	

	Lines 217-219
	
	‘The final report of the feasibility analysis may be submitted either separately or as part of the proposed protocol for a registry-based study and should be published in the EU PAS Register in order to inform on the feasibility of other studies in the same registry and avoid duplication of work.’
Comment: 

This is a valid point and the comprehensive feasibility assessment list makes sense.

Still there might be some reluctancy of registry holders / registry organizations to have the detailed feasibility published, since that might expose any quality issues, which are relevant to a specific registry-based study, but might not be an issue for the primary purpose of the registry or other registry-based studies. 

Moreover, since feasibility assessment can also cover aspects that go quite beyond a specific PAS related research question, it could be at a point of time confidential. Publication via the register should therefore only apply when relevant assessment refers to the PAS related feasibility specifically. 

Finally, It is unclear how different Medicine Developers would be aware of other ongoing efforts in the same disease area, especially when there is parallel development of products.  When the EMA is aware of multiple products of the same or similar class being developed in the same rare disease area or condition, the Company would support the EMA facilitating discussion between the Medicine Developers, regulators and registry owners with the aim of assessing the feasibility of implementing a broad disease registry study that may accommodate multiple treatments. The EMA is in a unique position of having oversight of the development status of multiple products and such action would enable a clearer definition of the overall research goal and minimise any potential duplication of efforts, especially in the rare disease space where the scope for multiple registry based studies may be limited.

Proposed change: 
‘The final report of the feasibility analysis may be submitted either separately or as part of the proposed protocol for a registry-based study and should be published if appropriate in the EU PAS Register (20) in order to inform on the feasibility of other studies in the same registry and avoid duplication of work.’
	

	Lines 220-223
	
	‘For regulatory studies addressing a class of products where all concerned MAHs have the same obligation to perform a study, MAHs are encouraged to design a joint registry-based study or to join an already existing study on the same topic. For clinical trials, this could be performed through joint trial sponsorship as provided for in Regulation (EU) No 536/2014.’
Comment: 

Will guidelines be developed for joint registry-based studies that are non-interventional and not trials?  
The registry studies described at this point are unlikely to be initiated in parallel. Is there a suggestion of how to coordinate the processes? 
It would be helpful if this were mandated in the case of rare and paediatric populations as it is not possible to have different patient registries in these populations.
Comment: 
It is suggested that the terminology used in Article 72, Regulation (EU) No.536/2014 on clinical trials be used.

Proposed change: 

For clinical trials, this could be performed through joint trial co-sponsorship as provided for in Regulation (EU) No 536/2014 on clinical trials.

	

	Line 224
Section 3.4
	
	3.4. Study protocol
Comment:

As for clinical trials, are there specific situations for which an outcome adjudication committee is deemed necessary?
Comment and proposed change:
In section 3.4 data privacy is touched upon, but more guidance may be helpful as this is a key topic, particularly in rare disease where identification of patients is easier. What is acceptable/
ethical?
Comment: 
A registry-based studies should also allow using an "adaptive" study design, e.g. the initial register study could be a non-interventional (e.g. a natural history of disease study), but later include a randomization of patients in the registry and transition to a RCT. It proposed to add a reference to potential adaptive design. This option could be outlined in the guidance
Proposed change (add): 

A registry-based studies should also allow using an "adaptive" study design. E.g. the initial register study could be a non-interventional (for example a natural history of disease study), but later include a randomization of patients in the registry and transition to a RCT.

	

	Line 234
	
	‘The study protocol should specify how the data protection regulation will be followed, e.g. if the data is not already provided in an anonymised way excluding the identification of the patient (see Chapter 4).’
Comment:

Data are likely to be pseudonymised, not truly anonymised. An acceptable degree of pseudonymisation should be defined, and whether other means, e.g. use of a closed environment and/or contractual agreements to protect the identity of the individual, could be acceptable means in addition.

	

	Lines 239-240
	
	‘The study protocol should apply the best methodological standards, such as the ENCePP Guide on Methodological standards in pharmacoepidemiology (26).’ 

Comment: 
The ENCePP Guide on Methodological standards in pharmacoepidemiology is applicable only in the case of non-interventional study.
Proposed change:

…such as the ENCePP Guide on Methodological standards in pharmacoepidemiology in the case of non-interventional studies.


	

	Line 242
	
	‘The framework of the ICH E9 (R1) addendum on estimands and sensitivity analysis in clinical trials 241 (27) should be considered for studies aiming to measure treatment effects.’ 

Comment:

It is unclear whether studies here refer to both clinical trials and non-interventional studies? Framework on estimands etc. is usually for clinical trials. Please clarify.


	

	Line 245-248
	
	‘A registry-based study may include primary data collection (i.e. collection of information on the events of interest for the purpose of the study directly from the patients, caregivers, healthcare professionals or other persons involved in the patient care) and/or secondary use of data (i.e. use of data collected in the registry for a purpose other than the given study) (see Appendix 1).’
Comment: 
Definitions for Primary Data Collection and Secondary Data Use are not aligned with GVP Annex 1.The purpose of data collection is not a relevant criterion in GVP VI. Suggest to align.

	

	Lines 250-252
	
	‘Where the registry-based study entails secondary use of data, the study protocol should specify the events of interest that  are/are not collected in the registry and discuss the risk for bias in such secondary data use.’

Comment:

The information as presented could create confusion. Safety objectives of registry-based studies using secondary data may be unrelated to events of special interests. It is not clear how is there risk of bias and why it should be discussed. 

Proposed change:
Where the registry-based study entails secondary use of data, the study protocol should specify the events of interest that are/are not collected in the registry and discuss only if the risk for bias in such secondary data use is properly identified.

Comment:

Should implications be considered for missing secondary data (e.g., national death and cancer registry information based on changes to registry holder data sharing agreements or unexpected delays in reporting from these national data sources)?

	

	Line 257
	
	 ‘The protocol should provide an estimation of the study size needed to answer the research question.’
Comment: 
There are situations when a descriptive analysis is only warranted and whereby an estimation of sample size is not entirely meaningful.
Proposed change:
‘If appropriate, tThe protocol should provide an estimation of the study size needed to answer the research question.’


	

	Line 258-260
	
	‘The feasibility of attaining this study size within the registry should be assessed using realistic assumptions, both in terms of number of patients (taking into account the inclusion and exclusion criteria) and in terms of duration of follow-up.’ 
Comment:  

In addition to inclusion/exclusion criteria, assessment of feasibility of attaining study size should also take into account the projected loss to follow-up and exposure/disease prevalence if applicable. 

Proposed change:
… patients (taking into account the inclusion and exclusion criteria; and the projected loss to follow-up and exposure/disease prevalence if applicable) and in terms of duration of follow-up.
	

	Line 260-262
	
	‘This should include considerations regarding the estimand and intercurrent events as well as missing data, the need for imputation, and consequent considerations on effect and sample size [ICH E9 (R1)] (27).’ 
Comment:

Does this also include non-interventional studies based on registry data? Usually, terminology like estimands and intercurrent events are not used for these types of studies. Please clarify.

	 

	Lines 262-265
	
	‘Where there are doubts about the feasibility of achieving the required study size, possible extension of the study population by recruiting from (an)other registry(-ies) could be considered, weighing the strengths and limitations of using a  single registry versus combining datasets of patients with the same disease across multiple registries.’
Comment: 
This paragraph remains rather general when referring to strengths and limitations of combining datasets across multiple registries. It would be helpful to further clarify and define the limitations.
On the topic of “recruiting from (an) other registry (-ies)”, multiple registries are not always available, and multi-database studies sometimes need to be conducted with registries and other data types e.g. electronic-health record data. This should be acknowledged.

	

	Lies 266-267
	
	‘If a registry-based study is to be conducted across multiple registries, a common study protocol should be developed based on core data elements and a common design, even if some aspects of the study may vary according to the characteristics of each registry and not all outcomes may be combined across all registries.’
Comment: 
The guideline should mention how the difference in informed consent between different registries will be addressed.

	

	Lines 269-271
	
	‘Nevertheless, the protocol should also describe differences between registries, critically discuss the potential impact of such differences and propose sensitivity analyses addressing these.’ 
Comment: 
Details on statistical analysis are normally provided in a separate Statistical analysis plan (SAP). In the draft guideline it seems that this is expected to be in the protocol. It is suggested to allow more flexibility and rather have the details on e.g. sensitivity analysis. 

Proposed change:
Nevertheless, the protocol should also describe differences between registries, critically discuss the potential impact of such differences and propose sensitivity analyses, unless described in the SAP, addressing these.


	

	Line 271
	
	‘Additional legal requirements apply if the registry-based study is a clinical trial.’ 

Comment:  

Please provide a reference for the statement “Additional legal requirements apply if the registry-based study is a clinical trial” so that interested readers know where to locate these additional legal requirements.


	

	Lines 284-286 & 335-341
	
	‘In order to document possible selection bias and to evaluate generalisability of the study results, eligible patients not recruited in the study or withdrawing from the study could consent in writing to provide a small set of baseline data.’
Comment: 
This is very unlikely to happen – the guideline should take a pragmatic approach to this issue, as eligible patients may not agree to provide this information as they are not part of the study. Primary data collection studies cannot always do this (even ethically as some consent to collect and store this data is required), and almost never feasible for secondary use of data in a registry unless an audit already exists. 

Thus, such minimum data will be also biased as not systematically obtained for these patients, and useless to assess potential selection bias may lead to comparison against biased data and invalid assessment.
Please clarify how protocol violations should be handled

	

	Lines 286-288
	
	‘This will allow comparing important socio-demographic and clinical characteristics between recruited patients, withdrawn patients and non-recruited eligible patients.’ 
Comment:

Could you please mention that the reason for non-recruited eligible patients are expected to be collected and described in the clinical study report.

	

	Line 290-306

Section 3.6

Dara collection
	
	Comment:  

Please insert a notation (after line 299, for example) that registries that have the ability to link to medical records are preferable to those that are not able to link to medical records.  


	

	Lines 292-296
	
	‘Only the set of data that is needed to ensure the validity and usefulness of the results should be collected or extracted, for example, data on exposures, outcomes, confounding and effect modifying variables and variables describing the patient population or the setting from which the data were collected or extracted. Mechanisms should also be put in place to identify and retrieve initially missing data, if possible.’ 

Comment: 
The guideline states that data collection/data extraction should be limited to only those variables necessary for the proposed study. At least some of the time, potential confounders may not be known in advance. Modelling using propensity scores (especially large-scale propensity scores) may incorporate variables in a propensity score that may not have been obvious in advance.
Proposed change: 

It is suggested that this text be reworded to allow more flexibility, especially in using propensity score methods.

	

	Lines 297-299
	
	‘Data collection should be planned as early as possible, including sensitivity analyses, and should be detailed in the study protocol from early stages on, as collection of additional data for post-hoc analyses may not only be difficult but also prone to additional sources of bias.’
Comment:

Data collection should be planned as early as possible does not address data extraction from registry based studies. 

Proposed change:

Data collection/extraction should be planned as early as possible…

	

	Lines 300-306
	
	‘Some registry-based studies may require modifications to the existing registry data collection system to address a particular research question, e.g. by adding a specific data collection form or module for additional data collection. The impact of this modification on the legal status of the study should be taken into account as it may require additional informed consent and may impact on the status of the study as clinical trial or non-interventional study, depending on whether the additional data collection is considered part of normal clinical practice.’

Comment and proposed change:

Modifications to the existing registry data collection system can be challenging by the registry holders (e.g. no or limited interest from a clinical point of view, infrastructure challenges, timing, requirements for new informed consent, etc…) How could EMA facilitate this? Could registry holders be requested by the regulatory authority to incorporate those changes? Measures to minimize this concern could be considered and incorporated in the guideline, e.g. through a section addressed to registry holders.
Comment:

The draft guidance wording may reflect situations where a registry-based study is using already existing data (e.g. secondary data collection) and complement it with primary data collection (e.g. to identify new variables through questionnaire from physicians). This possibility may affect AE reporting requirements (being different for using of primary vs secondary data).  The guideline does not presume this possibility and it should address it.

Please provide specific guidance regarding the proper AE reporting for studies that combines use of primary and secondary data collection in the same study. 

Comment:

When some registry-based studies may require modifications to the existing registry data collection system to address a particular research question, e.g. by adding a specific data collection form or module for additional data collection, it would help to specify if these registry-based studies would then be considered as still based on secondary use of data or better fit now the “primary data collection” model to due to this data collection module added to the existing registry, just for the purpose of the study.

It is thus proposed to specify if an additional data collection module to an existing registry to fit the registry-based study purpose would make this study classified still as based on secondary data collection, or as based on primary data collection.
Comment: 
It is not obvious which data would be considered for an “amendment” vs. additional data collected via a registry-based study.

Please consider clarifying in which cases additional parameters would lead to a registry amendment and/or a registry-based study.
Comment: 
Consent is a possible legal basis though the study sponsor may identify an alternative legal basis under which to run the study. Regardless of the legal basis selected, potential patients should be informed of plans for secondary data use, though a separate consent is only required if consent is selected as the legal basis.

	

	Lines 305-306
	
	‘If the data collection system is amended, a validation of the new system should be implemented.’

Comment:

A modification of the data collection can be setup in order to stick to the evolution of the management of the disease: new procedure available, new scheme of follow-up of patients, new drugs marketed. The validation of the new implementation should also be conducted.
However, validation of the new system could be resource/time-intensive when only a few new questions/variables are added. It would be thus helpful to state whether a pragmatic approach to validation is acceptable and what that could potentially look like.

	

	Line 307-325
Section 3.7
Data quality management
	
	Comment and proposed change:
Data quality management is critical. It would be beneficial if the guideline recognises that the MAH can rarely directly control the quality, and make further suggestions for management in this context. Refer also to Section A.4, which is very helpful.
Comment and proposed change: 

EMA and local regulatory agencies play a key role related to capability building (initiatives to increase data-related skills) and to push data infrastructures upgrade. It would be valuable to have this kind of initiatives mentioned in this document for immediate reference.

It is suggested listing initiatives where EMA and local regulatory agencies play a key role related to capability building (initiatives to increase data-related skills).
Comment:  

As noted in this section, many patient registries plan routine monitoring of data quality, e.g., % of missing cases, unexpected rise in incidence, correction of logical inconsistencies (e.g. female patient with prostate cancer).  The guideline should discuss to what extent these measures can interfere with study integrity when a patient registry feeds in a registry-based study.
Comment:

It should be specified for data that are of great importance whether the data collected shall be documented by the results of the labs, procedure or exam or if the report by the HCP suffice.
Comment:

If the patients in a registry have not given IC that allows a pharmaceutical company to perform these data quality measures including audit, how does EMA propose to proceed in such cases? Would audit by an independent CRO be an

option that allows quality assurance without validating privacy?

	

	Lines 308-310 


	
	‘The nature and extent of the data quality management for a registry-based study depends on various factors, including the planned use of the study results and whether the study makes primary or secondary use of registry data. study makes primary or secondary use of registry data”
Comment: 
The use of data from a registry per GVP Annex 1 is secondary use of data. Suggest to clarify that the registry is the mechanism for primary data collection and studies using the registry data will make secondary use of the data. Whether the study is set-up for the purpose of the study should not be considered a relevant parameter. Also for practical reasons the registry as the primary data collection mechanism should be looked at a separate from any study to ensure safety reporting requirements are also adhered to when a registry continues to exist after a study related to a particular medicinal product.
	

	Lines 317-319
	
	‘Other possible measures include random source data verification, on-site review of processes and computerised systems used for data collection and management, and internal or external audit of the registry-based study.’ 
Comment: 
Suggested additional method of data quality and completeness checking is to generate a simulated data set to reflect the completeness of data elements, where individual patient data is not shared with the MAH for them to conduct the analyses
Proposed change: 

… management, and internal or external audit of the registry-based study and simulation of registry data to assess quality and completeness,

	

	Lines 319-322
	
	‘The European Commission’s Risk proportionate approaches in clinical trials (29), the EMA Reflection paper on risk- based quality management in clinical trials (30), and the GVP Module III on Pharmacovigilance inspections (31) should be consulted on these aspects.’
Comment: 
Potential local regulations might be included in the enumeration.

	

	Lines 323-325
	
	‘The thresholds of data quality measures, the level of data verification and the measures to be taken in case relevant findings are observed should be agreed upfront with the registry holders. This information should be included in the study protocol.’ 
Comment: 
Should this section or the section on data reporting address the implications of unmet quality thresholds on reporting of interim and/or final reporting in the research contract and/or that the registry holder should foresee a duty to address implementation of corrective and preventive activities in the event of a regulatory request or regulatory inspection of the registry-based study.  


	

	Lines 326-398

Section 3.8
Data analysis
	
	Comment:  

This section should: 

· Include discussion of methods that allow examination of risk over time (e.g., time to event analysis) as risk may not be constant over time and may be anticipated to vary over time.

· Highlight the need to consider analysis methods that adjust for events that are competing risks, exposure ascertainment approaches and analysis methods for time varying exposure over time.

· Include a high-level discussion of the use of methods (e.g. propensity scores) that attempt to eliminate/reduce the extent of differences between groups of patients being compared (e.g., defined by medications taken).

	

	Line 331-332
	
	‘The ICH E9 (R1) addendum (27) should be considered when planning data analysis by aligning the estimand(s) of interest with (an) adequate estimation and testing method(s).’
Comment:

As above, is this referring to estimand only relevant for clinical trials? or also non-interventional studies?

	

	Lines 337-341
	
	‘In particular, a comparison between eligible registry patients that were recruited, withdrawn and not recruited, or between patients randomised and not randomised in the study, should be performed.’ 

Comment: 
In the text it is highlighted, that a comparison between patients that were recruited, withdrawn and not recruited, or randomised or not should be performed in the data analysis.

It is unclear, how this requirement could be completed, as patient data should be anonymous and a patient not willing to participate and giving informed consent cannot be reported and analysed. In addition, for example, the patient insurance number is normally not reported in a registry and cannot be checked with electronic health care database as a link due to the undistinguished nature of the data it is not given or possible to link different sources like a registry and a claims database (at least not in Germany).

Proposed change: 
The comparison as proposed should be deleted, as the representativeness of the study population can be evaluated via other methods.


	

	Lines 339-342
	
	‘If possible, this should be supplemented by a comparison of the study population with a similar population identified from available electronic health care databases or other population-based data sources.’

Comment:

This might quite hard to do in the case of rare/orphan indications due to the limited sources of data that are available. Consider waiving this requirement in the case of rare/orphan indications. 
Comparison could also be complemented by literature data when available, without the need to look at another possible data source. Please consider adding the possibility to also complement this assessment with literature data.
Consider also adding an example when a comparison is required. 

	

	Lines 342 – 348, 

& Lines 362 – 364
	
	‘The handling of missing data should be carefully described in the study protocol and, if applicable, in the statistical analysis plan, and a thorough justification should be provided for the assumptions about their distribution, causes and timing. The ICH E9 (R1) addendum (27), the EMA Guideline on Missing Data in Confirmatory Clinical Trials (32) and the ENCePP Guide on Methodological Standards in Pharmacoepidemiology (26) provide useful guidance on how to handle missing data. It will be necessary to investigate the robustness of the results through appropriate sensitivity analyses that make different, clinically plausible, assumptions.’ 
Comment:

We acknowledge that the importance of ICEs is implicitly addressed elsewhere in the guideline. However, in addition to the reference to handling missing data included in this section it may also be valuable to highlight the importance of Intercurrent events (ICEs)  and their handling in the analysis here.


	

	Lines 349-350
	
	‘In the absence of randomised treatment allocation in registry-based non-interventional studies, some common analytical issues should be considered in this context:’ 

Comment: 
In line 350 reference is made on the need to address absence of randomized treatment allocation and “common analytical issues” – it would be helpful to clarify in this context, if commonly used matching techniques should be considered here e.g. propensity score or minimizing the Mahalanobis distance on baseline covariates?

Please add further clarification.


	

	Lines 351-353
	
	‘Measurement of the incidence of outcomes of interest should clearly distinguish between the number of events and the number of individuals presenting at least one event. Comparisons between groups should take person-time of observation into account.’
Comment: 
The differences between the number of events and the number of individuals presenting at least one event depend on what types of the events. For example, for death, response and etc., there is one event per person, therefore no differences exist.
Proposed change: 
“When the incidence of outcomes of interest occur more than one time per person, then measurement of the incidence of …”

	

	Lines 361-364
	
	‘In addition, ascertainment of causes for changes of treatments may require complete collection of such information over the course of the study and adjustment only for baseline covariates may not fully address this if the observation expands over several years.’
Comment: 
This bullet point talks about confounding factors and appropriate adjustments for them. In general, the statement is clear, and this comment is only related to the last sentence “In addition…”. To collect complete information of ‘confounding factors over the course of the study’ is not only required when considering causes of changes of treatments, but also almost all analyses related to treatment and clinical outcomes in registry-based studies.  A longitudinal collection of complete confounding factors is in theory the only way to obtain unbiased results when confounding factors are involved, although in practice this may not be feasible given inevitable missing values, unknown confounders or confounders impossible to be measured.

 
Proposed change: 
In addition, ascertainment of causes for changes of treatments may require complete collection of such information over the course of the study and adjustment only for baseline covariates may not fully address this if the observation expands over several years
“In addition, ascertainment of unbiased marginal treatment effects and factors underlying treatment trajectories causes for change of treatment may require […]”

	

	Lines 367-377
	
	Comment:  

This section focuses only on prevalent and new user designs.  There are newer and alternative designs that could be considered that overcome the challenges and trade-offs discussed, e.g., prevalent new user designs and self-controlled case series.  The guideline should acknowledge the existence of alternative design approaches.  

	

	Line 389-398
	
	Comment: 

The general message of this bullet point is clear, however, the ‘Moreover…” sentence is a bit too specific and related to not only this particular scenario but also to real-world data (RWD) analyses in general. The correct definition of index date of entry is required for all RWD-based analyses in order to consistently emulate target trials. Details about potential biases when the index date of entry is wrongly identified have been discussed in the previous comment above, and covered in the corresponding bullet points.

Proposed change: 
Moreover, one should also strive to correctly define a comparable index date of entry into the study in both groups to correctly account for exposure periods to different drugs and account for determinants of exposure to these different drugs. 

Comment:

In this section regarding reporting, maybe the publication RECORD-PE could be added as a reference: The reporting of studies conducted using observational routinely collected health data statement for pharmacoepidemiology (RECORD-PE) by Langan SM et al. BMJ 2018 
(doi: https://doi.org/10.1136/bmj.k3532)

	

	Lines 400-404
	
	‘The methods used in the study should be published in sufficient detail to allow for replication using the same registry database or using a database derived from another registry collecting similar data. Relevant guidelines on reporting of results from clinical trials and non-interventional studies are presented in Chapter 8 of the ENCePP Guide on Methodological standards in Pharmacoepidemiology (26).’
Comment: 
Consistent with the above general comment on transparency, we recommend balancing transparency with protection of patient privacy and proprietary business information.
Proposed change: 

… or using a database derived from another registry collecting similar data, while protecting patient privacy and business confidential information, when necessary. 

	

	Line 406-408
	
	‘Post-authorisation registry-based studies should be registered in the EU PAS Register (20) and the study protocol, the statistical analysis plan if applicable and the final study report should be included.’
Comment:
At present, we only register studies based on secondary use of data in the EU PAS Register if they are classified as EU PASS. This is not aligned with the sentence starting on line 406 which indicates that all post-authorisation registry-based studies should be registered in the EU PAS Register. Please clarify and modify accordingly.

	

	Line 429 and onwards
Table p. 12-15
	
	Comment: 
While this table is useful, it is also subject to change if the underlying guidances change.

Proposed change:

Please include text that the current source material should be checked rather than relying on this guideline.


	

	Table P.13

Scientific advice procedures
	
	Comment:

Requirements: it is not only facilitated through EMA procedures but is also possible through national scientific procedures. Please clarify.

	

	Table P. 13 

Safety monitoring and reporting of adverse events and suspected adverse reactions
	
	Comment:

Suggest stating clear and separate safety reporting requirements for adverse events collected from registries using primary collection of data and for adverse events originating from secondary use of data.
Proposed change: 

“Safety monitoring and reporting of adverse events and suspected adverse reactions if not already reported by the registry, for registry-based studies initiated, managed or financed by a MAA/MAH appropriate activities include:[…]”
Comment: 

Reference to Annex I of the Q&A, version 11.0 (May 2013) published by the European Commission.
Proposed change: 
It is suggested to include the table included in the Annex as part of the appendix of this guideline.

	

	Table P. 14 

Transparency 

	
	Comment:

Here it seems that registration in the EU PAS Register is only required for PASS and PAES – please clarify and align throughout document.
In addition, since reference is made to the EU Clinical Trial Register, please consider to also reference CTIS.

	

	Table P. 14

Legal basis and regulatory requirements’: Record keeping
	
	Comment:

For imposed PASS and PAES: the MAH shall ensure that all pharmacovigilance information as well as the analytical dataset and statistical programmes used for generating the data included in the final study report are kept in electronic format and are available for auditing and inspection.

Comment:

It is important to note that in the case of an imposed PASS or PAES which is based on registry data, the MAH may not always have access to the patient level data (raw data), analytical data and statistical programs. Therefore, the fulfilment of this requirement fully depends on the registry holder(s) and may be difficult to enforce by the MAH alone. In these cases, the application of these requirements could possibly be strengthened by direct interaction between the regulators and the registry holder. The guideline should also clarify the EMA’s expectations in the event that patient level data cannot be provided to the MAH by the registry owner.
Comment and proposed change:
Can the guideline define specifically what is meant by "pharmacovigilance data and documents related to individual authorized medicinal product"? For example, does this include access to the registry data? (which may not exist anymore by the time when then marketing authorization has ceased or 10 years later) making this requirement very difficult.

Please note that access to the registry data is often only possible via third parties who can provide aggregated reports to the MAH. As such, the MAH can retain all data it has received but cannot provide for access to the source data for 10 years after the marketing authorization has ceased to exist.

Can the guideline specify what is expected from the party conducting the study when the MAA / MAH does not conduct it on its own? Would the third party / service provider be obliged to retain any data for 10 years after marketing authorization has ceased to exist (which will not be acceptable to a third party given the very long period of time)? Or is it sufficient for the MAH to retain the data it has received?
Comment:

While GVP Module VI Rev 2 and GVP Module VIII Rev 3 states that “all adverse events/adverse reactions collected in studies should be recorded and summarised in the interim and final study report unless the study protocol provides for different reporting with a due justification”, there are situations where individual-level data is not collected (e.g. aggregate level data) and no AE or AR data can be identified, recorded or summarised due the study objectives and/or the database characteristic/capabilities. 

Proposed change:
Please provide additional information/guidance on the situations/exceptions where the recording and summary of safety related information is not expected
Comment: 

There are studies (e.g. IIR) where the financial support is not completely provided by a MAH. As the current wording excludes studies where the MAH could be partially involved in their development and conduction, we recommend restricting the scope to those studies where the MAH really have a sponsor role and the subsequent responsibilities.  

Proposed change:
 “• Non-interventional PASS: imposed studies initiated, managed or sponsored by an MAH shall be registered by the MAH in the EU PAS Register. Non-imposed studies required in the RMP or conducted voluntarily in the EU should also be registered in the EU PAS Register. Registration should include the study protocol and the study report.”

“• Non-interventional PAES: (initiated, managed or sponsored by an MAH) should be registered in the EU PAS Register, independently from whether they are imposed or not.”

“• All other post-authorisation PASS/PAES that are not initiated, managed or sponsored by an MAH are encouraged to be registered in the EU PAS Register.”


	

	Table P. 15 Personal Data Protection section
	
	Comment: 
As noted at line 302, consent may not be the legal basis under which the study was run. Consider clarifying this.
Comment: 

The explicit reference to ‘informed consent’ (also in Lines 231 and 960) implies that informed consent would be the legal ground for the processing as per GDPR. As such this would contradict the view of the European Data Protection Board, as expressed in their Opinion 3/2019 concerning the Questions and Answers on the interplay between the Clinical Trials Regulation (CTR) and the General Data Protection regulation (GDPR).

Applying solely consent (GDPR article 6.1.a) as the legal ground would as a consequence mean that data must be deleted or fully anonymized (according to the Article 29 working party Guidelines on Consent under Regulation 2016/679) in case a patient would withdraw such a consent. This may impact in the ability to retain information, which may be necessary for the marketing authorisation applicant/holder to fulfil their regulatory duties.
Proposed change: 
Separate the ethical aspects of ensuring that a patient can make an informed decision in terms of being included in a registry, versus the legal basis for processing of personal data. No matter on the legal basis that is used under GDPR for the processing of personal data it would be appropriate to clarify that patients should be appropriately informed about the intended scope of processing and sharing of their data in case their information based on the choice of the patient is included in the registry. 


	

	Lines 441-442
	
	‘The data generated from a patient registry should be representative of the target population of the product.’ 

Comment: 
It is unclear if this only apply to drug studies, as “product” implies” or also patient/disease studies.
Additional clarification would be useful if this is to only apply to drug studies.


	

	Line 442-443
	
	‘Ideally, the registry should cover a broad patient population covering all disease aspects and patient characteristics.’ 

Comment and proposed change:

This may not always be possible. Does this mean that disease registries not representative of the target population cannot be considered for registry-based studies under this guideline ?

Please consider adding clarification.

	

	Line 448
	
	‘The following steps can be considered prior to the enrolment of a registry population.’

Comment and proposed change:

Enrolment of the registry population will be led by the registry holders. MAHs may have limited capacity to influence this.
	

	Line 455-458
	
	‘This should include prospective enrolment of all newly eligible patients fulfilling the definition and enrolment of already eligible patients by other methods ensuring representativeness and avoiding selection bias, for example by using any pre-existing listing of patients.’ 
Comment:  
The use of “avoiding selections bias” could be clarified. 

Proposed change: 
…representativeness and avoiding minimizing selection bias, for example by using…

	

	Line 472
	
	Comment: 
It is not obvious what is covered by comparison with other data sources, especially with “electronic health care records”.

Proposed change: 
Please consider clarifying quality and data standards for electronic health care records.

	

	Lines 474-477
	
	Comment:

It is suggested to add in the list of minimum information for non-recruited patients: reason of non-inclusion

	

	Lines 480-482
	
	‘Data elements from routine clinical care to be collected in a new disease registry should be defined in a multidisciplinary approach with clinicians, patients’ representatives and experts of the disease as well as regulators, HTA bodies and other potential users of registry information, as applicable.’ 

Comment: 
For consistency with Lines 459 and 545 it is suggested that the term ‘patient organisations’ be used.

Proposed change: 

.. patients’ representatives patient organisations and experts of the disease as well  as regulators…
	

	Lines 499-500
	
	‘Note that collection of such data elements, e.g. involving additional laboratory tests, could lead to the categorisation of a registry-based study as a clinical trial.’ 

Comment: 
Reference to the relevant legislation should be included.

Proposed change: 

…. of a registry-based study as a clinical trial, per Regulation (EU) No 536/2014.


	

	Line 509
	
	‘Patient data: age or birthdate, gender, lifestyle factors (smoking, alcohol);’ 
Comment: 
It should be clarified that inclusion of birth date is possible only where permitted nationally. 

Proposed change: 

… birthdate (where permitted nationally), gender, …

	

	Lines 513-516
	
	Comment: 

It is proposed to add further details on dataset important for disease-related biomarker in an extra bullet point.

Proposed change:

· “Disease: diagnosis (dates of initial diagnosis and of final diagnosis if relevant, laboratory tests and results; for diseases where the date of a clinical diagnosis is difficult to determine, date of first consultation, duration of disease or other appropriate information may be used), grade/severity/stage of disease, genomic information if important for the disease, relevant prognostic factors, relevant milestones in disease monitoring (e.g. laboratory tests, imaging) and core disease outcomes (e.g. remission, relapse, disabilities, functional status, hospitalisation, cause of death); 

· Disease-related biomarker: name of biomarker (genomic and non-genomic), sample information (e.g. origin of sample as location, blood, tissue, matrix (e.g. DNA, RNA, Protein), collection date), test details (method, name, provider,  validation data)
· Co-morbidities …”

	

	Line 519-520
	
	‘Disease-related treatments: substance, brand name, start and end dates (dates of prescription), dose, route, schedule;’ 

Comment and proposed change:

Under the core data elements listed, please add ‘reason for a change/ discontinuation’ against Disease-related treatment. This information is crucial for the definition of ICE and full specification of Estimands.  


	

	Lines 521-522
	
	‘Relevant concomitant therapies: substance, brand name, indication, start and end dates, dose, 521 route, schedule;’

Comment and proposed change: 
Information on treatment history and outcome to previous interventions need to be part of core data elements


	

	Lines 523-526
	
	‘Safety recording and reporting: adverse events of special interest (AESI), serious adverse reactions (SARs) and suspected unexpected serious adverse reactions (SUSARs); selection of AESI that will be collected should be based and motivated by the previous clinical safety experience with this study population/condition and/or this medication;’ 
Comment: 
Clarification is sought as the draft text appears not to align with the text of GVP Module VI, C.1.2.1.1 which states that for non-interventional post-authorisation studies with a design based on primary data collection information on all adverse events should be collected and recorded unless the protocol provides with a due justification for not collecting certain adverse events.  
Moreover, usually safety information is not available unless it is a prospective data collection – this guideline seems to be mainly focusing on prospective data collection.
It is recognised that in some cases collection of data that do not contribute to better characterising the safety of a drug is of limited/no value and the registry owner should outline the safety reporting strategy within the protocol and provide a justification for safety information which will not be collected.
Proposed change:

Safety recording and reporting: Adverse events of special interest (AESI), serious adverse reactions (SARs) and suspected unexpected serious adverse reactions (SUSARs); selection of AESI that will be collected should be based and motivated by the previous clinical safety experience with this study population/condition and/or this medication, and collected where feasible based on methodological design and registry characteristics.  

	

	Line 527
	
	Comment: 
Consider extending this paragraph to include the collection of data in the offspring of registered pregnancies
Comment:  

Pregnancy status and pregnancy outcomes would be sufficient only for registries not explicitly designed to study pregnancy.  The guideline should clarify that much more information than just status and outcomes would be needed for pregnancy-specific registries and studies.  


	

	Lines 564-652
Section A.4 

Quality management in patient registries 


	
	Comment and Proposed change: 
There is no reference to an audit; performing an audit would be a way of checking the quality of the data and data collection systems.
Comment:

The data quality requirements may also include for some data of great importance the availability of the lab results (copy)/ procedure results (copy) that lead to the diagnosis of the disease or the assessment of its severity/ stage.

	

	Lines 653-690
section A5 Governance
	
	Comment: 

Governance and Data Sharing are still topics where we experience lack of clarity and additional guidance and examples on collaboration models could be very helpful.
Comment:  

The guideline should note that a registry-based study should have a flowchart in place explaining which stakeholders have access to which information.  For example, in a patient registry, a hospital providing basic characteristics about a patient should not necessarily have access to e.g., biomarkers of the same patient if these are provided by an independent source.

Comment:

Governance section. Introduction part about Governance could mention the necessary role of patient representatives.

	

	Lines 691-715
Section A.6. 

Data sharing outside the context of registry-based studies
	
	Comment: 
As the guideline addresses registry studies the rationale for addressing data sharing outside this context is unclear. 
Proposed change: 

It is suggested that this section be deleted.

	

	Line 692-694
	
	‘Data sharing in the format of counts, aggregated data or statistical reports with regulators, MAAs/MAHs, HTA bodies, or other parties for clinical development’
Comment:

Data are not only shared in aggregated format. Regulators might want to be able to perform inspections etc. Therefore the degree of pseudonymisation or other specific means to be used for protecting the identity of the individuals needs to be specified.

	

	Line 740
	
	Comment: 
Reference #8: This guideline references the 3rd version of the registries handbook, however AHRQ has published an update of it: https://effectivehealthcare.ahrq.gov/products/registries-guide-4th-edition/users-guide

	

	Lines 903-908
	
	Comment: 
Definition is not aligned with GVP Annex 1. Suggest to clarify that a registry is a mechanism for primary data collection and studies making use of the registry data make secondary use of the data.

	

	Line 919-932
Appendix 1
	
	Registry, synonym: Patient registry
Comment: 
The definitions for patient and disease registry are very similar. In addition, it is unclear why “patient registry” is synonymous to “registry”.

As it does not seem to have any implications whether a registry is a patient or a disease registry, suggest to just refer to registries only. Alternatively, a description of the implications (methods, safety reporting, legal) of choosing a patient or a disease registry format should be provided.

	

	1008-1009

Appendix 4
Examples of recommended international terminologies for data elements
	
	Comment:

While the proposed pharmacovigilance terminologies sources (MedDRA, CTCAE) seem appropriate for medicinal products, a recommendation for medical devices/combination products is missing (i.e. IMDRF).

Proposed change:
Please provide an international pharmacovigilance terminology recommendation for medical devices/combination products as follows:

IMDRF:  http://www.imdrf.org/documents/documents.asp

	


Please add more rows if needed.
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