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Please note that these comments and the identity of the sender will be published unless a specific justified objection is received.

When completed, this form should be sent to the European Medicines Agency electronically to EMAregistries@ema.europa.eu in Word format (not PDF).
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 topic is broad. It could be beneficial to clearly separate considerations related to registry-based non-interventional studies from registry-based clinical trials and from studies which are leveraging mixed sources as comparison between one arm clinical trial to historical controls for which registries are used as a source.

	

	
	The definition of “patient registry” provided in this document is standard. However, as is, it could apply to any data collection system used for regular clinical trials. As the guideline is referring several times to clinical trials, it could be useful to better characterize what is making the patient registries different than usual data collection systems used for clinical trials.

Should the definition include the notion that the data are collected in a routine setting? I.e. the data collection system by itself is not making the study a clinical trial (which implies, for example, that no data collection visit is compulsory in the data collection system and that some patient information, not systematic collected in a routine way, are collected only when available).

	

	
	The guideline may better differentiate the registry-based studies that are non-interventional studies and those that are clinical trials. For the latter, the use of registries is an operating model which is not changing the nature of the trial which is interventional by definition.

Differentiation between and separated comments on retrospective and prospective non-interventional studies and clinical trials could be useful as well as primary and secondary uses of the data, particularly when it is about safety reporting requirements


	

	
	We suggest adding clarification that patient-registry can be used as a source for a registry-based study and not the other way.
We suggest adding also clarification for expectation on patients’ participation compliance, retention/drop out in patient-registry and/or registry-based studies with long time follow-up.

	

	
	There are many useful but vague points made around data quality and collected variables throughout the document. In this regard the annex is probably more synthetic and targeted than the main document. Cancer registries are governed by several international associations (e.g. IACR), which produced different quality standards against which registries regularly benchmark the quality of their data. This could be used as an example to illustrate some of these points and make them more concrete. Cancer registries also traditionally collect a core set of variables as date of diagnostic, base of diagnostic, gender, etc to produce national yearly incidence figures, as well as other variables supporting so called high-resolution studies for specific research purposes. These could also serve to illustrate some of the points made around core datasets etc.

	

	
	The potential biases and limitations of registry studies could be covered in a separate section in section 3 in between section 3.8 and 3.9.  It is important to state in study protocols what the potential biases and limitations of the study could be which can be referenced in section 3.4.  After data analysis which is covered in section 3.8 and as part of preparing to report a study in section 3.9, when interpreting the results of the study the issues identified in the study protocol as potential biases and limitations should be considered.
Differences between RRCTs and other clinical trials could be covered as well in such a section.

	


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)

	88 -93
	
	While the paragraph clarifies that the term “product registry” terminology was not used within the guideline, the sentence is a bit ambiguous and more details or explanations should be provided.

· Are data collection systems used for traditional clinical trials considered “product registries”?

· Are product registry considered as a ‘patient-registry’ or ‘registry-based studies’?

· Does the paragraph mean that product registry is excluded from the definition of patient registry?
· Does it mean that product registries and product registry-based studies are excluded from the scope of the guideline?

	

	113-121
	
	Clarifications would be needed on the use of this information. Does is go beyond of being another source of information to design clinical studies?

	

	122-129
	
	“…support registry-based randomised controlled trials (RRCTs) for patient recruitment…”

This part should be split into a separate sentence and it should be clarified if RRCT could provide evidence for a marketing authorisation.

	

	132
	
	The sentence “patient-registry studies can be data sources for RCT…” is ambiguous. Does it mean “Patient registries could be data sources…”?

For RCTs, because randomization could not apply retrospectively, patient registries could be data collection systems before being data sources.

	

	134-137
	
	Comment: To the sentence “The interventions performed to monitor efficacy or safety compared to the SmPC and normal clinical practice determines if the post authorisation study is a clinical trial or a non-interventional study, and randomisation of subjects results in the registry-based study being considered a clinical trial.”

Proposed change (if any):

This sentence is difficult to understand – what is / are the criteria that make a post authorisation study a “clinical trial”? The type of intervention and / or the randomization?
We suggest to explicitly say that randomization is making a study a clinical trial, even if no other non-routine procedure is involved in the study operation. In the same time, a non-randomized study could also be a clinical trial. For example, pragmatic trials, including a randomization step, but for which the data are collected in a routine way and with few patient selection criteria are still considered clinical trial, whereas non-routine data collection in an observational setting would also lead to a clinical trial.

	

	135
	
	First appearance of SmPC should be defined. 

	

	146
	
	“… if feasible” and allowed by local regulation.


	

	151-152
	
	It could be expressed that patient registries could be used for following patients after they completed a clinical trial, and data could be used for safety registry-based studies like PASS when allowed by the specific study objective.

	

	153
	
	“To evaluate the effects of medications received during pregnancy “

The document should cover, as well, the use of registries for other populations which are usually not enrolled in clinical trials. e.g. frail / elderly patients.

	

	163-165
	
	For helping the reader, some text describing and examples illustrating the differences between registries and registry-based studies would be helpful.

	

	165-166, table line “1; Definition”
	
	Suggest keeping same definition (same words) in this line and in the introduction section (lines #46-47 and 53-55), and eventually an additional line in the table for explaining the difference between the two definitions.


	

	165-166, table line “3; Patient enrolment”
	
	Would it be possible to clarify "aimed at complete enrolment"?
	

	165-166, table line “5. Analysis plan”
	
	Why should it be systematically “hypothesis driven statistical analysis plan”? Many of the registry-based studies, and particularly those for safety purpose, are primarily descriptive.


	

	165-166, table line “6. Data quality control”
	
	Consequences of the findings are different according the retrospective or prospective character of the study.

Controls could be done for action and eventually update of the database, or for informing on the quality of the database. If quality control is driving a correction in the data, consequences on other uses of the same registry for other registry-based studies should be considered.

It is mentioned that RRCTs require central adjudication of events and treatment complications. Is that meant as example or a general requirement? However, this seems to be dependent on the specific goal of the study and the endpoints. Could this be clarified?

	

	193, 254, 300
	
	When the registry-based study plans to collect additional data elements or to introduce additional data collection methods in the registry: wouldn't that affect the integrity and reliability of the registry, if it does not remain within the framework of what ordinarily applied within current practice? 

For example, additional data collection may change the way patients and investigators are participating in the registry. 

	

	271
	
	Comment: Can at least a reference be provided for the statement “Additional legal requirements apply if the registry-based study is a clinical trial” to sign post interested readers to if those requirements cannot be listed in the document.


	

	297
	
	As the sentence refers to data collection and not to analyses, we suggest to change “…, including sensitivity analyses…” to “…, including data which will be used in sensitivity analyses…” or remove the sentence from this section.

	

	307
	
	3.7. Data quality management

As explained in the text, many patient registries plan routine monitoring of the quality of their data, e.g. % of missing cases, unexpected rise in incidence, correction of logical inconsistencies (e.g. female patient with prostate cancer).

The guideline should explain to which extent these measures can interfere with the study integrity when a patient registry feeds in a registry-based study.

	

	326-398
	
	General comments on paragraph “3.8 Data Analysis”:

Comparisons:

This paragraph could differentiate when the purpose of the registry-based study is treatment comparison or when it is purely descriptive as many PASSs.

While absence of randomization is a concern which should be addressed, the concern is not the same if the comparison is done within the registry data, or if it is between the registry data and data which are external to the registry (as those collected in a clinical trial for example).

Some more precisions may be provided regarding the analysis of studies using the registry as historical control group. We suggest this section 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).

In case of comparison between a clinical trial and registry data used as an external control, the estimand framework may apply, including consideration on the population targeted by the estimation which could be based on the trial population or the registry population.

Index time, baseline time and time origin:

Depending the purpose of the study, these time points could defer between how it is used in the patient registry and how it is used in the registry-based study. The guideline could comment on the proper term to use and associated definitions.
For comparing registry data with those coming from clinical trials, definition of the baseline time is key. When working with time to event endpoints, it definitively affects the comparability. In case of comparison with a trial, a natural baseline exists in the trial. Either the inclusion time, or the randomization time or the treatment starting time. For historical data taken in registries, these time points are rarely identified or just not existing. Even the treatment starting time is generally not similar if the treatment is taken according a clinical trial protocol which necessitate some “administrative” delay before treating the patient, or if it is within routine practice. And it is even less similar when treatments are different.

However, in case of disease registry for example, some natural comparable points in time may exist independently of the treatment. Should the trial baseline be retrieved in the registry? Or should the trial include a baseline which is natural in a patient registry?

Time varying data
The document should highlight for registry-based study 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.

If data are not contemporary, changes that may affect (or not) the targeted population should be described, and proper adjustment methods should be considered as mentioned above. 

	

	Re 331-334
	
	Does this apply for clinical trials and non-interventional studies (pro- and retrospective)?

	

	354
	
	Is it necessary to start this bullet with “In the absence of randomized treatment allocation” since line 349 already contains this?

	

	372-377
	
	The new-user design has limitations if there is no comparator group includes untreated patients. It could be mentioned that in this setting it is important to define for the untreated control patients an index date comparable to the start date of the first use of the treatment of interest which could be difficult.


	

	427-429
	
	Some considerations are applicable to registry holder rather than registry-based study sponsor. The Section should clarify between requirements for the MAAs/MAHs and the registry holder if applicable. Please provide further guidance or reference appropriate documents.
Second bullet point of the “personal data protection” section of the table is an illustration of such requirements.
	

	429-430,

Safety…
	
	It should be distinguished between primary and secondary use of the data.


	

	441-447
	
	Study purpose and feasibility are driving considerations on population.

This section could be seen the other way:

Results of a registry-based study are limited to the population covered by the registry which could be only a sub-population of the target population of the protocol.


	

	653
	
	A.5. Governance

It would be worth indicating that registry-based study should have a flowchart in place explaining which stakeholder have access to which information. For example, in a patient registry, a hospital providing basic patients characteristics should not necessarily have access to e.g. biomarkers of the same patient if provided by an independent source 

	

	878-891
	
	Comment: Interventional and Non-Interventional studies are defined here. However, Clinical Trial is not mentioned, but used in the guidance elsewhere instead of interventional study. 

The guideline should be non-ambiguous. Use of “clinical trials” and “non-interventional study” should be fully consistent with definitions provided in Directive 2001/20/EC.
Proposed change: Add a description of “Clinical Trial” to the glossary.
	


Please add more rows if needed.

	

	Official address  Domenico Scarlattilaan 6  ●  1083 HS Amsterdam  ●  The Netherlands
	An agency of the European Union  
[image: image2.png]





	Address for visits and deliveries  Refer to www.ema.europa.eu/how-to-find-us 
Send us a question  Go to www.ema.europa.eu/contact 
Telephone +31 (0)88 781 6000

	

	

	© European Medicines Agency, 2020. Reproduction is authorised provided the source is acknowledged.


	

	
	

	
	2/3



[image: image1.png][image: image2.png][image: image3.png]O

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH



