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When completed, this form should be sent to the European Medicines Agency electronically, 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 opportunity is welcomed to comment on the ICH E19 offering more flexibility to collect safety data in some specific situations. Overall well written and provides clear examples.

	

	
	This guidance should be closely considered with the ongoing E6 and E8 renovation and modernization work.


	

	
	There is no mention of how this would fit in with the concept of low interventional studies being introduced under the CT Regulation. These type of studies could be used as one further example for where a more appropriate level of safety data collection could be considered based on the already established safety profile.

	

	
	While it is already possible to exclude specific safety events from collection (if properly justified in the protocol), this guideline confirms this, however without providing specific criteria; therefore, this guideline opens the possibility of insufficient collection of safety events.

Furthermore, the focussing only on limiting safety data collection appears to value efficacy data higher than safety data. Missing is the aspect of safety data collection in the entire development program vs. one study. Finally, the collection of more than usual details of specific safety data (while leaving out the collection of others), that may be useful in some cases, would bring more balance to this guideline.


	

	
	In general, it would be beneficial to add guidance on need for description of MedDRA terms for the non-serious adverse events that are not to be collected. 

In accordance with GVP modules VI and VIII for non-interventional studies: "Reference to adverse events that are not collected should be made using the appropriate level of the MedDRA classification".

Please consider alignment.


	

	
	We welcome its objective to provide internationally harmonised guidance on an optimised approach to safety data collection however we have concerns about its acceptance by non-ICH countries. Optimisation of safety date collection might be counterproductive if the authorisations to get are too hazardous, especially with non-ICH countries and difficulties in implementation could arise.

	

	
	Applicability:

The document routinely refers to ‘drug’ and ‘drug development’. The term ‘drug’ is too restrictive. This guideline should be applicable to pharmaceuticals, biological and vaccines, and not applicable to advanced therapies or gene therapies. 


Considerations: 
The reference to ‘drug’ should be more widely qualified, or the term should be replaced with “pharmaceuticals, biologicals and vaccines”.

	

	
	Preclinical Safety:

When considering the selective approach to safety data collection, there are minimal references to pre-clinical sources, including DMPK, PD, toxicology or reproductive toxicology data. Line 188 refers to ‘…a finding from a nonclinical study…’ for example. It would be advantageous to have an expert in preclinical safety review this document, and add multiple references to important areas of preclinical safety testing. 

Notably it is proposed that in some instances to limiting or stopping collection of concomitant medication could be considered. If this is done, it would be logical to limit information collected based on evidence from DMPK studies. Thus, data collection would be evidence-based.


	

	
	2 General principles
	

	
	It is generally understood what kind of investigational drug is targeted based on Section 1 (objective, background, and scope of this guideline). With abstract expressions and no definitions, the criteria in Section 2 (General Principles) are ambiguous when applying the guideline. At the stage of examining the pros and cons of utilizing selective safety data collection in a study, it is difficult to determine when to start the study on selective safety data collection.

If more guidance is provided in Section 2 on criteria (i.e., minimum number of cases, minimum observation period), it would be relatively easier to judge when to utilize selective safety data collection for the study.


	

	
	It is suggested the term “clinical study” should be defined upfront in the beginning of the guideline to include “interventional and non-interventional studies, in the post-approval setting and, for specific cases, in the pre-approval setting”. The term “clinical study” is frequently used in this draft guideline and it may be confusing if it is considered only applicable to the clinical study or can be applicable to all the interventional and non-interventional studies.


	

	
	Please consider to add that this guidance only covers data collected as primary source, i.e. data collected and analysed as secondary data use are not in scope.


	

	
	From a practical standpoint, it is not clear how some details (e.g. concomitant medications) will be collected for certain events. For example, adverse events (AEs) of special interest: does it mean that, if an AE of special interest occurs, the investigator retrospectively enquires about concomitant medications?  Otherwise, concomitant medications would need to be collected in case an AE of special interest occurs.

	

	
	2.1 Types of Data for Which Selective Safety Data Collection May be Appropriate 
Obligatory data collection:

Section 2.1 – Suggest changing the order of sections “2.1.1 Types of safety data where it may be appropriate to limit or stop collection” and “2.1.2 Types of safety data that should generally be collected in all circumstances”.

It is important that Sponsors/MAHs first understand and agree to the data that must be collected, and only thereafter, they may consider where data collection may be stopped.


	

	
	2.1.2 Reference to the RMP and potential risks:

Specific references should be made to potential risks specified within the RMP or REMS. In this case, it would seem prudent to ensure that the collection of safety data that might contribute to the evaluation and assessment of such risks should normally be collected.

	

	
	2.2 When may selective safety data collection be considered
	

	
	Please consider scenarios which should never be considered for selective safety data collection.  For example: marketing authorization applications that will use phase II data, that are granted fast-track or other expedited review, that are for chronic use or for use in the very vulnerable like infants, old-old, critically ill


	

	
	Consider all selective safety information collection schemes should be approved by IRB (via protocol approval) and implementation stage-gates (for studies where some sites or some sub groups or a portion of patients will have full data and the rest selective data) should have DSMB approval for transition between full and selective collection, or monitoring that selective data collection is achieving the data goals and not creating risk to patients or study objectives.  Please consider this to be stated in the guidance.


	

	
	At what point selective data collection should be considered, is there a threshold or amount of safety/patient exposure required? It is suggested to clearly explain the amount or range of data to be accepted as “sufficient safety data” to justify utilizing selective safety data collection. A clear example or description would be helpful. It would also be helpful to provide additional guidance when it is appropriate for a sponsor to approach the regulatory agency to consider selective data collection since industry and regulatory agencies may have different thresholds.


	

	
	It would be useful to indicate a statistical thumb rule for what size of a controlled clinical program would be enough to decide that non-serious AEs are likely reasonably well investigated i.e. when can we accept that very uncommon non-serious AEs may not have been detected but would not have any significant implication for the B/R of the product.

	

	
	Data-collection in long-term safety studies should be considered a special case, where long-latency outcomes, e.g. neurodevelopmental delay, abnormal growth patterns, occurrence of SSPE, etc. would require particular care and attention.


	

	
	Please consider to add examples of different study/trial types e.g. NIS, RWE, pragmatic trial and low interventional trial where reduced safety data collection are accepted based on due justification.


	

	
	Safety biomarkers: 
Exclusion from selective data collection, or enhanced data collection based on the presence of a specific biomarker, or biomarkers, should be considered. It is clear that where a specific biomarker is present (or absent) the safety profile of a medicinal product will change. Thus, there is an opportunity to specify that if a relevant biomarker is detected, then either additional testing may be required, or such testing may be rendered irrelevant.


	

	
	Exclusions:

Consideration should be given to exclude certain classes of products from this paper e.g. ATMP and gene therapies. At this early stage in the general development of such products, the collection of comprehensive safety data should be required in order to fully elucidate the safety profiles for these products. It would not be justified to reduce data collection where no long-term benefit-risk assessment has been determined. This argument might be extended to all new chemical entities, and biologicals or vaccines subject to a novel manufacturing process. Hence it should be carefully considered whether exemptions from data collection may be granted to products under additional monitoring.


	

	
	Section 2.6 Early Consultation with regulatory Authorities
	

	
	Approaching each individual regulatory agency prior to study initiation of a study with selective safety data collection appears impractical in case of a global study. It could be helpful to include in the Guidelines further examples of scenarios when a selective approach is acceptable.  


	

	
	How likely is it that there will be a harmonised view?  Is there a mechanism we can use and would we would want to use, to enable a trial to be conducted in member states that do not share the same view on selectivity? 


	

	
	There is no mention of ethics committees in the guideline.  Does there need to be?  They may have a view on use of a selective approach. 

There is potential for misalignment between the regulatory agencies and the ethics committees.  

Per GVP VI, National legislation should be followed as applicable regarding the obligations towards local ethics committees.


	

	
	Section 3 Method of implementation
	

	
	It could be highlighted that leaving out collection of non-serious AEs and other safety data may be limiting to evaluate a significance of a safety finding, would it be identified at the advanced stage of a study with selective safety data collection or upon its completion, and such a risk should be carefully weighed by the sponsor designing a study.


	

	
	Consider adding an additional paragraph in Section 3, addressing methods to collect the safety data, to spell out both standard “CRF collection / AE questions”, and alternative methods to collect safety information such as registries, direct from patient approaches such as wearables and apps etc. This would be in line with the Bullet 6 in Section 2.3 on PASSes etc. and would also open up for this in outcome studies as per Bullet 7 in the same section. 

	

	
	3.2 Comprehensive Safety Data Collection for a Specific Subset(s) of the Population, with Selective Safety Data Collection for Other Patients Suggest adding to the guidance how to address any bias when selective data collection occurs in a study where comprehensive safety data collection occurs for a specific subset of the population (i.e. paediatrics) or when some regulators/countries allow selective safety data collection. Conducting analysis of ADRs in these scenarios may lead to identification of false signals, therefore suggest adding this consideration in the guidance.

	

	
	Section 4, Relationship with other guidelines/regulation, it would be useful to examine the relationship with the requirements and methods in the GVP Module VI, specifically sections:  VI.C.1.2.1. Non-interventional post-authorisation studies & VI.C.1.2.1.1. Non-interventional post-authorisation studies with a design based on primary data collection.

	


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)

	
	
	
	

	35
	
	Comment: “pre-approval setting” is better defined in section 1.3 (that is in specific cases). Recommendation to use the same wording as in section 1.3.  
Proposed change: safety data collection in some late-stage pre-approval for specific cases, or post-approval studies when the safety profile of a drug is sufficiently characterized.

	

	36
	
	Comment: Reference to ‘drug’ is too restrictive. This guideline should be applicable to pharmaceuticals, biological and vaccines (as per some examples in the document referring to vaccines), and not applicable to advanced therapies or gene therapies. See general comment above.


	

	35-39
	
	Comment: Characterization and clear definition of “safety data” may be useful. Before being a “safety data” these data are “clinical data” collected in a context of a clinical program that can be analysed for safety purposes. Recommendation to mention in the section that is it safety related data. 

Proposed change: safety related data

	

	36

198-203
	
	Comment: It seems that there is no worldwide harmonization in the concept of "the safety profile of a drug is sufficiently characterised" which is important when considering the local implementation of this guideline.  
Proposed Change: We suggest additional clarification on the meaning of this sentence to ensure it is understood on a worldwide basis and confirm that one can use data from countries outside of the own jurisdiction (e.g. Japan or China or US or EU). Please clarify in the guideline which data are required in ICH countries to characterise the safety profile of a drug sufficiently.


	

	38-39
	
	Comment: Reduced data collection would also potentially support faster collation and computation of statistical tables, thereby enabling more rapid evaluation and assessment. This in turn supports earlier access to medicinal products.


	

	41
	
	Proposed Change: “Regulators, Sponsors and Investigators have a shared interest in reducing the burden to study participants while facilitating the conduct of studies that could yield important new medical knowledge and advance public health.”


	

	41-46
	
	Comment: The sentence starting with “Regulators and industry have a shared interest in reducing the burden to study participants…” may not be entirely truthful: the biggest advantage of the guideline’s application will be for the organisers of studies in reducing administrative, database and reporting activities and to a lesser degree to regulators. The burden to participants will not change substantially, the examples (“Frequent and time consuming patients visits) exaggerate this aspect.

Proposed change:
“Regulators and industry have a shared interest in reducing the burden (of comprehensive data collection) while facilitating the conduct of studies that could yield…public health.” “Although safety monitoring of patients during clinical studies remains critically important, unnecessary data collection may also serve as a disincentive to participation in clinical studies. e.g., frequent and time-consuming patient visits; laboratory tests; and/or physical examinations.”


	

	50-51
	
	Comment: “In the later stages of drug development, and if the safety profile is well-understood and documented…” seems to apply to both the pre- and post-approval stage; a distinction is only made in the next chapter (1.3).

For the pre-approval stage this text, most of the time, appears to be in contradiction to the reason for post-approval pharmacovigilance e.g. as described in the Background in ICH-E2c:” When a new medicinal product is approved for marketing, demonstration of safety and efficacy are generally based on data from a limited number of patients, many studied under the controlled conditions of randomised trials. Often, higher risk subgroups and patients with concomitant illnesses that require use of other drugs are excluded from clinical trials, and long-term treatment data are limited.”

Proposed change:

“In the later stages of drug development, and if the safety profile is well-understood and documented, mostly years after the first approval, comprehensive collection of all safety data may provide only limited additional knowledge of clinical importance.”


	

	53
	
	Comment: Use of the word “adequate” suggests “good enough” rather than aiming for the best approach. 

Proposed Change: “In such circumstances, a more selective approach to safety data collection may be appropriate and optimal, as long as the study objectives and the welfare of study participants are not comprised.”

	

	60-62
	
	Comment: As written, this seems to de-emphasize data collection considerations in the pre-approval setting.  Considerations in this guidance are also very relevant for Phase 3 clinical trials, for example large outcome studies in Cardio-Vascular development. Therefore, we suggest to include post-approval and pre-approval setting.  
Proposed Change: “This guidance is intended to apply to the collection of safety data for both interventional and non-interventional studies during the late stage development of medicinal products; both in the post-approval setting and in specific cases can include the pre-approval setting.”  

	

	60-62
	
	Comment: The introductory text of 1.3 speaks of pre- and post-approval setting, however the text only addresses pre-approval issues. How should post-approval study safety data collection be limited, or not, as authority’s approval is not always required?

	

	60-62
	
	Comment: The text states that the guidance is intended to apply to collection of safety data during the late-stage development of medicinal products, in the post-approval setting and, for specific cases, in the pre-approval setting.  Isn’t late-stage development pre-approval?  Or is it intended to mean post-approval but in a late stage of development?  Regardless, I think the text is not clear.
Proposed change: “This guidance is intended to apply to collection of safety data during late stage development pre-approval and post approval clinical investigations of medicinal products in interventional and non-interventional studies, in the post-approval setting and, for specific cases, in the pre-approval setting (e.g. phase 3 clinical trials, large outcomes studies, studies in new indications).


	

	60-61
	
	Comment: Per Line 61, non-interventional studies are in scope however it is not clear how this would align with GVP Module VI Rev 2.  We recommend greater clarity on how this new guidance specifically applies to non-interventional studies and specifically those based on primary data collection. 

	

	62
	
	Comment: Recommendation to add a statement to make clearer that PSP and MR are not in scope. 

Proposed change : to add: PSP and MR programmes  are not in scope of this guideline.


	

	63-65
	
	Comment: This guideline does not provide a clear definition of "post-approval setting". Regarding the "post-approval setting", it should be clarified whether or not it is applicable to the post-marketing surveillance in Japan.

Specifically, it should clarify whether post-marketing surveillance (e.g., drug use-results surveys, database surveys, and drug use-results comparison surveys) are consistent with the concepts of ICH-E19.

In addition, if the handling of safety data collection differs between "post-approval setting" and "pre-approval setting", each safety data collection should be explained in a separate section. 


	

	66
	
	Comment: “however,…” suggest a contradiction to the previous, however both parts of this paragraph describe the pre-approval stage.


	

	66-67
	
	 “…even before approval of a new medicinal product, if there is agreement with regulatory authorities that sufficient safety data are available”

Comment: It is not so much the agreement of authorities, but the evidence that sufficient safety data have been collected; if convincing, also authorities will agree. An example might clarify this, e.g. the collection of (non-serious) AEs like nausea and vomiting, that used to be common in all patients with many anti-cancer (cytostatic) drugs.


	

	69-70
	
	Comment: Is it necessary to report on only what is collected or even that what is not collected?


	

	75-80
	
	Comment: Collection could be limited with scientific rationale and justification but not stopped. Per GVP VI a summary of AE/AR must be provided in the CSR. The same applies to all ConMed and to PhysExam


	

	75-81
	
	Comment: Section 2.1.1 has a title then immediately lists a set of studies therefore to avoid possible confusion; we suggest adding an introductory sentence here. Please see below suggestion. 

Proposed Change: Add an introductory statement such as:  

The following provides a list of suggested areas where it may be appropriate to limit or stop collection of appropriately defined safety data depending on the type of study, population and approval status.

	

	77-81
	
	Proposed Change: Including an Appendix to this document that provides examples of when to/when not to include the collection of safety data listed under sub-section 2.1.1 would be beneficial.


	

	78
	
	Comment: Proposal to gather all investigations mentioned in 2 and 5 under one concept: “investigations (eg., routine laboratory tests, electrocardiograms, …)
Proposed change: Line 78 and 81: regroup bullet 2 and 5 and outline: investigations (eg., routine laboratory tests, electrocardiograms, …)

	

	79
	
	Comment: Concomitant medications and drug interactions are always a gap in safety information and difficult to gather in postmarketing/spontaneous AE reporting.

Proposed change: Never waive the requirement to capture concomitant medication. Remove it from all ‘examples’ in this document.

	

	80-81
	
	Comment: Clarify selective data collection in physical examinations or electrocardiograms for routine situations.

Proposed change: See suggested wording:
4. Routine physical examinations (including vital signs)

5. Routine electrocardiograms

	

	81
	
	Comment: Should wearables (Apple Watches for example) also be excluded as a data source for AEs along with ECG’s.

Please add the concept of ‘anticipated’ adverse events to this list.
	

	82

(section 2.1.2)
	
	Comment: For Serious adverse events – consider pointing out that if there are endpoints (such as certain SAE’s for cardiovascular trials), then requirements for reporting can be different and events should not be double reported, in order to avoid duplication.  

For Adverse events of special interest – A well-characterized, common AE of SI may not need to be collected in all patients (after collecting data in a first pre-defined amount of patients). Suggest to consider re-assessing certain AE’s of SI during ongoing Phase 3 clinical trials. 

	

	82-101
	
	Comment: Section 2.1.2 heading phrasing seems ambiguous/conflicting – it uses the words: “types of safety data that should generally be collected under all circumstances”. However, lines 84 through 101 then define specific circumstances (events) where such types of data should (always) be collected. The word “generally” also implies a further level of optionality and is perhaps redundant (“should” already implies ought to do, i.e. recommendation vs. “must” – mandatory).  
Proposed change: Clarify whether this data must or ought to be collected if the specific events defined in lines 87 through 101 occur 

	

	84-86
	
	Comment: While in general for all events of deaths and other SAEs, comprehensive details surrounding the event are typically collected and included as part of the narrative.  However, with a selective safety data collection details such as associated adverse events, relevant laboratory values, con meds etc may not be available eg for non serious AEs leading to IP withdrawal.  As currently written, it implies that comprehensive data collection will still be required to provide the level of detail suggested in the paragraph. 

Proposed change: “For the following types of events/data, comprehensive details, where available, should generally be provided to allow adequate assessment of the event/data, e.g., history; associated adverse events; relevant laboratory values; concomitant medications; vital signs; and/or follow-up outcome.”


	

	87-88
	
	Comment: The introduction of this chapter 2.1.2 (“For the following types of events/data,…”) may support the misconception that death is an (adverse) event, while it is actually an outcome.

Proposed change:
Merge nrs. 1 and 2:

1 Serious adverse events, especially those with a fatal outcome.

	

	89
	
	Comment: Words like ‘significant’ are subject to interpretations, creates problems for audits, consistency, etc.

Proposed change: Simply state “Aes that require intervention.”


	

	89
	
	Comment: It would be helpful to clarify the concepts of “significant adverse events” and/or “marked laboratory abnormalities (other than those meeting the definition of serious)”, as these seem potentially subjective (e.g., caveat that this is subject to appropriate medical/scientific judgment).

	

	89-90
	
	Comment: This category is contradictive as “…dose reduction of investigational medicinal product or addition of concomitant therapy” are generally not captured in a study in which non-serious AE collection is not included. Questionable if this information adds value unless the AE qualifies for being a serious event or AEOSI - note that the current text indicates “Significant adverse events…”

	

	91
	
	Comment: ‘marked’ is a very non-specific term and open to interpretation

Proposed change: We suggest alternate wording of ‘abnormalities outside protocol pre-specified ranges’
	

	91
	
	Comment: Suggest not to include ‘Marked laboratory abnormalities. Either such data will be part of Bullet 8 ‘Laboratory data, vital signs, electrocardiograms of special interest’ or it will just be to randomly collected and not of real value unless accompanied by an SAE. These arbitrary findings will also difficult to collect if laboratory collection is not included in the protocol

	

	91
	
	Comment: ‘Marked laboratory abnormalities’ – would these be collected if reported?  Otherwise need to collect all lab abnormalities to decide which are ‘marked’?

	

	91-94-101
	
	Comment: With regard to the brackets: (eg, particular lab. Parameters, …), there is an unclarity between the safety data to be collected, and the degree of documentation of these AESIs, …

Proposed change: Line 91-94-101: remove mention laboratory data in bullet 7 and remove from bullet 8.

	

	92-93
	
	Comment: Abuse, misuse and lactation should be added in the types of data that should generally be collected under all circumstances.
Proposed change: 
Overdose / abuse/ misuse
Pregnancies / Lactation

	

	93
	
	Comment/Proposed change: We suggest including ‘breastfeeding’ as a type of safety data that should be generally collected under all circumstances, ideally with collection of breastmilk whilst on medication for holding in a biobank.

	

	101
	
	Comment: This could provide confusion with line 78 
Proposed change: to avoid confusion we suggest addition of ‘with the exception of routine laboratory data’ or say ‘protocol specified additional laboratory data’

	

	101
	
	Comment: Consider clarifying in line 101 that laboratory data, vital signs, and ECGs of special interest should be collected if monitoring or further characterization of these aspects is required.  Once the effects of a therapy on laboratory parameters, vital signs, and ECGs are well-characterized, it should not be necessary to continue to collect these data or laboratory abnormalities in every study.  

Proposed change: Item number 8 could either be deleted from the list of items that would generally be collected under all circumstances or the text could be modified to clarify the situations in which these items should generally be collected.   


	

	108
	
	Comment: Suggestion to clarify that the Benefit/ Risk of the drug is to be considered for the specific population of interest.

Proposed change: “… can be important in considering the benefit-risk of the drug in the population of interest.

	

	109
	
	Comment: The question mark ”?” at the end of title should not be necessary. This paragraph does not answer the question when to consider selective data collection.  It rather explains what should be considered if selective data collection is considered.
Proposed change: Remove question mark: “2.2 When May Selective Safety Data Collection Be Considered?”

	

	109-130
	
	Comment: As off line 109, there are a number of criteria for when selective safety data collection may be considered.  It would be good to clarify further in the introductory text that this list of items are not criteria that need to be met in order to consider selective safety data collection.  It should be reinforced that these are simply considerations for making a decision on selective safety data collection.  

Proposed change: The purpose of the list of items from line 113 to 130 should be clarified.  Some of these items are written as if they are criteria that need to be met for selective safety data collection, rather than items that should be considered in making that determination. 


	

	111
	
	Comment: Change of word should to must may ensure more widespread consistency.

Proposed change: When sponsors choose to implement selective safety data collection for a clinical study, a scientific justification should must be provided.


	

	111-112
	
	Comment:  Consider including that implementation of selective safety data as dependent on one or more of the factors listed.

Proposed Change: “Factors that contribute to a determination that selective safety data collection would be appropriate to include one or more of the following:”

	

	113-130
	
	Comment:  Items 1 to 9: some state specific criteria that need to be fulfilled (e.g. bullets 1, 3,4, 6), whilst the other bullets state a factor to be taken into consideration without providing any specific criteria.

Proposed change: It would be helpful to provide some criteria for items 2, 5, 7, 8 and 9. E.g. minimum acceptable patient exposure (item # 5).

	

	113-114
	
	Comment: The fact that (any) one authority has authorised a drug does not necessarily mean that sufficient safety data have been collected so far, if only because Authorities’ standards are different and many authorities approve a medicinal product with the assumption that additional safety data will be collected (also if not specifically required in a post-approval commitment)

Proposed change: “…has received marketing authorisation from at least two major regulatory authorities like e.g. FDA and EU, without extensive post-approval commitments regarding safety data.


	

	115
	
	Comment: What does ‘availability’ mean?  Is it a certain amount of data (numbers of AE reports)? Is it accessible to the sponsor of the specific study seeking selective safety data collection (i.e., public data like WHO/FDA AERs versus private/MAH Safety Database data)?

Proposed change: Re-write to explicitly state what is meant by ‘availability’


	

	115
	
	Proposed change: Suggest adding at the end of the current sentence.
‘…or a closely related indication where the safety profile can be expected to be similar.’

	

	116-118
	
	Comment: What is meant by ‘comparable’? Does it mean that most of these variables are the same but some may not be (e.g., frequency and duration are the same but route of administration is not).  Or does it mean each of these factors is similar (and what is considered similar in terms of route of administration? Frequency? Is BID similar to QD or TID?).

Proposed change:  Be explicit about what must be the same or how to assess that each parameter is ‘comparable’.


	

	123-124
	
	Comment: It is not clear what is the “number exposure to drug” means, and what would be the threshold to determine when exposure is enough to consider qualifying for selected safety data collection.
Proposed change: Provide guidance if there is a specific threshold where exposure is enough to support selective safety data collection. Additionally see proposed language for clarification:

“Exposure in previously conducted (or ongoing, if applicable) studies that contribute to the overall safety database, i.e., number of patients exposed to drug, treatment duration” 

	

	124
	
	Comment: The term “database” in unclear.  We recommend clarifying per the below.

Proposed change: “the overall safety database profile”


	

	123-130
	
	Comment: Lines 113-122 are worded in a comparative way. For consistency, consider phrasing lines 123-130 in a similar way.

Proposed change:

“5. Sufficient representative Eexposure in previously conducted (or ongoing, if applicable) studies that contribute to the overall safety database, i.e., number of patients exposed to drug, treatment duration 
6. Consistency of the safety profile across previous studies

7. Sufficient similar Ccharacteristics of previous studies, e.g., study design; study conduct; adequacy of safety monitoring/safety data collection; availability of protocols; statistical analysis plan; and/or access to data

8. Sufficient Kknowledge of the mechanism of action of the medicinal product under study

9. Sufficient Kknowledge of the safety profile of approved drugs in the same pharmacologic class”


	

	123-130
	
	Comment: Compared to the Bullets 1-4 and 8, Bullets 5-7 and 9 just state ‘categories’ to be considered and not the “Factors that contribute to a determination that selective safety data collection would be appropriate…” that is indicated in line 111-112.

Proposed change: More appropriate wordings could be: 

Bullet 5: Sufficient exposure in previously conducted (or ongoing, if applicable) studies… (See also General Comment)

Bullet 6: High consistency of the safety profile across previous studies…

Bullet 7: High consistency in the characteristics of previous studies, e.g., study design; study conduct;

Bullet 9: Knowledge of the consistency of safety profile compared to approved drugs in the same pharmacologic class
	

	123-124
	
	Comment: Factor #5 is an incomplete sentence, which could cause confusion.  

Proposed Change: “Exposure in previously conducted (or ongoing, if applicable) studies that contribute to the overall safety database, i.e., number of patients exposed to drug, treatment duration” 

	

	125
	
	Comment: Please clarify if the previous studies are for the same or different indications

Proposed change: Clarify and be explicit if the previous studies are for the same or different indications


	

	125
	
	Comment: Selective safety data collection may be considered if there is data showing that in previous studies the safety profile was consistent, while previous studies would not have used the selective safety collection approach.  We have proposed some clarifying wording on this aspect.                             
Proposed change: Consistency of the safety profile across previous studies where comprehensive safety data collection was used.                               


	

	126-128
	
	Comment: What about the characteristics (specifically study design, study conduct and statistical analysis plan) of previous studies would lend to limited safety data collection?  There is no guidance here.  And what does ‘study conduct’ mean anyway?

Proposed change: Re-write to clarify (for example: is it meant to say this selected data collection studies should have similar characteristics of previous studies, e.g., similar study design, similar study conduct, similar statistical analysis plans)?


	

	126-128
	
	Comment: We feel point #7 does not add value. 

Proposed change: We recommend removing this point.


	

	131-133
	
	Comment: Where is this assessment and outcome documented? In the protocol?  Should the documentation show assessment of each listed criteria?

Proposed change: State that this assessment and outcome is captured in the protocol (although captured in Section 3, clarification would be helpful here), in the safety section where it will be reviewed (and therefore approved) by IRBs/ECs.


	

	131-133
	
	Comment: It is recommended to mention in the 1st paragraph rather than at the end of the section that the factors listed should be considered in determining whether the safety of the medicinal product has been sufficiently characterised to provide justification for selective safety data collection in the proposed study.

Proposed change: move paragraph from line 131 to 133 to line 111 after sentence ending ‘…should be provided.’

	

	134-135
	
	Proposed change: In the pre-approval setting, selective safety data collection may be justifiable if sufficient safety data are available from completed studies with regards to same treatment, indication and patient characteristics

	

	132
	
	Comment: When describing the factors to prove justification for selective safety data collection, further explanation of what is meant when a factor has been sufficiently characterised. What are we using to measure ‘sufficient’?  

	

	139-142
	
	“It should be recognized … of patient populations and the applicability of selective safety data collection.”
Comment: It is important to capture development/lifecycle stage of the product as a factor as well.

	

	140
	
	Comment: Characteristics of the IMP (eg., dose, dosing regimen, …) are not mentioned as a contributing factor in the occurrence of NSAE. 

Proposed change: …patient characteristics (e.g., age and/or cardiovascular risk factors) and, characteristic of the drug (dosage, regimen,…)


	

	149-151
	
	Comment:  We believe that the following sentence could be confusing given that in the next section outcome studies which are often of very long duration are cited as a study type to exempt. 

Proposed change: Conversely, selective safety data collection would generally not be acceptable if higher doses and/or longer treatment durations than previously studied are planned.

	

	158
	
	Comment: when reading section 2.3 and especially the point 1 it seems that the circumstances where we can use these selective data are somewhere contradictory because something is missing. Actually, it is the combination of several situations. This should be more emphasized.

Proposed change: reword sentence 
“These examples can be selected individually or in combination and are not the only circumstances…”


	

	160
	
	Comment: Clarify the scenario of new indications of approved drugs only apply in the situation where the subjects were represented in previously conducted studies. Although this is captured in Section 2.2, clarification would be helpful here.

Proposed change: “1. New indications of approved drugs in patient populations where subjects were represented in previously conducted studies”


	

	160
	
	Comment: 1. “New indications of approved drugs” will most likely require new (parts of) populations to be exposed; populations that have not been investigated previously.

Proposed change: Remove this


	

	161-162
	
	Comment:  Although quality of life (QoL) and health-related quality of life (HRQoL) are used interchangeably in the literature, each has its own meaning. QoL is a broader concept which covers all aspects of life. HRQoL has a focus on the effects of illness and specifically on the impact treatment may have on QoL

Proposed change: Change “quality of life” to “health-related quality of life”


	

	164-165
	
	Comment: Leaving out the collection of specific safety data from comparative efficacy or superiority studies may appear to reduce the burden on the development program, however, it should be noted that this separation of efficacy/effectiveness and safety may require specific safety studies later on, e.g. if efficacy was found to be comparable or no superiority was found.

Proposed change: Add a note to this list stating e.g. for point 3 and 4 please note that comprehensive safety data collection may provide differences with comparators, even if the study objective (better efficacy/superiority) was not attained.


	

	169
	
	Comment: Limiting the collection of safety data in large population pre-approval studies will put an extra burden on any post-approval activities/studies to collect these data

Proposed change: include a modifier when this may be correct


	

	176-179
	
	Comment: Edit proposed to reduce the likelihood of any ambiguity as to what has to be reported under all circumstances and what might fall under selective safety data collection. 

Proposed change: Although certain safety data, e.g., non-serious adverse events, except for those listed under section 2.1.2, would not need to be recorded in the case report form (CRF) when selective safety data collection is determined to be appropriate, the protocol should stipulate that patients are monitored per standard of care.


	

	179
	
	Comment: It is recommended that to remind that data collection is still investigator responsibility. 
Proposed change: Line 179- Proposed addition to the sentence:… and remains the responsibility of the study investigator.


	

	179
	
	Proposed change: Suggest to add

.. are monitored per standard of care by spontaneous reporting.


	

	180-181
	
	Comment:  In the example of hyperglycemia, this guideline considers the sufficiency of the safety profile on an event basis, whereas other sections (e.g. 3 "METHODS OF IMPLEMENTATION") considers it on a product basis.

Proposed change: This guideline should clarify whether the adequacy of the safety profile is based on the event or the product.

Based on this, the description of the guideline should be unified or supplemented.


	

	181-185
	
	Comment: These 2 sentences seem to contradict each other. Recommend amending the second sentence by adding a “however”, to show the contrast between the 2 sentences.

Proposed change:

“If hyperglycaemia is well-characterised with this medicinal product, the glucose data do not need to be recorded in the CRF or reported to the sponsor in studies using selective safety data collection. However, Gglucose levels would be recorded in the CRF and reported to the sponsor if stipulated in the protocol, e.g., as an adverse event of special interest, associated with a serious adverse event.”


	

	187-191
	
	Comment: Clarify who would make the decision to change the selective safety data collection approach. Additionally, the use of “warranted” is not clear.

Proposed change:

When an unexpected safety issue arises during the course of a study, e.g., a postmarketing safety signal; a finding from a nonclinical study higher than expected withdrawals; and/or concern from a data monitoring committee; the sponsor should consider if a change in the selective safety data collection approach is necessary may be warranted, e.g. denoting a new adverse event of special interest; and/or reverting to comprehensive safety data collection.

	

	187-191
	
	Comment: “reverting to comprehensive safety data collection when an unexpected safety issue arises during the course of study”

does not seem to be a practical solution in the middle of a trial.  It will not allow for retrospective collection of data on events classified as an unexpected safety issue and at the time of analysis and reporting the dataset is incomplete and the dataset may not contain enough data to make a statistical statement.   The protocol and clinical database would require an amendment which takes time.  Would the trial be put on hold until the amendment is in place and approved?

Please clarify how this situation is handled.


	

	190-191
	
	Comment: It is recommended to clarify the term “reverting” : whether it is referring to proactive and/or also retroactive documentation of cases. Please make clear that in case of SAE, FU information can contain a request to data which was initially considered as not needed to be collected.
Proposed change: and/or reverting (e.g. proactive and/ or retroactive documentation of cases depending the situation) to 
comprehensive safety data collection

	

	191
	
	Comment: when a change in the selective safety data collection approach occurred in the middle of study conducting, the impact on the safety analyses needs to be carefully evaluated and described in the protocol and data analysis plan amendment.
Proposed change: add a sentence line 191: It is recognised that such situation would have an impact on study management (e.g protocol amendment..)


	

	194-196
	
	Comment: This statement implies a regulatory agency discussion prior to submitting the clinical trial application.  Given this potential interpretation, inclusion of this recommendation could cause delays in initiating studies that have selective safety data collection.  In addition, regulatory agencies approve trials through the clinical trial application process, so there is already a mechanism in place to engage regulatory agencies and present a justification.  We recommend removing this statement.

Proposed change: This statement in line 194 should be deleted or modified to state that a justification for selective safety data collection should be provided in the protocol.


	

	196-197
	
	Comment:  The comment on non-interventional studies is not clear.  Selective safety data collection would not be applicable?


	

	198-200
	
	Comment: As it could create challenges expecting all regulatory authorities to agree in a multi-country setting, we suggest the following deletion of text.  

Proposed Change: “It is possible to conduct a multi-regional clinical study using a single protocol with selective safety data collection if the safety profile of the product is considered to be sufficiently characterised.” and all regulatory authorities agree with the proposed approach.”

	

	212-217
	
	Comment: Reference should be made to the RMP, particularly in respect of medically important identified risks, and monitoring of potential risks.

	

	213-217
	
	“When the selective safety data collection approach is used for a clinical study, … and/or Common Technical Document (CTD).”

Comment: Consider that the approach should be described in the CSR only, as selective collection would be applied to a given study.

	

	216-217
	
	Comment: PBRER is the formal ICH naming. The PSUR designation (for the same document) is only used in the EU legislation – redundant?

	

	226
	
	Comment: See line 79: Concomitant medications and drug interactions are always a gap in safety information and difficult to gather in postmarketing/spontaneous AE reporting.

Proposed change: Never waive the requirement to capture concomitant medication. Remove it from all ‘examples’ in this document.


	

	231-239
	
	Comment: The example might not be the best one. What if in such a trial the LDL-cholesterol lowering effect is as expected, however, the number of cardiovascular events/deaths is unchanged (compared to non-treatment)? Then safety data, that were considered less relevant (and were not collected), may just give a clue to this outcome by comparing the details of both study populations.

I suggest that (directly) related efficacy and safety outcomes (LDL lowering (not?) leading to less cardiovascular events), should not be investigated separately, esp. not in trials with less safety data collection.

Proposed change: Provide an alternative example


	

	241-248
	
	Comment: A study design with different data collection requirements for subsets of patient population would be challenging for investigator sites to implement.  Using the example in the document – comprehensive data collection for those over 65 and selective data collection for those under 65 – we believe that this type of trial design would be challenging for sites to implement correctly.  We have a recent example trial for which we asked sites to not complete the AE eCRF for protocol specified endpoints which was quite challenging and not implemented correctly by many sites.

We believe that the requirements described in section 3.4 (lines 258- 273) are more easy to implement and a good starting point.


	

	249-273
	
	Comment: These approaches (e.g., comprehensive collection from only some study sites or for the first certain # of patients enrolled) must ensure diversity in that cohort such that full safety data is available on all necessary sub-populations.

Proposed change: add language to require that any implementation plan ensure diversity in patient population for which full safety data collection occurs reflects diversity of entire study population (especially targeted diversity, not just actual diversity which may fall short of study-diversity goal).


	

	269-271
	
	Comment: Safety data collection could be limited with scientific rationale and justification but not stopped. Per GVP VI a summary of AE/AR must be provided in the CSR. 

Does the selective approach allow to discontinue collection of AEs, vital signs, lab tests, etc. Is this in line with other regulations? Would this be equivalent to “limitisation” because it would not be allowed from start of a study.


	

	271-273
	
	Comment: Consider adding to the guideline that the data monitoring committee may also need to re-assess continuously, if any unexpected safety issue arises, that may warrant change of the protocol to back to comprehensive safety data collection.

Proposed change: “The protocol should include a prospective plan for concurrence of a data monitoring committee prior to the change to selective safety data collection. Similarly, the data monitoring committee should regularly assess the safety data collected and in case of an unexpected safety issue, revert the study back to comprehensive safety data collection.”


	

	271-273
	
	Comment: Safety Data collection must be described in the protocol, change to selective upon DMC decision needs protocol amendment (substantial change)
	


Please add more rows if needed.
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