
	Template for comments 
	Project: CIE Working Group – Work Package 13
	Document: MDCG 2021-X/1, Regulation (EU) 2017/745 – Questions & Answers regarding clinical investigation
	Date: 13 January 2021
	Page  11(12)




[bookmark: _GoBack]
	NCA1 CIE / DA NBOG/  COM / Other
	Line number / reference
	Type of comment2
	Comment
	Proposed change
	Subgroup comment3


	AESGP
	98-99, footnote 1
	te
	This could be misleading. 

For any type of clinical investigation, the sponsor has to check and follow national provisions, sometimes in addition to the MDR, sometimes as the only provisions. Concerning the establishment of a sponsor representative, damage compensation, procedures for review by ethics committees, the qualification of investigators, the participation of persons performing mandatory military service, persons deprived of liberty, etc. the MDR explicitly refers to member state law.
In addition, there are hidden escape clauses. If the sponsor wants to know how to interact with competent authorities, what wording to use in the subject information and consent forms and which documents to collect to proof sufficient qualification of the investigators, how to handle a non-substantial amendment, etc. the sponsor has to consult national provisions for any type of clinical investigations. In Germany, ethics committees require quite a lot of information about the investigational site and they ask for extensive training courses for the investigators. Some investigation sites cannot be opened because the investigators simply have no time to conduct this training.
Concerning the issue of the legal representative of the sponsor, even checking the language of national laws does not help to unravel national requirements. Most of the EU member states require to establish a legal representative of the sponsor, but they probably have different concepts about its concrete tasks, which range from controlling every step of the clinical investigation to contracting detailed tasks back to the CROs engaged by the sponsor. 
In addition to the topics regulated by the MDR, there are topics regulated by other sets of legislation, but which are nevertheless relevant for all or some clinical investigations. These topics are data protection (e.g. notifications to the French CNIL), protection against radiation (e.g. authorisations by the German BfS), corruption (e.g. notifications to the French CNOM), etc. For these topics, the sponsor needs to check and follow national provisions regardless of any harmonization by the MDR.
	Change:
“For certain clinical investigations, the sponsor still needs to check and follow national provisions.”
To: 
“However, for all types of clinical investigations, the sponsor still needs to check and follow national provisions. Provisions might differ concerning the establishment of a sponsor representative, damage compensation, procedures for review by ethics committees, the qualification of investigators, the participation of persons performing mandatory military service, persons deprived of liberty, they ways of interaction with competent authorities, what wording to use in the subject information and consent forms, which documents to collect to proof sufficient qualification of the investigators, etc. In addition to the topics regulated by the MDR, sponsors have also to check and follow national provisions about data protection, radiation protection, corruption, etc.”
	 

	AESGP
	125 ff.
	te
	As a suggestion, it may be useful to clarify whether clinical investigations with medical devices that are not yet CE-marked and that are not conducted for any of the purposes described in Article 62 (1) MDR are actually legal. If there might be cases of legal clinical investigations of such types, some examples should be provided. 
	
	 

	AESGP
	191-194
	te
	The reasoning of the conclusion “If safety and performance of a CE-marked device is being further investigated and Article 74(1) is not applicable, Article 82 applies.” is not in line with the MDR. Especially, it is not clear which of the conditions of Article 74(1) have not to be met in order to make Article 82 apply: 
(1) further assessment
(2) use within the scope of its intended purpose of a device which already bears the CE marking 
(3) the investigation would involve submitting subjects to procedures additional to those performed under the normal conditions of use of the device and those additional procedures are invasive or burdensome.

It is logical to assume that it would be sufficient that one condition is not met to make Article 82 MDR applicable. Let us assume that (1) and (2) apply while (3) does not. In this case we have the clinical investigation of a CE-marked device used within the scope of its intended purpose and no procedures additional to those performed under the normal conditions of use of the device are conducted. (Or, alternatively such procedures are conducted, but these procedures are neither invasive nor burdensome.) Why would Article 82 MDR apply in this case? Article 82 MDR applies for clinical investigations “not performed pursuant to any of the purposes listed in Article 62(1)”. However, you can think of an observational clinical investigation to further assess, within the scope of its intended purpose, a device which already bears the CE marking, in terms of safety. For such an investigation, Article 82 MDR would not inevitably apply.  
Described differently: There are clinical investigations for which both Articles 74 (1) and Article 82 apply. The language of the MDR gives no clarity whether, for such clinical investigations, Article 74 (1) or Article 82 takes precedence. As Article 82 takes precedence in other cases, with other types of clinical investigations, one is inclined to assume that Article 82 takes precedence also in case of Article 74 (1) investigations. In addition, it is not clear whether there are types of clinical investigations for which the MDR does not apply and, if there are such types of clinical investigations, what are these types. 
	Change: 
“If safety and performance of a CE-marked device is being further investigated and Article 74(1) is not applicable, Article 82 applies.”
To: 
“If safety and performance of a CE-marked device is being further investigated and if the CE-marked device is used within the scope of its intended purpose and if the investigation does involve submitting subjects to procedures additional to those performed under the normal conditions of use of the device and those additional procedures are invasive or burdensome and if Article 82 is not applicable, Article 74(1) applies.” 

Or, shorter, to: 
“If safety and performance of a CE-marked device is being further investigated and Article 74(1) is applicable while Article 82 is not applicable, Article 74(1) applies.”
This should be supplemented with: 
“If safety and performance of a CE-marked device is being further investigated and both Article 74(1) and Article 82 are applicable, Article 82 applies.
Where a clinical investigation is to be conducted to further assess, within the scope of its intended purpose, a device which already bears the CE marking in accordance with Article 20(1) and where the investigation would not involve submitting subjects to procedures additional to those performed under the normal conditions of use of the device, then the MDR does not apply for the clinical investigation, irrespective whether Article 82 applies or not. 
Where a clinical investigation is to be conducted to further assess, within the scope of its intended purpose, a device which already bears the CE marking in accordance with Article 20(1) and where the investigation would involve submitting subjects to procedures additional to those performed under the normal conditions of use of the device, and those additional procedures are not invasive or burdensome then the MDR does not apply for the clinical investigation, irrespective whether Article 82 applies or not.”
Alternatives concepts for the last two rules are: 
“Where a clinical investigation is to be conducted to further assess, within the scope of its intended purpose, a device which already bears the CE marking in accordance with Article 20(1) and where the investigation would not involve submitting subjects to procedures additional to those performed under the normal conditions of use of the device, and when Article 82 is applicable, then Article 82 applies. If Article 82 is not applicable, the MDR does not apply.  
Where a clinical investigation is to be conducted to further assess, within the scope of its intended purpose, a device which already bears the CE marking in accordance with Article 20(1) and where the investigation would involve submitting subjects to procedures additional to those performed under the normal conditions of use of the device, and those additional procedures are not invasive or burdensome and when Article 82 is applicable, then Article 82 applies. If Article 82 is not applicable, the MDR does not apply.”
Depending on how the rules are set up here, Annex I has to be modified. 
	 

	AESGP
	193, 200-201
	te
	
	Change: 
“European country”
To:
“Member State”
	

	AESGP
	206-207
	te
	It is not clear what “relevant Member State” means in case of multi-national clinical investigations. 
	Change: 
“If a sponsor is uncertain as to whether Article 74(1) or Article 82 applies, the sponsor should check with the relevant Member State.”
To: 
“If a sponsor is uncertain as to whether Article 74(1) or Article 82 applies, the sponsor should check with each of the Member States in which the clinical investigation is planned to be conducted. This could have the consequence that the clinical investigation is conducted according to different rules in different Member States.”
	 

	AESGP
	211-228
	ge
	Article 2 (12) MDR defines “intended purpose” as “the use for which a device is intended according to the data supplied by the manufacturer on the label, in the instructions for use or in promotional or sales materials or statements and as specified by the manufacturer in the clinical evaluation”, whereas this Q&A document (MDCG 2021-X/1) refers to 
“- The EU declaration of conformity;
- The labelling supplied by the manufacturer; 
- Where applicable, the CE certificate for the device;
- The clinical evaluation report”.
Hence, it is not clear why this Q&A document does not refer to the instructions for use or the promotional or sales materials.
This Q&A document states: “Details to review include […] the planned users”. Does any difference in the specification for “planned users” classify for a different intended purpose?  
	Suggestion to revise the wording under question 8 to ensure alignment with Article 2 (12) MDR.
	 

	AESGP
	206 
246
	ed
	Is the different wording e.g. in line 206 “the sponsor should check with the relevant Member State” compared to e.g. line 246 “contact the relevant authority of Member States” intentional? If not, it is suggested to align the wording between the two lines for consistency purposes. 
	
	 

	AESGP
	240
	ge
	The given definition of invasive refers to the general classification rules of medical devices. However, this must not be mixed up with burdensome/invasive measurements during a clinical trial. The current definition would e.g. result in the fact that the usage of a saline containing nasal spray or a throat spray would always be considered as invasive procedure which is definitively not the case. 
	Deletion of this sentence.
	

	AESGP
	248
	te
	It may be useful to clarify that the opinion of different Member States could differ and this could have the consequence of lack of harmonization between Member States. 
	Add the following: 
“Authorities of different Member States could have different opinions on whether a procedure is burdensome. This could have the consequence that a multi-national clinical investigation is conducted according to different rules in different Member States.”
	 

	AESGP
	262 - 270
	te
	It is not clear which procedures apply for devices without a medical purpose. E.g. how do articles 74 and 82 MDR apply?
What are the safety reporting requirements for devices without a medical purpose?
	It should be clarified which procedures apply to devices without a medical purpose and whether the exceptions of articles 74 and 82 MDR apply and how they apply. 
	 

	AESGP
	330 
	ed
	Suggestion to clarify what “issued” refers to. What if the sponsor sends a clinical investigation plan with the date 1 June to the national statistician for giving the last signature), on 2 June, the statistician signs on 3 June? What is the day of issue in this case?
	
	 

	AESGP
	334
	ed
	Suggestion to clarify if "within 38 days" includes the day of notification. Accordingly, the sentence should clarify whether “within 38 days” refer to from or after the day of notification.
	
	

	AESGP
	352 - 353
	ed, te
	The statement “In any case the clinical investigation cannot start earlier than the authorisation date […]” is not applicable for clinical investigations that are subject to Article 74 (1) and Article 82. 
	Change: 
“In any case the clinical investigation cannot start earlier than the authorisation date or not later than the date recruitment starts.”
To: 
“In any case the clinical investigation cannot start earlier than the authorisation date, notification date, the date when it is clear that no negative opinion was issued by the responsible ethics committee, whatever is necessary and whatever comes last, or not later than the date recruitment starts.”
	 

	AESGP
	360 – 363 
	te
	For a multi-national clinical investigation is might be difficult to notify the end of the trial within 15 days because it might not be clear in a timely manner when the last visit of the last subject occurred. 
Assume the following situation: A clinical investigation is conducted in two Member States. The clinical investigation enrolls 10 subjects and the duration of participation of each subject is 4 weeks. On 30 June, subject No 9 has the last visit in Member State A. It takes some time to enroll subject No 10 and it is not predictable in which Member State this last enrolment will occur. It happens on 1 August in Member State B. Not earlier than on this day it becomes clear that in Member State A the last visit of the last subjects was on 30 June, but now it is too late to notify this national end within 15 days. 
This situation is not so exotic or exceptional as it might look like. The risk of late notifications of national end of trials in multi-national clinical investigations increases with slow enrolment rates, high drop-out rates in the follow-up period, short study times for each subject. 
	The following should be added:
“In case of multi-national clinical investigations with slow enrolment rates, high drop-out rates in the follow-up period, short study times for each subject it is advised to define the end of the clinical investigation rather as the data of the last close out visit in that member state. This is to avoid incompliance with reporting timelines for the end of the clinical investigation.” 
	 

	AESGP
	373 - 377
	ed
	It should be clarified that the end of the clinical investigation refers to the global end. This is to avoid that in case of a multi-national clinical investigation which ends in different Member States at different times the sponsor might have to submit multiple and only partly final reports to those Member States with early endings, in order to keep the timelines. 
	The following should be added: 
“The year starts with the global end of the clinical investigation in all countries in which the clinical investigation was conducted.”
	 

	AESGP
	373-374
	ed
	It would be useful to clarify when the early termination or temporary halt timings start from. For example, would it be the date of notification or the date of the internal decision to halt/terminate taking into account that this could be up to 15 days difference? 
	
	

	AESGP
	463 - 465
	te
	There a few if any “official” national definitions for the start of clinical investigations according to the Article 10 Directive 90/385/EEC or Article 15 of Directive 93/42/EEC. More important, for MDR Article 120(11) there should be an EU-wide uniform concept on the start of a clinical investigation as a criterion for the applicability of the MDR. Otherwise, a multi-national clinical investigation might be subject to Directive 93/42/EEC in some Member States and subject to the MDR in others.  
Finally, to avoid that a clinical investigation that was authorized prior to 26 May 2021 subject to Directive 93/42/EEC, but has not yet started with enrollment of subjects needs a new authorisation according to the MDR, for the demarcation to the MDR a special definition for start of conduct should be used. 
	Change: 
“As national interpretations and implementation of the directives in national legislation may differ between Member States, please check with the national competent authority in the Member State where the clinical investigation is to be conducted.”
To: 
“The start of conduct of a clinical investigation should be the time when all authorisations and/or favorable opinions are available that allow the enrolment of the first subject. For a multi-national clinical investigation the start of conduct of a clinical investigation should be the time when all authorisations and/or favorable opinions are available in at least one Member State that allow the enrolment of the first subject.”
	 

	AESGP
	Annex I
	te
	Box 3 should read – to be in line with the wording of the other yellow boxes – “Not investigating for conformity procedure”. 

	Change the content of Box 3 
“Other Clinical investigation / National provisions”
To
“Not investigating for conformity procedure”. 
	 

	AESGP
	Annex I 
	te
	Yellow, the color of box 2, is not correct. The color yellow refers to Article 82 MDR, which applies for investigations that are not conducted for conformity procedures. However, the investigations of box 2 are PMCF investigations without burdensome and / or invasive procedures, they are not necessarily investigations that are not conducted for conformity procedures. Therefore, box 2 should get a new color (e.g. magenta, grey) and the legend should refer to national provisions. It should be clarified whether any of the rules of the MDR apply for such investigations. 
Note 1: It should be clarified which rules apply for PMCF investigations without burdensome and / or invasive procedures, that are not conducted for conformity procedures: Would national procedures apply or would Article 82 MDR apply?
Note 2: It should be clarified whether PMCF investigations actually comply to Article 62 (1) MDR, whether PMCF investigations always or only sometimes comply to Article 62 (1) MDR. If PMCF only sometimes comply to Article 62 (1) MDR then it should be clarified whether Article 74 (1) MDR or Article 82 MDR applies.    
	
	 

	AESGP
	Annex II, 489 - 491
	te
	Experience has shown that there are no or very few changes to a primary endpoint that are likely to have no impact on the clinical data collected in the clinical investigation. Even a correction or “clarification” of the wording of the primary endpoint could have an impact on the clinical data collected in the clinical investigation, because data could be collected incorrectly due to the incorrect or unclear wording of the primary endpoint. Therefore, the relative clause should be deleted.    
An additional reason for the deletion is that if you have it in example 1, it should be added to 2 to 12, in which case this list becomes somewhat useless.  
	Change:
“Change to a primary or secondary endpoint which is likely to have an impact on the safety of the subjects or the scientific value of the clinical data collected in the clinical investigation”
To: 
“Change to a primary or secondary endpoint”


	 

	BAH
	Annex II, 495
	te
	It is not obvious why a change in the definition of the end of the clinical investigation should inevitably have a substantial impact on the safety, health or rights of the subjects or on the robustness or reliability of the clinical data generated by the investigation. It has merely some regulatory effects (concerning the deadline for the notification of the end of the investigation, the deadline for the submission of the clinical investigation report, etc.) In order to classify the change in the definition of the end of the clinical investigation as a substantial amendment, the criteria for such amendments in Article 75 MDR have to be supplemented. 
	A new Annex III with examples for non-substantial amendments should be added and one example should be a change in the definition of the end of the clinical investigation. 
	 

	AESGP
	Annex II, 500
	te
	It is not obvious why any change to the data monitoring committee should meet the criteria for a substantial amendment (i.e. is likely to have a substantial impact on the safety, health or rights of the subjects or on the robustness or reliability of the clinical data generated by the investigation). E.g. if one member is replaced by a person with the same qualification and the same degree of independence to the sponsor, why should this constitute a substantial amendment? Why should any change in format (e.g. replacing presence meeting by online meetings) be a substantial amendment? 
	Examples of changes to the data monitoring committee that are substantial amendments should be added. 
	 

	AESGP
	Annex II, 501 - 503
	te
	Some flexibility should be allowed to enroll more subjects than in the calculated sample size in case of competitive enrolment in multi-center clinical investigations.
	Add after: 
“[…] to an increased unanticipated dropout rate;”

This: 
“Enrolment of subjects above the defined sample size calculation due to competitive enrolment at multiple investigation sites is not a substantial amendment when the number of subjects does not exceed 10% of the sample size (for sample sizes up to 100 subjects) or 5 % of the sample size (for sample sizes over 100 subjects);”
	 

	AESGP
	Annex II, 507 - 508
	te
	It is not obvious why any change in the subject information sheet and informed consent forms, or other information provided to the subject should meet the criteria for a substantial amendment (i.e. is likely to have a substantial impact on the safety, health or rights of the subjects or on the robustness or reliability of the clinical data generated by the investigation).
The changes in the subject information sheet and informed consent forms, or other information provided to the subject that meet the criteria for a substantial amendment should explicitly be listed. 
	Supplement: 
“Change in the subject information sheet and informed consent forms, or other information provided to the subject”
With:
“that implements new information on safety, efficacy, procedures, data protection, reimbursement, alternative treatments or changes to the consent form;”
	 

	AESGP
	Annex II, 528
	te
	
	Supplement:
“New insurance policy”
With: 
“(if it is not just an extension of an existing insurance policy concerning duration, new study centers, an amendment of the clinical investigation plan)”
	 

	AESGP
	New topic
	te
	It would be useful if this Q&A document (MDCG 2021-X/1) provides clarification on the tasks of the legal representative of the sponsor according to Article 62 (2) MDR noting that the document CLINICAL TRIALS REGULATION (EU) NO 536/2014 DRAFT QUESTIONS &ANSWERS” does not provide answers on this topic.
In addition, it would be useful if this Q&A document (MDCG 2021-X/1) addresses the questions:
1. May the legal representative delegate tasks back to the sponsor or the CROs engaged by the sponsor? 
If yes: Which tasks may not be delegated back to the sponsor? 
2. Would it be sufficient for the legal representative to check the compliance of the sponsor with Regulation (EU) 2017/745 by means of audits of the sponsor and its subcontractors and by spot checks? 
3. Could the CRO organizing the clinical investigation assume the role of the legal representative of the sponsor, or is it mandatory that the legal representative is independent of that CRO? 
4. Is it necessary that the legal representative reviews, in parallel and/or in addition to the sponsor, e.g. the clinical investigation plan and keeps documentation of this review process? 
Or would it be regarded sufficient if the legal representative would check whether the sponsor has procedures available for the review of the clinical investigation plan and whether a review of the clinical investigation plan has been accomplished by the sponsor?  
If central study documents should be reviewed in parallel by the legal representative which documents would this be? 
5. Would it be regarded as sufficient that the legal representative is able to provide documents from the sponsor upon request by authorities? Or is it expected that the legal representative has permanent and unlimited access to the complete and up-to-date investigation master file? 
6. Is it expected that the legal representative has at its disposal the contracts between the sponsor and all entities involved in the clinical investigation, as well as the audit reports on all sponsor audits of such entities?
7. Is it expected that the legal representative checks, in parallel and in addition to the sponsor, the qualification of entities involved in the clinical investigation and makes its own documented decision, in parallel and in addition to the sponsor, as to whether the entities are suitable for the conduct of the clinical investigation?
8. Is it expected that the legal representative has at its disposal copies of all internal communication of the sponsor and/or copies of the communication between the sponsor and the entities involved in the clinical investigation, e.g. CROs?
9. Is it expected that the legal representative receives and even reviews every monitoring visit report? If yes, is it expected that the legal representative comments on the monitoring visit reports and controls if corrective actions have been implemented?
10. Is it expected that the legal representative reviews every report on serious adverse events?
11. Is it expected that the legal representative makes its own risk assessment of the clinical investigation, based on continuous review of the serious adverse events, adverse events etc., in parallel and in addition to the risk assessment of the sponsor? 
12. Is it expected that the legal representative takes or arranges for measures, e.g. when it is noticed that the risk - benefit assessment has altered? 
13. Is it expected that the legal representative has insight into financial resources of the sponsor and financial transfers to the entities involved in the clinical investigation?  
14. If a sponsor requires to temporarily halt or terminate a clinical investigation early, the sponsor has to notify the Member State within 15 days or 24 hours for safety grounds: From which point in time does this start?
15. Under what conditions can a clinical investigation performed in accordance with MDR requirements and conducted outside of Europe be used for CE mark certification under the MDR?

	
	 


 
1	NCA = National Competent Authority
2	Type of comment:	ge = general	te  = technical	ed = editorial
3	Subgroup comment: 	i.e. ACCEPT / REJECT / PARTIALLY ACCEPT. Subgroup to provide rationale where possible
