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Submission of comments on Draft guideline on good-clinical-practice compliance in relation to trials master file (paper and/or electronic) for content, management, archiving, audit and inspection of clinical trials  – EMA/15975/2016
Comments from:

	Name of organisation or individual

	EFPIA – Sini Eskola (sini.eskola@efpia.eu)


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, 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)

	
	Introduction
EFPIA welcomes the opportunity to provide comments on the Draft “Guideline on good-clinical-practice compliance in relation to trials master file (paper and/or electronic) for content, management, archiving, audit and inspection of clinical trials – EMA/15975/2016”.

EFPIA suggest several amendments and/or clarifications to be made in the document. The details are provided in the section for specific comments, whilst the more general comments are presented in the first section of the response aiming at highlighting the discrepancies observed throughout the document and hopefully providing a constructive suggestion on how to address these. 

	

	
	Paper and/or electronic TMF
In the document’s title and introductory remarks (lines 88-89), it is implied that TMFs only exist in two, mutually-exclusive forms—either paper or electronic. In reality, TMFs are rarely this absolute, as “paper TMFs” will often include datasets residing in electronic systems, and “eTMFs” may retain paper records, and/or have records residing in other electronic systems. EFPIA recommends the guidance document should reflect that hybrid TMFs can exist, and are acceptable, provided the locations of all contents are adequately described and indexed.
	

	
	e/digital signature for eTMF
EFPIA notes that there is no guidance regarding the management of electronic or digital signatures in the TMF; this is relevant in particular for eTMF.
	

	
	Creation of TMF
It appears that the guideline does not cover the situation where TMF are created (in addition to the main TMF system) in core systems which intended use is different from TMF Management and whether it would be acceptable that these documents would be made available to inspectors in the main TMF system upon finalization (or/and for archiving). EFPIA recommends adding language for this scenario.

	

	
	Data integrity principles (ALCOA + COEA)
It is mentioned the TMF should be complete, legible and accurate. There is no mention the TMF should be attributable, contemporaneous, original, consistent, enduring and available which EFPIA regards as essential attributes for data integrity principles.

	

	
	Certified copies
It is mentioned there should be a formal process for regular QC checks of digitized and indexed documents in the e-TMF. EFPIA believes there should also be a formal process for the creation of digitized and indexed documents in the e-TMF.
	

	
	Sharing of TMF

The guidance focuses on what is not allowed, and appears to limit progress towards electronically shared TMF between sponsor and investigator sites. Shared TMF would have significant benefits in preventing the need for reconciliation between common essential documents.
	

	
	Highlight of suggestions to incorporate additional clarity


Reference to the terms ‘at all times’ and ‘timeliness’ throughout the draft guidance is vague. EFPIA requests that these be better defined throughout the document. Specific examples are provided in the following section.
Reference to the term ‘Relevant’ throughout the draft guidance is vague. Request that this be better defined throughout the document. Specific examples provided in the following section. 

Exceptions to ‘Directly Accessible’ requirement should be better clarified. Specific examples provided in the following section.
Section 4.2 – further clarification is needed if this also applies to terminating documents.
It would be helpful to clarify that the guideline applies for upcoming trials only, which is what EFPIA expects. For topics e.g. Section 6.4. Retention times of TMF, further clarification is needed if it is expected to have retention time updated as required for completed/ongoing trials.

This guidance appears to suggest that essential documents /data to “reconstruct” the trial (and GCP compliance thereof) are held within a “single” system. In practice, this is not the case. EFPIA suggests that the guideline better recognize this and the associated challenges to comply with the expected “direct access” and optional training expectations.


	

	
	References

ICH GCP E6 Section 8 provides details on TMF archival and is referenced in the body of the guidance. It is not included in the references section of the guidance.
	


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)

	075-78
	
	Comment: 
We note an incomplete citation of recital 52 of Regulation (EU) No. 536/2014.  Please add text given below to complete the citation.

Proposed change: 
‘In order to be able to demonstrate compliance with the protocol and with this Regulation, a clinical trial master file, containing relevant documentation to allow effective supervision (monitoring by the sponsor and inspection by Member States), should be kept by the sponsor and by the investigator.’

 The clinical trial master file should be archived appropriately to allow for supervision after the clinical trial has ended.’


	

	076-77


	
	Guidance states: 
“in order to be able to demonstrate compliance with the protocol and with this Regulation, a clinical trial  master file, containing relevant documentation to allow effective supervision (monitoring by the sponsor and inspection by Member States), should be kept by the sponsor and by the investigator”.

Comment: 
The term ‘relevant’ can have different interpretations for Sponsor and Agency. A clearer definition in this context is needed.  The TMF also provides evidence of compliance with ICH GCP and other regulatory requirements beyond the EU Clinical Trials Regulation.
	

	080-83
	
	Comment: 
Essential documents and other records provide supporting assurance of the integrity and quality of the data generated by the clinical trial.  Please add here new text as indicated below as emphasised in line 87.

Proposed change: 
This guideline aims to collate and explain the requirements for the TMF as covered in the Regulation and ICH-GCP E6 to assist organisations in maintaining a TMF that facilitates trial management, GCP compliance, data integrity and quality assurance as well as inspection.


	

	081
	
	Comment: 

EFPIA strongly believes the current ICH-GCP E6 R2 needs to be referenced

Proposed change: 

Regulation and current ICH-GCP E6, henceforth referred to as “GCP”

	

	086
	
	Comment: 

Reference should be made to the established definition of “essential documents” in current ICH-GCP E6 R2

Proposed change: 

collection of essential documents, as defined and outlined in GCP section 8.0, …

	

	086-88


	
	Guidance states:
 “A TMF is the collection of essential documents that facilitates the conduct and management of the clinical trial and allows that the integrity of the trial data and the compliance of the trial with GCP can be evaluated.”

Comment: 
Unclear if the expectation for “demonstration of compliance” is related to “internal processes” or “compliance to GCP”.  There can be a significant difference in the volume of documentation if the expectation is that documentation of all internal process compliance is expected. 

Data integrity cannot effectively be evaluated via the TMF alone. This is confirmed via Source Data Verification and other data integrity checks such as Medical Monitoring and statistical analyses. 
	

	088-89
	
	Comment: 
Recognize that hybrid TMFs can exist where records can be held in paper as well as electronic systems.

Proposed change: 
The Regulation does not differentiate between paper and electronic TMFs (and hybrids thereof) therefore all basic requirements are the same for both all formats.


	

	090
	
	Guidance states: 
“The TMF is used by sponsors and investigators for the management of the trial …”

Comment:
Sponsors and investigators do not use the TMF alone for the management of the trial; there are many activities that are implemented to manage the trial.
	

	093 to 99
	
	Comment: 
Please consider that during the study, the sponsor TMF, especially paper TMF, might be decentralized and accessible at different locations.

Proposed change: Address this option in the guidance.


	

	093-95, 228

	
	Guidance states:  
“the clinical trial master file shall at all times contain the essential documents relating to that clinical trial.” The requirement “at all times” means that the TMF should be updated, and completed in a timely manner.”

Comment:
The terms ‘at all times’’ and ‘timely manner’ are vague and subjective and raise questions whether the timelines are related to study milestones, a count of days between two points in time, etc.?  It is difficult to demonstrate ‘timelines’ if it is unclear what the expectations are. EFPIA recommends to add language or concrete examples what is meant by the usage of the terms “at all time” and “timely manner”.
	

	094
	
	Comment: 

It may be justifiable for some documents to be filed outside the TMF during the conduct of a trial and added to the TMF at the end of trial e.g. randomisation and unblinding documents.
Proposed change:
Clarify that in the interests of preserving the blinding, randomisation and unblinding documents can be stored in a secure and appropriate repository, separate to the main TMF/e-TMF, during the course of a trial, providing that the documents are added to the TMF/eTMF at the end of a trial.
	

	097-98
	
	Guidance states: ““it shall be readily available, and directly accessible upon request, …”

Comment: 

The terms ‘readily available’ and ‘at all times’ are vague and subjective.  Request that these are better defined.
	

	098
	
	Comment: 

"Directly accessible" – for some systems (as noted later in the guidance) direct real-time access may have to be via a sponsor representative e.g. global safety databases. It may be challenging and inappropriate (in terms of patient safety) to provide inspectors with direct, unsupervised access to the “live” safety database. 
	

	098
	
	Comment: 

It should be clarified whether “competent authorities” stands for inspectors.

Proposed change: 

“it shall be readily available, and directly accessible upon request, to the (inspectors of the competent authorities of the) Member States”.


	

	099 - 100
	
	Comment: 
As per current draft it could be read that Ethics Committees (EC) will have the same access to TMF at all times. This statement should be limited to TMF documentation related to the sites under the responsibility of an EC. 

Proposed change: 
The expectations for EC access should be clarified and EFPIA proposes that in fact the same access to Ethics Committees should be limited to compulsory documents only. The guidance needs to indicate monitors, auditors and inspectors but not to include access by Ethics Committees in consistency with the CTR 536/2014 regulation.

Proposed change: 

…auditors and inspectors  ethics committees.

	

	101-106
	
	Comment: 

The section should also address including the maintenance of blinding. Suggest including aspect of maintaining blinding in a third bullet.
Proposed change: 

Article 47 of the Regulation requires sponsors and investigators to take appropriate account of ICH GCP E6 and to conduct the trial in accordance with GCP principles,  three of which are:

• all clinical trial information should be recorded, handled, and stored in such a way that it can be 103 accurately reported, interpreted and verified, while the confidentiality of the trial subjects remains protected(1) 

• systems with procedures that assure the quality of every aspect of the trial should be implemented(2).

• Safeguard the blinding, if any (e.g., maintain the blinding during data entry and processing) (3)
Add to the reference:

1 CPMP/ICH/135/95 2.10-2.11 

2 CPMP/ICH/135/95 2.13

3 CPMP/ICH E6 5.5.3 Addendum


	

	103
	
	Comment:

Please maintain consistency with wording used in lines “216, 270, 342”

Proposed change : 

all clinical trial information (paper and/or electronic)…
	

	104
	
	Comment: 

The guidance needs to indicate “identity” in consistency with current ICH-GCP E6 R2 applicable from 14 June 2017.
Proposed change: 

…confidentiality of the identity of trial subjects…
	

	106
	
	Guidance states: 
 “systems with procedures that assure the quality of every aspect of the trial should be implemented2.”


Comment:
Please add the clarifying text from the ICH E6(R2) addendum to Principle 2.13 systems with procedures that assure the quality of every aspect of the trial should be implemented. 
Aspects of the trial that are essential to ensure human subject protection and reliability of trial results should be the focus of such system.


	

	111 & 126
	
	Comment: 
“The clinical trial master file shall at all times contain the  essential documents relating to that clinical trial ….”.  

It should be noted that there is some latency to upload documents to eTMF. 

See also line 230 which reads “the timelines for submission and filing of documents to the  TMF in procedural documents or TMF plans should be defined …” , so the wording “at all times” should be interpreted with this lag time in mind.


	

	114
	
	Comment: 

The ALCOAC data integrity principles in consistency with ICH-GCP E6 R2 section 4.9.0 would need to be reflected 

Proposed change: 

TMF is attributable, legible, contemporaneous, original, accurate, and complete.
	

	114-116 
	
	Comment: 
The justifications for decisions could be lengthy.

Proposed change: 

“The TMF should be sufficient to adequately reconstruct the activities undertaken in conducting the trial, along with decisions and their justifications, made concerning the trial. Where possible superseding versions of documents containing a revision history would suffice to reconstruct key changes and decision over the life of the study.”


	

	114-116


	
	Guidance States: 
The TMF should be sufficient to adequately reconstruct the activities undertaken in conducting the trial……”

Comment: 
The term ‘adequately reconstruct’ and the term ‘relevant’ (see comment re: rows 76-77) can have different meanings to different people.  Additional clarity is sought.
	

	116-118
	
	Guidance states:  
“Consideration should be given to ensuring that the TMF is a set of documentation and/or computer systems that together confirm the validity of the trial conduct and the integrity of data collected without the need for additional explanation from the associated sponsor or site staff.”

Comment:
The TMF alone cannot confirm the integrity of clinical trial data.  Explanations from sponsor or site staff are a necessary part of monitoring, auditing, and inspection.  Suggest aligning with the definition of clinical trial master file in Article 57 of the Regulation (“…which allow verification of the conduct of a clinical trial and the quality of the data generated, …”).
	

	130
	
	Comment:
The abbreviation SMF is already used by GMP and describes more the facilities and processes at the site.

Proposed change:

In this case IF (Investigator File) would be better.


	

	131-135
	
	Comment: 

Further clarification is needed on what are the implications of the segregation from a practical standpoint. For example does it mean that here are some documents that are generated at the site during the trial that cannot be collected by the Sponsor. A list of such not collectable documents would be helpful if provided.

	

	133
	
	Comment: 
– investigator(s)/institution(s) –The term investigator is defined – the term institution is not mentioned before.

Proposed change:
Explain the term institution and describe clearly its responsibilities and connection to the investigator.

One term should be used consistently in the document
	

	133
	
	Comment: 

Although the responsibility for ISF documents belongs to the investigator/ institution, as part of due diligence, the sponsor should check prior to the start of the trial that the investigator/institution is able to meet the commitments around storage of the ISF.

Proposed change: 

Clarify the responsibility of the sponsor to confirm the adequacy of arrangements at site prior to the start of the trial.
	

	133-136
	
	“The investigator/institution is responsible for and should therefore have control of all essential documents and records generated by the investigator/institution before, during and after the trial (at all times).”

Proposed change:

ICH-GCP Section 8 for some essential documents defines where original and copies of essential documents should reside, at sponsor at investigator level, however in other cases does not.  The statement above has led to the conclusion that all original documents should always be kept at the investigator sites (e.g., monitoring site visit log, investigational accountability logs, etc). 

Please clarify in which cases it is acceptable to file certain original essential documents at sponsor TMF with copy at site level.
	

	135-139
	
	Comment: It is not clear from the draft guideline whether it refers to the investigator/institution sponsored studies 

Proposed change: 
“Where the investigator is employed by an institution which is the trial sponsor In case of studies sponsored by an institution and where the investigator is employed by this institution, the sponsor may delegate the task for maintaining the sponsor TMF to the investigator. In this circumstance, it is possible to combine the sponsor and investigator TMF for that site, which avoids the duplication of documentation. The same applies when the investigator and the sponsor are the same person.”


	

	139
	
	Text: The documentation in the investigator TMF will contain some source documents, for example, subject screening and identity logs and consent forms, which should remain under the sole control of the investigator due to data privacy regulations.
Comment: 

We agree the source documents should remain under the sole control of the Investigator but as sponsor we need to be able to access and review them to perform our monitoring responsibilities. 
Proposed change: 
The documentation in the investigator TMF will contain some source documents, for example, subject screening and identity logs and consent forms which should remain under the sole control of the investigator due to data privacy regulations while allowing access to the sponsor.

	

	142 -151
	
	Comment: 

The section/ content is not completely clear.  

Further clarification whether a print-out of eDocuments still needed or not would be appreciated

What kind of Investigator eTMF is acceptable? What remote access is should be defined more clearly.
	

	142-143 and 295
	
	” The investigator TMF may be electronic, with the system either provided by the sponsor, a vendor or by the health care institution”

Proposed change: 

Please define minimum requirements (e.g. validation) or acceptable alternative approaches for electronic source documents (i.e., routine medical charts) residing in routine hospital electronic systems.  
	

	143-146
	
	Comment: 

A situation where all the investigator site records are sent to the external sponsor for uploading onto an e-TMF system, which the investigator then accesses via a portal, would potentially breach data privacy requirements and give sole custody to the sponsor for source documents. Therefore, such a construct is considered not favourable. 

It is not clear what is allowed or not regarding the e-Investigator Folder - an example here for clarification would be appreciated.
	

	143-148
	
	Comment: 
“A situation where all the investigator site records are sent to the external sponsor for uploading onto an e-TMF system, which the investigator then accesses via a portal, would potentially breach data privacy requirements and give sole custody to the sponsor for source documents. Therefore, such a construct is considered unacceptable. Remote access, i.e. access to investigator documentation at the investigator site from a different location by sponsor personnel, to personal data of trial subjects in the investigator TMF, is unacceptable”.

Proposed change: 

Please add additional clarity on acceptability and requirements related to sending anonymized source data to sponsors for remote SDV or for AE review, endpoint adjudications, etc.
	

	143-149
	
	Comment:

This section appears unclear. We also believe there are different variations possible and not presented in the guideline. Suggestion is to clarify this in more detail by provide description of some scenarios.

A.

If an investigator would send the site records to a third independent party for uploading in an independent system, would this be allowed? What if the institution is the sponsor and the investigator uploads documents in an institutional TMF? We believe what is meant is that an investigator should have direct control over viewing, uploading, arranging, access... etc. in relation to an investigator TMF and should not be dependent on the sponsor.

If an investigator TMF is facilitated electronically it should not link to the sponsor.

B.

Remote access should be clarified further. Different scenarios possible

Please note that we should not make paper electronic but use the new concepts and options of the digital world. Don´t try to mimic the paper process always this is far from efficient.

Proposed change: more details of scenarios to be given
	

	145-146
	
	Comment: 
Would this mean that remote monitoring is not foreseen for ISF even using electronic platform?
	

	146-148
	
	Comment: 

Regarding “remote access of investigator documentation from a different location by sponsor personnel is unacceptable”, 

it should be considered that “having a robust process (SOP) including ethical aspects for remotely accessing data by the sponsor personnel should be acceptable.”
Remote access by sponsor personal from a different location other than the investigator site by CRAs does occur and is sometimes required by sites for source document and eTMF review (if site has one).  

The statement related to Remote access would need to be clarified since as it is written now it conflicts with the recommendations of other legislations, such as that as part of Risk Base Monitoring (it’s accepting remote access by the CRAs to the electronic patient charts). The statement refers to TMF but it overlaps in the wording with the concept of source and remote access to source. 

It is suggested that the requirements for data privacy, security and confidentiality apply to the sponsor’s CRAs, regardless of whether accessing the documentation “on-site” or remotely. 
Proposed change: 

Remote access, i.e. access to investigator documentation at the investigator site from a different location by sponsor personnel, to personal data of trial subjects in the investigator TMF, is only acceptable if processes are in place at sponsor considering all applicable regulations regarding data protection and data integrity when accessing patient data.

	

	148
	
	Text: Where a portal is used to provide documents to the investigator, if this is not part of the investigator TMF there needs to be a mechanism to ensure such documentation is filed in the official investigator TMF.”

Comment: Please make it clear it is sufficient for the site to transfer the documents from the portal to the official investigator file at the end of the study for archiving purposes. 

Proposed change: Where a portal is used to provide documents to the investigator, if this is not part of the investigator TMF there needs to be a mechanism to ensure such documentation is filed in the official investigator TMF at the end of the study.


	

	148 - 151
	
	Comment: 
We use a safety portal to which sites have access and which they can consult to review safety documents (ex. IB). We do not ask the sites to print these documents for their ISF as the portal is considered the official storage place. We also do not verify whether the site accessed the portal as this is their responsibility. They do however get safety alerts via e-mail showing a summary of the updated safety information. We only ensure sites received these safety alerts but we do not check whether they also accessed the more detailed information in the portal itself. At the end of the trial, they receive a summary report with all safety updates transmitted to them for archiving in their ISF.

Proposed change: Sponsors should only be responsible to ensure the site received the required documents but we should not be responsible to check whether or not the investigator accessed the system in case they are always being sent an automated e-mail alert on top of the info available in the portal.


	

	148-150
	
	Comment: 
A timeline for filing in the Investigator TMF should be specified.
	

	148-150
	
	Comment:
 It should be clarified whether the portal is considered as part of the investigator TMF, and how shared documents are managed between the sponsor and the investigator in the “official” investigator TMF.


	

	148-151


	
	Guidance states: 
“Where a portal is used to provide documents to the investigator, if this is not part of the investigator TMF there needs to be a mechanism to ensure such documentation is filed in the official investigator TMF. Also, there should be an audit trail to demonstrate investigator access to documents in the portal at the appropriate time. “

Comment:
It is unclear what is considered an appropriate time. Agreement with the requirement of ensuring and documenting that the PI has the documentation in time, but the “audit trail for documenting the access” is not so easy and would have a lot exceptions and therefore potential for noncompliance. Recommend adding some more clarity.
	

	150 to 151
	
	Comment: 
If documents are available and filed in the Investigator Study File in a timely manner, there is no need for the requirement of a specific audit trail at the level of the portal from where the documents were retrieved.

Proposed change: 
Adapt this requirement accordingly.


	

	Lines 153 – 159


	
	There is concern about this sentence pointing to non trial-specific quality system documents, such as training records, SOP logs and documentation demonstrating the validation of computerised systems, requiring signposting within the TMF.

It should clearly be possible for sponsors to be able to readily locate these and provide them on request, but this should not need to be captured in a TMF which should focus on the documents pertaining to the trial. 
In the specific case of Training Records there are Data Privacy regulations in a number of EU Member States that may be in conflict without access control specific to the circumstances. This conflict would be more intense if the individual was not an employee of the sponsor. In an inspection situation Training Records can be made available without breach of the specific Member State regulations.

Proposed change: 
EFPIA suggests wording along the lines: “Documents that are not trial-specific but part of the general quality system supporting all activities, such as central training records, SOPs and delegation logs, and computerised system validation documents, are not required to be held or specifically sign-posted in the TMF, but do need to be readily available for inspection on request.”


	

	Lines 158/159


	
	There is concern that “documentation demonstrating the validation of computer systems that are not trial specific” is very open ended.  As per the comment above, we would prefer these to be viewed as general quality system documents that would be available for inspection on request, but are not required to be specifically sign-posted in the TMF.  In the event that the requested wording is not adopted, we would like there to be further guidance to aid determination of what is in/out of scope.

Amongst other factors this guidance should consider that validation methodology could have intellectual property value. It would not normally be provided as copies to the sponsor and would only be made available during a computer system audit and or inspection by the competent authority.

	

	Lines 159 – 167


	
	It is positive that there is recognition that GMP documents may be stored separately from the main TMF (162/163).  However, there is concern that the wording, especially the last sentence (166/167), seems to point to an expectation that inspectors will be able to locate them within the TMF.
Our expectation would be that the TMF will contain a list of packed product batches used within the trial (and contain their release certificates) and that this would constitute the ‘suitable indexing’ required to trace them through GMP record retention systems, but that these would not be directly accessible via the TMF and would require specific request for their retrieval if review was requested.  To include the documents themselves within the TMF would run the risk of documents enabling unblinding being too readily available.

Proposed change: 
EFPIA suggests simplified wording along the lines:

“Documents from GMP packaging and assembly activities may need to be available to GCP inspectors to demonstrate compliance with the randomisation schedule and blinding of the trial.  These documents may be held in GMP record systems separately from the TMF and subject to a specific request for retrieval as part of an inspection.  However, the TMF should contain a full list of packaging and assembly batch references to enable their identification and their associated GMP Qualified Person certificates should be included in the TMF to demonstrate their GMP compliance and release for use.”


	

	170-173
	
	Comment:
Article 57 does not make reference to internal audit functions.  Recommend amending this sentence accordingly.
Proposed change:

With reference to Article 57 of the Regulation the essential documents are the ones inspected by the competent authorities of Member States as part of the process to confirm the validity of the trial conduct and management and the integrity and quality of the data collected.


	

	173
	
	Comment: 

The full Attributable, Legible, Contemporaneous, Original and Accurate (ALCOA) check should be mentioned for clarity.
Proposed change:

Essential documents should meet be as complete, legible, accurate, unambiguous and signed and dated Attributable, Legible, Contemporaneous, Original and Accurate criteria as appropriate.


	

	176-180


	
	Guidance states:” The documentation listed in ICH-GCP E6 section 8 defines the documents that are considered essential (where appropriate to the trial) and which documents should be filed in the investigator/institution or sponsor TMF, or both; however, this list should not be used as a definitive checklist for TMF content as it is not an exhaustive list to reconstruct the conduct of the trial. The essential documents for the trial may be supplemented or may be reduced where justified (in advance of the trial initiation), based on the importance and relevance of the specific documents to the trial.”

Comment: 
Review of the TMF documents alone, no matter how exhaustive, will not enable reconstruction of the conduct of the trial (an expectation not specifically defined in ICH GCP or in other international regulatory requirements).  Suggest, for consistency, to use the wording in Article 57 of the Regulation (“The clinical trial master file shall at all times contain the essential documents relating to that clinical trial which allow verification of the conduct of a clinical trial and the quality of the data generated, …”).

Red text is ambiguous. As guidance, examples should be provided to clarify this, particularly the statement regarding “reduced”.


	

	176-192
	
	Comment: 
This is open to interpretation and the remit (GCP versus GMP) is not well defined.  Therefore compliance to this could be difficult to assess and or implement.

Proposed change:

Additional guidance to minimize subjectivity among sponsors and inspectorate in relation to essential documents will be beneficial.  This will promote a common understanding of requirements and allow sponsors to be prepared to grant direct access to relevant systems comprising the eTMF during inspections (especially those systems that contain essential documents/data and reside in GLP or GMP domains). 


	

	178-181
	
	Comment:

Further clarification would be needed if the EMA expect a documented reason by the Sponsor why the essential document list is supplemented or reduced in a specific trial.
	

	179 to 181
	
	Comment: 
The guideline indicates that ICH E6 section 8 is not exhaustive and suggests that it may be supplemented or reduced (in advance). 

Proposed change: Can it be clarified that it is up to the sponsor to define relevant documentation for the specific trial?


	

	180-181
	
	Comment:

It is our understanding from this guideline that the TMF essential Documents for the trial should be defined in advance of the trial initiation. However, it is not clear if this can be adapted after the trial initiation.

Proposed change:

Add language to further clarify
	

	182
	
	Comment:
Suggest rewording of the sentence to add clarity
Proposed change:
It is acceptable to combine some of the documents under the condition the individual elements are readily identifiable.


	

	185-187
	
	Comment:
Adaptation of TMF for low-intervention clinical trial should be more detailed than in “Document on risk proportionate approach in clinical trials”.


	

	187
	
	Comment:

Please reference the guidance document associated with the implementation of a risk proportionate approach.
	

	189-192
	
	Comment:
"Any documentation which has been created during the trial, for example from complying with formal quality system procedures and that helps reconstruct and evaluate the trial conduct should be filed in the TMF, irrespective of whether it is explicitly listed in these guidelines or not". Please detail what are 'Any documentation' as it is not clear if it includes e.g. draft versions.

Proposed change:
“Any final and approved document which has been created during the trial…”


	

	190-192


	
	Guidance states:
 “Any documentation which has been created during the trial, for example from complying with formal quality system procedures and that helps reconstruct and evaluate the trial conduct should be filed in the TMF, irrespective of whether it is explicitly listed in these guidelines or not.”

Comment:
Suggest rewording: "Any documentation" can be different than any "Relevant" documentation... (See comment re: rows 76-77). As guidance, this needs to be clarified and aligned. 
	

	192
	
	Comment:  

Can the statement regarding duplication of documents result in an inspection observation if duplicate documents are found in the TMF?  We would suggest making this a clear recommendation.

Proposed change:  

It is recommended to avoid duplication of any documentation in the TMF should be avoided, except where needed to provide the complete picture of a study.  


	

	194 
	
	Comment: 
Many of the documents implied for inclusion in this section are global (held in local offices/sites) and may not always be held centrally and electronically.  It is therefore very difficult to resolve the requirement for real time direct access within the TMF.

Proposed change: 

It should be considered when finalising the guideline whether any allowance can be made to facilitate locally held documents that would not normally be filed in the eTMF?  In 
the old style paper TMFs these locally held site or LOC based documents were never available during the life of the study at the Sponsor TMF site.  It would be helpful to further build out and define exactly what the requirements are for these essential docs.


	

	194
	
	Comment: 

The site delegation log is also missing from the ICH E6 list of essential documents.

Proposed change: 

Add the site delegation log to the list.
	

	194 -195


	
	Guidance states: “Examples of documents that are essential, but not listed in section 8 of ICH GCP E6,  include:

·  any forms, checklists and reports etc. generated from following quality system procedures”

Comment: 
This statement is very broad.  Sponsors may use various forms and checklists as execution resources/tools to carry out a particular GCP quality-related activity.  Such tools, however, are not necessarily considered official records and should remain outside of the scope of this expectation for filing in the TMF. Sponsor SOPs should define which process-related forms/checklists (if any) are considered official records vs. execution resources.

It is assumed that that sponsor internal audit reports continue remain outside the scope of this expectation. 
	

	194-200
	
	Comment: 
Some other documents listed in DIA TMF Reference Model may also be considered as essential and listed here (cross reference should be made to this DIA TMF Reference Model).


	

	197 

Foot note 5 page 6


	
	Comment: 

Please specify the origin of the document on risk proportionate approach in clinical trials  

Is this document an EMA one, an ICH one etc…? please specify (number, version, origin of the document)
	

	202-206
	
	Comment:
 “Superseded versions of documents necessary to reconstruct the trial should be retained in the sponsor TMF. Superseded versions should be present in the investigator TMF in a manner to allow reconstruction without the need to access the sponsor TMF, with evidence of receipt, review, approval (where necessary) and implementation by the investigator. Retention of a tracked changes version or change log that includes all changes to superseded versions may facilitate a reduction in the size of investigator TMF.

Last sentence appears to contradict first sentence.

This statement will ultimately result in no destruction of any superseded document at the site.

Proposed change:

“Superseded versions of documents necessary to reconstruct the trial should be retained in the sponsor TMF. Superseded versions should be present in the investigator TMF in a manner to allow reconstruction without the need to access the sponsor TMF, with evidence of receipt, review, approval (where necessary) and implementation by the investigator. Superseded versions can be discarded at the site after review and implementation by the investigator if the document can be readily retrieved from the sponsor.”
Retention of a tracked changes version or change log that includes all changes to superseded versions may facilitate a reduction in the size of investigator TMF. 
	

	205
	
	Comment: 

Further clarification on “evidence of the implementation” would be appreciated. E.g. A substantial amendment can be implemented after HA/EC approval, a not-substantial amendment can be implemented after the receipt. Which document should be archived in order to show the evidence of the implementation by the investigator?

Proposed change: 

…with evidence of receipt and review by the investigator and approval (where necessary).

Comment: Recommend to add “date” to clarify implementation by the investigator.  


	

	209-210


	
	Guidance states: “Relevant correspondence that is necessary for reconstruction of key trial conduct activities and decisions or that contains other significant information should be retained.”

Comment:
 This seems to be an attempt to provide a definition for ‘relevant’ (see comment re: rows 76-77) however seems to contradict ‘Any documentation’ (see comment re: rows 190-192). As guidance, these terms need to be aligned.
	

	213
	
	Text: Electronic correspondence (emails) may be retained electronically. The standards for electronic archiving in section 5.2.2 should be complied with. It must be ensured that both sent and received correspondence is filed in the TMF.”
Comment: Please clarify if the electronic correspondence is to be retained in its original format i.e. email (*.msg files) or if it can be converted into pdf files.
	

	214, 295, 383
	
	Comment:

Section 5.2.2 does not exist

Proposed change:

Update reference as applicable
	

	215
	
	Comment: “The standards for electronic archiving in section 5.2.2 should be complied with.” It should be “section 4.2.2”.

Proposed change: 
“The standards for electronic archiving in section 4.2.2 should be complied with.”
	

	215-224
	
	Comment:

Line 215 requires that “both sent and received correspondence is filed in the TMF” while lines 218-220 refer to a “centralised repository” for the email correspondence. It is unclear what the expectation is; to have all sent and received correspondence in the TMF or to provide access/have email correspondence readily available on request from a “centralised repository”?

One clear definition for “relevant” correspondence is needed and this should be part of the TMF  without the option of a “centralised repository”

Proposed change: 

It must be ensured that both sent and received relevant correspondence is filed in the TMF. Correspondence (paper and/or electronic records) are recommended to be effectively organised and filed in chronological order in an appropriate section in the TMF, i.e. not all in one section, but placed in the section relevant to what the correspondence concerns. Email correspondence should also be readily available and therefore it is unlikely that personal retention of emails, rather than a centralised repository, will facilitate this.


	

	226-231
	
	Comment:

It is not clear to what portion of the TMF this sentence refers to.  If it refers to the Sponsor TMF does it means that documents like drug accounting log/form, MV logs and other docs that are usually left at the site until COV should be rather collected by the Sponsor on regular base to ensure they are also filed in the sponsor TMF?
	

	227-228


	
	Guidance states: “ it is important, therefore, to keep the TMF up to date, with documents placed in the TMF in a timely manner..”

Comment: 
See general comment in first section. The term ‘timely manner’ is vague.  Is timeliness related to study milestones, a count of days between two points in time, etc.?  Difficult to demonstrate ‘timeliness’ if it is unclear what the expectations are. (See similar comment lines 93-95).
	

	229-231
	
	Comment: 
It is recommended that guidance on a suitable timeline for submission and filing of documents or plans be defined.
	

	229-231
	
	Guidance states:  “In trials that have more complex TMF arrangements with multiple parties involved, the timelines for submission and filing of documents to the TMF in procedural documents or TMF plans should be defined.”

Comment:  
The ability to define timelines for submission and filing of documents should apply to the TMF for all trials, not just those with complex TMF arrangements and multiple parties involved (as implied by the current wording).  Inspectors should consistently inspect against those documented timelines (some EU inspectorates seem intolerant of any lag time).
	

	232 – 234
	
	Comment:  

 The term “necessary” is ambiguous, this statement should be more specific, see edits below. All documents may not be in the TMF at the sponsor and/or the investigator site before the study is closed.

Proposed change:  

…and confirmed that all necessary documents needed to support the study data and conduct/execution are filed.


	

	232-234
	
	Guidance states:  “A final close-out of a trial can only be done when the investigator and sponsor have reviewed investigator/institution and sponsor TMFs respectively, and confirmed that all necessary documents are filed.”

Comment:  
This statement implies acceptance that some documents will not be contemporaneous in the TMF, which is not necessarily consistent with the intent of lines 226-228.  Inspection of ongoing studies will need to allow for this.
	

	232-234
	
	Comment: 
In ICH-GCP section 8.1 is written ‘a final close-out of a trial can only be done when the monitor has reviewed both investigator/institution and sponsor filed and confirmed that all necessary documents are in the appropriate files.’

This is some different wording than what is written in lines 232-234.  Therefore I suggest to make a reference at the end of the sentence to ICH-GCP
Proposed change: 
add reference: CPMP/ICH/135/95 8.1


	

	237
	
	Comment: 
A sponsor may engage third parties that are not considered Clinical Research Organizations.  Please amend the section title 4.1.1

Proposed change: 
4.1.1 Contract research organizations, third parties and other sub-contractors


	

	237
	
	Recommendation on Section 4.1.1

Add a bullet to include change control process for timely updates of the TMF
	

	238
	
	Comment: 
“The sponsor may choose to outsource duties and functions of the sponsor to a CRO. “: sponsor responsibilities may be delegated to third parties that are not deemed Clinical Research Organizations, e.g., Academic Research Organizations; Business Process Outsourcing.

Proposed change: 
 The sponsor may choose to outsource duties and functions of the sponsor to a CRO or other Third Party.


	

	238-239
	
	Comment:
 “The sponsor remains responsible for the trial …”: the sponsor has overall accountability for the trial although responsibilities may be delegated to third parties.

Proposed change: 
“The sponsor remains accountable for the trial …”


	

	240
	
	Comment:

Remote access to the eTMF. Other methods of ensuring sponsor oversight of these documents could be achieved without this level of access. There doesn’t seem to be a reference in the legislation where this is stated.

	

	250
	
	Comment: It should be clarified whether contract with CRO should specify that proof of validation of the eTMF should be provided.

Proposed change:  
where an e-TMF is being used, the details and proof of validation of the system; 


	

	252
	
	Comment

It is unclear why this requirement is included in the guidance.  If the CRO transfers the TMF to the sponsor at the end of the trial, why would the sponsor need to outline the documents that both parties should retain, this must be made clearer or the line deleted. 

Proposed change:  

…documents that both parties should retain…


	

	253
	
	Comment:

In our experience, Inspectors prefer data in their native format which can be hard to incorporate into an overall eTMF- how does this bullet match the expectation of the inspectors?  Some items cannot be exported in an appropriate way to provide review.  Is the guidance to keep data in its original systems or import it in some format into an eTMF?  Is there a recommendation for how best to provide for review?


	

	261
	
	Comment:

Procedures for closing down vendors are hard to anticipate ahead of time and write down a proactive process.  While generalized practices can be included, it would be difficult to define a proactive process to take into account the various scenarios of vendors closing down (bankruptcy, acquisition, etc). 

Proposed change:

Clarify that generalized practices should be included but not include specific business reasons 
	

	267-268
	
	Comment: 

Does the sentence “Those who access the TMF in order to add or remove documentation should be controlled at all times” apply also to the IF? How can the access to the IF (which is usually a paper file) be controlled. Shall we ask the investigator to implement an access log or similar process to document when and by whom a doc is filed/accessed/removed, etc from the IF?


	

	268-271
	
	Comment: 
Some instructions should be provided for traceability in case of paper TMF, especially in case of removal of a document.


	

	269 – 271
	
	Comment:  

Use of the term validation in this context is unclear

Proposed change:  

If archiving needs any transfer of data or documents (paper or electronic) it should be ensured that they are not lost or altered which should be ensured through validation adequate testing of the process.


	

	272 – 274 


	
	Comment: 

The wording implies that this should be ONE system. Typically those would not be supported by one and same system but one Clinical Trial Management System and an Archive Indexing System.
Proposed Change: 

Change to plural: “The sponsor and investigator should have system(s) to identify all trials being conducted and the archive arrangements”
	

	276 - 277
	
	Comment:  

Please provide an example(s) of what is acceptable to confirm “appropriately controlled”. Could this mean holding documents with potential to unblinded data out of the TMF until completion?  

Can further guidance be provided on whether it is acceptable to retain documents that contain unblinding information outside of the TMF during the course of the study and only file these in the TMF at study close.

Proposed change: 

The sponsor TMF may contain some information which could unblind personnel which need to remain blinded during the trial conduct and should therefore be maintained outside of the study TMF until the study blind is broken
	

	278
	
	Comment: 
This section pertains to TMF artefacts in a paper format.  Please amend the section title 4.2.1

Proposed change:
 4.2.1 Storage areas for TMF artefacts in a paper format


	

	279 - 291
	
	Comment: 
The information on location is relevant for the sponsor archive.  It instructs to consider location risks at sites but should not be interpreted to require state of the art controls for water, fire, smoke, humidity, etc. which is not completely feasible at all investigators sites.

Proposed change:
Restrict requirements to archiving facilities under sponsor control.
	

	286
	
	Comment: 

During the conduct of a trial, a variety of members of the clinical team may need to access the TMF on a local or global basis.  Is the expectation that the requirements for restricted access are the same during a trial as at the end of the trial when the TMF is archived?  If not, please could this be clarified?


	

	295
	
	Comment:

It would be helpful for the guidance to clarify that separate to the main eTMF applications, there may be other e-repositories e.g. for SOPs and training records, that contain TMF relevant documents. Access to the documents contained in these separate repositories must also be provided at any time, but it is unclear whether EU regulators expect the SOPs relevant to the conduct of a particular trial to be transferred from the eSOP repository to the eTMF at the end of a trial. It would be useful to clarify the regulatory expectations in this area. For example, it is not clear from the guidance what records regulators would permit to remain in electronic repositories that are separate to the eTMF, provided that these repositories:

·
have been appropriately validated;

·
include an adequate audit trail;

·
are appropriately accessed controlled;

·
have adequate security and back-up arrangements;

·
accommodate storage of essential documents for the periods required by applicable regulations.
	

	296-297
	
	Comment:

Proposed change: 

Electronic TMFs should enable appropriate security and reliability to be in place, ensuring that there is no loss, alteration or corruption of data and documents occurs.


	

	301-302 
	
	Comment: 
It is recommended that guidance on milestones and timelines for locking/protecting individual documents be provided.
	

	303
	
	Comment:

Suggest updating the word “Separate location” to “separate electronic location”.

Proposed change:  

…regular back up to a separate electronic location;


	

	306-307
	
	Comment: 

Suggest including in guideline expectations on how to handle documentation that is in risk of unblinding the clinical trial to ensure maintaining blinding, ref ICH E6 5.5.3 Addendum: ‘Safeguard the blinding, if any (e.g., maintain the blinding during data entry and processing).’ 

It is pertinent that data to be kept blinded is protected during the trial conduct until after trial closure. Hence unblinding information that alone or in combination with other TMF documents available which may compromise trial data integrity, such as treatment allocation, must not be made available in eTMF before after trial closure. During inspections and audits, unblinded personnel should be available to assist relevant requests for unblinded data if needed.

Proposed change: 

· role based permissions for activities being undertaken and for files/documents with restricted access or dedicated system for filing of such documentation (e.g. randomisation codes, unblinded AE-data).

 
	

	308-309
	
	Guidance states:  “The e-TMF should be validated in accordance with published standards to demonstrate that the functionality is fit for purpose, with formal procedures in place to manage this process.”

Comment:  
Can a reference be provided for the published standards?
	

	314 - 317
	
	Comment:

This wording suggests that documents can only be transferred from CRO eTMF directly to Sponsor eTMF.  This then eliminates the possibility for CROs to upload documents to a SharePoint or a portal and then for the sponsor to transfer them to their eTMF.  

Proposed change:

Where different TMF systems are linked to facilitate the trial conduct, for example the CRO e-TMF system uploads documents into the sponsor e-TMF system (possibly via an intermediate system), the process for transferring documents should be robust and should be validated to prevent failure of transferring parts or the entire content of  the original TMF without loss, i.e.


	

	321


	
	Comment: 

For many applications, end of trial e-archiving functionality is an appropriate expectation. However, there are applications where it may not be feasible or appropriate to segregate/e-archive trial data at the end of a trial e.g. safety databases, where follow-up information may be added to AE cases long after the trial has been completed. The audit trail will demonstrate what data has been added/updated and when. 
It would be helpful if regulatory expectations could be clarified with respect to segregation of data in electronic repositories at the end of a trial.
	

	322-325
	
	Comment: 

It should be included in this section that some dates are fine to be captured as part of the system audit trail, i.e. date of uploading, QC, approval etc.

Proposed change: 

The metadata applied to documents should be formally defined to ensure consistency across all documents. This should also include the document date and where appropriate time, based on time zone, so that the files can be displayed in sequential order.  The date of uploading can be available as part of the system audit trail.


	

	324-326 
	
	Comment: 
It is unclear under which circumstances it would be necessary to print an electronic document and would be good to get more clarity on this.
	

	336 -337
	
	Comment:  

In regards to digitized documents being a certified copy of the original, evidence of this will be difficult to obtain, in particular from investigator site(s) who provide electronic copies of paper documents directly to an eTMF system or submit documents through a secured email/SharePoint.  Currently certification does not formally occur by the originator of the document, however, sponsors commonly have a robust process for ensuring documents received in paper and/or electronically are rendered into the eTMF in the same format (some for example utilize a “QC Accept” workflow in eTMF as confirmation of this review).  We ensure a check is conducted to ensure the electronic version of the document in the eTMF can be considered the “original”.  Procedures commonly state it is up to the document submitter to ensure it is considered a replica of an original and that Artifact Owners need to ensure quality documents are submitted to the TMF/available in a system of origin and meet ALCOA principles, including the document being an exact replica of the original.  Please See the edits below which describe a pragmatic approach.

Proposed change:  

Digitised documents in the e-TMF should be a certified copy of the original if the original document is not retained in the TMF or considered a replica of an original, meeting ALCOA principles.

	

	340 -344
	
	Comment: 
The validation steps listed in 346-356 may not be required in all circumstances. It is unclear from the draft guidance whether this list is suggestive or if the all process steps are required.
Proposed text: add "if applicable" to row 347 and 352
	

	342-344
	
	Guideline states:  “A certified copy is a paper or electronic copy of the original record that has been verified (e.g. by a dated signature) or has been generated through a validated process to produce a copy having the exact content and meaning of the original.”

Comment:  For consistency, the ICH E6(R2) definition of ‘certified copy’ (1.63) should be used.
	

	343
	
	Comment: “e.g. by a dated signature” is not enough to verify a copy.

Proposed change:

Please change to “e.g. signature procedure”. This term show that it should give a more than one step process.


	

	346
	
	Text: approval for digitisation
Comment: Further clarity is needed what is meant by approval for digitisation, for example can the approval for digitisation be in the form of a company policy that designates all types of documents that can (or cannot be) digitised or if an approval is required for each individual digitisation.

	

	346-256 & 364-373
	
	Comment: 
EFPIA recommends that the bullet points be listed in the order in which the activities would normally be undertaken.

	

	346-356
	
	Comment:
It should be clarified if all validation and process steps listed required in all circumstances. It is proposed that certain steps be optional.

Proposed change:

· approval for digitisation; 

· transportation of the records to the location of digitisation (if applicable);
· preparation and digitisation of the records;

· indexing and assignment of metadata;

· import of the digitised records into the e-TMF system;

· quality control;

· destruction of the records (if applicable);
· access to the e-TMF system;

· changes to documents and metadata;

· migration of digitally hosted/archived records;

· deletion of digitally hosted/archived records. 
	

	347-356
	
	Comment: 
It should be clarified whether a certified copy is required for the Investigator Owned Trial Centre File in addition to Sponsor Trial Master File Content.
	

	352 & 256

	
	Comment: 
"- destruction of the records”: clatification is required on why this is part of the validation for a digitisation process. Also, "destruction of the records" and " deletion of digitally hosted/archived records” can be combined into two bullets points as they are closely related and/or clarify differences.

	

	352
	
	Comment:

For clarification please consider to add ‘original’ in the text

Proposed change: 

‘destruction of the original records;’


	

	358
	
	Text: “As part of the validation a formal process should be in place for regular QC checks of digitised and indexed documents in the e-TMF.”
Comment: 
If the digitalization of documents is expected to be done following a validated process, it can questioned what would be the purpose/scope for these regular QC checks. This seems to be a redundant exercise and EFPIA recommends clarification to be added into the guidance in order to avoid this impression.
	

	358 - 373
	
	Comment: 
The QC check described in this section is applicable to an eTMF in general, and not merely to digitised records.  Some of the criteria, such as lines 367, 369, 371 and 373 are not specific to digitized records but to electronic native content (content created electronically to start with) that is added to an eTMF.

Proposed change: 
Move to a new section pertaining to QC requirements for an eTMF, which is not covered elsewhere in the guideline.


	

	371
	
	Comment: 
More information is needed with regards to what is expected to be QCed in the eTMF audit trail or if it is merely the existence of an audit trail.
Proposed change: Please clarify.


	

	372
	
	Text: chain of records transfer documentation

Comment: Please clarify what is meant by chain of records transfer documentation. 
	

	378 - 381
	
	Text:  When a vendor is used for the management of the e-TMF and/or for the digitisation of TMF documents, as with any vendor or subcontractor being used for clinical trials, appropriate pre-qualification checks should be undertaken prior to placing the contract. It should be verified upfront whether the vendor has implemented adequate quality management measures. This includes for instance that records on the chain of custody are maintained (e.g. use of a TMF record transmittal form).
Comment: 
if the vendor has implemented adequate quality measures why would we expect them to maintain the documents or chain of custody documents if the Sponsor's business process is to allow destruction of paper after certify copying the original paper content? 

Proposed text: 
Delete  “This includes for instance that records on the chain of custody are maintained (e.g. use of a TMF record transmittal form)
	

	384


	
	Comment:
 “Sponsors should ensure that essential documents are not destroyed…’: the paragraph relates to both sponsor and investigator. Recommend amending to "Sponsors and Investigators…".

Proposed change: 
“Sponsors and investigators should ensure that essential documents are not destroyed…


	

	386
	
	Text: Sponsors should ensure that essential documents are not destroyed before the end of the required retention; however, transfer of certified copies to an e-TMF repository (either during the trial or for archiving) could enable earlier destruction of the original paper. This is dependent upon the sponsor’s e-TMFs meeting regulatory requirements such that inspectors would not need to request any original paper records. 
Comment: 
The ability to destroy original paper is very much left open to interpretation based on the draft text in guidance. More clarity and a clear position on when paper records can be destroyed is requested. 
	

	389 to 390
	
	Comment: 
Regarding the beginning of the sentence “taking into account the implications for providing legally recognized evidence and after consultation with is liability insurer” it is not clear to us on what is legally recognized evidence and why a liability insurer is needed.
Proposed change: 
More clarity is requested in guidance.

	

	392 – 394


	
	Comment:” Destruction of such paper original documents by the sponsor or investigator would be of particular higher risk to destroy than the following examples”: the sentence is not straightforward – please reword it.

Proposed change:
 “Destruction of above mentioned   paper original documents by the sponsor or investigator would be of particular higher risk to destroy. On the opposite the below are examples of low risk documents that could be destroyed after the certification process:…”
	

	410 - 413
	
	Comment: 
It should be considered that many investigator sites utilize their institution’s electronic medical record system for documentation of research activities.  In this case, the management of the system would be out of the investigator sites’ control.  It would be challenging for an institution (e.g. hospital) to comply with system requirements for research when its eMR system is validated for health system requirements.

Proposed change: 
We suggest modifying the paragraph to address electronic systems used at institutions outside the control of sponsors.


	

	415
	
	Text: The media should be stored under appropriate conditions.
Comment: Please define what constitutes appropriate 

Proposed change: The media should be stored under appropriate environmental conditions per manufacturer recommendations”.

	

	419 - 420
	
	Text: the sponsor shall appoint individuals (archivists) within its organisation to be responsible for archives. Access to archives shall be restricted to those individuals”
Comment: 
This seems unnecessarily restrictive with regards to electronic archives which can have validated read-only access.

Proposed change: 
We suggest changing the wording so that eTMFs archives allow read-only access to all users. 

	

	419 - 433
	
	Comment: A sponsor may engage third parties that are not considered Clinical Research Organizations.  Please replace 'CRO' with 'Third Party' throughout this section.

Proposed change:

Example of change - The Third Party should also follow this requirement
	

	423-424
	
	Comment: Suggest to align the use of the role ‘individuals (archivists) within its organisation to be responsible for archives’ as described in lie 419-421 and use same description throughout the guideline and remove the role ‘named individuals’

Proposed change: 

"Withdrawal of essential documents from archives should be under the control of the individuals (archivists) responsible for archiving."


	

	425
	
	Text: An archive index/log should be maintained by the sponsor/CROs to record all TMFs that have been entered into the archive, and to track and retrieve documents on loan from the archive.”

Comment: 
More clarity is requested whether this is also an expectation for the eTMF system where access/retrieval would be visible from the audit trail. 
Proposed change: specify the requirement for an archive index/log is only applicable for a paper based TMF.
	

	429 -431


	
	Comment: 

In case a CRO is using its own eTMF system and exported data is provided to the sponsor the ‘original’ electronic record with related metadata/audit trail information will still reside in the CRO system for the duration of the CRO retention period. Electronic copies of TMF files, metadata and audit trail information can be transferred to the sponsor as certified copies.
Propose change: 

Add language to include above scenario.
	

	429-431
	
	Comment: 

Further direction on destruction policy needed as there is a tie to certification but also a requirement to retain wet ink originals (see Line 386).
	

	431-433
	
	Comment: 
“The storage of the sponsor's documentation may be transferred to a sub-contractor (e.g. a commercial archive), but the ultimate responsibility for the quality, integrity, confidentiality and retrieval of the documents resides with the sponsor. “: the sponsor has overall accountability for the trial although responsibilities may be delegated to third parties.

Proposed change: 
The storage of the sponsor’s documentation may be transferred to a sub-contractor (e.g., a commercial archive), but the ultimate accountability for quality, integrity, confidentiality and retrieval of the documents resides with the sponsor.


	

	435-437
	
	Comment: 
It is proposed that storage arrangements for documents are communicated at the beginning of the trial.

Proposed change: 
The investigator should make the sponsor aware of the storage arrangements for their essential

documents and conversely the sponsor should inform the investigator/institution in writing of the need

for record retention at site initiation.

	

	437 & 517


	
	Text 437: The sponsor should obtain the investigator's/institution's agreement to retain the trial related essential documents until the sponsor informs the investigator/institution these documents are no longer needed. 
Text 517: It is the responsibility of the sponsor to inform the hospital, institution or practice as to how long documents need to be retained. The sponsor should notify investigators in writing when their trial records can be destroyed.

Comment: We agree it is the responsibility of the sponsor to inform the site as to how long the documentation needs to be retained. The new Clinical Trial Regulation states for the sponsor and investigator to archive the content of the clinical trial master file for at least 25 years after the end of the clinical trial. Contrary to the retention duration spelled out in ICH (least 2-years after the last approval of a marketing application in an ICH region and until there are no

pending or contemplated marketing applications in an ICH region … ), it should be easy enough for the site to calculate the date to date at which the TMF can be destroyed. There is no need to the sponsor to determine the destruction date and to inform the site accordingly. 
Proposed change: delete The sponsor should notify investigators in writing when their trial records can be destroyed
	

	438 - 440, 475 Line items
	
	Comment: 

Sponsors are supposed to instruct sites to destroy and Section 6.4 summarises well the references to existing retention rules & regulations based on the multitude of retention times according to the different directives. Though, this is and has been an extremely complex topic, where further clarity is needed if there is any potential for harmonisation to simplify this for all involved parties.
Current text: 

The sponsor should obtain the

investigator's/institution's agreement to retain the trial related essential documents until the sponsor informs the investigator/institution these documents are no longer needed.

Proposed change: 
The sponsor should obtain the

investigator's/institution's agreement to retain the trial related essential documents until the sponsor informs the investigator/institution these documents are no longer needed upon request from the Investigator/Institution.

	

	442-446, 461-463, and 522-534
	
	We propose multiple changes to address the needed clarification of language to allow Sponsor to take ownership of the investigator file under certain conditions, i.e. death of investigator or site closes.
	

	444 - 446
	
	Comment:

The question arises on the draft text why there is only a recommendation for sites?  Surely the same burden should be put on the site to have an archivist as what is placed on the Sponsor; the ISF is part of the TMF.

Proposed change:

It is recommended that at investigator sites/institutions a person is appointed with archiving responsibilities, in particular where there are many investigator TMFs being managed.


	

	444-446
	
	Comment: 

Other questions on this section include, and would benefit from some clarity, whether there the appointment of the site named archivist is to be documented and whether this person needs to be specifically trained? If a specific training is needed who is responsible for that? The clarity in the guidance is request whether the sponsor can deliver such training at SIV or is the institution (site) responsible to ensure the named archivist is qualified per training?
	

	465
	
	Comment: 
"The long-term-storage of the TMF may be transferred by the sponsor to a sub-contractor …": please add investigator as further in this paragraph it is about both sponsor and investigator

Proposed change:

The long-term-storage of the TMF may be transferred by the sponsor / investigator to a sub-contractor …


	

	471
	
	Text: “it is recommended that the sponsor/investigator ensures they are informed about the actual storage location of their TMF and notified if this changes.” 
Comment: 
The text is somewhat ambiquous and the question arises whether this is also an expectation for a cloud based eTMF system. The cloud provider may utilize number of data centers spread across multiple locations for Disaster Recovery purposes. It would be good to include some clarity on whether pin-pointing the location of the exact data center hosting the sponsor/investigator eTMF system is required.
	

	475

Section 6.4
	
	Comment:  

There are a lot of different timeframes associated with study related documents, presenting them in tabular format would be clearer.

Proposed change:   

Please put retention timelines in a table so the requirements are clearly presented. 


	

	475-520

Section 6.4. Retention times of TMF


	
	Comment:
Organization of the entire section should be reconsidered. There is a mix of many regulations which is confusing. Request to reconsider the clarity of this guidance for interpretation by all relevant parties.  A tabular format may be easier to understand. The following comments between rows 475-520 suggest some additional clarification to be considered.

	

	482-484
	
	Comment: 

As per Article 58 of the Regulation “unless other Union law requires archiving for a longer period, the sponsor and the investigator shall archive the content of the clinical TMF for at least 25 years after the end of the clinical trial.”  

Clarification or definition of term ‘end of the clinical trial’ is missing in the guideline. Suggest to include in guideline if ‘end of the clinical trial’ is equal to ‘Last patient last visit’, ‘data base lock’, ‘clinical study report’ or another trial activity. 


	

	500 – 502
	
	Comment: A sponsor may engage third parties that are not considered Clinical Research Organizations

Proposed change:

Retention times, as laid down in Article 58 of the Regulation, Directive 2005/28/EC and Directive 2003/63/EC for sponsors’ records also apply to the records retained by CROs or other Third Parties or sub-contractors engaged under agreement with the sponsor


	

	504
	
	Comment:  

Neither the investigator nor the sponsor may be in a position to confirm this, if the records are produced and maintained by local health authorities in accordance with national legislation e.g. if national legislation requires a particular process to be used for scanning and certification is not part of that process. What is the regulatory expectation in these circumstances?
	

	517-520
	
	Comment: 
Recommend removing the last sentence.  There is great variation country by country for retention requirements and therefore EFPIA feels it should be left to the sites responsibility to notify upon request rather than proactively notifying when records can be destroyed.

Proposed change: 

“It is the responsibility of the sponsor to inform the hospital, institution or practice as to when trial documents no longer need to be retained and the sponsor should have systems in place to be able to do this. The sponsor should notify investigators in writing when their trial records can be destroyed.”


	

	517-520
	
	“It is the responsibility of the sponsor to inform the hospital, institution or practice as to when trial documents no longer need to be retained and the sponsor should have systems in place to be able to do this. The sponsor should notify investigators in writing when their trial records can be destroyed.”

Proposed change :
The process of notification, decades after end-of-trial, will be cumbersome and almost certainly will create numerous non-compliances. It might be preferable to define maximum storage duration. 
	

	521 - 534
	
	Comment: 
A sponsor may engage third parties that are not considered Clinical Research Organizations. 
Proposed change: 
Replace 'CRO' with 'Third Party' throughout this section.


	

	521-534

Section 6.5. Archiving, retention and change of ownership/ responsibility


	
	Comments: 
Refer to General Comment in Section 1. Suggestion to reorganize this section into a table format for clarity. 


	

	531-534
	
	Comment/Proposed change: 
The sponsor should take appropriate actions in such circumstances to ensure that the TMF remains available for inspection for the required retention time and that patient-related source documents have not been in the sole custody of the sponsor at any time (refer to section 4.1 3.1).

	

	536
	
	Comment: We’d like to point out that there is only one section in the paragraph 7 (only 7.1). Amend the text accordingly.

	

	539-542


	
	Guidance states: “Sponsors and investigators are expected to keep the TMF up to date and ensure that it is complete at the end of the trial.”

Comment: 
We recommend adding some clarity on a need what constitutes 'up to date'.  Also need clarity on 'complete'... when should the TMF for a study be 'complete'/'locked down'?
	

	540-542


	
	Guidance states: “… it shall be readily available and directly accessible, upon request, to (the competent authorities of) the Member States.”

Comment: The term ‘directly accessible’ should be defined.  Does this mean that the inspector should have an account/access to ALL systems, even those systems that are truly GMP but could be associated with a GCP inspection?  As the TMF is expected to be secure, it must be accepted that competent authority inspectors will need to undertake short training in order to gain appropriate access to the TMF system.
	

	542-543
	
	Comment:   It is suggested that the “this” be qualified, for clarity.

Proposed change: The sponsor is recommended to undertake routine quality assurance activities of the TMF processes to ensure such availability and accessibility.
	

	545
	
	Comment: The description here could mean original TMF only as paper version is allowed.

Proposed change:

It should also be possible to have a certified digital copy of a paper TMF in Place and we suggest to include this in the guidance.
	

	545-549
	
	Guidance states:  “A paper TMF (or e-TMF stored on media archived elsewhere) or certified copies relevant to the inspection site should be available for the inspection upon reasonable notice, whereas, access to e-TMFs (live and archived on servers) would be expected by inspectors to be essentially immediate (time only required to set up inspector access to the trials requested by the inspectors).”

Comment:  
The term ‘reasonable notice’ is vague and subjective and should be clarified.  The term ‘essentially immediate’ should also be defined.  In addition to time for “set up”, “time” should also be allowed and/or required to train the inspector.
	

	547-549
	
	Comment: 

In 548/549,  access to the eTMF is expected to be “essentially immediate” (time only required to set up inspector access”..) while 575-577 talks about an optional training for the inspectors (no more than one hour) while it is unclear if the “set up” mentioned in 548 includes an optional training. Also as stated in the comment for lines 575-576, the wording does not take into consideration that inspectors may need to take the training before getting access depending on the SOPs of the sponsor.

Proposed change: 

…access to e-TMFs (live and archived on servers) would be expected by inspectors to be essentially immediate depending on the requirements of the eTMF owner thus including potential mandatory training before getting access (time only required to set up inspector access to the trials requested by the inspectors).
	

	548 – 549 and & 576


	
	Comment: 

Depending on the permission and training concept of an eTMF system this may require the inspector to take mandatory training. 

a) To avoid misunderstandings on the simplicity and speed of access, can it be clarified whether authorities expect eTMF read access without mandatory trainings for inspectors (this might require sponsors to update training concepts for eTMF systems)

b) While an inspector can certainly have access to any training, in certain instances GxP compliance would make the taking of training before access to a system, mandatory.
Proposed Change:

Add language to clarify.
	

	550 - 551
	
	Comment: 
Does this mean only e-TMF?

Proposed change:

Please change TMF to “e-TMF”. 
	

	550 - 553
	
	Comment:  

In general we do not consider a document to be part of the TMF until it is signed off/official.  When the guideline states that inspectors access to the entire TMF, it should be clear that documents that are in draft and/or in process should be out of scope, unless there is a clear reason why access to them is needed for the inspection. It should also be noted that depending on the state of the document, it may or may not be available for certain sponsor roles to view the content. Furthermore, it is suggested that the term ‘entire TMF’ be qualified i.e. that it refers only to the TMF(s) of the trial(s) that (is)are the subject of the inspection.
Proposed change:  

The inspectors should have read only access, without any restriction (e.g. to final documents), to the entire TMF, of the trial(s) that is (are) the subject to the inspections, for inspection during preparation and conduct of the trial, which means that they can review the same TMF as used by the staff conducting the trial.  Access to draft documents can be 
requested if necessary for the conduct of the inspection.


	

	553
	
	Text: direct access includes all the systems that comprise the TMF as defined by the sponsor. 

Comment: 
Please confirm inspectors require access to any system that holds documents that are part of the sponsor TMF even if the system would only hold 1 or 2 document types. 
	

	553-556
	
	Comment: 
It is recommended that this assistance of the sponsor is also possible where the requested information contains financial details.  Furthermore, in order to facilitate the process, it is suggested that it be acceptable for the sponsor to provide the requested documents, in the situations outlined. Clarification that direct access includes both paper and electronic systems as hybrid TMFs can exist where records can be held in paper as well as electronic systems.

Proposed change: 
Direct access includes all the electronic and paper systems that comprise the TMF as defined by the sponsor, however, due to the technical nature of some of these electronic systems, for example those containing data rather than documents, or those containing financial details, these may require the direct access to be assisted by a representative of the sponsor familiar with the electronic system or a request to provide documentation from the system.
	

	556-557
	
	Guidance states:  “Organisations should be aware that GCP inspectors may have rights to seize original trial documentation if circumstances arise that require it.”

Comment:  
It would be useful if a few examples could be provided of such circumstances.
	

	558
	
	Comment: Recognize that hybrid TMFs can exist where paper records can be held in addition to an e-TMF.

Proposed change:
The GCP inspectors’ expectation is that an e-TMF should adequately replicate the specific paper based system that it is replacing and provide for suitable document identification, search, prompt retrieval and marking for future reference/copying. If additional paper files are held, these should be appropriately identified and indexed.


	

	561 & 575
	
	“The e-TMF should allow review in an efficient manner, analogous to that possible with paper TMFs. Such a review should not take longer to be undertaken than for a paper TMF. 

“Any training should be an option for the inspector to choose and is anticipated to be very brief (taking no more than an hour).”

Comment: 
The above requirements can only be met in as far as technology allows and is in general currently not realistic requirement/expectation. Retrieving data/records from e-TMFs which in real life may reside in different IT systems (e.g., PV database, IMP database, Training database…) will per definition not be always possible with 1 hr training or within same time span as for paper records.  

Proposed change: 

“The e-TMF should allow review in an efficient manner, analogous to that possible with paper TMFs. Such a review should not take longer to be undertaken than for a paper TMF. 

“Any training or guided tour should be an option for the inspector to choose and is anticipated to be very brief (for example taking no more than an hour in case of one electronic system).”


	

	561-565
	
	Furthermore, the e-TMF should allow review in an efficient manner, analogous to that possible with paper TMFs. Such a review should not take longer to be undertaken than for a paper TMF and should allow efficient, straightforward navigation and opening of documents permitting searching and browsing (analogous to leafing through a paper file). This would include: a folder structure to allow easy identification of TMF sections.
Comment:
eTMF should not strive to replicate a paper based TMF when metadata/ files are more powerful and efficient then "leafing through a paper file." An eTMF should not need folder structures if content is easily identifiable and retrievable using metadata. 
Proposed change:
Please remove requirement stating a folder structure to allow easy identification of TMF sections
	

	572
	
	Text: the system is recommended to have an efficient speed of access.
Comment: 
The assessment of an all or not efficient speed is subjective
Proposed change:
Please remove sentence
	

	575 - 577
	
	Comment: 
Any training should be an option for the inspector to choose and is anticipated to be very brief (taking no more than an hour). If part of the Sponsor’s quality system is to have mandatory training prior to eTMF access, this should also apply to inspectors. We acknowledge training should be brief.
Proposed change :

 Any training should be an option for the inspector to choose.  However, where such training is a requirement of the Sponsor and/or relevant contracted third party Standard Operating Procedure or similar document, it is mandatory. It is anticipated to be very brief (taking no more than an hour).
	

	582
	
	Comment:

Some references seems to be missing, please add.
	

	589
	
	Comment: 
The reference for “Document on risk proportionate approach in clinical trials” is missing.
Proposed change:
Please add the guideline/document number
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