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Submission of comments on 'Guideline on the responsibilities of the sponsor with regard to handling and shipping of investigational medicinal products for human use in accordance with Good Clinical Practice and Good Manufacturing Practice' (EMA/202679/2018)

Comments from:

	Name of organisation or individual

	EFPIA


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)

	
	EFPIA welcomes the opportunity to provide comments on the Draft 'Guideline on the responsibilities of the sponsor with regard to handling and shipping of investigational medicinal products for human use in accordance with Good Clinical Practice and Good Manufacturing Practice' (EMA/202679/2018).

We have made several proposals aimed at improving the clarity of text on points which our member companies found to be confusing.

We have also made some proposals for change driven by practical, legal or technical concerns with draft text.  In addition to these being covered in the specific comments section, a few are additionally highlighted below.
	

	
	Responsibilities of the sponsor and manufacturer
The importance of the inter-relationship between the sponsor and manufacturer is not very clear from the draft text.  We have suggested some additional text for lines 28 – 30 to help enhance this.  It might also be beneficial to tabulate the various responsibilities of ‘sponsor’ and ‘manufacturer’ in the regulations and guidelines to help to bring these together in one place.
	

	
	The sponsor taking on ‘manufacturer’ responsibilities

One of the concerns from the EFPIA team commenting on the IMP GMP Regulation and Guidelines was that the distinction between manufacturer and sponsor was too black/white and that there should be greater opportunity for the sponsor to take on responsibilities assigned to ‘the manufacturer’.  This is especially important in the case of supply chains with multiple ‘manufacturers’ (different organisations performing the manufacture of the bulk product, primary packaging and secondary packaging/labelling/assembly, all of which fall under the EU GMP definition of ‘manufacture’) with the sponsor providing the quality oversight and transferring materials between the other parties in the supply chain.  The Commission stated then that a sponsor who also held a manufacturing authorisation for investigational medicinal products could indeed take on the responsibilities of ‘the manufacturer’ and that this would be clarified in the GMP-GCP interface guidance.  This guideline would appear to be the appropriate place to include this, but the draft text does not cover this crucial point.  Proposal has been made for additional text following line 87 to address this.
	

	
	Shipping
A number of specific comments have been made on lines 62 – 74.  We would like to emphasise here that it is neither necessary nor practical for all IMP shipments to have active ‘temperature control’.  We agree IMP shipments should be temperature monitored to ensure that specified shipping conditions are maintained, but the need for specific active or passive temperature control measures to achieve this should be determined by risk assessment.  Given the duration of most IMP shipments, most IMPs with ‘Store below 25˚C’ or ‘Store below 30˚C’ storage conditions shipped in Europe will not require additional control measures to ensure that their quality is not impacted.  From a practical perspective, many IMP shipments are small volume, sometimes only a single patient pack, so the use of additional packaging for temperature control can have significant impact on investigator sites and patients which should be avoided unless necessary.
	

	
	Manufacturing documentation and the clinical trial master file
Given that the guideline on clinical trial master file requirements has not yet been finalised, we have suggested changes to lines 106 – 108 to make it less specific and so more flexible to align with whatever the TMF guideline requires.  On this point, we repeat our position that manufacturing documents should be fully maintained in accordance with GMP and that it is only the output documents, such as certificates of analysis and QP certificates, which should form part of the TMF.  The retention period defined in GMP Regulation 2017/1569 is long enough to address any queries about manufacturing operations; the additional time period associated with the TMF is unnecessary and creates significant risk of non-compliance due to confusion about which requirement applies to what document.
	

	
	Definitions and Terminology

It is important that definitions and terminology are aligned across the different regulatory texts.  So, for example, we have proposed that ‘de-coding’ is replaced by ‘emergency unblinding’ to be consistent with Regulation 2017/1569.  Cross-reference to the definitions in other locations, such as Article 2 of Regulation 536/2014, would also be beneficial.
	

	
	Scope
It is not clear whether investigational Advanced Therapy Medicinal Products (ATMP) are intended to be included in the scope or not.  We suggest that this is clarified through additional text in the Introduction.
	


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)

	28 – 30
	
	Comment:

It would be useful to introduce here the inter-relationship of the sponsor and manufacturer since the word ‘management’ is used and, whilst by the definition of Regulation (EU) No 536/2014 this is the responsibility of ‘the sponsor’, in practice this if often exercised through ‘the manufacturer’.

Proposed change:

Amend and add to the current text as proposed below:

“In accordance with the definition in Article 2(14) of Regulation (EU) No 536/2014, the ‘sponsor’ is responsible for the initiation and management of the clinical trial.  However, some activities at the interface between Good Manufacturing Practice (GMP) and Good Clinical Practice (GCP) are performed by the ‘manufacturer’.  This The guideline lays down the principles for management of the investigational medicinal products at the GMP/GCP interface to aid clarity and compliance by both sponsors and manufacturers. by the sponsor for use in a clinical trial and in accordance with Good Clinical Practice (GCP) which are at the interface with, and complementary to, Good Manufacturing Practice.”
	

	35-38
	
	Comment:

It should be made clear that the two-step release procedure does not have to be sequential with the QP certification being followed by a regulatory release by the sponsor on a batch-by-batch basis.  Especially in the case of re-supplies, the regulatory release might precede the order being placed by the sponsor.

The GMP guideline C(2017) 8179 does allow (Section 8) for the manufacturer to be “delegated by the sponsor to perform the regulatory release in addition to certification by the qualified person”.
For the avoidance of doubt regarding contracted operations, it would be useful to state explicitly that IMPs are deemed to remain “under the control of the sponsor” whilst under the physical control of a contractor to the sponsor.

Proposed change:

“… until after the completion of the two-step a procedure, consisting of confirming that both the batch certification by the Qualified Person (QP) and the regulatory release by the sponsor, verifying that the clinical investigator site can conduct the trial in compliance with Regulation (EU) No 536/2014 (see below), for use in a clinical trial are in place.  Both steps should be recorded and retained in the clinical trial master file held by, or on behalf of, the sponsor.  The sponsor’s control may be contractual with the product being physically held by a contract manufacturer after QP certification and prior to the regulatory release by, or on behalf of, the sponsor.”
	

	43 – 44
	
	Comment:

It is suggested that the wording is expanded to exemplify situations where regulatory release might happen at different time points.  Further, as per lines 45 – 51, the sponsor’s regulatory release should be exercised at a clinical investigator site level.
Proposed change:

“It should be noted that regulatory release of the IMP can be given for some, or individual, countries clinical investigator sites at one time point, and for others at a later stage, dependent upon the various requirements, such as Competent Authority and Ethics approvals or contracts with investigators, becoming available to or being put in place by the sponsor.”
	

	45 – 51
	
	Comments:

Some elements listed in this paragraph should not be considered as examples, but rather as requirements applicable in every situation.  The paragraph should be divided in two parts, reflecting those elements which should always be required, and others which can be listed as examples of additional checks to be performed in certain cases.

It should be clarified that local/national approvals are limited to those aspects recognized as country-specific according to the Regulation.
It is suggested that ‘de-coding’ is replaced by ‘emergency unblinding’ consistent with Regulation 2017/1569 terminology.
Proposed change:

“These checks will vary depending on the trial, but shall in any case include contracts with investigators and applicable service providers together with emergency unblinding arrangements in the case of blinded studies.

In addition, depending on the nature of the trial, additional checks may cover for example:

· Contracts with investigators and applicable service providers.
· If the authorisation of the clinical trial is subject to conditions, that these conditions are met.
· Any local/national approvals of country-specific aspects as per the Regulation.
· Where applicable de-coding arrangements are in place.”

	

	52 - 55
	
	Comments:
It is suggested that ‘de-coding’ is replaced by ‘emergency unblinding’ consistent with Regulation 2017/1569 terminology.

It should be made clear that these arrangements only apply to blinded studies.
The two sentences here can be simplified into one.

Proposed change:

“For blinded studies, the sponsor is responsible for ensuring that emergency unblinding de-coding arrangements should be  are available to the appropriate responsible investigator site personnel before, or at the same time, IMPs are received at the investigator site.  The sponsor is responsible for ensuring that the investigator has appropriate access to systems for immediate un-blinding prior to the start of the trial.”
	

	62 – 65
	
	Comment:

The term ‘minimises any risk’ is vague, as is ‘the applicable elements of guidelines on [GDP]’ (with no cross-reference).  Suggest simplification of the wording as given below given that the key points are then covered by the remainder of this section and by GMP requirements.  If reference to the guidelines on GDP is retained, then the reference to 2013/C 343/01 should be incorporated.
Proposed change:

“It should be ensured that the shipping of the IMPs minimises any risk while ensuring Shipping conditions should ensure that the quality of the product IMP is maintained. and the applicable elements of guidelines on Good Distribution Practice (GDP) of medicinal products for human use are taken into consideration.”
	

	65 - 72
	
	Comments:
The proposed text below addresses seven areas of comment relating to this section:

1. concern that the text could be read as precluding direct to patient shipment, or shipments to other trial-related health care professionals;
2. concern that there should be flexibility for shipping instructions to be provided other than ‘in the shipping order’ given that instructions may be provided through a combination of documents which different sponsors may call a variety of names;
3. a lack of clarity regarding the intent of ‘including timing’ in lines 66/67, which it has been taken to prompt for consideration of the level of detail required in the shipment records;
4. a lack of clarity regarding ‘not require any special storage conditions’ in lines 67/68, which has been taken to have the meaning within CPMP/QWP/609/96 Rev 2 as applied to marketed products;

5. concern that the positioning of ‘temperature control’ in line 68 leads to an interpretation with excessive requirements – active temperature control will not be required for most IMP shipments;

6. concern that there needs to be greater clarity regarding responsibilities in the event of a deviation from specified conditions during shipment;
7. suggestion that lines 70-72 could be improved to better reflect the common situation of shipment being managed by the manufacturer on behalf of the sponsor.
Proposed changes:

“Shipping of IMPs to the clinical investigator site, or pharmacy, trial-related healthcare professional or patient, where applicable, should be conducted according to instructions given by, or on behalf of, the sponsor in the shipping order. Records including timing to support the supply chain should be maintained. Unless the IMP does not require any special storage conditions, temperature control and monitoring of the storage conditions are necessary and these records should also be maintained Temperature should be monitored during shipment. Risk assessment should be used to determine whether specific active or passive temperature control measures are necessary to maintain specified shipping conditions. Shipping records should be maintained by, or on behalf of, the sponsor. Consideration should be given to the detail required within these records to facilitate any investigations. A process should be in place for handling deviations from the specified conditions during shipment which should ensure appropriate action by the receiving site, sponsor and manufacturer with clear accountability for making the decision on whether the IMP remains suitable for use or not.  be formally investigated. Responsibility for the control of the IMPs shipment remains with the sponsor (or representative) until it has been received and accepted by the clinical investigator site or pharmacy, where applicable recipient, but the specific activities may be contracted to others.

	

	73 – 74
	
	Comment:

Propose minor rewording to increase clarity and provide rationale.

Proposed change:

“A detailed inventory of the shipments made should be maintained. It should particularly mention the addressees; identification Recipient details should be readily available in the event that recall is required.
	

	75 - 81
	
	Comments:

Suggest change to the terminology of the exceptional use.
Suggest highlighting the importance of reviewing any storage condition deviations at the original trial site and of documenting the assessment.
Relabelling may not be required, or may fall under the scope of Regulation (EU) No 536/2014 Article 61(5)(a) allowing it to be carried out by the hospital, health centre or clinic, so changes to the penultimate sentence are proposed.

Proposed changes:

“Transfers of IMPs from one trial site to another should remain the exception be limited to exceptional cases only. Such transfers should be covered by standard operating procedures. The product history while outside of the control of the manufacturer, through for example, trial monitoring reports and records of storage conditions at the original trial site, including any deviations, should be reviewed as part of the assessment of the product’s suitability for transfer. and The assessment should be documented and the advice of the certifying QP should be sought. If relabelling that does not fall under the scope of Regulation (EU) No 536/2014 Article 61(5)(a) is required, the product should be returned to the manufacturer, or another authorised manufacturer, for processing re-labelling, if necessary, and certification by a QP. Records should be retained and full traceability ensured.”
	

	87/88
	
	Comment:

One of the concerns from the EFPIA team commenting on the IMP GMP Regulation and Guidelines was that the distinction between manufacturer and sponsor was too black/white and that there should be greater opportunity for the sponsor to take on responsibilities assigned to ‘the manufacturer’.  This is especially important in the case of supply chains with multiple ‘manufacturers’ (different organisations performing the manufacture of the bulk product, primary packaging and secondary packaging/labelling/assembly, all of which fall under the EU GMP definition of ‘manufacture’) with the sponsor providing the quality oversight and transferring materials between the other parties in the supply chain.  The Commission stated then that a sponsor who also held a manufacturing authorisation for investigational medicinal products could indeed take on the responsibilities of ‘the manufacturer’ and that this would be clarified in the GMP-GCP interface guidance.  This guideline would appear to be the appropriate place to include this, but the draft text does not cover this crucial point.

Proposed additional text:

Within the ‘Contractual arrangements’ section, following the introductory paragraph (Lines 83-87) and prior to the specific bullet points.

“If the sponsor holds an authorisation for the manufacture of investigational medicinal products in accordance with Article 61 of Regulation (EU) No 536/2014, then they may take on responsibility for contracted out activities which are stated to be the responsibility of ‘the manufacturer’ in the IMP GMP Regulation (2017/1569). Examples might include the regular reviews of manufacturing methods (Article 4(2) of Regulation 2017/1569), ensuring the compliance of the quality control laboratories (Article 10(2)), the final control of the finished investigational medicinal product before its release for use (Article 10(4)) and the retention of samples (Article 11(1)).”
	

	90
	
	Comment:

It is suggested that ‘as applicable’ is added to this sentence, then ‘if/where/when applicable’ within the bullets can be eliminated.

Proposed change:

“Examples of such responsibilities include, as applicable:”

(and see below for bullet change suggestions)
	

	92/93
	
	Comment:

The current text specifically calls out ‘comparators’, but this should apply generally to authorised products sourced for use in clinical trials, however they are then subsequently used.

Proposed change:

Ensure that where applicable comparators are any authorised products used in the clinical trial are sourced from an authorised vendor and that arrangements for recall are in place.
	

	100/101
	
	Comment:

In line with our comment on lines 52-55, it is suggested that ‘de-coding’ is replaced by ‘emergency unblinding’ consistent with Regulation 2017/1569 terminology.
Proposed change:

“Ensure that decoding emergency unblinding arrangements…”

	

	106 – 108
	
	Comment:

Since the ‘GMP’ documentation that may be required to be kept as part of the clinical trial master file is still to be determined (see general comment), it is suggested that the statement is made more general with ‘the documentation’ changed to ‘any documentation’ and the bracketed text deleted.
Several member companies commented that the text about retention periods was unclear and so suggested rewording has been provided.

Proposed change:

“Ensure that the any documentation of the manufacturer required in the clinical trial master file (e.g. batch documentation, documentation related to assembly and packaging of IMPs) remains available to the sponsor for the duration required by Article 58 of Regulation (EU) No 536/2014 and is not disposed of at the end of after the retention periods as period defined in Article 8 of Regulation (EU) 2017/1569  the Delegated Regulation on GMP for IMPs expires.” 


	

	109
	
	Comment:
The wording here is confusing; some words would seem to be missing between ‘storage’ and ‘retention’.
Proposed change:

“Define the storage location of retention samples”
	

	110
	
	Comment:

Destruction of IMPs has already been covered in line 104; this bullet can be deleted. 


	

	111
	
	Comment:
In keeping with the proposal to add ‘as applicable’ to the end of line 90, the ‘If applicable’ at the start of this bullet can be deleted.

Proposed change:

“If applicable, Clarify…”
	

	112-114
	
	Comment:
Suggested that this text could be made clearer by the rewording below.

Proposed change:

“In cases where the sponsor is not an authorised manufacturer and relies on a chain of contracted manufacturers, specify the exact roles and responsibilities of each and every manufacturer (e.g. specific tasks and GMP related responsibilities) in the supply chain of manufacturers.” 


	

	115
	
	Comment:

In keeping with the proposal to add ‘as applicable’ to the end of line 90, the ‘where applicable’ at the end of this bullet can be deleted.

Proposed change:

“… shipment to investigators. where applicable.”
	

	116/117
	
	Comment:

In keeping with the proposal to add ‘as applicable’ to the end of line 90, the ‘when applicable’ can be deleted.  It is also suggested that the ‘should also be addressed’ is deleted, since this can create confusion as to whether this point is an example or a requirement.

Proposed change:

“… one investigator site to another. when applicable should also be addressed.”
	


Please add more rows if needed.
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