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	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 proposed Reflection Paper on the GMP-related responsibilities of Marketing Authorisation Holder (MAH) companies to support a harmonized understanding of the responsibilities of the MAH with regards to GMP throughout the EU. The recommendations for information flow are useful. The emphasis on specific expectations from the MAH are clearly articulated (e.g. Product Quality Review).   

We would like to make a few comments and suggestions for your consideration.
	

	
	One aspect to consider is that the use of a Global Quality Management System by companies, large or small, is not recognized in the Reflection Paper.  This could lead to more complexity in interactions between MAH and manufacturers. This complexity may hinder or put at risk the overarching goal managing the supply of compliant medicinal products.
We recognise the responsibilities of the MAH detailed in the guidance must be satisfied.  In global organisations where the MAH and Manufacturers are part of the same group of legal entities within the same holding, the duties of the MAH and manufacturers should be able to be a shared responsibility and performed across the appropriate technical and manufacturing groups, documented and governed by a common process described Global Quality Management System.
	

	
	We recommend to add clarification in the event of centrally registered products, i.e., that the Reflection Paper distinguish the expectations from the MAH versus those from a MAH/local representative in the Member State where the product is marketed.
	

	
	Scope of the Reflection Paper: 

-We recommend the scope be clarified to exclude investigational medicinal products, which are managed and released by a QP for clinical use in accordance to approved CTA, as defined in EU GMP Annex 16.

The Reflection Paper would benefit from additional clarifications on the role of the MAH in cases where commercial products are used in clinical trials, e.g:

· For clinical trials not sponsored by the MAH’s own organization, clearly delineate the responsibilities/communication flow expectations between the clinical trial sponsor and the MAH (e.g. reporting of quality defects).

· Such trials may not always be sponsored by the MAH’s own organization and hence communication flow for aspects such as quality defects observed by the sponsor in the execution of the trial back to the MAH need to be considered, as well as other activities that may need to be undertaken by the sponsor, that include, but are not limited to decommissioning (Section 6.1.4.)

· The document currently implies reference to IMP, via use of the term “sponsor.”

Overall, the document would benefit from inclusion of a background/purpose statement, with relation to the overall context and inclusion of investigational medicinal products.
	

	
	It is proposed to add recommendations regarding management of raw material supplier change notifications between manufacturer and MAH. Such addition could be included in section 5.3.3 as suggested below (underlined):

5.3.3. The effectiveness and frequency of communications
It is considered that there should be effective and frequent communications between the MAH and the relevant manufacturing sites. This is not just in relation to what is registered in the MA, but also, it might concern the results of Product Quality Reviews (PQRs), information about regulatory commitments, proposed changes which may affect modules 1, 2 and 3 of the MA, among other things. 

A system should also be in place at the manufacturer to evaluate raw material change notifications received from their suppliers, and to inform the MAH of those with a possible impact on product quality or on Marketing Authorisation, in order for the MAH to be able to fulfil its responsibilities. Such a system should be formally documented as described in “5.3.4. Documenting communication processes – complexity and legal arrangements”.
	


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)

	77-81
	
	The proposed reflection paper on the GMP-related responsibilities of Marketing Authorisation Holder (MAH) and QP/RP to support a harmonized understanding on their responsibilities with regards to EU GMP is welcome by EFPIA.
	

	82-85
	
	Throughout the document, the situation where the role as MAH’s is carried out by (innovator) Headquarter to affiliates, is not dealt with.  The situation where Headquarter is the manufacturer/has the manufacturing oversight, and consequently all related tasks (PQR; recalls, variations) are centralised, is not reflected.
	

	86-93
	
	Whilst we recognise the responsibilities of the MAH detailed in the guidance must be satisfied, it  should be reflected that in large global organisations where the MAH and  Manufacturers are part of the same group of companies with an extensive globalised pharmaceutical quality system, the responsibilities  of the MAH could be shared/delegated across the groups and documented and  overseen by the common QMS. Key areas of concern where unnecessary risk could be manifested if the interest of a global QMS is not considered  are:     
- Management of an extensive number of  unnecessary technical agreements between internal groups that are difficult  to maintain and provide no clear  benefit to the manufacture and supply of compliant product  
- Duplicative burden of ensuring and  maintaining appropriate technical knowledge and competency across the many MAHs  and Manufacturers typical of a large pharma operating model        
	

	94-102
	
	same as above.
	

	103-108
	
	The overarching concern from EFPIA is that the use of a Global Quality Management System by companies, large or small, is not recognized in the Reflection Paper, and could lead to more complex operations between MAH and manufacturers, which could hinder or put at risk the overarching goal of companies managing the supply of compliant medicinal products.

Whilst we recognise the responsibilities of the MAH detailed in the guidance must be satisfied, we suggest that it should be reflected that in  global organisations where the MAH and Manufacturers are part of the same group of companies, the responsibilities of the MAH should be able to be shared/delegated across the appropriate competent technical/manufacturing department/groups and documented and overseen by a common Global The particular situation where several MAHs are engaged for the same product in different EU markets  due to several national procedures  or to mutual recognition marketing authorisations could be addressed to clarify how tasks can be spilt.
	

	123-128
	
	No need to clarify hierarchy of regulation versus reflection papers.
	

	130-132
	
	We recommend the scope be clarified to exclude investigational medicinal products, which are released by a QP for clinical use in accordance to approved CTA, as defined in EU GMP Annex 16.

Nevertheless, the Paper would benefit from clarifications on the role of the MAH in cases where commercial products are used in clinical trials, e.g:

-
For commercial material used in clinical trials not sponsored by the MAH’s own organization, clearly delineate the responsibilities/communication flow expectations between the clinical trial sponsor and the MAH (e.g. reporting of quality defects).

-
Such trials may not always be sponsored by the MAH’s own organization and hence communication flow for aspects such as quality defects observed by the sponsor in the execution of the trial back to the MAH need to be considered, as well as other activities that may need to be undertaken by the sponsor, that include, but are not limited to decommissioning (Section 6.1.4.)

-
The document currently implies reference to IMP, via use of the term “sponsor.”

Overall, the document would benefit from inclusion of a background/purpose statement, with relation to the overall context and inclusion of investigational medicinal products
	

	140-143
	
	Clarify that the reflection paper is applicable to all MAH companies regardless the registration procedures (centralised / non centralised) of the products and clarify that RH and Traditional RH are terminologies in relation to herbal medicinal products regulation.
	

	147-150
	
	Although not in scope of this document, principles for new technologies like Drug Device Combination and ATMP’s for MAHs. Specific or additional requirements would be welcome in the document.
	

	151-157
	
	Clarify the expectation of regulators when the MAH do not engaged the wholesaler (e.g expected process for reporting of falsified products in the supply chain or of risk of shortages…).
	

	176-177
	
	No need to clarify the regulation where the QP is defined. No need to take the editorial minor comment.
	

	180-183
	
	The way the applicant should check the status of site would be welcome: For sites located in EU, MIA and GMP certificates are publicly accessible on EudraGMDP. The validity of GMP certificates for sites which have been inspected in a timeframe greater than 3 years should be clarified either in this document, either in the compilation of procedure to support harmonised understanding by stakeholders and harmonised practices by EU authorities. Clarify "equivalent" when the sites are located in third countries.
	

	184-192
	
	Clarification on the format to support the information shared between MAH and manufacturing site is welcome.  Such information should be version controlled and handled as a current GMP relevant document at both, the MAH and Manufacturing site. Any exchange of such documents should also be agreed and included in the scope of the technical agreement when a global QMS is not in place. The management of this information in such documentation system will support the ALCOA principles in the product quality review.
	

	204-209
	
	Proposal:  "MA variations: The need to provide the relevant manufacturing sites with the necessary information about MA variation approval and target implementation dates is considered another important responsibility for the MAH.  It is a key activity which enables those sites to ensure that future batches of the product, which may be QP-certified after a certain date, comply with the varied MA. It is as well a key item to address in the product quality review as per Chapter 1.10 &1.11. Both the MAH and the QP have assess the potential impact of a variation on the trends related to the product quality. This responsibility may be inferred from Chapter 7 of the GMP guide, in relation to Outsourced Activities, which states":
	

	214-224
	
	For clarification: the responsibility here is with the MAH (e.g. ICH Q12). However, there can be responsibilities for communication with the MAH/representative at Member State level, e.g. re adverse events, recall, labelling etc.
	

	229-232
	
	Clarify on the level of details expected on the knowledge of the API process by the MAH would be helpful in the case of certified API by EDQM. This would facilitate alignment between MAH and API manufacturer.
	

	240-246
	
	When the MAH is part of the one overall company with a global pharmaceutical quality system we advocate that Data integrity its management and oversight is through the company’s quality system. Manufacturers do have responsibility for Data Integrity
	

	247-251
	
	Include in section 8 References:  the link "Compliance Management Process” during product life-cycle: https://www.ema.europa.eu/en/human-regulatory/overview/compliance-overview"
	

	257-263
	
	Clarification on responsibilities/tasks between QPs and MAH could be helpful (e.g product quality on the market versus batch release and product life cycle). This clarification should avoid unnecessary duplication.
	

	267
	
	No need to highlight any requirement for TA as the group support the idea that in global QMS we could avoid TA
	

	263- 271
	
	Product Quality Reviews are performed for commercial products only. Therefore, we recommend that the paper indicates this.  

Suggested change would be to state in line 263. ' Some themes are applicable to commercial products only' and to state which themes apply
	

	281-285
	
	It should be noted that in some cases the MAH is not the purchaser of the API and therefore a section clarifying the duties of each partner in this scenario would be helpful.
	

	287-291
	
	Recommend that the paper provides the ability for pharma companies to be able to define how the MAH responsibilities are deployed within the company’s quality system, thus removing the potential need for many intra-company contracts. The delegation of tasks from the MAH should be managed in a corporate group company (same organization) via the group quality system (procedures and policies) and should not require formal technical agreements as long as the MAH and the individual delegation acceptors are part of the same corporate group company (same organization). Recommended where MAH and Manufacturer are part of the same organisation that Standard Operating procedures and policies as part of the company's Quality Systems are used to describe in writing the delegation of activities.  
	

	292-297
	
	Recommend that where the MAH and Manufacturer are within the same organisation but are not the same, that the company global Quality System is used to describe the duties is respect of compliance with 7.5 and 7.6 of GMP guide Chapter 7)
	

	303 - 308
	
	There is a lot of redundancy - and a corresponding risk of introducing discrepancies between quality system procedures and technical agreements.  Both describe the same activities and tend to evolve over time. The ability to use procedures within a single quality system to define responsibilities would save a lot of effort and reduce compliance risks.  We consider that the delegation of tasks from the MAH should be managed in a corporate group company (same organization) via the group Quality Management System (procedures) and should not require formal technical agreements as long as the MAH and the individual delegation acceptors are part of the same corporate group company (same organization).

 Thus we consider delegation of MAH responsibilities can be covered by a corporate Quality Management System, that substitutes for formal technical agreements within the same corporate group company (same organization).     As a consequence, we propose amending the text section requiring a “.... technical agreement” with following text “.....or an equivalent system in  case entities belong to same organization/same corporate company group with a  common group quality management system”.    (see also General Comments)
	

	309-310
	
	The written agreement detailing activities must be in place between contract giver and acceptor. Though a MAH should ensure that such an agreement is in place. We recommend that appropriate arrangements referred to in Chapter 7 GMP 7.3. should be possible to be covered by a global quality system.
	

	336-359
	
	What is being pointed out is that, although this is in GMP Directive, this is a basic requirement of Directive 2001/83. 2001/83/EC, Annex 1, 5.2 c) Marketing authorisation holders must arrange for essential clinical trial documents (including case report forms) other than subject's medical files, to be kept by the owners of the data: — for at least 15 years after completion or discontinuation of the trial, — or for at least two years after the granting of the last marketing authorisation in the European Community and when there are no pending or contemplated marketing applications in the European Community, — or for at least two years after formal discontinuation of clinical development of the investigational product. Subject's medical files should be retained in accordance with applicable legislation and in accordance with the maximum period of time permitted by the hospital, institution or private practice. The documents can be retained for a longer period, however, if required by the applicable regulatory requirements or by agreement with the sponsor. It is the responsibility of the sponsor to inform the hospital, institution or practice as to when these documents no longer need to be retained. 

The wording of this could be improved, especially since this paper is about GMP and the paper notes that Dir 2017/1572 does not include this requirement. We would recommend simplifying and replace 351 – 367 with: “It should be noted that it is not only GMP that places document retention requirements on MAH. MAH should be aware that Annex I of Directive 2001/83/EC requires certain documents to be retained for longer periods than GMP Directives 2003/94/EC and 2017/1572 and should make arrangements accordingly”.
	

	369-374
	
	There is no unique content in this section that is not already present in section 5.4.  Delete this section due to its redundancy
	

	375-384
	
	We consider the delegation of tasks from the MAH should be managed in a corporate group company (same organization) via the group Global Quality Management System and should not require formal technical agreements as long as the MAH and the individual delegation acceptors are part of the same corporate group company (same organization).
	

	385-388
	
	We recommend that where the MAH and Manufacturer are part of the same organisation that the paper provides the ability for pharma companies to be able to define how the MAH responsibilities are deployed within the company’s quality system, thus ensuring the right level of technical competence is utilised to fulfil this requirement for ionising radiation dose design and for retention of process and control records.
	

	391-395
	
	Clarification is required in the paper on what is meant by previously agreed period? Is this intended to be associated with a “period of time”, “radiation dose”, a combination of both
	

	410-414
	
	We recommend that where the MAH and Manufacturer /site responsible for batch release that the responsibility for taking and storage of reference/retention samples should be covered through the companies Quality Systems used by both parties and not part of separate written agreements. The ability to use procedures within a single quality system to define responsibilities would save a lot of effort and reduce compliance risks.  We consider that the delegation of tasks from the MAH should be managed in a corporate group company (same organization) via the group Global Quality Management System (procedures) and should not require formal technical agreements as long as the MAH and the individual delegation acceptors are part of the same corporate group company (same organization).
	

	433-435
	
	This is different to 2.2 of Annex 19 which puts this responsibility with the manufacturer/batch release site.   

Proposal to revise the statement concerning the responsibilities in the handling of reference and retention samples in the following: 'While the taking and storage of reference and retention samples has often been regarded as purely a manufacturing activity, it is clear from the above that the MAH has very clear responsibilities in this area also.

Comment: misprint Proposed change (if any): change “his” to “this”

We also recommend that where the MAH and the site of batch release/manufacture is within the same organisation working under the same quality management system that the responsibilities for taking and storage of reference samples is managed through this Global Quality system
	

	433-458
	
	Remove the wording “written confirmation” as this section is about “QP declaration”. The written confirmation is a document provided by third countries Health Authorities which is provided to the finished product manufacturers for each imported API batch. A section, as a reminder, could be added to clarify what is the written confirmation and clarify that the need to get it is under the responsibility of the finished product manufacturer and not the MAH. The MAH’s responsibility is to make sure that this task is managed by the Finished product manufacturer.
	

	459-463
	
	This paragraph requires more clarity on what it requires in terms of responsibilities of the MA applicant versus the MAH and the QP through the QP declaration.   At the end of the sentence 461 the GMP compliance status of the manufacturer of the active substance seems to imply it is determined by the MAH however in line in line 447 the article requires this to be confirmed through a QP declaration. More clarity about the Holder and Applicant as well as Application VS Authorisation (see also line 451). In addition, clarity related to the Articles of the EU directive (Article 8 for application and Article 46 MAH) is needed
	

	466-469
	
	The need for the MAH to file variation for changes in the date of audit to verify GMP compliance of the manufacturer of the active substance represent a regulatory and administrative burden for MAH, manufacturers and Authorities.  

Proposed change (if any): delete the requirement to file type 1A variation (Administrative change A8) for changes in the date of the audit to verify GMP compliance of the manufacturer of the active substance.
	

	470-471
	
	This is duplication of effort if the audit has to be done by MAH in addition to the model typical of large pharma where audits are conducted normally by internal groups. QPs are also verifying API manufacturer audits status as part of batch release and PQR to support ongoing batch certification. 

Recommend that the paper acknowledges that although the MAH may be legally required to ensure satisfactory audit of the API manufacturer that when there is the situation where the MAH and the finished product manufacturer are within the same group of companies that MAH should be able to delegate the audit activity to an internal group. In addition, that the QP is already verifying this through every batch certification
	

	472-474
	
	Filing Type IA A.8 variations following each API site audit, presumably to each MA, presents a substantial administrative burden for both industry & Health Authority.  Currently only a small percentage of variations already transmit QP declarations which triggers the filling of multiple additional Type IA variations.   Another more efficient approach is needed, such as transmitting audit dates electronically within the future IDMP via future IDMP process directly.   
	

	480-486
	
	For line 480 -481, for an easier handling of the template recommend adding a document reference/link rather the date to avoid an accidental using of outdated versions of the template.
	

	497-503
	
	The need for two-way communication systems seems difficult to put in place in the case of CEP as the manufacturing details are not communicated by the manufacturer to the MAH
Proposed change (if any): Please share guidance on specific information that should be shared between MAH and manufacturer.
	

	521-523
	
	This paper interpretation of the guidelines drives a gross level of repetition. Where the MAH and manufacturer belong to the same overall group of companies, if MAH responsibilities cannot be delegated they would need to duplicate. In global pharma there is a real risk of increased, non-value adding bureaucracy if contracts are needed as a result of the MAH taking oversight of everything as well as repetitious activity where numerous MAHs within the same company are all performing the same tasks on the same products with a Manufacturer.  We recommend that the paper provides the ability for pharma companies to be able to define how the MAH responsibilities are deployed within the company’s quality system, thus removing the potential need for many intra-company contracts
	

	564-565
	
	Organizationally, the MAH is provided with limited details regarding the API supplier and overall quality of a drug substance, at the time a CEP is in place. Please provide specific guidance on what aspects related to the quality of a drug substance that the MAH is responsible for ensuring.
	

	566-568
	
	Please confirm acceptability for the delegation of tasks of the MAH, and that a technical agreement is not required if the tasks are managed via an organizations quality management system.
	

	622-626
	
	Please include considerations for communicating to sponsors where marketed materials are used in clinical trials. For example, for trials not sponsored by the MAH’s own organization, clearly delineate the responsibilities/communication flow expectations between the clinical trial sponsor and the MAH (e.g. reporting of quality defects).
	

	695-698
	
	If agreed as such in a technical agreement, can the MAH rely on the conclusions of the manufacturer on specific points (like deviation, complaint, change control, in process control, qualification/validation assessment, etc) or do we expect the MAH to check all associated raw data even if already assessed by the manufacturer? 
Regarding product quality reviews, please share guidance on what the specific expectations are for the MAH and provide details on what information should be shared between MAH and manufacturer. 
	

	699-704
	
	Please specify if the role of the MAH may be delegated to the manufacturing site
	

	705-707
	 

	If the MAH is part of a group of companies where data are shared in global databases (e.g. complaints, recalls, returns, MA variations) and the pharmaceutical quality system applies to both the MAH and the manufacturer, the manufacturer has the required data to perform the PQR analysis without direct involvement of the MAH. The MAHs should not be expected to be involved in these cases and should be able to delegate this responsibility. 
	

	724-725
	
	Please distinguish the roles and responsibilities of the QP and MAH, to avoid redundancies. Assessing risk of placing batches on the market is the core responsibility of the QP.
	

	729-733
	
	When the MAH and the manufacturer are part of the same group of companies, change control review by the MAH may occur as changes are implemented and not as part of the PQR.

Proposed text change:
The MAH’s evaluation and assessment work on the PQR is crucial beneficial  because it has the potential to verify compliance with the variation implementation requirements, not only via a review of the variations section of the PQR, but also via a review of the change control section.
	

	741-749
	
	The manufacturer PQR is reviewed in detail by the Quality Assurance departments within an organization. 

Suggested change in text: 

• The MAH Quality Assurance organization can ensure that information that it holds which is relevant to the PQR is included in the PQR. This applies, for example, to information relating to product complaints, which the MAH may have received directly from the marketplace and which may not all be known to the manufacturer, as well as information about product recalls, MA variations and post-marketing commitments. The manufacturer may have some of the above information, but it may not possess all of it, and the MAH can ensure that the contents of the PQR report in these areas are complete; • The MAH can cross-check the information included in the PQR by the manufacturer against its own records, in order to check whether there are any gaps in the data held by the manufacturer which need to be addressed;
	

	768-774
	
	The contact person for product defects and recalls might be the Qualified Person. This person might not be part of the MAH company. As it is not mandatory for the QP to be within the legal entity of the MAH, either the delegation of this responsibility must be possible or a clear distinction between the responsibility of the MAH contact person and the QP must be made.
	

	786-794
	
	The paper MAH is supposed to be party to notifications on defects to the competent authority.  MAHs must identify the person responsible for batch recall and quality defects at time of submission of the Marketing Authorisation applications and are required to advise the Regulatory Authority if there is a change in the person responsible for these activities.
Recommend that the paper emphasises the MAH involvement in notifications rather than being the sole responsibility of the MAH. It should be noted that the requirements for submissions for all companies is that they must declare the person responsible for reporting of defects, but this person may not belong to the MAH. Where MAH and manufacturer are part of the same group of companies we recommend that the paper provides the ability for pharma companies to be able to define how the MAH responsibilities are deployed within the company’s quality system.
	

	795-802
	
	Suggest rewording to: “Chapter 8 also addresses situations in which quality defects may occur in investigational medicinal products, and these can also be of relevance to MAHs, and may be managed via delegation of authority (via respective Quality Agreement) between the MAH and QP.”     Lines 796-799: Why should the sponsor be involved in a communication related to quality defects between an IMP manufacturer and the MAH of the same product?  It seems the sponsor could even have the power to “censor” the communication…  Some clarification, better wording is required      
	

	814-817
	
	This paragraph adds new interpretation/requirements beyond the requirements listed in Directive2001/83/EC or the FMD.  Please delete this paragraph.

Suggested change:  The above responsibilities imply that the MAH should have a system in place to receive such quality defect and product falsification reports from manufacturers and it should be able to respond to them in a manner that is appropriate. This is also linked with the requirements of the EU pharmacovigilance legislation, by which the MAH is obliged to have systems in place to deal with adverse reaction reports.

	

	818-827
	
	Add the following text:
In case of a centralized authorized product the MAH-MA is the single point of contact for the NCA. The MAH-MH will communicate and align with the MAH-MS.
	

	853
	
	Recommend clarification. The drug shortage situation is usually different in different Member States due to the fact that the MAH-MA sells product to distributors and the final destination, including parallel trade, might not be visible to the MAH-MA. Therefore, it is critical to explain the responsibilities between the MAH-MA and the local MAS-MS. Even the MAH-MA will know about the situation in all MS we understand that the NCA expect to approach the MAH in the MS.
	

	854 - 851
	
	Recommend clarification whether these expectations also apply to IMPs and ongoing supply for clinical studies
	

	866 - 873
	
	Addition to Text:   In case of a centralized registration, it is the obligation of the MAH-MH to ensure product can be available and released to the EU market by a QP.   The MAH-MA reports to EMA, in case this cannot be ensured. In the case there is a shortage in a MS, the MAH-MS will be contacted.
	

	876 - 882 
	
	Delete Text “in a technical agreement between the parties; Where the two companies are part of the same overall organisation, the specific details in relation to how the communications processes are intended to work at a practical level may be documented in SOPs, as long as those SOPs are approved by both parties and as long as they are referred to within the technical agreement between the parties.”

Rationale:  This detailed section adds new requirements beyond the scope of the referenced regulation.  For MAH and manufacturers that are part of the same group of companies, global SOPs [rather than technical agreements] may be used.  SOP training is assigned to all impacted parties.  Global SOPs in a global quality management system are followed by all impacted parties.
	OK

	879 - 882
	
	Comment:  We consider that the delegation of tasks from the MAH should be managed in a corporate group company (same organization) via the group Quality Management System (procedures) and should not require formal technical agreements as long as the MAH and the individual delegation acceptors are part of the same corporate group company (same organization).   This would be in alignment with the handling of MAH responsibilities of Pharmacovigilance and Regulatory Affairs.
	

	896 - 905
	
	Recommend Deletion of explanatory text [Lines 896 – 905]
	

	906 – 911
	
	Recommend Deletion of explanatory text [Lines 907 – 911]
	

	920 - 923
	
	Recommendation: Recommend reflection paper provides the ability for companies to be able to define how the MAH responsibilities are deployed within the company’s PQS.
	

	1003 - 1004
	
	Recommendation: Remove IMPs / decommissioning. There is no need to cover decommissioning of packs for clinical trial use here. Sponsors may obtain marketed product packs directly from MAH for use in their clinical trials, but the MAH is operating as wholesale distributor in this context, not MAH. The MAH responsibilities for decommissioning are limited to those covered in 6.1.4. The MIA (IMP) holder is responsible for ensuring decommissioning, which they either need to do themselves or arrange. The arrangements may include decommissioning by the supplier, but this would be done under WDA(H), not MAH.
	

	1008 - 1012
	
	Proposed change: Article 33 of this Regulation requires the MAH to ensure that the information of unique identifier (master data elements and pack status data) of the medicinal product and its distribution are “uploaded to…. and that it is kept up to date thereafter” to the extent that changes to the data elements have been made by the MAH on the medicinal product when the product is in its custody.                                                             Rationale: Use of the word ‘various’ is ambiguous. Suggest to clearly spell out the additional defined data to include master data elements (static, but susceptible to changes from the MAH) and pack data and its status change if undertaken by the MAH itself (only governed by MAH when product is in their custody). In addition, clarification would be needed that the MAH can only take responsibility for pack data for packs within their custody. For example, an incorrect status change (from “active” to “destroyed”, for example) undertaken by a full line wholesaler on products under its custody/ownership/responsibility cannot fall under the responsibility of the MAH.
	

	1013-1015
	
	It is considered that the QP who certifies batches prior to their release to the market should be satisfied with the arrangements that have been put in place by the MAH for the upload of the safety features data to the repositories system.

Proposed wording in order to ensure compliance with EU-GMP and FMD  and the requirements of the DR:  It is considered that the QP who certifies batches prior to their release to the market should be satisfied with the arrangements ensure compliance with the applicable regulations of EU GMP and the Falsified Medicines Directive and the Delegated Regulation and to that have been put in place by the MAH for the upload of the safety features data to the repositories system.

	

	1025-1027
	
	For a consistent and correct wording, we would propose the following:
It is considered that the transfer of the unique identifier (UI) data from the location where they were generated until their upload into the EU hub to the European Hub and distribution to the national repositories is performed in a secure manner and in such as a way that the integrity of data is not compromised.


	

	1028 - 1035
	
	Proposed Change: An end-to-end verification system requires the setting up of a repositories system which stores, among other things, the information on the legitimate unique identifiers of a medicinal product and can be queried for the purposes of verifying the authenticity of and decommissioning a unique identifier. This repositories system should be established and managed by the marketing authorisation holders, since they are responsible for placing the product on the market, and by the manufacturers of medicinal products bearing the safety features, since they bear the costs of the repositories system in accordance with Article 54a(2) of Directive 2001/83/EC. However, wholesalers and persons authorised or entitled to supply medicinal products to the public should be entitled to participate to the establishment and management of the repositories system, should they wish to, as their daily work will depend upon the correct functioning of the repositories system. In addition, national competent authorities should be consulted in the setting up of the repositories system as their early involvement will benefit their subsequent supervision activities.

Rationale: The introductory phrase is a simplification of the text of the Delegated Regulation. In reality the governance structure of the national medicines verification system usually comprises all supply chain stakeholders, as per Delegated Regulation requirements and decisions are taken by all stakeholders, with clear rules and responsibilities.
	

	1039-1048
	
	Comment:   This repository system should be established and managed by the manufacturers of medicinal products bearing the safety feature on behalf of MAH.
For a streamlined and more precise wording we propose to reduce the bullet points concerning details that should be uploaded and to refer to the master data that must be available in the Hub and the uploading of the unique identifier information.
• The master data elements and the data elements of the unique identifier;  

• The coding scheme of the product code; 1041
• The name and the common name of the medicinal product, the pharmaceutical form, the strength, 1042 the pack type and the pack size; 1043 
• The Member State or Member States where the medicinal product is intended to be placed on the 1044 market; 1045 
• The name and address of the manufacturer placing the safety features; 1046 
• A list of wholesalers who are designated by the MAH, by means of a written contract, to store and 1047 distribute the products covered by the marketing authorisation on his behalf. 
	

	1056 - 1062
	
	Proposed change: The MAH may delegate the uploading of the information laid down in Article 33(2) to a third party; such delegation is expected to be documented in a written agreement between both parties. DELETE It is important to note that the MAH may subcontract, or delegate, data uploading only to parties which perform the date upload by means of infrastructure, hardware and software which is physically located within the EEA.    Importantly….

Rationale: The Delegated Regulation does not contain any provision that would prohibit delegation          or subcontracting. According to Article 33(1) of the Delegated Regulation, MAHs "shall ensure that the information referred to in paragraph 2 is uploaded to the repositories system before the medicinal product is released for sale or distribution by the manufacturer, and that it is kept up to date thereafter".  This wording does not oblige MAHs to carry out the technical data upload themselves. On the contrary, they are able to subcontract or delegate such task, provided that they continue to assume full responsibility. In fact, the MAH is ultimately responsible for the performance, safety, quality and efficacy of a medicinal product over its lifetime. This general obligation means that, when delegating an activity - such as data upload - the MAHs should still ensure the overall quality and safety of the products and its systems in light of good practice principles.

The correct understanding of the Delegated Regulation is supported by the fact that any interpretation of the DR that would restrict the upload to MAHs located in the EEA would likely violate the EU's obligations under the WTO Agreement on Technical Barriers to Trade.

The Delegated Regulation expressly provides where an EU-localisation obligation applies, such as:

- under Article 35(1): "Each repository in the repositories system shall satisfy all of the following conditions: (a) it shall be physically located in the Union".  According to this provision, the repositories system is “where the information on the safety features shall be contained”.  No location obligation applies to data upload.  

- Article 35(1)(b) specifically requires only that each repository shall be set up and managed by a non-profit legal entity established in the Union.  It does not govern   the location of MAH’s data upload infrastructure.

- Article 35 (1)(i) requires the repositories to include graphical user interfaces providing direct access to it, but does not regulate the location of MAH’s data upload infrastructure. 

- Article 32 sets out the structural requirements applicable to repositories system, but does not regulate the location of MAH’s data upload infrastructure. 

Lastly, an important distinction should be made with respect to the possibility that the MAH delegates such data upload to an entity belonging to the same ‘economic undertaking’.
	

	1057- 1060
	
	Delete Text:  Lines 1057 to 1060.

Rationale: This requirement goes beyond article 33 of the FMD.
	

	1066 - 1071
	
	Recommendation:  Recommend that the paper provides the ability for pharma companies to be able to define how the MAH responsibilities are deployed within the company’s quality system, thus removing the potential need for many intra-company contracts  
	

	1087 - 1091
	
	We proposes to delete the lines since the MAH has the overall responsibility for balancing serial numbers and to ensure that only true numbers are uploaded. Furthermore, in specific cases, the MAH may share the S/N with the manufacturer for further operations and serialisation. 
This is because the various data elements that must be 1087 uploaded to the repositories system may be held by the different entities – the manufacturer will likely 1088 hold the actual pack serialisation codes per batch, while the MAH may hold the information about the 1089 wholesalers which have been designated by it to store and distribute the product, as well as 1090 information about the distribution of free medical samples and about product recall actions. 1091 For the above responsibilities to be met by the MAH, it is considered that there should be robust 1092 communication systems in place between the MAH and the manufacturer (or other third party) to 1093 whom such tasks have been delegated. This is because the various data elements that must be 1094 uploaded to the repositories system may be held by the different entities – the manufacturer will likely 1095 hold the actual pack serialisation codes per batch, while the MAH may hold the information about the 1096 wholesalers which have been designated by it to store and distribute the product, as well as 1097 information about the distribution of free medical samples and about product recall actions..
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