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1.  General comments

	Stakeholder number

(To be completed by the Agency)
	General comment (if any)
	Outcome (if applicable)

(To be completed by the Agency)

	
	· It should be made more clear whether this document is meant to be a “stand alone” document, fully distinct from GMP for other medicinal products; if this is the case, the present draft guideline is not detailed enough for a number of sections; therefore, some cross-references to some ICH guidelines and/or GMP annexes should be added.

· A glossary should be included in order ensuring all users (i.e. both manufacturers and inspectors) have the same understanding of critical terms. In particular, a clear definition of “production area” and “segregated area” should be given. It should be clear whether a production area is just the room and the corresponding (material, personnel …) air-locks where the manufacturing takes place or all the clean areas (whatever the grade) concerned by the different production flows (raw materials, personnel, waste, finished medicinal product, …).
· As also proposed in the concerned sections, attention should be paid to use the same term for consistency purpose (e.g. the word “zone” (used only in section 4.2.3) should be replaced by “area” (already used in several sections).
· It should be made clear at the beginning of the document that where flexibility is given with the following sentence “Where justified and duly authorised….”, this means either clinical trial authorisation or marketing authorisation. Then, if the manufacturer is able to show that the proposed flexible approach has been approved, this should be taken into account during inspections. 
	


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)

	1- Introduction

	105-106
	
	Comment: Involvement of senior management is not sufficient, it is necessary to have a strong input and surveillance from the board of directors.

Proposed change (if any): The board of directors is responsible for setting up a suitable Quality Policy for the type of manufacturing activities performed, and to verify its implementation in each department. Senior management should be actively involved to ensure the effectiveness of the pharmaceutical quality system.

	

	109
	
	Comment: need to discriminate simple training to simple tasks to the whole process to be put in place for highly critical tasks

Proposed change (if any): the personnel is adequately trained, duly qualified to critical tasks and there is clear allocation of responsibilities

	

	110-111
	
	Comment: N/A
Proposed change (if any): the premises and equipment are suitable and qualified for the intended use and that there is appropriate maintenance thereof;

	

	120
	
	Proposed change (if any): there is a quality department (including QC and QA functions) quality control system which is operationally independent from production;
	

	125
	
	Comment: Means to achieve these goals should also be reminded

Proposed change (if any): In order achieving these objectives, the quality system should include:

· A quality manual (defining the quality policy of the manufacturer, the resources allocated accordingly, the quality processes,  the documentation system set-up to support these activities as well as the processes to monitor the efficiency of the system),
· Procedures describing the internal processes,

· Instructions (xx),
· Forms (documents for record purpose),
· Masters de fabrication,
· Specifications (for products, starting materials etc..).
· 
	

	164-166
	
	Comment: It is not clear whether this sentence is applicable to development (ok to have a different quality system if any) or to IMP manufacturing activities (for which no other quality system than GMP can be accepted). In order avoiding misinterpretation, this sentence should be removed, the next one (167-170) being very clear.

Proposed change (if any):  Additionally, ATMPs are also often developed in an academic or hospital setting operating under quality systems different to those typically required for the manufacture of conventional medicinal products.
	

	2- Risk-based approach

	149
	
	Comment: NA

Proposed change (if any): variability due to the use of biological materials and/or complex manipulation steps

	

	151-152
	
	Comment: This sentence is totally relevant but not only for autologous ATMPs and “assimilated”; it is applicable to all ATMPs

Proposed change (if any): manufacture and testing of autologous ATMPs (and allogenic products in a donor-matched scenario) poses specific challenges (…)


	

	160-162
	
	Comment: We very much welcome the confirmation that CMC requirements should be flexible for ATMPs in early phases of development. 

Proposed change (if any): NA

	

	175-177
	
	Comment: would not necessarily be “additional” measures

Proposed change (if any): While the risk-based approach brings flexibility, it also implies that the manufacturer is responsible to put in place additional the relevant mitigation measures, if that is necessary to address the specific risks

	

	199-200
	
	Comment: “Too immature quality system” is vague and could be misinterpreted (people might think it is risky but still possible/acceptable to have an immature quality system)
Proposed change (if any): In order guarantying data integrity and traceability, an appropriate Quality System should be built from the very beginning of the manufacture of batches for clinical use. Such quality system will ensure that all relevant studies can used may compromise the use of the study in the context of a marketing authorisation application

	

	200-201
	
	Comment: NA

Proposed change (if any): (e.g. if the product has not been adequately characterised or the corresponding data not properly recorded or stored, or if the data are not trustable due to a lack of data integrity policy etc…)
	

	252-254
	
	Comment: We totally concur with this proposal and welcome the possibility to test intermediates in lieu of DP when relevant

Proposed change (if any): NA


	

	259-267
	
	Comment: We warmly welcome this proposal concerning sterility tests

Proposed change (if any): NA


	

	273
	
	Comment: We welcome the confirmation that stability studies should adapted to the intended shelf-life of the product, and may therefore deviate from ICH recommendations

Proposed change (if any): NA


	

	302
	
	Comment: It should be reminded that “A in D” only possible in isolators with closed systems

Proposed change (if any): Under no circumstances it is acceptable to conduct manufacturing operations in premises with air quality classification lower than a critical clean room of grade A in a background clean area of grade D (which is being possible only for closed systems manipulated in an isolator).
	

	317-319
	
	Comment: It should be made clear that data traceability and integrity are mandatory from the very first clinical trial, as they are essential to demonstrate and claim the quality of the product.

Proposed change (if any): Accordingly, particular attention should be paid to i) personnel training (in particular on aseptic manufacturing), ensuring conditions for aseptic manufacturing, ii) data integrity and traceability, and iii) equipment calibration.
	

	325
	
	Comment: In order enabling developer demonstrating that the manufacturing process is aseptic, it should be clear both for developers and inspectors what is meant – and therefore expected – by “aseptic”. A definition of “aseptic” shall be added since until know it is used only for manufacturing operations performed in “A in B”. 

Proposed change (if any): NA


	

	3- Personnel

	350-351
	
	Comment: “to be aware” seems too mild
Proposed change (if any): All personnel should know be aware of the principles of GMP that affect them and receive initial and periodic training relevant to their tasks.

	

	352
	
	Comment: It should be more clear that “training” means “hands on training” in order to fully qualify the operators.

Proposed change (if any): There should be appropriate (and periodic) practical training in the requirements specific to the manufacturing, testing, and traceability of the product.

	

	354-361
	
	Comment: Biosafety hazards are also very important to be taken into account for the operators themselves. These 2 paragraphs should be merged since training to operations and gowning will also allow protection of the operators.

Proposed change (if any): There should be appropriate (and periodic) training in the requirements specific to the manufacturing, testing, and traceability of the product, as well as its specific risks for the operators. Personnel working in areas where contamination is a hazard should be given specific training on aseptic manufacturing. Prior to participating in routine aseptic manufacturing operations, personnel should participate both to a training to prevent the transfer of communicable diseases from biological raw and starting materials and in a successful process simulation test (see Section 9.5.3) . Training in gowning requirements set out in section 3.3 is also required. 

In addition, there should be appropriate training to prevent the transfer of communicable diseases from biological raw and starting materials to the operators.


	

	359 - 361
	
	Comment: GMOs are handled as any other biological material. The training both to the manufacture and protection of the operators follow the rules applicable to level of hazard, irrespective of its GMO nature or not.

Proposed change (if any): Personnel handling GMOs may require additional training to prevent cross-contamination risks and potential environmental impacts.

	

	372-374
	
	Comment: Protection of operators comes first

Proposed change (if any): Every person entering the manufacturing areas should wear clean clothing suitable for i) its own protection and ii) the manufacturing activity with which they are involved and this clothing should be changed when appropriate.

	

	376-377
	
	Comment: Protection of operators comes first

Proposed change (if any): The clothing and its quality should be appropriate for the protection of the operators, the process and the grade of the working area.
	

	397
	
	Comment: Protection of operators comes first

Proposed change (if any): Gloves should be regularly disinfected during operations, provided the disinfectant does not jeopardize their integrity. In general, changing gloves should be preferable.
	

	407-408
	
	Comment: we propose the following change in order to make it clear that appropriate disinfection measures also apply when a person arrives from a “less clean room”.

Proposed change (if any): When a person moves from a room of lower class to a clean room or from one clean room to another clean room appropriate disinfection measures should be applied.

	

	409-410
	
	Comment: It is not clear what “Inspections” means here. This should be clarified or this word removed.

Proposed change (if any): Inspections and Quality controls should be conducted outside the clean areas as far as possible.

	

	420-422
	
	Comment: In order to be fully empowered to exert its role, the QP should also be part of the board of executive directors

Proposed change (if any): Because of their essential role in the quality system, the person responsible for production, the person responsible for quality control and the Qualified Person (“QP”) should be appointed by senior management, and stand at the board of executive directors.

	

	424-428
	
	Comment: The end of the sentence should be removed because it could be misinterpreted: the QC department is not in charge of releasing the bulk or the finished product.

Proposed change (if any): As a minimum, the person responsible for production should take responsibility for ensuring that manufacturing is done in accordance with the relevant specifications/, procedures and instructions, while the person responsible for quality control should take responsibility for the control of raw materials, starting materials, packaging materials, intermediate, bulk and finished products (including approval/rejection thereof). 
	

	4- Premises

	432-434
	
	Comment: This sentence was considered not clear enough while being very important.

Proposed change (if any):  In those cases, it becomes particularly important to have appropriate written procedures and documentation demonstration that the independency of the QC activities from the production activities for the same batch is clearly established through appropriate written procedures.

	

	437-439
	
	Comment: Good working conditions for of operators are essential to perform complex manufacturing tasks in a highly regulated environment 

Proposed change (if any): In particular, they should be designed to minimise the opportunity for extraneous contamination, cross-contamination, the risk of errors and, in general, any adverse effect on the quality of products, while taking into account the need for decent working conditions for the operators

	

	462-465
	
	Comment: We warmly welcome this clarification

Proposed change (if any): In the case of manufacturing of investigational ATMPs, it is accepted that the same area is used for multiple purposes – including other ATMPs, provided that appropriate cleaning and procedural controls are in place to ensure that there is no carry-over of materials or products, or mix-ups.


	

	466
	
	Comment: Please propose a definition for “segregated areas” and “campaign”

Proposed change (if any): NA


	

	560
	
	Comment: we warmly welcome the new recommended action limits.

Proposed change (if any): NA


	

	613
	
	Comment: NA

Proposed change (if any): However, negative pressure in specific areas may be required in for containment reasons for for GMOs classified ≥C3 (e.g. when replication competent vectors or infectious materials are used) 


	

	631-633
	
	Comment: The possibility to have quarantine other than physical (such as informatics quarantine) is very much welcomed.
Proposed change (if any): NA

	

	636
	
	Comment: Please clarify what is meant by or provide a definition for “Highly reactive”.

Proposed change (if any): NA


	

	5- Equipment

	656
	
	Comment: In the sentence “The integrity of the components should be verified as appropriate having regard to the specific risk of the product and the intended manufacturing process”, the word “components” can be misunderstood; we suggest to specify that these are the ones from the equipment (if it is the case). 
Proposed change (if any): “The integrity of the equipment’s components should be verified […]”


	

	660-661
	
	Comment: We would like to introduce the possible use of “aseptic connectors” that are specifically designed to perform aseptic connections.
Proposed change (if any): Aseptic connections Connections that are to be made in aseptic conditions should be performed in a critical clean area of grade A with a background clean area of grade B. When aseptic connectors are used, the connections could be made in an area of lower grade.

	

	6- Documentation

	710
	
	Comment: Specifications aim first to characterise the product throughout its life cycle in order ensuring the delivery of a consistent Quality.

Proposed change (if any): The specifications for the materials and the finished product and the manufacturing instructions are intended to ensure i) a consistent level of Quality and performance of the product, as well as ii) the  compliance with the terms of the marketing authorisation/clinical trial authorisation,

	

	858-860
	
	Comment: We totally concur with this proposal

Proposed change (if any): NA

	

	7- Starting and raw materials

	916
	
	Comment: Please add a table based on Table 1. Illustrative guide to manufacturing activities within the scope of Annex

2 (of GMP), but a more clear one. Please specify requirements for “glycerol banks” for plasmids, as well some clear guidance with regards the level of quality for plasmids from clinical trials to MAA.

Proposed change (if any): NA


	

	957-959
	
	Comment: NA

Proposed change (if any): For raw materials that are authorised as medicinal products (e.g. cytokines, human serum albumin, recombinant proteins), the need for a certificate of analysis of the supplier and/or a physical identity test may be waived when justified is not required.

	

	959
	
	Comment: NA

Proposed change (if any): “required. In order ensuring adherence to the GMP for the manufacture of raw materials, starting materials or excipients, the use of authorised medicinal product is encouraged.”

	

	996-999
	
	Comment: We disagree with this statement; third parties need to be audited for a given activity. Donation, procurement or testing activities may be different when cells or tissues are used as a starting material for the manufacture of a medicinal product. We would rather recommend performing a risk analysis to determine whether an audit is necessary or not.

Proposed change (if any): Depending on the activities conducted on the perspective of the manufacture of an ATMP, blood establishments and tissue establishments authorised and supervised under Directive 2002/98 or Directive 2004/23 do may or may not require additional audits by the ATMP manufacturer regarding compliance with the requirements on donation, procurement and testing. This should be determined based on the level of differences between the current practice of the establishments and the tasks requested by the contract giver.

	

	8- Seed lot and cell bank system

	980-981
	
	Comment: Section 7.3 Starting Materials should include both patients’ and donors’ cells and viral and cellular banks. Therefore 2 sub-sections should be created

Proposed change (if any): 7.3.1 Cellular Starting Materials of human origin

	

	1069
	
	Comment: Since viral and cell banks are used in manufacturing processes as starting materials, this paragraph should be included in the section

Proposed change (if any): 8. Seed lot and cell bank system 

7.3.2 Other Starting Materials

	

	1088
	
	Comment: NA
Proposed change (if any): (…) information. Similarly, in some cases (e.g. Master Viral Bank (MVB)/seed lot of very limited size), it might be acceptable to have more extensive characterisation of the working bank than the MCB. Additionally, (…)

	

	1086-1088
	
	Comment: We warmly welcome this confirmation 

Proposed change (if any): The use of starting materials coming from such seed lots/cell banks can only be accepted in exceptional cases and provided a relevant risk analysis is conducted and that there is extensive characterisation to compensate for the missing information


	

	1124-1126
	
	Comment: “In exceptional and justified cases, it might be possible to accept the use of cell stocks/cell banks and viral seed stocks that were generated in the past without full GMP compliance.” We warmly welcome this confirmation 

Proposed change (if any): In exceptional and justified cases, it might be possible to accept the use of cell stocks/cell banks and viral seed stocks that were generated in the past without full GMP compliance, based on a relevant risk analysis.


	

	9- Production

	1358
	
	Comment: NA

Proposed change (if any): “Thus, if the interval between the production of two batches is more than six months the process simulation test can be done just before the manufacturing of the second batch (three consecutive runs should be performed). In case of single batch, no further media fill test is deemed necessary once the manufacturing has ended.” 


	

	10- Qualification and validation

	1547
	
	Comment: The possibility to provide cleaning verification instead of cleaning validation for small production (less than 3 batches) is welcome

Proposed change (if any): “For investigational ATMPs, cleaning verification (as defined in GMP Annex 15) is acceptable….”


	

	1558
	
	Comment: This section is far from being as complete as Annex 15. A cross-reference to it should therefore be added for the subjects not mentioned in the present guideline.

Proposed change (if any): The strategy to process validation should be prepared in conjunction with Annex 15 of GMP in addition to the present guideline, and laid down in a document (“validation protocol”).

	

	1575
	
	Comment: We warmly welcome this confirmation and flexibility as compared to GMP Annex 15, especially when a limited number of batches is manufactured 

Proposed change (if any): NA


	

	1587
	
	Comment: The possibility to use surrogate material for validation is more than welcome.

Proposed change (if any): NA


	

	1616
	
	Comment: the concept of retrospective validation is interesting and welcomed but is not defined. A definition should be added in this document or a reference to an existing document added in order avoiding different interpretations. 
Proposed change (if any):


	

	1619
	
	Comment: the concept of process validation for a “class of product” is interesting and welcomed but should be further detailed/clarified.

Proposed change (if any): NA

	

	1619-1620
	
	Comment: We warmly welcome this proposal, and would like to propose additional flexibility for processes that are not entirely the same but are similar and share identical critical steps. In addition, it should be specified that this proposal also holds true for viral vectors manufactured according to the same manufacturing process

Proposed change (if any): Process validation for a class of products: where the same a similar manufacturing process with identical critical steps is used for a class of products (i.e. autologous T-cell based ATMPs, viral vectors), the validation of the whole process does not need to be repeated (…)


	

	1636
	
	Comment: the word “safety” is subject to different interpretations

Proposed change (if any): “- Safety Sterility and microbial assay should be validated before first-in-man clinical trials.”


	

	1637
	
	Comment: the word “suitability” is subject to different interpretations

Proposed change (if any): NA


	

	1637
	
	Comment: We feel important to remind here that the assessment of suitability/performance should start during FIM, in order to be pursued during phase II and III

Proposed change (if any): The performance of analytical methods used to measure a critical quality attribute of an IMP tested in a FIM (e.g. titration method in a dose-finding clinical trial) should be known in detail – if not yet validated. Then, the suitability of analytical methods should be demonstrated for phase II and III clinical trials but a full validation report is not required.

	

	11- Qualified Person and batch release

	1658-1663
	
	Comment: We totally concur with this proposal concerning an adequate training to the QP with regards to the product.

Proposed change (if any): NA

	

	12- Quality control

	1822-1823
	
	Comment: the word “Quality control” is used indifferently for an action and for persons; this is confusing.
Proposed change (if any): People responsible for Quality control is not confined to laboratory operations, but must be involved in all decisions which may affect the quality of the product

	

	1860
	
	Comment: when information present on the label used to identify the sample is directly related to the date, it should not be mandatory to also specify the date.

Proposed change (if any): “the content, batch number and date of sampling, unless other date-indicating information are present on the label (e.g. manufacturing step).”

	

	1863-1865
	
	Comment: sentence 1917-1918 should be added here for more clarity

Proposed change (if any): “Samples are generally retained for analytical purposes should the need arise during the shelf life of the batch concerned (reference samples) and for identification purposes (retention samples of a fully packaged unit from a batch of finished product).
The reference samples and the retention sample may be identical in some cases (i.e. a fully packaged unit).”
	

	1863-1865
	
	Comment: For IMP which dose depends on the patient’s weight, different number of IMP units will be sent to hospitals. Therefore, the secondary packaging is likely to be different depending on used for storage or transportation. Consequently, during clinical trials, reference samples and retained samples are more than likely to be identical. 
Proposed change (if any): ““Samples are generally retained for analytical purposes should the need arise during the shelf life of the batch concerned (reference samples) and for identification purposes (retention samples of a fully packaged unit from a batch of finished product).
The reference samples and the retention sample may be identical in some cases (i.e. a fully packaged unit), especially during clinical trials.”
	

	1863-1865
	
	Comment: It should be further clarified what is meant by “for identification purpose”. Is it to identify the product during storage or to identify the product upon receipt at hospitals, since the secondary packaging is likely to be different, at least during clinical trials?
Proposed change (if any): N/A

	

	1869-1870
	
	Comment: this problem is not limited to autologous cell-based ATMP

Proposed change (if any): may not always be possible due to scarcity of the starting materials or limited size of the batches (e.g. autologous cell-based products, ATMPs for ultra-rare diseases, first-in-man clinical trials with small scale manufacturing process).

	

	1870
	
	Comment: The flexibility with regards to the amount of reference samples to be spared for rare diseases and/or small scale batches is more than welcome. The process authorising an alternative approach should be specified.
Proposed change (if any): sentence to be added row 1870: “During clinical trials, when the sponsor identifies grounds to keep less reference samples than usual, the alternative proposal should be authorised by the national medicines agency in charge of granting the clinical trial authorisation.

A the time of marketing authorisation application, it may also be possible to propose an alternative strategy concerning the reference samples to be kept, depending on the characteristics of the product and/or the data collected during the clinical development program.”


	

	1917-1918
	
	Comment: This sentence should be moved after row 1865

Proposed change (if any): The reference samples and the retention sample may be identical in some cases (i.e. a fully packaged unit).

	

	1972-1989
	
	Comment: No paragraph mentions investigational ATMPs. This is however important to mention those as stability studies must be undergone on those products too, for each clinical trial phase and for each investigational product and Drug Substance.

Proposed change (if any): Before marketing authorisation is granted, investigational ATMPs must be included in a stability program under relevant storage conditions, for all phases of the clinical development program, in particular if changes are to be made in the manufacturing process, and/or the manufacturing process is not validated. The same is true for all DS and DP, if both are stored. 

Long term conditions are the minimum required. Accelerated and/or intermediate conditions need to be considered to ease shelf-life claims, and to gather more knowledge on the product during development. 

At least two batches, produced with similar manufacturing processes and conditioned in the same primary containers should go through a long-term conditions stability study before the first clinical batch is produced to enable a shelf-life claim for this clinical batch, and future clinical batches after this one. The addition of accelerated conditions stability studies on those batches eases this claim exercise. Furthermore, stability studies on those same batches must cover possible temperature excursions (e.g. if such an excursion happens for example during transport of the DP to the clinical site). 

The number of “pre-clinical batches” to be included in this stability program before the first clinical batch should be adequate to allow gathering sufficient stability data to allow for trend analysis. 

Stability data on a clinical batch should continue as long as this batch is used in the clinical trial, and the long-term stability program should be at least as long as the time between the DP manufacturing date and the use of the last unit of this batch. 

ICH timepoints should be followed if appropriate for the ATMP. If not appropriate, other timepoints could be proposed if justified based on appropriate data.

For a clinical batch X, shelf-life determination is based on, as seen before, previous batches X-1 and X-2 (and as many previous batches produced with a similar manufacturing process and same primary container which went through a stability program) long-term conditions stability data in addition to long-term conditions stability studies data on the clinical batch X. The shelf-life claim cannot be:

A. Longer than the longest timepoint reached by any of those batches, and

B. Cannot be more than 2 fold of the last timepoint reached by the concerned clinical batch X. 

For example in the below situation: 

Timepoints

Batch X-2

Batch X-1

Clinical batch X

T1 year

Reached: stable

Not reached yet

Not reached yet

T6 months

Reached: stable

Reached: stable

Not reached yet

T3 months

Reached: stable

Reached: stable

Reached: stable

   Clinical batch X possible shelf-life claim cannot be more than 6 months based on rule B.

And in the below situation:

Timepoints

Batch X-1

Clinical batch X

T6 months

Not reached yet

Not reached yet

T3 months

Reached: stable

Reached: stable

Clinical batch X possible shelf-life claim cannot be more than 3 months based on rule A.

Stability tests to be done are generally the same as release testing, as the purpose is to ensure that the ATMP quality profile does not change significantly in a way it could impact patient safety. Additional stability indicating tests are added, as appropriate. All tests are not required at all timepoints, but must be frequent enough to ensure patient safety at the time of injection. 


	

	1978
	
	Comment: It should be made clearer that cell-based and tissue-based products require to have particularly adapted stability studies.

Proposed change (if any): addition of the following sentence in 1978, prior to the actual paragraph: “Where feasible, stability testing should be carried out in accordance with the principles described in ICH Q5C, Q1A, Q1E guidelines. Requirements for the type stability studies to be conducted should be defined on a case-by-case basis, depending on the nature of the product, and its clinical use, storage and shipping conditions. Although it might be challenging for some types of products (e.g. fresh cell- and tissue-based (investigational) medicinal products), stabilities should be performed in order establishing the shelf life of the product, from manufacture to administration (including after reconstitution/dilution, if any).

	

	1978
	
	Comment: For some autologous cell-based MP, it won’t be possible to freeze the exact same amount of cells in the same container as the IMP to conduct stability studies. Such studies can be performed with donors’ cells, but the design of stability studies conducted on frozen patients’ cells need to be adapted (during clinical trials as well as post-AMM). In addition, it might not be possible to “cut” a final product of a Tissue-Engineered Product (TEP) into pieces to conduct a long-term stability study. It could therefore be envisaged to use instead units of final product manufactured the same way and the same day as the IMP/MP released for clinical use.
Proposed change (if any): The on-going stability studies should generally be performed on the finished product (i.e. as released by the manufacturer), unless an alternative proposal has been agreed with the relevant Competent Authority (i.e. national medicines agency for clinical trials or the EMA for marketing authorisation) (e.g. use lower amount of cells stored in cryovials instead of bags for autologous cell-based Medicinal Products, or use of distinct final product units manufactured in parallel of the one to be administered for Tissue-Engineered Products).

	

	1981
	
	Comment: Stability studies on the DP and stability on the reconstituted product are different subjects; we propose to move the second subject to a distinct sentence

Proposed change (if any): “… been manufactured from materials stored for longer periods of time.

¶
Stability studies on the reconstituted product are performed during product development and need not be monitored on an on-going basis.”


	

	13- Outsourced activities

	1998
	
	Comment: the contract giver is not always the manufacturer, it can be the sponsor of the clinical trial

Proposed change (if any): Prior to outsourcing any activity, the manufacturer or the sponsor (“contract giver”)

	

	2002
	
	Comment: For some methods, it might be difficult to identify a service-provider able to perform some tests in GMP conditions as early as First-in-man clinical trial. In addition, could you please expand what is “OCL”?

Proposed change (if any): When the outsourced activity is a highly specialised test (e.g. karyotype test) and/or for early phases clinical trials, it is however acceptable that the contract acceptor does not operate under GMP, provided that it complies with suitable quality standards relevant to the outsourced activity (e.g. GLP, ISO or OCL).

	

	2002
	
	Comment: NA

Proposed change (if any): When the outsourced activity is a highly specialised test (e.g. karyotype test), it is however acceptable that the contract acceptor ….. including in the case the specialised Quality Control test is used for release purpose.”


	

	2007
	
	Comment: typo.

Proposed change (if any): “contracted operations correctly.”

	

	2007
	
	Comment: It should be made clear that the contract giver (e.g. clinical trial sponsor) shall inform the contract acceptor (e.g. IMP manufacturer) when the Clinical Trial authorisation(s) are obtained.

Proposed change (if any): “contracted operations correctly. When a flexible approach is requested by the contract giver to the contract acceptor, the former shall provide the latter with the corresponding authorisation from the relevant competent authority as soon as it becomes available, or shall at least provide it with no delay upon request (e.g. in case of inspection).” 

	

	14- Quality defects and products recalls

	15- Environmental control measures for ATMPs containing or consisting of GMOs

	2067
	
	Comment: The nature and complexity of the emergency plan would not be the same for GMO classes 1, 2, 3 and 4. 

Proposed change (if any): Emergency plans adapted to the level of risk should also be in place covering the actions to be taken in case of accidental release into the environment. 

	

	2071-2073
	
	Comment: A lot of ATMP are also classified as GMO products, these products have to follow the legislation for medicinal products and for GMO.

The facilities to manufacture these products have to comply with:

- The pharmaceutical quality requirement and GMP is an essential part.

-The GMO requirements regarding especially containment, design of premises and treatment of residues/waste.

The local application of this legislation for GMO is very much different from one country to another. The facilities have to be authorized by both the local pharmaceutical Agency regarding the GMP compliance, and the local Competent Authority responsible for GMO; and very often these structures are different and independent. The administrative procedures to follow are also different.   

This results in increased administrative tasks: two different files must be submitted and evaluated separately.

In our opinion we should think to simplify this administrative process. Directive 2009/41/EC has harmonized some of the requirements all over in E.U such as the containment measures. 

The requirements for containment of GMO of level 1 or 2 are almost entirely included in the requirements for a facility for production of medicinal products (GMP requirements).

These authorizations for the premises could be under the unique responsibility of the local agency for medicinal products.

Proposed change (if any): In the case of investigational ATMPs, the suitability of the containment measures and the emergency plan(s) is assessed as part of the authorisation by the competent authorities responsible for GMOs, only for the GMOs of containment levels 3 and 4; for GMO of containment levels 1 or 2 the competent authorities are the national medicines agencies.   

	

	16- Reconstitution of product after batch release

	2081
	
	Comment: The definition of what is considered a “Substantial manipulation” shall be added here, or a cross-reference to Regulation 1394/2007/EC Annex I added.

Proposed change (if any): Substantial manipulations (i.e. manipulations other than the ones listed in Regulation 1394/2007/EC, Annex I) should be conducted under GMP.

	

	2081-2082
	
	Comment: We agree that reconstitution steps performed at hospital can be performed outside a GMP environment. However, this should exclude reconstitution steps in “open phase” due to the possible risks of contamination. In other words, non-substantial manipulation in open phase should be conducted in a well-controlled environment.

Proposed change (if any): Substantial manipulations and any open phase preparation steps should be conducted in a suitable environment under GMP.


	

	2083-2084
	
	Comment: Some of the examples listed in this paragraph are manipulations that should not be performed outside a GMP environment, unless adequate closed systems are used to guarantee an aseptic process.
Proposed change (if any): It is stressed that these examples are restricted to activities performed in closed systems and cannot be extrapolated…

	

	2088
	
	Comment: cf comment below concerning line 2089
Proposed change (if any): (Re)suspension, dissolution or dilution with solvent/buffer, dispersion, including after thawing.

	

	2089
	
	Comment: the second sentence if probably redundant, since after thawing, recovered cells are generally resuspended or diluted

Proposed change (if any): 

- (Re)suspension, dissolution or dilution with solvent/buffer, dispersion. 

- Cell recovery after cryo-storage


	

	2102
	
	Comment: Defining the conditions of reconstitution is the responsibility of the developer of the ATMPs i.e. the sponsor of the clinical trial or the MAH, not the manufacturer (unless the manufacturer is also the sponsor or the MAH but it is not necessarily the case). 
Proposed change (if any): 16.2. Obligations of the ATMP manufacturer sponsor or MAH in connection with reconstitution activities. 

	

	2104
	
	Comment: Same comment as above

Proposed change (if any): The manufacturer sponsor should validate the reconstitution processes to be followed from the point of batch release to the moment of administration to the patient;

	

	2109
	
	Comment: Same comment as above

Proposed change (if any): The manufacturer sponsor should document the reconstitution process, (…)


	

	2114
	
	Comment: typo?

Proposed change (if any): constitution reconstitution

	

	17- Automated production of ATMPs

	2116
	
	Comment: The addition of a section dedicated to automated production of ATMP is welcome; the current level of detail is judged sufficient since this is an emerging field.

Proposed change (if any): NA


	

	2116
	
	Comment: The paragraphs on the usage of Automated production of ATMPs are very timely. It is anticipated that automation will be very useful for the following purposes:

1. Scale up/scale out of the production to meet the demands of the customers.

2. Protection of the product from the environment.

3. Allowing the process to be more repeatable and obtaining the product within specification.

4. Allowing easier validation of the process manufactured across sites to keep up with the New Product Introduction gradually and reducing risk to the supplier of the ATMP.

Proposed change (if any): NA


	

	2130
	
	Comment: Since automated equipment can also be used at hospital for reconstitution purpose, it should be made clear in this section that it applies to automated equipment used for production purpose. 

Proposed change (if any): “Automated production equipment used in ATMP manufacturing facilities.”


	

	2144-2150
	
	Comment: it seems to assume that the automated equipment provider will provide the testing stream based on the user requirement and that is not sufficient

Proposed change (if any): NA


	

	2151-2152
	
	Comment: We agree with this sentence.

Proposed change (if any): NA


	

	2130
	
	Comment: The Consultation Document is suggesting that the ATMP manufacturer is responsible for the quality of the ATMP and therefore the suitability of the automated equipment. This acceptable as long as the validation of the equipment follows the principles of Good Automated Manufacturing Practice where a clear definition of the role of the automated equipment supplier is included along with the role of the ATMP supplier. The Consultation Document only goes as far at the user required specification in lines 2140 – 2143. It is preferred if the Consultation Document was to specify the role of both the automated equipment supplier and the ATMP supplier in the validation process which should include the following:

The specification stream mainly consisting of:

1. User requirement specifications (URS)

2. Functional requirement specifications (FRS)

3. Design specifications (DS)

The testing stream generally consisting of:

1. Installation qualification (IQ)

2. Operational qualification (OQ)

3. Performance qualification (PQ)

Proposed change (if any): NA


	

	2163-2165
	
	Comment: We agree with this paragraph.

Proposed change (if any): NA


	

	2166
	
	Comment: It is anticipated that the automated platform will generate electronic records. It should be possible to extend the principles of Annex 11: Computerised systems (available at: http://ec.europa.eu/health/files/eudralex/vol-4/annex11_01-2011_en.pdf) to this area.
Proposed change (if any): NA


	

	2168-2169
	
	Comment: This sentence is adequate keeping in mind that Paragraph 3 covers personnel in greater detail and all those principles will apply

Proposed change (if any): The same requirements as listed in section 3 apply. Personnel involved in production should be adequately trained and the associated risks of the process should be duly understood (including risks to the efficacy of the product). 

	

	2171-2173
	
	Comment: It is to be noted that automated equipment does not necessarily mean a closed system. Also it is possible that the automated equipment will require vents to ensure that the robotic systems are cooled and may produce particulates. The premises should be designed to take care of the particulates generated by the robotic machinery.

Proposed change (if any): As explained in Section 4, the room where a closed system is used should be of at least D grade, provided all steps are performed in closed systems.

	

	2186-2192
	
	Comment: These sentences assume that the automated equipment is a closed system and gives the ATMP supplier leeway not to collect in process data. This is not always true. In fact automated equipment maybe programmed to collect additional data which may not be possible in manual operations. This in-process data collection could be programmed to be performed regularly based on timing or at certain incidents. All this data should be maintained as part of the batch records.
Proposed change (if any): NA

	

	2195-2197
	
	Comment: It is suggested that the frequency should be based on a failure mode risk assessment.

Proposed change (if any): The bi-annual frequency is recommended but it could be adapted having regard to the risks (see 2196 Section 9.5.3). Such frequency could be determined based on a failure mode risk assessment.

	

	2200-2201
	
	Comment: “Some specific elements described in Section ??? may be considered in the context of automated production of ATMPs”: it seems that the section number is missing after the word “section”.

Proposed change (if any): NA

	


Please add more rows if needed.
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