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EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH



 

19. September 2016
Submission of comments on 'Good manufacturing Practice for Advanced Therapy Medicinal Products'
Comments from:

	Name of organisation or individual

	apceth Biopharma GmbH, Max-Lebsche-Platz 30, 81377 Munich, Germany. Contact person: Ulrike Verzetnitsch, CTO (u.verzetnitsch@apceth.com)
apceth is a company that currently manufactures IMPs for gene and cell therapy. We have an own pipeline of products but also manufacture products as a CMO in the EU.


Please note that these comments and the identity of the sender will be published unless a specific justified objection is received.

When completed, this form should be sent to the European Medicines Agency electronically, in Word format (not PDF).
1.  General comments

	Stakeholder number

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

(To be completed by the Agency)

	
	Applying the risk-based approach for ATMPS is highly appreciated as this gives the necessary flexibility for providing ATMPs according to guidelines.

In addition it is also appreciated that there is no difference made whether the ATMPs are manufactured in a hospital, academic or industrial setting.
	

	
	Throughout the document change control, as key element of the Quality system is not clearly mentioned.
	

	
	It would be beneficial if an actual definition of starting materials and raw materials would be given. Eg. Viral vector is under discussion whether it is starting or raw material.
	


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)

	Line 164
	
	Please describe degree of QA system minimally required. E.g. the minimal requirements to ensure the necessary quality and traceability of the ATMPs.
	

	Lines 213/214
	
	The Risk-based approach needs to be applied already during clinical manufacturing. Within the marketing authorization it will be approved by the relevant authorities. Recommendation would be to delete this sentence.
	

	Lines 218-219
	
	To overcome the high risk that during the marketing approval process specific limitations and their mitigations will not be approved an (binding) authority input during phase III would be helpful.
	

	Lines 412-413
	
	“As far as possible” gives a lot of opportunities. Better limit it to direct product contact (Grade A/B) work.
	

	Line 429
	
	The Qualified person could be integrated in this paragraph. Explain that the QP can be the person responsible for Quality Control or for Production.
	

	Line 453


	
	Consider to include antibiotics in the list, as they might pose a risk on manufacturing of ATMPs
	

	Lines 461 to 465
	
	What about manufacturing of biologics and ATMPs ? By segregation in time and with closed systems this should be possible within one area, but at least within one facility – this might also depend on the nature of the ATMP (native vs. genetically modified ATMPs)
	

	Line 661
	
	Please add “… with the exception of special devices, e.g. sterile connectors, tube welders,…”
	

	Line 718
	
	Systems should be in place to assure that only the current version of a document is used. 
	

	Line 798
	
	Please specify. What does “manufacturing order” and who provides it? Is an example of the manufacturing order by the sponsor meant?
	

	Line 858
	
	Please specify the minimum documentation requirements for the different clinical stages to ensure traceability and quality of the product.
	

	Line 861
	
	The necessity of a SMF should be also applicable for manufacturers of investigational ATMPs. The extend could be adapted according to clinical stage and status of manufacturer
	

	Lines 865-870 and

Lines 1761-1762
	
	The short durations timelines are misleading, especially when talking about commercial manufacturing.
	

	Line 885
	
	We understand traceability information in this context means recording of the batch numbers of material coming into contact with the product during manufacturing. Please specify.
	

	Lines 1030 to 1034
	
	Here also the risk-based approach needs to be applied as in certain cases the supplier are clinics or multiple donation centers. In addition the requirements within the EU are different for the specific donation centers (e.g. QP necessary or not). The removal “should remain exception and it” in line 1034 would be beneficial.
	

	Line1172
	
	The need for identity testing should be more specifically defined e.g. only for critical materials
	

	Line 1180
	
	Please specify “major items of equipment”, e.g. by the time of the product remaining in the equipment during manufacturing.
	

	Line 1204
	
	This requirement should at maximum be applicable for gasses which come into direct, unfiltered contact with the product. For other gasses this is sometimes not possible to achieve and higher costs are accorded which do not necessarily improve the quality of the product.
	

	Line 1230
	
	Especially during manufacturing of clinical ATMPs low batch numbers are produced therefore also the timely segregation should be possible. And as an example cryostorage racks should be added for possibility of segregation.
	

	Line 1271
	
	The example given is very complicated and a very specific case.
	

	Line 1296
	
	“Multiple wrappings as appropriate to the number of stages of entry” is not provided by the majority of vendors and should therefore be changed to a recommendation.
	

	Line 1303
	
	Add to the examples: “appropriate disinfection steps of materials”
	

	Line 1326
	
	A Risk based approach should be possible for the filtration of raw materials.
	

	Lines 1332-1336
	
	It should be clearer defined which are the requirements for the different aseptic process validation focus: Operator – Room – Process Validation. 
	

	Lines 1346-1352
	
	The necessity of growth promotion tests should be mentioned.
	

	Line 1352
	
	The proposed frequency of process simulation tests is not feasible for sites with multiple investigational ATMPs that are manufactured in a low frequency.
	

	Line 1360
	
	With a risk-based approach it might not be necessary to perform 3 consecutive APV runs, there the text within the brackets should be deleted.
	

	Line 1548
	
	Not only the total number of batches but in addition a time frame should be added.
	

	Lines 1681-1682
	
	Is there a certification of the testing units in a third country by an European authority necessary? Do the authorities have the applicable resources if yes?
	

	Line 1724
	
	Excipients are mentioned here for the first time in the whole document. They are not specifically regarded in the earlier chapters.
	

	Line 1771-1777
	
	More clearly define the interlink sponsor and manufacturer as often both functions are in different companies
	

	Line 1776
	
	The sponsor should be responsible for transfer of released products between clinical trial centers, not the QP.
	

	Line 1812-1817
	
	Why is a notification of the authorities only necessary for investigational ATMPs and not for authorized ATMPs?
	

	Lines 1882-1894
	
	The storage time should also be in accordance with shelf life of raw material and starting material.
	

	Lines 1971-1989
	
	The use of surrogate material for stability should be added.
	

	Lines 2102-2115
	
	When sponsor and manufacturer are different companies it is hard to receive access to the clinic and their documentation and therefore the responsibility for reconstitution should be on the sponsor side and not the manufacturer.
	


Please add more rows if needed.
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