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EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH



 

17 December 2015
Submission of comments on 'Draft guideline on manufacture of the finished dosage form’ – EMA/CHMP/QWP/245074/2015
Comments from:

	Name of organisation or individual

	EFPIA – Tiia Metiäinen (tiia.metiainen@efpia.eu)


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

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

1.  General comments

	Stakeholder number

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

(To be completed by the Agency)

	EFPIA
	EFPIA welcomes the opportunity to provide comments on this updated guideline.

EFPIA believes this guidance revision is important and the inclusion of some aspects of modern development and manufacturing expectations are welcomed. However, EFPIA has some concerns about the content and timing of the draft guideline. Detailed comments on specific sections are provided in this response, but the following general comments are considered significant and EFPIA requests their  careful consideration by EMA.
	

	EFPIA
	EFPIA questions whether the timing of the update to this guideline is ideal. This guideline considers elements such as the manufacturing process description and established conditions but is not clearly aligned to other related new guidance in draft such as the ICHQ12 guideline. 

EFPIA believes the agency should consider whether this guideline should be revised once other related guidance has been further developed. 
Guidance aligned with ICHQ12 concepts of established conditions on parameters included in the manufacturing process description and the associated change management expectations would be welcome.
	

	EFPIA
	The section describing the required level of detail for the manufacturing process description in P3.3 is considered very impactful, and EFPIA believes that this section requires further review.
The text states that “The same requirements apply to the level of detail in the manufacturing process description irrespective of the development approach.” EFPIA believes that this would not be an effective outcome of enhanced development where operating variability and criticality are known and understood, which should positively impact on post-approval change management.
EFPIA encourages the agency to consider ensuring this section is aligned with considerations of established conditions currently under discussion within the ICHQ12 framework, where enhanced development can lead to a differentiation in reporting categories.
Overall, EFPIA believes that it is important that regulatory authorities globally are aligned on their expectations for P3.3, both in the number of parameters required and the change management expectations for this information.
EFPIA also wishes the Agency to consider our position (ref 67.230) with respect to the Agency’s draft Q&A EMA/265552/2015 IF  <> "Error*"EMA/265552/2015 \* MERGEFORMAT 
EMA/265552/2015
 on improving the understanding of manufacturing process descriptions.
	

	EFPIA
	The Annex example of a manufacturing process description is potentially unhelpful.  For example, the Annex attempts to focus on differentiation between ‘traditional’ and (enhanced) QbD expectations but provides too simplistic a differentiation between the two parts of this spectrum.  EFPIA believes that the term "QbD application" has a wide range of meanings since elements of QbD can be incorporated to different extents in different parts of the CTD.  Additionally, we do not believe the content of the Annex provides appropriate guidance, even for the one dosage form type considered. The outcome from an enhanced approach to development can be different from product to product, and company to company, so it is not considered appropriate to suggest a single outcome.

EFPIA highlights that the Annex example is not aligned with detail elsewhere within the guideline, nor with respect to the draft Q&A EMA/265552/2015 IF  <> "Error*"EMA/265552/2015 \* MERGEFORMAT 
EMA/265552/2015
. Overall,  expectations for a traditional compared to a QbD application provided by the Annex are not clearly differentiated elsewhere in the text of the guideline
We also note our earlier comments about the need for expectations for P3.3 to be aligned globally.

EFPIA supports the EMA intent to link levels of understanding to differentiated expectations to process descriptions and their change management but requests that the Agency remove this Annex example from the updated guidance at this time. 
Future examples could be developed in collaboration with global regulatory authorities and industry, ideally within the framework of ICH.
	

	EFPIA
	EFPIA further notes that the Annex example could be interpreted to imply that details of process development and risk assessment should be included within P3.3 and that such details should only be included in P2.
	

	EFPIA
	The introduction states that only product specific aspects of manufacture need to be described and included in the application and that “general elements of Good Manufacturing Practice (GMP), (ref 3) should not be included”.
In EFPIA’s opinion, this position on GMP is not consistently applied in the draft guideline.

EFPIA encourages the EMA to review the GMP elements in the guideline and consider which can be removed and provides specific comments to highlight GMP elements currently included. 

In addition, any potential contradiction of this guideline with existing EU GMP Guidelines should be carefully assessed and inconsistencies avoided.
	

	EFPIA
	EFPIA supports that information about prolonged storage during manufacture be provided; however, EFPIA believes the section in the guideline on bulk storage needs further revision
Whilst EFPIA acknowledges information is needed in the file by assessors to understand how risks from prolonged storage are discharged, such considerations are also part of GMP. 
Provision of data should be based on risk, and only applicable to cases of prolonged storage which is not currently clear in the text as worded. Such data should scientifically justify the storage period, and not mandate information from 2 pilot scale batches as stated.
	

	EFPIA
	In summary, EFPIA is concerned by several sections of this draft guideline, especially those closely linked to key elements of GMP, QBD, lifecycle management and ICH guidelines. 
	


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)

	47
	EFPIA
	Comment: 

Proposed change (if any):

Add specific reference to the guideline requirements for sterilisation processes.
	

	48
	EFPIA
	There were no specifics called out for products such as pre filled syringes, autoinjectors.  It is assumed that the expected information would be the same for these as is the sterile filing for vials and syringes…process description, validation, control strategy for device assembly. 
Could the guideline scope mention applicability to these. It should also  be specified that the GL does not apply to vaccines.
	

	50
	EFPIA
	Comment:

It is stated that this guideline should also be applied to variations when changes to the manufacturing process are enacted.  Pease clarify under which circumstances EMA will expect to receive the updated information to comply with this guideline
	

	53
	EFPIA
	Comment:

Unlike the existing guideline, the scope of the updated guideline states that, “The principles in general are applicable” to biological medicinal products. However, the text reads as though the guidance has been written for small molecules so it is unclear how the guidance might be applied to biological medicinal products. Is it possible to clarify for biological product examples within the text.
	

	Lines 63-65
	EFPIA
	Recommended change: “The requirements on the description of the manufacturing method in the CTD Module 3 of marketing authorisation dossier are described in Annex 1, Part 1 (section 3.2.2.3) to this Directive, and will be further elaborated in this guideline.”

Existing wording could be read to imply the elaboration provided by this guideline constitutes a requirement along with the Directive.  Recommending rchanging the text  to distinguish between the guideline and the directive.

The requirements on the description of the manufacturing method in the CTD Module 3 of marketing authorisation dossier are described in Annex 1, Part 1 (section 3.2.2.3) to this Directive. Guidance on what information could be included  is provided in this guideline.”
	

	71-77
	EFPIA
	It should be specified that stability testing sites, batch release sites, and storage facilities do not need to be listed. It is also assumed that site of batch release still remains in Module 1.2 versus Module 3. 
	

	79-80
	EFPIA
	Comment:  

In the case where a range of batch sizes is proposed, rather than including multiple batch formulae, it may be clearer to state the batch formula for an intended batch size along with the range batch sizes proposed.

Proposed change (if any):  

The batch formula for the intended batch size should be stated.  In case a range of batch sizes is proposed, the range should be stated, or the batch formula should be provided for at least the highest and lowest batch sizes.


	

	81 - 82
	EFPIA
	Comment:

Lines 81-82 of draft guideline introduces potential for a range of batch sizes to be registered but references the Process Validation guideline for the justification required.   Section 6 of PV guideline suggests that the range should be justified by confirming that the range of batch sizes does not impact the CQAs.  This could be achieved through comparative batch data in the submission rather than provision of process validation data as may be implied by current wording.
Proposed change (if any):

Propose that this statement is clarified to ‘An application for a range of batch sizes should be adequately justified as not adversely altering the CQAs of the drug product  taking into account the guidance provided in  as discussed in the guideline on process validation section 6 (ref 4).
	

	85-86
	EFPIA
	Can it be assumed this means time in solution (thaw to to end of filling)? Please clarify the example..
	

	85 & 86
	EFPIA
	Comment: Further explanation could be given for expectations for indication of division patterns.
	

	88
	EFPIA
	Comment: The term ‘process capability’ has a number of meanings, many more complex (e.g. statistical process capability) than the presumed intent in this context.  Recommend simplification of the text.

Proposed change (if any): Suggest this text be altered to something simpler, such as “The batch size should be sufficient to represent and demonstrate robust commercial manufacturing.”
	

	88 - 90
	EFPIA
	Comment: Limitation of commercial batch size to at least 100,000 units seems too restrictive. It should principally be allowed to make use of the full range of equipment capacity that may allow lower volumes than 100,000 units based on adequate process validation, if appropriately justified. 
Proposed change (if any): deletion of the sentence.
	

	98
	EFPIA
	Comment: The reference to the quality standards of drug substance and excipients is already included in P.1 and P.4 sections of the submission. This should not be part of the P.3.2 section as well, as it seems redundant to add the same information at multiple locations in the dossier and complicates post approval change management. Proposed change (if any): delete “reference to the quality standards of all ingredients”
	

	Lines 91 - 94


	EFPIA
	Within the scope of manufacturing and the use of sub-batches it should be sufficient to provide the maximum number of sub-batches instead of providing a formula of those sub-batches. Depending on e.g. capacity reasons the batch formula shouldn’t alter and is controlled via GMP. If there is a range of sub batches the minimum and maximum number to be used during routine manufacturing could be mentioned.

Proposed change:

If sub-batches are prepared and combined for subsequent processing, the minimum and maximum number of sub-batches per intended batch size should be stated. In addition, if a batch is sub-divided towards the end of the process to reflect equipment processing capability, this should be clearly indicated. 
	

	95
	EFPIA
	The request for “expected period of time for a campaign” is potentially not the most scientifically relevant variable. Consider removing this requirement, and provide separate guidance for continuous manufacturing which considers other significant factors.

	

	100
	EFPIA
	Comment: Clarification is sought on whether this provision includes gases that are used for safety reasons only (e.g. nitrogen for explosion prevention)? 

Proposed change (if any): Add list of exceptions to current wording, e.g. “[…] such as granulation liquids, solvents and gases, excluding materials used for safety purpose only (e.g. nitrogen for inertion).”
	

	101
	
	Comment: Please improve understanding by avoiding a confusing “may not always” phrasing

Proposed change (if any): Ingredients that “can optimally” be used
	

	Lines 102-103
	EFPIA
	Recommended change: “Formula overages must be clearly indicated in quantitative terms and justified in the pharmaceutical development section of the dossier.”

Recommended clarifying that this is referring to formula overage.
	

	104
	EFPIA
	Comment: As written, this section contrasts  the previous version of this Guideline, where definition of ranges of ingredient quantities is need not always be justified. 

Proposed change (if any): Reword to reflect the existing guideline:“In justified cases, upper and lower acceptance limits for the actual quantities of each ingredient wider than typically considered acceptable (95-105% of nominal for active ingredients and 90-110% of nominal quantity for excipients) could be stated.”
	

	106
	EFPIA
	The justification for the Assay calculation should belong in the process description, not necessarily in the batch formula.
	

	114-5
	EFPIA
	Comment:

“In case a design space is proposed, this should be presented in a transparent manner.” It is not clear exactly what is meant by this sentence, so suggest sentence is reworded.

Proposed change (if any):

If a design space is proposed, then this should be clearly described.
	

	117, 305 and 362
	EFPIA
	Comment:

The apparent requirement for equipment size/capacity, in addition to the registered batch size, does not seem to augment regulatory oversight and scientific understanding and, contrary to what is stated in line 33, does introduce a new requirement.  . A routine requirement to register equipment capacity could trigger a significant increase in the number of post-approval variations to register the installation of new equipment and could serve to deter manufacturers from installing more modern equipment.

Proposed change (if any):

The level of detail should be commensurate to the criticality of the equipment and the unit operation.
	

	120
	EFPIA
	Comment: The text states “it should be clearly stated WHEN the release testing is performed.” It is unclear what is expected here. Recommend text is clarified. Additionally, information on the frequency of in-process controls is a new requirement. 

Proposed change (if any): “Emphasis should be given on frequency of critical in-process controls and it should be clearly stated how release testing is performed / how product release decisions are made.”
	

	Lines 121-122
	EFPIA
	The text states:

“The manufacturing process description should be adequately justified in particular any process operating conditions. Reword to:

Process operating conditions or parameter rnages in the manufacturing process description should be adequately justified.
	

	122
	EFPIA
	Comment:

Not clear what ‘process operating conditions or ranges’ mean? Terms used are not consistent with Annex where target value or ranges are described and not aligned to ICH terms to describe parameters (PAR etc).  Also inconsistent with terminology used elsewhere in guideline (e.g. lines 129 and 161 (target values or ranges), lines 213 and 130 (range), line 138 (process parameters settings) etc). 
Please review for consistency. Also see our position with respect to the Agency’s draft Q&A EMA/265552/2015 IF  <> "Error*"EMA/265552/2015 \* MERGEFORMAT 
EMA/265552/2015
 on manufacturing process descriptions.
	

	123
	EFPIA
	Proposed change: change ‘effervescent tablet’ to ‘humidity-sensitive product’
	

	130-132
	EFPIA
	Comment: 

Some additional guidance on level of information/rationale required for biological medicinal products will be useful. 
Could some specific text be provided?
	

	Lines 133-135 
	EFPIA
	“In some more complex cases (e.g. biotech products, use of models for process control, continuous manufacturing processes), information of how accidental deviations from the approved manufacturing process will be managed can be helpful to assure that the intended quality of the product is retained.”

Recommend deleting this paragraph as it contradicts information on lines 69-70 that GMP aspects should not be included.
Also, given that many biotech products are solution products, we do not consider such biotech products to be complex. 

Proposed change (if any): Please remove biotech products as an example of ‘more complex’ products.
	

	Lines 143-144
	EFPIA
	“The control strategy should be outlined based on development studies.”

Is this statement on control strategy located in the correct section? Please review this paragraph to ensure it is clear. Move paragraph may be better included in another sectionsubsection For example, the control strategy could be included in other sections such as P2, or P3.4.

	

	157- 159
	EFPIA
	Comment: 

CPMP/QP/486/95 previously stated ‘..Very detailed descriptions of the ...... apparatus.....should not therefore be included.’  This wording should be added to the updated guideline. Also, the level of detail provided should be commensurate to the criticality of the equipment and the unit
Proposed change (if any):

Very detailed descriptions of the apparatus should not be included.’  but the operating principle for the equipment used should be described for each unit operation.  
	

	159
	EFPIA
	The extent of information required around the “type of equipment” is not clear. Different parts of the guideline provide different levels of detail.  What is intended by ‘type’ in addition to ‘operating principle’?  In some instances these terms appear used interchangeably whilst Annex example gives both but type is aligned with capacity. Additional clarification would be welcome.  operation.

Proposed change (if any):

Consistency of terms on the level of detail to the description of the equipment.
	

	166
	EFPIA
	Comment: The text states “details of non-CPPs should also be included at an appropriate level of detail to give a basic description…”. What needs to be clear is what are the change management expectation for this information.
Proposed change (if any): Please reconsider and re-clarify this important matter. For example:

“Details of non-critical process parameters should also be included for information and at an appropriate level of detail to at least give a standard/basic description of relevant steps.” Please refer to earlier comments on alignment with ICHQ12 considerations.
	

	166
	EFPIA
	This guidance as written is presupposing that CPPs are identified in all cases, which contradicts the examples in the annex.
The guidance provided in reference 4 (EMA/CHMP/CVMP/QWP/BWP/70278/2012 Annex I) states that the application should include:
“a summary of the critical processing steps or critical process parameters”
 Please clarify this important point in the text.
	

	170
	EFPIA
	Comment: 

The concept of technical adaptations is positive in recognising flexibility for more than one manufacturer or manufacturing site and associated different equipment.  However this section would benefit from greater clarity to aid interpretation.  Specifically, it would be helpful to confirm that introducing technical adaptations are equally acceptable within a manufacturer/manufacturing site given appropriate justification and post approval action, if that is the intention.
Please add text: 

technical adaptations are equally acceptable within a manufacturer/manufacturing site given appropriate justification
	

	178
	EFPIA
	Comment: There are so many product types and manufacturing processes that we are not sure that giving lists of different equipment that can be used for some products is useful.

Proposed change (if any): We recommend this information be omitted.
	

	190
	EFPIA
	Formatting issue: this text is no longer part of the explanation for liquid dosage forms. Can formatting be adjusted to make clear that this is no longer part of the Liquid Dosage discussion?
	

	Lines 195-204
	EFPIA
	This paragraph, as written, appears to be more applicable to P2.3 Manufacturing Process Development.


	

	203-204
	EFPIA
	Some applicants may have separate Module 3 documents for different sites. The text as written could imply that a consolidated Module 3 document is required if drug product is manufactured at multiple sites and they would not accept separate sections by site? There are many occasions where alternate sites use unique equipment and have equipment-specific controls.  Therefore, it makes more sense to have a separate process descriptions.  This would also simplify the lifecycle management of the documents for post-approval changes.
Please clarify.
	

	Lines 205-208
	EFPIA
	Recommended change: “In contrast to technical adaptations as described above, truly alternative manufacturing processes, which use different principles and may or may not lead to differences in the in-process control and/or drug product quality are not acceptable (e.g. using different sterilisation procedures – terminal sterilisation of end product vs. aseptic manufacture using sterile filtration – possibly to reflect the use of different containers with different heat resistance properties; wet granulation vs. dry granulation) unless demonstrated by comparability or an appropriate product quality assessment.”
Recommending additional clarification of when changes would be acceptable.
	

	205 - 209
	EFPIA
	Comment: This paragraph should not be generic but refer solely to liquid dosage forms.

Proposed change (if any): Move paragraph after line 175.


	

	211
	EFPIA
	Comment:

This Section is titled “critical steps” but the text in lines 213-216 is regarding CPPs.

Proposed change: Suggest that the link between “critical steps” and CPPs is explained more clearly. See alo our comment with respect to reference 4
	

	212
	EFPIA
	Comment: Sampling strategy is was not a previous requirement.  

Therefore it is suggested to remove this GMP information, unless somehow critical to the control strategy
	

	211; 220-222
	EFPIA
	Comment: Definition of the term “intermediate” according to the EU GMP Guideline is “Partly processed material which must undergo further manufacturing steps before it becomes a bulk product”. 

Definition of the term bulk according to the EU GMP Guideline is “A bulk is any product which has completed all processing steps up to, but not including, final packaging.” 

The definitions provided in this document seem to be in contradiction to the EU GMP guidelines. Terms should be consistently defined within EU regulations and guidance documents.
	

	219-227
	EFPIA
	Comment:

Please clarify if hold time is intended to cover only hold time between steps, or also the processing time within the processing step.  That is, is hold time defined from the end of one processing step to the start of the next processing step (end to start) or the end of one processing step to the end of the next processing step (end to end).

Proposed change:

227:  solution prior to filling granulates, uncoated tablets, etc.  Hold time is the period of time from the end of one processing step to the start of the next processing step.

	

	219-236
	EFPIA
	Comment:

Please clarify if bulk storage refers to the bulk drug product (prior to packaging) in addition to material isolated in-process, and if the expectation for stating hold times and reasons for prolonged storage for bulk applies to bulk drug product (prior to packaging).


	

	220
	EFPIA
	Comment: The term “sequential processing steps” needs further explanation.

Proposed change (if any): We propose to use the term ”unit operation” for a single or a subset of processing steps where the output (intermediate or bulk) is isolated and held, possibly after some confirmatory testing of quality.


	

	228
	EFPIA
	Comment:

This paragraph is not clear regarding when bulk storage conditions need to be registered.  Are bulk storage conditions required to be registered ONLY if the time is more than 30 days for solid oral dosage forms and 24 hours for sterile products?  Or is ANY storage time required to be registered?

Proposed change (if any):

Provide additional clarification for when bulk storage conditions need to be registered.  Please clarify that hold times need to be stated in the case of prolonged storage, not for every processing step.
	

	237
	EFPIA
	Overall, provision of data should be based on risk, and only applicable to cases of prolonged storage which is not currently clear in the text as worded. Such data should scientifically justify the storage period, and not mandate information from  2 pilot scale batches as stated.
	

	246-249
	EFPIA
	Transport of bulk product between manufacturing sites is an inspectable GMP aspect and should not be included in the registration dossier. The impact of short or longer excursions outside of the original transportation and storage conditions is suitably addressed by the verification of the transportation, as described in EU-GMP Annex 15 by performing a risk assessment to consider the impact of variables in the transportation process other than those conditions which are continuously controlled or monitored.

Proposal: delete sentence as emphasized below
"TRANSPORTATION OF BULK BETWEEN MANUFACTURING SITES SHOULD BE EXPLAINED AND JUSTIFIED"
	

	251-252
	EFPIA
	Proposal: delete half sentence as emphasized below

"The materials of the bulk container closure system should be described in the dossier AND ITS CONTROL SPECIFICATION STATED."

Rationale:

The information is an inspectable GMP aspect, and should not be included in the registration dossier.
	

	251-2
	EFPIA
	Comment:

Contrary to what is stated in line 33, expectations for the bulk container closure system and its control specification are additional requirements.  Is this detail required only for prolonged holding times?

Proposed change (if any):

Please clarify
	

	251 - 252
	EFPIA
	Comment: It should be specified, in which dossier section bulk container closure should be presented. 
	

	253
	EFPIA
	It would help if this subsection briefly outlines what information from previous subsections should be included here. Alternatively, the other subsections could clearly indicate that requested information should be presented in P.3.5. For example, the hold time qualification data requested in lines 237-240 could be presented in P.3.5.
	

	300+ ANNEX
	EFPIA
	The Annex example of a manufacturing process description is potentially unhelpful.  See earlier comments.
	

	307 & 327
	EFPIA
	Comment:

The list of parameters considered and list of parameters investigated will be presented in P.2 Pharmaceutical Development and shouldn’t appear in the manufacturing process description section.  
	

	307- 335
	EFPIA
	The example suggests that justification of the control strategy needs to be repeated in P.3.3. This appears redundant. The same information is also included in the parameter tables in the example, which seems a more logical presentation as the current lists of parameters do not contain the justification for the selection of parameters.
	

	342 and 351
(equally applies 342 and 351)
	EFPIA
	Comment:

Not clear what target fill volume expressed as 30%w/v (180kg) means? Assuming that 180kg is the blend charge in a 600L vessel, this gives 30%w/v but why additionally express in this manner and what is the benefit?
	

	355
	EFPIA
	Comment

The term "QbD application" has a wide range of meanings since elements of QbD can be incorporated to different extents in different parts of the CTD.  .
	

	355-6 and 363
	EFPIA
	Clarification on use of terms – ‘target values and range’ – see earlier comment line 122 and also our position with respect to the Agency’s draft Q&A EMA/293958/2005 IF  <> "Error*"EMA/293958/2005 \* MERGEFORMAT 
EMA/293958/2005
 on manufacturing process descriptions.


	

	359
	EFPIA
	. EFPIA highlights that the expectations for a traditional compared to a QbD application provided by the Annex are not clearly differentiated elsewhere in the text of the guideline

Given that the criticality of operational parameters may not be fully established for older products that were not developed using a modern pharmaceutical development approach, it would be burdensome to transition a traditional application to a QbD application.

Proposed change (if any): 

Clarify in the guideline that hen changes to an approved application are required, continuation with a traditional approach or updating the application to a QbD approach should be at the applicant’s discretion.


	


Please add more rows if needed.

	

	7 Westferry Circus ● Canary Wharf ● London E14 4HB ● United Kingdom
	An agency of the European Union  
[image: image2.png]





	Telephone

+44 (0)20 7418 8400

Facsimile

+44 (0)20 7418 8416

E-mail

info@ema.europa.eu

Website

www.ema.europa.eu


	

	

	


	

	
	

	
	2/23



[image: image1.png][image: image2.png]