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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 and EBE consider the overall scope of the draft to be quite limited.   
Based on discussions at the EU Workshop on Elemental Impurities (April 2016) and the QWP Interested Parties meeting (June 2016) there was an expectation, that the EMA guidance would address a number of important regulatory considerations for drug product manufacturers and MAHs.

Unfortunately there are still a number of critical aspects regarding the practical implementation of ICH Q3D that are not fully addressed.  More specifically:

· There is no specific guidance relating to the submission of an EI risk assessment within an MAA application either in terms of general expectations relating to content or in terms of advice regarding the potential location of any such information within the dossier. In this context reference is made to the recent BWP Interested Parties Meeting (July 2016) where an industry (EBE) proposal for such a MAA summary template for a parenteral biologic drug has been discussed and deemed to meet expectations of all stakeholders.
· The withdrawal of the heavy metals limit test from the European Pharmacopoeia is not discussed.  A critical aspect of the practical implementation of ICH Q3D is how this is expected to be managed from a regulatory perspective.  
	`

	
	In our opinion, the EMA implementation strategy has missed the  opportunity  to  fully  embrace  a  risk based  approach to controlling  elemental impurities, which is  the fundamental  principle of ICH Q3D. 

In a number of instances it seems to have taken an overly conservative approach.  As this topic did not result from a public health crisis and there has not been evidence of significant elemental impurity contamination in drug products so far, it is unclear why this is the case.
	

	
	We consider that there are critical aspects of the EMA guidance which are not fully aligned with the principles of the ICH Q3D guideline, in terms of interpretation and application.
It is extremely important that ICH guidelines are implemented in a consistent manner across the regions. The production of inconsistent implementation expectations is unhelpful.  We believe that every effort should be taken to avoid such disharmony of expectations in the implementation phase. 
	

	
	There seems to be a particular focus on requirements for manufacturers   of drug substance in the guidance.  Conversely, there is an absence of   useful guidance for drug product manufacturers and MAHs.  
	

	
	Overall, we have major concerns with this draft guideline.  We believe that the document requires significant redrafting and further elaboration in order to meet the needs of all stakeholders. 
	

	
	The Specific Comments below exemplify the critical issues mentioned above. 
	


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)

	Lines 9 – 10 
	
	Comment:   We recommend   rewording this sentence to clarify the purpose of the guideline.  Introducing text to   clarify the target audience would be beneficial. Clarification that the guideline applies to variations, as well as to MAAs, would be helpful.

Proposed change (if any):
Suggest the following  text or similar  for this introductory paragraph:

“The purpose of this document is to describe address specific considerations to enable the practical implementation of the ICH Q3D guideline for Elemental Impurities in the European context Europe. It is intended to provide guidance for MAHs, drug substance   and excipient manufacturers, as well as regulators. In addition to new submissions, it will also apply to variations to existing marketed products.”

	

	Lines 24 –25 
	
	Comment:

The use of the terms “Drug Product Approach” and “Drug Product Components Approach” is not consistent with ICH Q3D terminology and causes confusion.

Proposed change (if any):
Recommend using ICH   terminology, or at least include references to Option 1, Option 2   and Option 3.
	

	Lines 26 - 27
	
	Comment:  The overall responsibility for the Risk Assessment/Management is not clear from this sentence. Suggest   rewording to clarify.
Proposed change (if any):
“The full responsibility for the overall risk assessment/risk management of a drug product resides with the drug product manufacturer/MAH.”

	

	Lines 28 -29
	
	Comment:  

Whilst confirmation    that a summary of the risk assessment is only required in the dossier for the MAA is welcomed, further guidance on level of detail expected would be helpful.

Also, is there a recommended section of the CTD to include the summary of the risk assessment information?


	

	Lines 31-33 
	
	Comment: The text seems to suggest that if comprehensive EI data at a Drug Product level is provided in support of compliance this will be found to be insufficient (though the data shows compliance) without the provision of a risk assessment summary.
It was understood that allowing for a Drug Product Level Approach in ICH Q3D was to allow for approaches with different levels of reliance on risk assessment to be taken. This text contravenes this intent. It is   believed that this stated position is not internationally agreed.
Proposed change (if any): Please remove the stated need for risk assessment if Drug Product Approach data shows compliance.
	

	Line 35 
	
	Comment:  The word “scan” can be interpreted in many ways. The intended    meaning should be clarified.

In line 43 the term “assessed “is used.

Proposed change (if any): Consider replacing “scan” with “assess” or “evaluate”.


	

	Lines 36-38
	
	Comment: Specifications and validated methods applied to ensure compliance in control strategy should not be limited to discussion of the drug product. There may want to be further consideration on application of the control strategy for an EI source (excipient, water, API, container) provided.

	

	Line 38 
	
	Comment: 

According to ICH Q3D, for the Drug Product Approach, compliance should be demonstrable by data only. If data generated on suitable lots is below the required limits then further documentation of a risk assessment should not be needed. 

Proposed change (if any): Please remove the need for risk assessment documentation in support of a suitable data-driven Drug Product Approach.


	

	Lines 39 - 40 
	
	Comment: 

This text states “..... justification to omit a routine control will with this approach have to be more extensive than just data from a few batches.”

 This text contradicts text in the parent guidance Q3D which states ”At the time of submission, in the absence of other justification, the level and variability of an elemental impurity can be established by providing the data from three (3) representative production scale lots or six (6) representative pilot scale lots of the component or components or drug product. For some components that have inherent variability (e.g., mined excipients), additional data may be needed to apply the control threshold.”

Proposed change (if any): Please align this data expectation with the ICH harmonised guidance text and its expectations.


	

	Line 42 
	
	Comment:
The statement “this preferred approach” is not aligned with the ICH guideline, where drug product or component approaches are allowed.
Proposed change (if any):

Delete “preferred”. 

	

	Lines 42-44
	
	Comment: The way this is worded gives the impression that the components should all be analysed. It's important to clarify that the potential contribution from each component should be risk assessed and where risks are identified these taken forward for further assessment/analysis.
	

	Lines 30 - 65
	
	Comment: Currently Section 1 as a whole seems to be trying to cover  two  different aspects:

· How a risk assessment should be performed and the options  i.e. drug product testing or component approach; 

· Who does it and how a risk assessment might be communicated. 

These are very  different facets and  we  believe  that  it would  be beneficial  to clearly   separate these out  in this  section.

Proposed change (if any):  

Revise section  to  clearly reflect these  two  different aspects of risk assessment.
	

	Lines 58 -59
	
	Comment:  The statement “......  due to their nature residual elements can be expected to be present.” is a sweeping assumption.  Any assessment should be data driven.

Proposed change (if any):
“... due to their nature there is a higher potential risk of elemental impurities being present.”

	

	Lines 81-85
	
	Comment:  By stating   that a specification for an elemental catalyst used in the last synthetic step is “normally expected” reflects   a rather conservative approach and it is not aligned with the intent of Q3D.  The need for a specification will depend on the levels routinely present in the final drug substance following the risk assessment and the overall control strategy.                                                                                                                                                                                                                                        
Furthermore, it is not appropriate that a catalyst, if used in the last synthetic step, needs to be purged to levels below the control threshold (<30% PDE).  

Proposed change (if any):

“An elemental catalyst in the final drug substance   is   more likely to be present when the catalyst is used in the last synthetic step than earlier in the synthesis. A specification in such a situation may be needed, where the risk assessment and the proposed control strategy indicates so.”


	

	Lines 85 - 87
	
	Comment: The control threshold established in ICH Q3D is 30%, thus the extent that any individual result is below this is irrelevant and as worded suggest a further criteria necessary to establish control.  The relevant sentence should be revised. 

Proposed change: 'If, at the time of submission, the amount of data to provide assurance that the levels are consistently below the control threshold (< 30% of PDE) is limited, a specification together with skip testing may be acceptable.”


	

	Lines 89 - 90


	
	Comment:
 It should be equally acceptable for elemental impurities to be controlled upstream of the drug substance via starting material or intermediate specifications.


	

	Line 115
	
	Comment: 

“No risk assessment/management is performed by the API manufacturer.”

It is unclear how a CEP can be assessed without risk assessment input from the API manufacturer.


	

	Lines 134-136
	
	Comment:
Drug substance manufacturers need to summarise their risk assessment, especially for non-intentionally added elements, and provide this to the MAH.   We believe that the guideline needs to take a firmer position on this, and recommend that the last sentence is deleted.

Proposed change (if any):
“Summary or outcome of manufacturers risk assessment/management on intentionally/non- intentionally added elements must be provided by the CEP holder (appended to the CEP). If this is not provided, it is understood that no such information is received. “
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