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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)

	
	With disappointment, we note that there are aspects of this EMA guidance which are not aligned with the spirit and intent of the ICH Q3D guideline on Elemental Impurities.


	

	
	There seems to be a lot of focus on drug substance and expectations of the drug substance manufacturer.

It would be helpful to have more guidance for drug product manufacturers and MAHs, to address any specific questions or points for clarification, in order to facilitate implementation of Q3D in Europe.


	

	
	Scope: With respect to the herbal materials, in the European Pharmacopoeia two monographs exist, one for “herbal drugs” (1433) and one for “herbal drugs for homeopathic preparations” (2.4.27). Both monographs have the same quality standards concerning the limits for heavy metals and the following paragraph, not concerned from ICH Q3D.

Therefore the safety of herbal based products (be they herbal medicinal products or homeopathic medicinal products) from heavy metal contamination is assured by compliance with the monograph. From the definition in the glossary of the ICH Q3D guideline, we believe that non-plant material (e.g. material from animal or mineral origin), which are used traditionally, are also out of the scope of the Q3D guideline.
We would be grateful to have the exemption for herbal products (including products of homeopathic tradition) be clearly restated in the strategy document together with a statement indicating that this also applies to (homeopathic) products from other traditions based on mineral or animal origin.


	

	
	Some sections of the guideline would benefit from rewording to improve clarity and understanding.

Also, consider introducing more consistent use of terminology; e.g. “drug substance” vs. “active substance” vs. “API”. 


	


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.”

	

	Lines 12-17
	
	Comment: 
There seems to be a focus on elemental impurities derived from catalysts or reagents used in drug substance synthesis; for example, mined excipients are also likely to pose a risk, if present and used at a high enough level in the drug product.
It would be helpful to helpful to include a statement in this paragraph that elemental impurities may arise from several different sources, not just metal catalysts or reagents.
Proposed change (if any):

Reword to align with ICH Q3D, e.g. consider all components of the drug product. A quote from Q3D could also be used instead: “Elemental impurities in drug products may arise from several sources; they may be residual catalysts that were added intentionally in synthesis or may be present as impurities (e.g., through interactions with processing equipment or container/closure systems or by being present in components of the drug product).” 

	

	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 the 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: 
This sentence would benefit from some rewording to clarify that the risk assessment process is based on process and product understanding.

Proposed change (if any):

“The PDEs in the guideline are applicable to the drug product. Even if it is possible to comply with the guideline with limited knowledge of the possible sources of elemental impurities, the risk assessment process must be based on process and product understanding.”


	

	Line 35
	
	Comment: 
The use of the word “scan” is not appropriate in this context, and an alternative word should be used.

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


	

	Line 37
	
	Comment:

The Q3D Guideline states in chapter 9 (Analytical procedures) “The determination of elemental impurities should be conducted using appropriate procedures suitable for their intended purposes.” 
The guideline does not define the quality of the used analytical method. At the EMA Workshop on ICH Q3D on 5-6 April 2016, the question about the quality of the analytical method also arose. The committee determined that the validation for the analytical method should be demonstrated to be “fit for purpose”, in other words suitable for the intended purpose.

Proposed change (if any): 
“… to the drug product tested by a validated an appropriate analytical approach. The methods should be suitably validated for its intended purpose.” 

	

	Lines 38-40
	
	Comment: 
It is unclear why a justification to omit a routine control derived this way may have to be more extensive than data from few batches. 
For a new product there will be a limited number of batches. Requiring the justification to be “more extensive than just data from a few batches” is not in alignment with the Q3D guidance, which stipulates 3 – 6 batches.

Proposed change (if any):

“Analytical data only, without a risk assessment, will not be sufficient and the justification to omit a routine control will with this approach have to be more extensive than just data from a few batches.”

	

	Lines 45-46
	
	Comment: 
It is unclear what is meant by the sentence, “In the European context the conditions for a drug product manufacturer to do the risk assessment may differ depending on the origin of the component.” 
Proposed change (if any):

Please clarify.

	

	Lines 59-61
	
	Comment: 
There is also a need to consider the route of administration in quoting Option 1 permitted concentrations.
Proposed change (if any):

“Where specification limits for relevant elements in compliance with Q3D Option 1 (Table A.2.2) are applied, the route(s) of administration covered should be stated. The excipient can then be used in any proportion in a drug product within the scope of Option 1 for the stated route(s) of administration.”

	

	Lines 73-87
	
	Comment: 
In our opinion, the recommendations in this section contradict the fundamental principles of the Q3D guideline. 

It is acknowledged that traces of 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. However, stating that a specification for an elemental catalyst used in the last synthetic step is “normally expected” reflects a rather conservative approach. The need for a specification will depend on the levels routinely present in the final drug substance, following the risk assessment.

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). There should be no inference that a drug substance must meet the PDE or the control threshold. 
According to the Q3D guideline, it is only the final drug product (and not the drug substance and/or excipients) that needs to comply with the PDE.
What is important is that the typical levels of the catalyst in the final drug substance post purge are known. 
It is then the drug product manufacturer’s responsibility to assess if that level of the catalyst is acceptable for their product. 
Proposed change (if any):

Remove the entire sub-section.
 
	

	Lines 104-107
	
	Comment: 
It is unclear why there is only a recommendation to include a risk assessment summary for all other potential sources of EIs, other than catalysts and deliberately added reagents.
Proposed change (if any):
Reword lines 98-103 and delete lines 104-107:

“The route of synthesis of the active substance must be described, including information on all intentionally added catalysts and reagents. It is expected that a summary of the risk assessment/risk management on the potential for intentionally added elemental impurities and all other potential sources of elemental impurities in the active drug substance is included in the ASMF/CEP and made available to the drug product manufacturer allowing their overall risk management as well as the competent authority. This also includes any elemental impurity controls or mitigation steps necessary.”

	

	Lines 128-133
	
	Comment:
This states: “Any specifications in place in the active substance to limit the levels of elemental impurities as applied by the active substance manufacturer (the methods and batch results are assessed by CEP assessor and appended to CEP while the acceptability of any limits applied by the active substance manufacturer will be assessed but not finally concluded as that will be done when a MAA is assessed. Sufficient information will be reported on CEP to inform the drug product manufacturers overall risk management.”

It is unclear how the CEP assessor is able to assess the acceptability of any limits applied by the drug substance manufacturer, as this will be dependent on the final drug product, the route of administration and dosage, which would need to be considered as part of the marketing authorisation application and/or variation.

In addition, what “sufficient information….” is may vary, depending on the final drug product (e.g. route of administration) and the maximum daily dose of the drug product. The drug product manufacturer will need sufficient information to be able to perform a satisfactory risk assessment for the drug product. 

Proposed change (if any): 
That a CEP should include a summary of the risk assessment with levels detected of any elemental impurities provided as part of the CEP, plus control limit(s) and analytical procedure(s) (similar as is done for residual solvents) for elemental impurities as appropriate.


	

	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 (lines 135-136) is deleted.
Proposed change (if any):

· “Summary or outcome of manufacturers risk assessment/management on intentionally/non- intentionally added elements if it is 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. “

	

	OTHER COMMENTS
	
	It would be good if the implementation strategy could provide some guidance on the level of details for the summary of the risk assessment that needs to be filed in the MAA and/or variation.

We would suggest that the useful summary table used in the Q3D guideline (page 73) be the recommended content and format.

	
	


Please add more rows if needed.
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