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Submission of comments on 'Questions and Answers on wheat starch containing gluten in the context of the revision of the guideline on excipients in the label and package leaflet of medicinal products for human use’ (EMA/CHMP/704219/2013)
Comments from:

	Name of organisation or individual

	EFPIA – Sini Eskola (sini.eskola@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)

	
	We welcome this Q&A document by the EMA. The focus on oral products is appropriate.

It is important to reflect that ‘gluten free’ labelling may only be applied if wheat starch is used in the product, as wider labelling as such would be considered promotional. It may not be useful to apply ‘gluten free’ labelling to all products where wheat starch is not a component, and thus it is welcomed that the labelling expectation is not broadly applied.

However, if this labelling change is being conducted to provide additional safety-critical information to patients then patients may be confused by a lack of ‘gluten free’ labelling on products that do not contain wheat starch. For example, a product may lack wheat starch and thus not be labelled as ‘gluten free,’ whilst other similar products on the market may contain wheat starch to some degree and be labelled with either ‘gluten free’ or ‘contains very low levels of gluten.’ Which product might a person with coeliac disease chose to use, based on the labelling information provided?

We also note that below both 20 ppm and 100 ppm a product is considered suitable for people with coeliac disease (in line with previous labelling requirements) and, furthermore, compliance with the European Pharmacopoeia (PhEur) monograph for wheat starch will prevent higher levels of gluten being present. 

On balance therefore we propose either that no change to the labelling requirement is made (as it may falsely suggest a ‘gluten free’ benefit to some products) or alternatively that no pharmaceutical products should be considered to be at risk from gluten content and thus no products should need any labelling for gluten content. Either approach would prevent any false impression of valuable (even promotional) ‘gluten free’ status being applied to some wheat starch containing products.

Additionally, it is unclear what type of variation would be required to submit these types of changes.

It would be helpful if there is a phased-in approach to bring all labels into compliance with these set of new additions to the excipient guideline, and not to have to do each update one-by-one.


	


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)

	Question 5, Lines 93-138
	 
	Comment: While question 5 includes reasons for updating the information in package leaflets, it does not provide a timeline for implementation or whether the changes are to take effect immediately or as a phased-in approach.

Proposed change: Please specify an  implementation timeline to update SPC details to be consistent with the information contained in question 5 of the Q&A. 

	

	Lines 100-101
	 
	 “...it is proposed that the gluten levels should be determined in the wheat starch excipient only and not as part of the drug product specification...”

Comment: This guidance clearly positions this as an excipient risk (which is helpful).
It would be helpful to extend this statement in order to clarify that drug substances/APIs are also out-of-scope of the requirements for gluten assessment. This would be of benefit (even if this is limited to chemically synthesised molecules where no vegetable materials are used).
Proposed change (if any): “...it is proposed that the gluten levels should be determined in the wheat starch excipient only and not as part of the drug product or drug substance specification...”


	

	141
	
	Comment: Wording is not considered patient friendly (which could impact readability test). 

-The unit “ppm” could be difficult to understand by a patient.  The “ppm” is probably not useful here.

-“should”: QRD recommends the use of “should” is avoided. Also, we are often reminded by QRD that “should” is not easy to translate in Roman language.

Proposed change (if any):
This product is regarded as “gluten-free” and is suitable for people with coeliac disease. 


	

	Page 7, line 141
	
	Comment: 
The guideline is not consistent with the food regulations. The food regulations state that <20ppm gluten is classified as “gluten free”. In order to avoid a mixed message the threshold should be changed to <20ppm.

Proposed change (if any):

Threshold: Zero <20ppm

and the wording amended as follows: 

This product is regarded as “gluten-free” 

(less than 20 ppm (ug/g) of gluten) 

and is suitable for people with coeliac disease.  

Threshold: 20ppm (µg/g) >20ppm<100ppm
and the wording amended as follows: 

This product contains only very low levels of gluten 

a maximum of 100 ppm (100 μg/g), and is suitable for people with coeliac disease. 

(a maximum of 100ug/g) and is unlikely to trigger disease activity in patients with Coeliac disease.
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