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Submission of comments on 'Questions and Answers on cyclodextrins 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/495747/2013 

Comments from:

	Name of organisation or individual

	EFPIA – Sylvie Meillerais (sylvie.meillerais@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 welcomes the opportunity to contribute to this Q&A and would like to comment on the overall context, i.e. the revision of the GL on ‘Excipients in the label and package leaflet of medicinal products for human use’.

The intent of this guidance is to provide advice to patients and prescribers. In order for labelling on cyclodextrins (CDs) to have a beneficial outcome in the prescriber environment, it is critically important that the advice provided is specific and actionable by patients and their prescribers. 

Therefore, EFPIA does not support general and non-specific warnings associated with a specific excipient. It is an important principle that warnings, especially, directed to patients should be as specific as possible and actionable. This current draft does not satisfy this need, to provide advice which a patient or prescriber can readily interpret and take action upon.

EFPIA does support on the other hand the practice to disclose an excipient of concern in section 6 of the SmPC, but in case warnings, precautions and other usage advices are proposed in the SmPC, these should be made as specific as possible. 
	

	
	Concerns regarding scientific justifications:

1. Zero thresholds for all routes of administration

2. Confusing presentation with respect to concentration (%) and administered dose

3. Unnecessarily precautionary advice to patients and prescribers with respect to paediatrics

4. Interaction with other medicinal products

1) Zero thresholds for all routes of administration
Zero thresholds are not supported by the known toxicology or toxicokinetics of the CDs, as provided in the materials presented (see Table 6).  The presented hazards (diarrhoea, renal changes and risk of irritation) are only manifest at high doses, and there is sufficient evidence to postulate, in medicinal use scenarios, that thresholds exist.

2) Confusing presentation with respect to concentration (%) and administered dose
It would be useful to have the context of CD listed as a quantity (mg) AND as a concentration so that the content of CD can be directly compared to the stated concerns (which are % or quantity based). This would allow the use of warning texts to be better linked to quantity / % and not be driven from a zero threshold.

3) Unnecessarily precautionary advice to patients and prescribers with respect to paediatrics

The document states that “the presence of cyclodextrins should be stated as a precaution (zero thresholds)” (line 124) and instructs carers to check with the doctor “as the cyclodextrin contained in this medicine might cause undesirable effects” (line 128). This text seems to be precautionary and to raise concerns for patients and carers that may not be relevant. 

For example, will the medicine prescribed not have been studied in patients of the age-group being prescribed to? If so, doesn’t this mean that the presumed risk has been evaluated during the investigational phase and hence the statement on checking risk is essentially redundant?

4) Interaction with other medicinal products
We understand that the aspect of interaction with other actives could be considered a potential risk but are concerned that the information might not be easily understood by prescribers or patients / care givers and might be taken as a more general concern than may in fact be appropriate or necessary.
How, for example, would a prescriber know what interactions to manage against? It is not clear that all interactions of CDs that are asked to be stated in the SmPC will truly be known, especially across the wide range of possible active substances that may be being taken by a patient at the same time.
Furthermore, it is our understanding that not all active substances will have similar levels of interaction with a CD complexing agent (and there may be some differences within the class of CDs). This is because the complexing interaction (average binding to a CD) is structurally-dependent.
In addition, our understanding of the use of CDs is that they are employed to gain solubility of an active substance in a solution product (by forming equilibrating complexes with the active substance), often for IV delivery. For this reason it may be more pertinent to focus the precautionary statements on genuine co-administered materials in the clinical setting (e.g. in a single intravenous giving line).
The dynamic equilibrium of drug active moiety with a CD combined with the considerable dilution of drug in blood after administration (and the low free drug levels that may result from protein binding) would all be considered to contribute to minimising complexation of other drugs.  An issue might exist under extreme cases – e.g. with long term continuous infusion of CD and high blood levels of the CD; but this is an extremely limited scenario, and does not warrant the general and non-specific warning that is proposed.
	


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 74
	
	Comment: 
“Cyclodextrins are absorbed poorly via mucosal membranes, but at high doses…”
Proposed change:

It is suggested to specify what is consider being a high dose.


	

	Lines 98-99
	
	Comment:

“Alpha-CD, β-CD and RM-β-CD showed renal toxicity at relatively low doses after parenteral administration and thus seem not very suitable for medicinal products given intravenously.”

This statement is vague, it would be preferable to provide a definitive comment as to whether the use of these excipients in parenteral products is acceptable. 

Proposed change:
If the use of these excipients is acceptable the following change is proposed: 

“Alpha-CD, β-CD and RM-β-CD showed renal toxicity at relatively low doses after parenteral administration and thus seem not very suitable for medicinal products given intravenously.”
	

	Lines 108-111
	
	Comment: 
“Because of their lower renal function, children less than 2 years old may 108 theoretically be less vulnerable to renal toxicity. However, a few cases on the use of intravenous 109 products with high doses of HP-β-CD and SBE-β-CD in neonates and young children have been 110 reported without signs of toxicity.”

Proposed change:
Proposed change intended to increase clarity of this sentence.

 “Because of their lower renal function, Cchildren less than 2 years old may theoretically be less vulnerable to renal toxicity due to their lower baseline glomerular filtration rate. 
However, a Data related to the use of cyclodextrins in very young children is limited. However, in a few cases reports, on the use of intravenous products with high doses of HP-β-CD and SBE-β-CD in neonates and young children have been reported did not result in without signs of toxicity.”
	

	Line 116
	
	Comment: 
“Although the oral availability of cyclodextrins is very low, high doses…”

Proposed change:
It suggested to specify ‘high doses’

“…high doses (> 1000 mg/kg/day)”

	

	Line 120
	
	Comment: 
“Cyclodextrins can cause nephrotoxic effects in animals at high systemic exposure.”

Proposed change:

Proposed change intended to increase clarity of this sentence.

“Some cCyclodextrins (alpha-cyclodextrins and beta -cyclodextrins) can cause nephrotoxic effects in animals at high systemic exposure. In contrast, derivatives of (-cyclodextrin (hydroxypropyl-(-cyclodextrin or sulfobutylether-(-cyclodextrin) or (-cyclodextrin are not associated with adverse effects on kidneys or on renal function of animals.” 

	

	Line 128


	
	Comment: 
All routes of administration: Comments (for health care professionals:

“Low doses of cyclodextrins are not expected to cause adverse effects. However, there is insufficient information on children less than 2 years.” 

Proposed change:

It is suggested to specify in the text what is considered to be a low dose, as is indicated when referring to ‘high dose’.


	

	Line 128 
	
	Comment:
All routes of administration: Information for the package leaflet:

“The presence of cyclodextrin in this medicine may alter the effects of other medicines.”

In the main body of the guidance (lines 118 and 119) it is noted that, depending on their amount, cyclodextrins may influence the permeability of tissues and therefore the bioavailability of active substances given topically (nasal, rectal, dermal, ocular).”

It is not clear why the statement included in the table (line 128) should apply to all routes of administration, and it is therefore suggested this should only be applied to routes of administration where there is evidence that permeability of tissues may be influenced (e.g. nasal, rectal, dermal, ocular).
	

	Line 128 
	
	Comment:

All routes of administration: Information for the package leaflet:

“Talk to your doctor or pharmacist before giving this medicine to your child if (s)he is less than 2 years as the cyclodextrin contained in this medicine might cause undesirable effects.”

Proposed change:

This sentence should only be included for medicines with a paediatric indication, therefore the following is proposed:

 “Talk to your doctor or pharmacist before giving this medicine to your child if (s)he is less than 2 years as the cyclodextrin contained in this medicine might cause undesirable effects [to be included only for medicines with a paediatric indication].”

	

	Line 128
	
	Comment:

All routes of administration: Information for the package leaflet:

Proposed change:

Minor rewording in order to increase patient readability.

“The amount of cyclodextrin in each <volume/unit> is xx mg. 

Talk to your doctor or pharmacist before giving this medicine to your child if (s)he is they are less than 2 years old as because the cyclodextrin contained in this medicine might cause undesirable side effects. The presence of cyclodextrin in this medicine may alter the effects of other medicines.”
	

	Line 128
	
	Comment:

Parenteral: Comments (for health care professionals): 

 “In children less than 2 years, the lower glomerular function may protect against renal toxicity, but can lead to higher blood levels of cyclodextrins which may lead to extra-renal adverse effects.”

Proposed change:

Please clarify what ‘extra-renal adverse effects’ are known to occur in young children with high blood levels of cyclodextrins and consider providing guidance to the health care professional regarding these effects. EFPIA is not familiar with published reports of extra-renal toxicity being observed in young children treated with drug formulations containing cyclodextrins.
	


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


	

	

	


	

	
	

	
	2/9



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