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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
	WE AGREE with the European Medicines Agency to develop a new guideline specific for topical medicinal products with the following features as per their recommendation on the concept paper:

· The scope of the guidance should focus on locally acting, locally applied products for cutaneous use, and other routes, if possible and appropriate;

· The new guideline should address the quality requirements of topical products, containing new or known active substances, throughout their marketing life;

· The concept of pharmaceutical equivalence for topical products should be developed and extended to include e.g. qualitative and quantitative equivalence of formulation, physical properties and microstructure, administration and in vitro drug release properties;

· Guidance on alternative in vitro and in vivo methods that characterise the bioavailability of the active substance to the local site of action should be developed;

· The guideline should consider the application of an extended pharmaceutical equivalence with alternative in vitro and in vivo models and methods to predict therapeutic equivalence with reference medicinal products, in lieu of therapeutic equivalence studies in patients.

HOWEVER, we think that:

· The pharmaceutical equivalence can follow in a manner similar to the FDA SUPAC-SS guideline for the sake of harmonisation between EMA and FDA since it is currently implemented widely;

· The alternative in vitro and in vivo methods that characterise the bioavailability of the active substance to the local site of action can be developed as per the existing OECD guidelines for the conduct of skin absorption studies. These guidelines in force in the ICH region (EU, US and Japan) since 2004 include more than 10 years of experience in this field;

In-vivo models might be difficult to standardise because it is subject to variability linked with active ingredients properties therefore in-vitro models completed with data from the literature should be considered for the new guidelines;
	

	EFPIA
	It is recognized in the concept paper that for topical products small changes in formulation, dosage form, administration or manufacturing process may significantly influence efficacy and/or safety. Clear guidance is needed to make sure that all potential approaches used to predict therapeutic equivalence reliably confirm that a product is truly equivalent to the reference so that the patient has a safe and effective alternative treatment.
	

	EFPIA
	Considering the variety of pharmaceutical forms and routes of administration within topical products, it can be expected that no single model or test battery will be applicable to all topical products to demonstrate therapeutic equivalence to a reference product. The individual properties of a product, conditions of the respective indication and patient population will need to be taken into account. Therefore, it is proposed that the guideline aims at providing general recommendations for the demonstration of therapeutic equivalence of topical products, the applicability of which to any given product will need to be assessed on a case-by-case basis.  


	

	EFPIA
	In case of dermal products, the guideline should consider that results from methods using healthy skin may not necessarily be predictive for diseased skin, as the diffusion and accessibility of the active substance to the site of action may be altered in diseased skin.


	


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)

	16-17
	EFPIA
	The sentence sets the focus on external surfaces. However, topical products are also used for internal surfaces (e.g. 5-aminosalicylic acid in inflammatory bowel disease). Other internal surfaces (lung) are also possible and may be ideal targets for topical product development in the nearer future. Thus, it should be clarified if the scope is about topical products in general – or about topical products for external surfaces.

The scope of the concept paper on topical products should be kept broad as this document is meant to be the blue print for future guidelines to be developed on topical products locally acting. In our opinion, it should cover both topical products for external surfaces as well as internal surfaces. 


	

	36-40
	EFPIA
	Topical products are available in a broad variety of dosage forms (liquids, semi-solids, patches…) and application sites. Therefore, it is likely that there will be not one quality standard and one testing method. The guideline should emphasize that appropriate in-vitro tests and characterization methods need to be product-specific, reflect critical quality attributes and be suitable to detect quality differences based on changes of critical process parameters.


	

	38-40
	EFPIA
	In the section on Quality of Topical Products, it is mentioned that:

“… designated shelf life needs to be based not only on physical, chemical and microbiological stability, but also, when necessary, on evidence of stable in vitro performance to assure equivalence throughout storage”. 

The quoted paragraph should provide further clarifications on what is meant by “when necessary”. It should be common ground that performance throughout product shelf-life is ensured on the basis of stability data (physical, chemical and microbiological). Therefore, additional in-vitro stability performance data becomes redundant. However, such data might be necessary during pharmaceutical development for stability specifications setting (e.g., specifications of a particular product characteristic relevant to performance and for which contribution effect is uncertain).


	

	45-46
	EFPIA
	Regarding the statement “At present, for most topical products, demonstration of pharmaceutical equivalence is normally not sufficient to predict therapeutic equivalence”: It is to be noticed that the proposal of the concept paper for the alternative in-vitro and in-vivo methods to characterise local availability need to be further developed to solve feasibility issues. 
	

	53-57
	EFPIA
	As laid down in the problem statement section, small changes of the mentioned parameters can still have huge impact on safety/efficacy of a drug product. How is any acceptable range of deviation set for these parameters? 

An extended concept of pharmaceutical equivalence and use of other alternative in-vitro and in-vivo methods to support therapeutic equivalence are the core idea of the concept paper. It needs to be made clearer what are the conditions for which test methods and/or models would be considered as adequately validated (acceptable in vitro in vivo correlation). The concept would make only sense if the validation of a method and/or a model in terms of clinical relevance is not product specific, eg applicable for a drug class, an indication, a condition, etc.
	

	56-57
	EFPIA
	The guideline shall define acceptance criteria for comparative quality data (e.g. acceptable difference in particle size for suspensions).

Methods have to be validated from an analytical point of view. However, the guideline should provide guidance on how and when methods for assessment of critical quality attributes can be considered validated, assuming that these critical quality attributes have an impact on the clinical performance and are relevant for conclusion of therapeutic equivalence.


	

	58-63
	EFPIA
	The additional measures of equivalence described in the concept paper mainly focus on methods related to the availability of the active substance. However, to conclude on therapeutic equivalence for topical products additional factors related to the vehicle that may contribute to the overall efficacy of the product (e.g. cooling effect for dermal products, occlusive properties of formulations, etc) or address critical symptoms in a specific disease need to be considered when comparing a test to a reference product. The guideline should clarify how these additional relevant factors should be addressed.


	

	58-63
	EFPIA
	The guideline shall define acceptance criteria for the additional measures of equivalence proposed by the concept paper, i.e. define clear ranges in which equivalence can be concluded when comparing a test and a reference product. This is considered essential to enable both regulatory acceptance by authorities and clarity on the guideline requirements by applicants.


	

	61-63
	EFPIA
	It is stated that if drug absorption into the blood compartment is sufficiently high, comparative pharmacokinetic studies could be supportive of topical equivalence. This statement as such is not correct (can most likely lead to wrong conclusions). However, there might be other conditions /considerations to add (such as type of drugs) for which such statement could be applicable.
Otherwise the statement should be dismissed: the blood compartment does not contribute to the important “upstream distribution” of external vs. internal vs. regional concentration. 

As an example: two drug products show absorption into the blood compartment of 5% of an drug substance applied to the skin. But in one case, the remaining 95 % are distributed as follows: 90% external (e.g. surface on epidermis), 3% ‘internal’ (epidermis/dermis), 2% regional (subcutis). In the second case, 60% are absorbed in epidermis/dermis, and 45% are absorbed into subcutis. These examples demonstrate that significant differences in local distribution (with effects on safety/efficacy) are completely independent from blood concentration. 


	

	64-65
	EFPIA
	The guideline should clarify that the method or methods of choice (in case a battery of different techniques is to be chosen) need to be predictive of the availability and of the active substance at the local site of action. 


	

	66-68
	EFPIA
	The guideline should address the fact that using a battery of methods cannot compensate for poor accuracy, sensitivity, reproducibility and in-vitro/in-vivo correlation of individual methods (also see lines 31-33 of the concept paper).


	

	69-72
	EFPIA
	The guideline should make clear how and when a method can be considered validated and which procedures of standardization need to be followed to ensure regulatory acceptance.


	

	83-85
	EFPIA
	As indicated for lines 16-17, the scope of this concept paper on topical products should be kept broad as this document is meant to be the blue print for future guidelines to be developed on topical products locally acting. Therefore, it should cover both the topical products for external surfaces as well as the internal surfaces.

	

	91-92
	EFPIA
	The concept paper recommends developing guidance on alternative in vitro and in vivo methods that characterise the bioavailability of the active substance to the local site of action. However, to conclude on therapeutic equivalence for topical products additional factors e.g. related to the vehicle may need to be considered when comparing a test to a reference product to avoid inappropriate use and claims.
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