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1 July 2019
Submission of comments on 'Draft guideline on quality and equivalence of topical products' (CHMP/QWP/708282/2018)

Comments from:

	Name of organisation or individual

	EFPIA


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 possibility to comment on this important guidance document. We are broadly in agreement with the guidance. Additional comments (both general and detailed) can be found in the document below.

In our opinion, the scope of the guidance is not entirely clear:  is it for all topical drug products, or for generic drug products and post approval changes to these only? It is also unclear if the guideline will address development of new drug products as well as life cycle management. We would welcome a clarification, and requirements for each of the categories should be clearly specified in separate sections throughout the text. 

Furthermore, the draft guidance raises rather complex and detailed matters that are expected to be understood for this product type (e.g. permeation kinetics, product microstructure/physical properties and formation mechanisms during processing. Such detailed fundamental understanding may be difficult to achieve and can, potentially, be mitigated to some degree by the control strategy applied to the product. In addition, such detailed fundamental understanding should not be required for products approved prior to the generation of this guidance.


	

	
	We noticed that some sections of the text include reference to the module 3 documents in the CTD-dossier and others do not (e.g. the sections 4.1, 4.2, 4.2.4 + 4.2.5). It should be clarified what the intention is with including or not including these references.

	

	
	In addition, EFPIA has noticed that this draft guideline is overlapping with other guidelines, in relation to quality and characterization of the topical products. It is important for industry to achieve a harmonized approach to the development program of new topical products for all markets. With overlapping scope there is a risk of conflicting frameworks of the different guidelines worldwide. It is also preferred to align the guideline with requirements in Ph.Eur. and USP, where possible. According to the USP general chapter <1724> Semisolid drug products - performance tests in vitro release testing is not required for batch release. Ph. Eur. has no description of equipment or test methods related to IVRT or requirements to performance of this test.

Some examples of overlap/conflict are given below:

· Line 470-475, The description and the definitions of bulk product and intermediate product conflict with “Manufacture of the finish dosage form EMA/CHMP/QWP/245070/2015. It is unclear what is intermediate product and what is bulk products.

· In paragraph 4.2.4 (Formulation Development) and 4.2.6 (Administration), warnings regarding paraffin-based products are required. EFPIA believes such warnings are out-of-place in a Guideline on quality and equivalence of topical products and such warnings – where considered relevant - should find a place in the framework of the European Commission Guideline on 'Excipients in the Labelling and Package Leaflet of Medicinal Products for Human Use' (EMA/CHMP/302620/2017).


	

	
	There may be instances where IVRT is not suitable to assess the equivalence of semi solid products, that is before and after a change. Other physical and chemical tests can be used as measures of equivalence. The guideline should be clear about the limitations of test as the in vitro/ in vivo correlation for semisolid products is not as well established as in vitro dissolution is as a surrogate for in vivo bioavailability of solid oral dosage forms.

	

	
	Finally, EFPIA is of the opinion that a glossary should be added to the guidance , defining e.g. "CQAs" (here used in another context than normally, e.g. l. 296: CQA is normally not used for excipients but only for drug product) "extended pharmaceutical equivalence" (l. 570 ff), "product quality equivalence" (l. 578), "drug product stability study quality specification" (l. 530), and other examples.

	


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)

	132-133
	
	Comment: in vitro performance, if appropriate?

Proposed change: It needs to be clarified when in vitro performance testing is required or examples should be given.


	

	137-174
	
	General comment to whole section: include references to the relevant sections in this Guideline


	

	170-171
	
	Define simple formulations or give examples e.g. solutions, liquids etc.

Proposed change: Definition (in Glossary) and/or examples should be included.


	

	190
	
	Comment: It is unclear how this guidance can be useful if it does not apply “when the pharmaceutical form or qualitative and quantitative composition of the test and comparator products are not the same or equivalent.” This exclusion is NOT understood. Is this meant to only exclude different pharmaceutical forms? 

Proposed change (if any): Please clarify this exclusion.

	

	195
	
	Comment: Draft guideline ICH Q12 to be added to the list


	

	237 - 540
	
	It is not clear whether this section both include general considerations about development of a topical drug product and/or only information to be included in the 3.2. P.2 in the dossier.

Proposed change: include an introduction to section 4 that states all general information related to drug product development. The following sub-sections will then only include information related to the registration dossier


	

	246-248
	
	Comment: The effect of every excipient may be difficult to ascertain throughout the development program, as some excipients may induce multiple unintended effects. It is recommended to modify this section to make it clear that it is the intent of the excipient’s function that is meant.

Proposed Change: “It should be explicitly stated when an excipient is intended to contribute in a multifunctional way to the design and purpose of the drug product…”

	

	268-270
	
	Comment: This is scientifically difficult to prove 

Proposed Change- Suggest removing this requirement, or adding “If possible the means and permeation kinetics by…”


	

	276
	
	Comment: Clarification is requested to indicate that this is applicable to the proposed marketed strengths, not other strengths that may have been used during development.

Proposed Change: “If applicable, the proportionality of different strengths to be marketed should be discussed.”

	

	291-296
	
	Comment: This content is understood but may be more relevant to ‘critical excipients’ in the formula rather than being equally applicable to each and every excipient. 

Proposed change (if any): Recommend these lines of the text are more focussed on understanding which (critical) excipients need this level of evaluation to be established

	

	297-300
	
	Comment: The requirement to provide information about the excipients is too broad; it is recommended to specify that relevant information need to be provided:

Proposed change: “Relevant information on those excipients which might have an influence on the active substance permeation and bioavailability…”

	

	301-303
	
	Comment: it should be clarified that mixtures of components that are naturally occurring (e.g., oleyl alcohol) or compendial components are not the subject of this requirement.

Proposed change: “In the case of non-compendial excipients presented as an admixture of compounds, details of the composition should be…”

	

	333-334 + 353
	
	Suggest to move these lines to section 4.2.5 as this is more related to the characterisation of the dosage foam

Proposed change: move lines 333-334 and 353 to section 4.2.5 as this is more related to the characterisation of the dosage foam.

	

	346-347
	
	To be moved to section 4.2.7 (P2.3)

Proposed change: move lines 347-347 to section 4.2.7. 

	

	354-355
	
	This information should be move to the section about control strategy (4.3)

Proposed change: move lines 354-355 to section 4.3 (Control strategy). 

	

	359-362
	
	Comment:
A general warning on paraffins is not relevant. Warnings in product information should be based on product composition, product knowledge, experience from the clinical trials and feedback form the market etc. 
Proposed change:

Delete line 359-362.

	

	363-420
	
	Comment:
It is unclear how product characterisation should be performed in practise. 

Is the intention to perform it on validation batches?

Is it a set of data performed once?

Proposed change:

Clarify above mentioned issue.


	

	363
	
	Comment: 
Clarification is requested that this section is applicable to the registration batches, not during the development program.

	

	369-371
	
	Comment: 
The selection of 12 units is not justified in all cases. 

Proposed change: 
“To enable statistical evaluation, the number of samples should be representative, with at least 12 units per batch for each experiment...”

	

	401-416
	
	Comment:

It may be difficult to establish acceptable limit for parameters such as yield stress and the linear viscoelastic response, while a flow curve is a more well-established parameter. Even for this parameter some formulations like ointments can be very difficult to characterise by standardised rheological equipment due to slippage.

Proposed change:

Change the text in l. 403-409 to e.g.: “Rheological parameters relevant for the dosage form selected should be evaluated e.g. flow curve, power law, yield stress, creep testing, viscoelastic response.”

	

	418-419
	
	Comment:

It should be acceptable not to include a test for in vitro release on the drug product release and shelf life specification, if it is shown to be not the most discriminative test parameter. If e.g. viscosity is a more discriminative parameter, a test for viscosity should be included instead.

	

	418-419
	
	Also, other tests such as viscosity or consistency may be relevant

Proposed change: Include more examples of tests that could be used.


	

	420
	
	Comment:

It is not clear when an in vitro skin permeation test would be requested as part of the product characterisation.
Proposed change:

Please clarify.

	

	421-455
	
	Comment:
This section (4.2.6) is not applicable in a quality guideline and should be moved to another guideline, e.g. a relevant labelling guideline.

	

	470-473
	
	Comment:

The definition of an “intermediate product” and “a bulk product” are unclear and in conflict with “Manufacture of the finish dosage form EMA/CHMP/QWP/245070/2015. Establishment of holding times are described in Manufacture of the finish dosage forms, EMA/CHMP/QWP/245074/2015.
Proposed change:

Delete line 470-473 to align and avoid conflicting guidelines


	

	474
	
	Comment:

Terminology should be aligned: “Container” is traditionally used in conjugation with intermediate/bulk container, and “packaging” in relation to primary packaging materials.

Proposed change:

Change “packaging” to “container”


	

	480
	
	Comment:

Sterile topical ocular products, which meet antimicrobial preservative efficacy requirements are packaged in multi-use container. Sterile topical ocular products which are unpreserved are generally packaged in single use container. However, lately some unpreserved products are being packaged in multi-dose preservative free container (MDPF) that maintain product sterility during multiple use. The same could be applicable to other topical products, if justified. It should therefore be possible to justify a multi-use container for a sterile product.

Proposed change:

Drug products having sterile requirements should be packaged in single-use containers, if not otherwise justified.


	

	512 - 516
	
	Comment: 
This text on calculation of exposure levels and limits for impurities and degradation products is helpful to some degree. However, it would be considerably more useful if some additional considerations could be provided to show how this quality aspect of the product will be expected to be addressed by the applicant (e.g., what considerations to include) such that consistent practices for development and assessment can result.

	

	524-526
	
	Comment:

There might be cases where performance testing is not applicable, e.g. for some topical ocular products where the residence time of the product in the pre-corneal area is very short, less than a few minutes, and ocular bioavailability is much less than 10%. It is therefore suggested to add a few words.

Proposed change:

To assure quality and stable product characteristics throughout storage, the designated shelf life needs to be based on physical, chemical and microbiological stability, and in vitro release or other performance tests as required.

	

	547
	
	Comment: 
The definition of a ‘simple product’ is not sufficiently clear. For example, it is questioned that ‘simple’ may not be the correct term here considering that sections 5.2 and 5.2.1 give guidance on investigating quality equivalence by extended pharmaceutical assessment that would seem to be very reasonable to apply to ‘non-simple’ product formulae.

Proposed change: 
Consider providing better definition of what constitutes a product that can be managed using comparison of quality alone.

	

	562
	
	Comment: 
It is unclear what is meant by “method of administration”. If this is the same as “route of administration”, it should be stated. Otherwise, please provide one or two examples.

	

	572-573
	
	Comment: 
Whilst this level of rigor may be acceptable for commercial products, it is difficult to fully characterise products in development to this degree.

Proposed change: 
“Equivalence requires comparative stage-appropriate quality data with the relevant comparator medicinal product…”

	

	586-587
	
	Comment:

It is unclear from where the number of 12 samples originates.
Proposed change:

Please clarify text, e.g. by reference to literature, or rephrase “To enable statistical evaluation, the number of samples should be representative, with at least 12 units per batch for each experiment...”.

	

	588-589
	
	Comment:

It is unclear whether extrapolation is allowed or real time data for full shelf-life is needed.
Proposed change:

Please clarify text.


	

	595
	
	Comment:

It is unclear what is meant by "same immiscible phases"? Oil and water? Or the exact water phase and oily phase?
Proposed change:

Please clarify text.


	

	630-633
	
	Comment: 
The intent of this section is unclear; please clarify. More specifically, the text’s stated acceptance criteria for quantitative quality characteristics (of ±10% of the comparator product mean) may be a reasonable approach to apply for the assessment of a proposed generic product but the innovator may have established a more comprehensive understanding of quality impact and wider specifications for some of these quality characteristics (or the methodological variability may be too wide to establish a ±10% criteria, as described in section 5.3.2. See also line 901 where a CV of 10% is described; this CV would preclude a ±10% specification being set for such a test). Thus, some wider allowance should be accommodated ‘when justified’ by a wider scientific understanding of the specific product. 

This is further supported by line 848 where the text states “in vitro release limits should be justified by reference to the in vitro release rates observed with clinical batches for which satisfactory efficacy or equivalence has been demonstrated”. This again could justify acceptance criteria beyond ±10%.   

Proposed change: 
Change text to read “For quantitative quality characteristics, the 90% confidence interval for the difference of means of the test and comparator products should be contained within the acceptance criterion of ± 10% of the comparator product mean, assuming normal distribution of data, unless otherwise justified”.
  
	

	654-655
	
	Comment:

What is meant by that these studies "may be supportive"? Can they be used if one of the other tests do not fulfil requirements? Or must they be used in addition, if applicable for the relevant drug products?
Proposed change:

Please clarify text.


	

	682
	
	Comment:
A more precise explanation of what an appropriate negative control is could be useful – e.g. as described in line 924.


	

	708-710
	
	The criterion of “that the 90% confidence interval for the ratio of means of the test and comparator products should be contained within the acceptance interval of 80.00 - 125.00%” are considered too tight for IVPT given the inherent variability in the donor skin permeability. Please provide a rationale for this criterion.

	

	738
	
	Proposed change:

Change “ATSM” to “ASTM”


	

	776
	
	Comment:

It is unclear which novel studies the text refers to.

Proposed change:

Please clarify text.


	

	778 - 794
	
	Comment: 
Following on from the comment to line 547 above, the products suitable for ‘biowaiver’ should be aligned with those that can be underwritten by extended pharmaceutical assessment (and the product control strategy applied). The section on biowaiver allowance currently does not seem well-aligned to the sections on extended pharmaceutical assessment.

Proposed change: 
Please align the guidance content better between extended pharmaceutical assessment (and controls applied) and biowaiver allowance.

	

	786
	P
	Comment: 
The text states an expectation for an equivalence study to be conducted when “the formulation has a qualitatively different excipient composition from the comparator”. This is considered too conservative – e.g., if a low-level excipient (such as a colorant or perfumant) is qualitatively changed, this small change would not seem to be significant enough to product quality to drive an in vivo study. Similarly, the lowering (or removal) of an anti-oxidant or preservative should also be capable of acceptance without the need for an in vivo study.     

Proposed change: 
Modify the text to read “[h]as a qualitative and significantly different composition in significant excipients (i.e. excipients apart from colorants, perfumants, anti-oxidants, preservatives etc., if justified) from the comparator product.”

	

	784
	
	Comment:

Gels, ointments and suspensions are mentioned. Is there a reason that creams are not included here?


	

	793-794
	
	Comment:

The meaning of the text: “Bioequivalence studies should usually be provided if the products have a regional site of action, where the active substance has quantifiable systemic bioavailability” is unclear. The scope of this guideline is locally applied locally acting products, which often are without quantifiable systemic bioavailability. How should equivalence with respect to effect be shown for these products?
Proposed change:

Please clarify text.


	

	806-827
	
	Comment:

It should be made more clear which level of post approval changes are in scope of the guideline. 

Also, many topical drug products approved for decades have not been characterised according to this draft guideline, but there is a thorough product and process knowledge and long clinical experience from the markets. These situations are not clearly acknowledged and described in this draft guideline.

There may be instances with respect to post approval changes where IVRT is not suitable, and do not discriminate between batches. 

Proposed change:

In line with section 5.5.1, include and describe situations were waivers in respect to post approval changes are applicable e.g. categorization of acceptable minor formulation and process changes.

Include the possibility of measuring sameness by other physical and chemical means than IVRT, in cases where IVRT is not discriminative.


	

	806-827
	
	To provide guidance on the level of information needed to be submitted in connection with post approval change on topical products and the category of change, EFPIA sees a need for updating and align the variation guideline with the draft guideline. 


	

	817-818
	
	Comment:

When an IVRT method is included in the drug product specification, and the limits are established based on the release rate observed on the clinical batches, it should be sufficient to show that the post-change batches comply with the specification limits for in vitro release.

In other words, the “comparative medicinal product” is not the latest manufactured pre-change batches in the case of comparing the parameters already specified on the drug product specification. A prerequisite for this approach is of course that both the latest pre-change batches and the post-change batches fulfil the original drug product specification.


	

	872
	
	Comment:

It is not clear why sampling time points should be at least hourly. In case of very slow release this does not make sense.

Proposed change:

Delete “(at least hourly)”

	

	877-880
	
	Comment:

The amount of drug product applied is determined by the volume of the donor chamber. It is however not possible to measure the exact amount applied and thereby documenting a variation within ±5%. 

Proposed change:

Delete “(±5% between samples)”


	

	886
	
	Comment: 
The text states “testing conditions providing the most suitable discrimination should be chosen.” This is understood but is too stringent – what should be needed is ‘suitable’ discrimination, not an endless search for the ’MOST’ discriminating. 

Proposed change: 
Modify this text to “Testing conditions providing suitable discrimination should be chosen.”

	

	891
	
	Comment:

EFPIA notes that the validation requirement to linearity (r2>0.90) is not identical to, for instance, the requirement in the FDA Draft Guidance on Acyclovir (Recommended Dec 2014 – Revised Dec 2016), where r2≥0.90 is asked for. Global harmonisation of such requirements would be a huge benefit for industry.

Proposed change:

Change “r2>0.90” to “r2 ≥0.90”.


	

	900-901
	
	Comment:

EFPIA notes that the validation requirement to intermediate precision (CV<10%) is not identical to, for instance, the requirement in the FDA Draft Guidance on Acyclovir (Recommended Dec 2014 – Revised Dec 2016), where CV<15% is asked for. Global harmonisation of such requirements would be a huge benefit for industry. 

Proposed change:

Change “CV<10%” to “CV<15%”.


	

	914-915
	
	Comment:

It is questioned on which principle the 90% confidence interval for the ratio of means of the test and comparator products for the parameters (R), (A) of 90-111% is proposed. Please provide justification and an example of the calculations for clarification.
Furthermore, EFPIA notes that the 90% confidence interval for the ratio of means of the test and comparator products for the parameters (R), (A) is not identical to, for instance, the requirement in the FDA Guidance for Industry, Nonsterile Semisolid Dosage Forms, Scale-Up and Postapproval Changes: Chemistry, Manufacturing, and Controls; In Vitro Release Testing and In Vivo Bioequivalence Documentation, in which the requirement is 75%-133.33% based on detailed descriptions and  calculations of the  methods. Global harmonisation of such requirements would be a huge benefit for industry.

	

	948
	
	Inclusion of negative control is requested for the in vitro skin permeation studies. Can QWP explain the rationale for this requirement and provide some references? 

	

	1028-1197
	
	EFPIA is broadly in agreement with the guidance given in Annex 3. We have some detailed comments below:

· measurement of TEWL values for each separate sample, or even after application of each separate piece of tape will be very time consuming. It could be considered if a fixed number of repetitions could be acceptable (e.g. 22), where the first two tape-discs are discarded

· Is it possible to be more specific on the applicability of TS when patients with skin diseases are involved (line 1043-45)? EFPIA is opposed to using such tests for, for instance, atopic dermatitis patients.
· Weighing of each separate tape-disc before and after use is very difficult and time consuming

· Inclusion of negative control is requested for the in vivo clinical tape stripping studies. Can QWP explain the rationale for this requirement and provide some references? 
· Quantification of surplus drug removed from the surface before tape-stripping and measurement of compound permeating through SC will be necessary for conduct of a mass-balance. However, this will be difficult and time-consuming, and the question is, if it is necessary to conduct a mass balance? 

· It should be possible to use the back instead of the forearm for this type of study, since drug permeation may be higher on the skin of the back than on the skin of the forearm. Thereby, quantification may be easier.


	


Please add more rows if needed.
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