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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

	Line number
	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 provide comments on the draft “Guideline on equivalence studies for the demonstration of therapeutic equivalence for products that are locally applied, locally acting in the gastrointestinal tract as addendum to the guideline on the clinical requirements for locally applied, locally acting products containing known constituents, CPMP/EWP/239/95 Rev. 1”.
EFPIA suggest several amendments and/or clarifications to be made in the document. The details are provided in the section for specific comments, whilst the more general comments are presented in the first section of the response.
Consistent with increased acceptance of modelling and simulation approaches, it is proposed that the use of in-silico models (e.g. physiologically based pharmacokinetic modelling) be considered as an alternative to human pharmacodynamic studies, local availability studies or other listed data sources.
The qualitative and, where appropriate, quantitative choice of excipients should take into consideration disease related sensitivities as well as inherent differences in excipients.

For modified release, the use of systemic availability as a surrogate of equivalence should be based on selected tests (those methods with demonstrated in vivo relevance) rather than a wider range of tests, in order to minimise the risk of falsely identifying inequivalence.


	


2.  Specific comments on text

	Line number(s) of the relevant text

(e.g. Lines 20-23)
	Stakeholder name

	Comment and rationale; proposed changes
(If changes to the wording are suggested, they should be highlighted using 'track changes')
	Overall Comment


	Lines 4-9 
	
	While it is understood that the title of the parent guideline (CPMP/EWP/239/95) cannot be altered at this time, the title of the proposed guideline is cumbersome.  By inference, if the product acts locally in the gastrointestinal tract, it will have been applied locally.  As such, it is recommended that this be simplified.
Proposed change: Guideline on equivalence studies for the demonstration of therapeutic equivalence for products that are locally applied, locally acting in the gastrointestinal tract medicines, as addendum to the guideline on the clinical requirements for locally applied, locally acting products containing known constituents
	 

	Lines 45-47
	
	Comment:  See comment for Lines 4-9.
Proposed change: This guideline refers to medicinal products that are applied locally and intended to exert their effect locally within the acting gastrointestinal (GI) tract medicines. The assumption is that systemic action, if any, would be considered as an undesired effect.
	

	Line 54
	
	Comment: Clarification is requested regarding criteria used to determine if the respective models/methods are "adequately qualified".
	

	Line 52-54
	
	Comment: It is proposed that consideration be given to accepting the application of in-silico models (e.g. physiologically based pharmacokinetic modelling) in the context of equivalence studies for products acting locally in the GIT, provided these are adequately validated using existing data.

Proposed change: Depending on the situation, human pharmacodynamic (PD) studies, local availability studies or, where appropriate, even animal, or in vitro or in silico studies may be considered, provided that the respective methods/models are adequately qualified.
	

	Lines 65-67
	
	Comment: The sentence does not clarify that in vitro or in vivo conditions need to replicate disease state.

Proposed change: Therefore, in those cases where the in vitro tests or pharmacokinetic (PK) studies reflect in vivo drug release and availability at the site of action, reflective of disease physiology, clinical trials could be waived. 
	

	Line 78
	
	Comment: Clarification is requested regarding the term “chemical entities”.  For example, clarification is required on whether this includes synthetic peptides. If not, it would it be preferable to refer to these “small molecules” instead.
	

	Lines 81-83
	
	Comment: In line with the parent guidance CPMP/EWP/239/95 and Section 4.2, the guideline is understood to mainly apply to abridged applications including 10(1) generics as well.

Proposed change (if any): This guideline applies mainly to abridged Marketing Authorisation Applications for human medicinal products submitted in accordance with the Directive 2001/83/EC as amended, under Art. 10 (1) (generic applications) and Art. 10(3) (hybrid applications).
	

	Line 176
	
	Comment: Clarification is requested regarding whether “additional comparative tolerability studies” refers to in-vivo nonclinical or clinical studies or both. 
	

	Line 178
	
	Comment: Products acting locally in the intestine: Excipient composition might also need to be carefully reviewed for compounds targeting colon locally e.g. Crohn’s disease. Subjects with Crohn's disease might have a different reaction (sensitivity) to drug excipients compared to that of healthy subjects.
	

	Line 192
	
	Comment: This line refers to amounts of excipients only. It is more appropriate to refer to it is amount and/or nature of excipient if different excipients.

Proposed change (if any): …, unless the differences in the amounts of these and/or nature of excipients can be adequately justified…
	

	Line 195
	
	Comment: Clarification is requested regarding which type of equivalence studies are required i.e. efficacy, safety or pharmacokinetic. 
	

	Line 226, 206-213
	
	Comment:  Clarification is requested regarding the meaning of ‘for the time being’, and how this relates to Lines 206-213, where clearly “currently used” methodologies are applied for dissolution profile similarity.
	

	Lines 261-263
	
	Comment: The document should include consideration of both the type and the amount of the excipient that may affect GI transit. For example, based upon the dose administered, the excipient sorbitol may have a minimal or significant effect on GI transit.

Proposed change (if any): ‘In addition, particular consideration should be given to the amount and type of excipients that may affect GI transit (e.g. sorbitol, mannitol, etc.), absorption (e.g. surfactants or excipients that may affect transport proteins), in vivo solubility (e.g. co-solvents) or stability of the active substance.’

	

	Lines 264-265 & 313
	
	Comment: Decision tree line 313 is not fully aligned with the text for the “Solutions”. Lines 264-265 refer to bioequivalence studies if some degree of systemic bioavailability is observed.  See also comment for Lines 261-263.
Proposed change (if any): Specify in the box “Are amount and/or type of excipients similar and no systemic bioavailability observed?”
	 

	Lines 266-271


	
	Comment: These (in vitro) models must be validated with regards to the clinical conditions.
Proposed change (if any): … dissolution profiles in the physiological pH range are similar. These models must be validated such that they are discriminative under clinical conditions.
	

	Lines 269 to 271
	
	Comment: In-vitro studies based on their binding capacity are considered acceptable surrogates for the assessment of efficacy, as long as excipients are not critical and disintegration and dissolution profiles in the physiological range are similar.

Clarification is requested as to which are the criteria to define the excipients as being not critical or similar.  Also, if the excipients are critical, the acceptable amount of these should be clarified.  It is requested that these be included in the document with references.
Furthermore, some of the compounds may not be dissolved, dissolution test may not need to apply.

Proposed change (if any): “… as long as excipients do not have significant negative impact on in-vitro equilibrium and dynamic binding (not critical) and disintegration and/or dissolution profiles in the physiological range are similar.
	

	Lines 277-278
	
	Comment: It would be helpful to include limits of “very rapid dissolution” and “rapid dissolution”. 
	

	Lines 291-305
	
	Comment: Clarification is requested regarding whether the definition of “modified Release” products in this section also includes “enteric coated” drug products and, if so, whether the same conditions apply.
	

	Lines 299-301
	
	Comment: With an increasing number of tests, there is also an increasing risk of falsely identifying inequivalences.  As such, it is proposed that the “battery of state-of-the-art experiments” be restricted to those methods with demonstrated in vivo relevance rather than all methods. 

Proposed change (if any): test and reference exhibit similar in vitro dissolution profiles in a battery of state-of-the-art experiments using methods with demonstrated in vivo relevance (not only in the QC media and buffers at pH 1.2, 4.5 and 6.8, but also in vitro methods simulating intraluminal pH-conditions and residence times in the human GI tract, etc.


	


Please add more rows if needed.
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