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Submission of comments on 'Draft guideline on non-clinical local tolerance testing of medicinal products’ – EMA/CHMP/SWP/2145/2000 Rev. 1
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 the opportunity to comment on the draft guideline on non-nonclinical local tolerance testing of medicinal products.  An important recommendation in the guideline is that evaluation of local tolerance by the intended clinical route of administration should be done in the context of standard toxicity testing and does not warrant stand-alone animal studies.  EFPIA PDC is fully supportive of this concept which is in alignment with current ICH guidance; however, we are concerned that there are certain sections of the guidance that could be misinterpreted to suggest that stand-alone local tolerance studies were needed in many cases.  We have suggested specific edits in relevant sections below to help clarify this point.
The draft guideline does not address local tolerance testing after oral administration of medicinal products. It would be helpful to clarify what studies need be conducted for oral products, whether film-coated tablets, uncoated tablets or oral solutions. 
In section 2 (Scope), the guidance states that it is applicable to all types of drug products including biotechnology-derived pharmaceuticals. However the remainder of the guidance seems much more relevant for the safety assessment of small molecule drugs e.g. reference to photosafety and sensitisation potential. It would be helpful to provide more clarity on which sections and/or procedures are relevant for different modalities and/or refer to ICHS6(R1) for testing of biotechnology products.

Photosafety (Phototoxicity and Photosensitization) is referenced in Sections 6.1, 6.2, and 7.  It would be helpful to provide a separate section for Photosafety with reference to ICH S10 for testing strategy.

Histopathology is referenced in multiple sections (6.1, 6.2, 6.3, 6.5, and 6.6) and is not consistently addressed (case-by-case basis compared to conducted unless justified as not needed).  It would be helpful to provide a separate section on histopathology and provide consistent terminology that should be considered on a case by case basis.


	


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)

	1.Introduction:  Lines 45-51
	
	Comment:  We support the concept that local tolerance testing is most appropriate as a component of the general toxicity testing and suggest the following edits to bring this concept earlier in the introduction.  In addition we request clarification be provided with regards to the use of the term “mechanical consequences”. Also, Testing strategy could refer to in vitro or in vivo studies, rather than non-clinical study design which is likely to be interpreted as in vivo studies.

Proposed change (if any):

Local tolerance testing is intended to support human exposure to a medicinal product (both active substance and excipient) at contact sites of the body following clinical use. In most instances, the evaluation of local tolerance by the intended clinical route of administration should be included as part of the general toxicity studies, and separate stand-alone studies are typically not warranted.  Although the final formulation may not be confirmed until late in clinical development, local tolerance testing should aim to support initial testing in clinical trials, as well as intending to support the final product. The non-clinical testing strategyshould aim to distinguish between any effects resulting from  mechanical consequences of administration (e.g. local trauma due to administration procedure),  from purely physico-chemical actions of the product, or from toxicological or pharmacodynamic effects. 


	

	Line 64
	
	Recommend informing the reader that impurity testing (et al) should follow appropriate guidelines.  Please refer to ICH Q3A-D, as relevant.


	

	4: General Considerations

Lines 78-79
	
	Comments:

1) It would be useful to state early in this section the fact that it is optimal to conduct these assessments in the context of the standard toxicity studies conducted with the proposed human formulation.  We have suggested edits below to convey the concepts currently in lines 88-91 to the front of this section.

2) As written, the text could suggest that “any” change in formulation would warrant discrete animal testing.  We would suggest that both for initial formulation as well as subsequent formulation changes, the assessments can be incorporated into standard toxicity studies, as appropriate.

3) We suggest that a case-by-case approach be considered when assessing the need for local tolerance data in animals for minor changes in clinical formulation.

Proposed change:   
This assessment of local tolerance should be incorporated into the standard toxicity studies conducted to support the first trials in humans.  “Stand alone” studies on local tolerance are generally not recommended and should not be undertaken until all available data relevant to the effects of the substance have been evaluated in a weight-of-evidence analysis.  Changes in the clinical formulation can also frequently be assessed in standard toxicity testing conducted to support later phases of clinical development.  When changes in the clinical formulation are made during development, the need for local tolerance testing should be carefully assessed. Minor changes in the clinical formulation do not warrant local tolerance testing.  If there is sufficient experience with the type of formulation being considered, local tolerance testing of that specific formulation is not warranted.

In order to reduce the number of animals as much as possible, local tolerance testing should if possible be part of other toxicity studies, and efforts should be made to include appropriate endpoints. “Stand alone” studies on local tolerance are generally not recommended
	

	4: General considerations

Lines 81-82
	
	Comment:  The approach to accidental or unintended administration described in the draft guidance is overly broad, inconsistent with ICH guidance on the topic, and may result in unnecessary animal experimentation.  ICH M3(R2) highlights the lack of harmonization regarding the need for these studies.  At a minimum, we suggest the EMA guideline be consistent with ICH M3R2 in terms of limiting these studies to parenteral products.  A preferred approach would be to suggest the need for animal studies to address inadvertent exposure should be assessed on a case-by-case basis considering a variety of factors.  If such studies are needed, we agree that the timing suggested (prior to Phase III) is appropriate.  

Proposed change: In addition, for those sites that might come into contact through accidental or unavoidable exposure to the product,, it is important to conduct an assessment of the potential for sites that might come into contact through accidental or unavoidable exposure to the product (for example, extravasation of a product intended for intravenous administration); however, animal studies may not be needed to address this concern. Such an evaluation for local tolerance should be conducted before exposure of large numbers of patients (e.g., Phase III clinical trials). As described below, in vivo studies to assess accidental or unavoidable exposure should only be conducted after considering a variety of factors.


	

	4/4/91-94
	
	Comment1: Lines 91-94 emphasize in silico and in vitro approaches that might be able to predict irritation/corrosion and prevent unnecessary animal use. Since these approaches should be tried before any in vivo toxicity work is conducted, they should also be emphasized early on in the guidance. Only when they are found to be insufficient and/or inappropriate to predict local tolerance, then in vivo testing should be considered. 
Proposed change: Move content of lines 91-94 to the beginning of Section 4.

Comment 2: Recommend revising to state "may" include to introduce some degree of flexibility because all of this information may not be available in every case but that would not necessarily preclude an assessment.  

Proposed change: “Such data will may include the physico-chemical properties of the product in its intended formulation…”

Comment 3: Recommend removing the phrase “using validated assays”. These assays are generally performed in a research non-GLP environment. “Validation” is an ambiguous word and is often used to define a formal process to gain acceptance of a GLP assay. 

Proposed change:  “Such data will include the physico-chemical properties of the product in its intended formulation, findings from one or more structurally related substances, and results from in vitro or ex vivo studies using validated assays.”


	

	4. General Considerations.  Lines 99-104
	
	Comment:  The support of limited human administration by non-therapeutic routes currently suggests that an animal study should be conducted in a single dose local tolerance study.   While there are situations where this may be appropriate (novel vehicle, lack of prior animal experience by that route, etc), we would advocate a case-by-case approach be allowed which would consider the physio-chemical properties of the molecule, prior experience in animals with the proposed route, prior clinical experience with similar formulations, etc.  With appropriate supporting data, it may not be necessary to conduct a stand-alone local tolerance study to support limited human exposures by a non-therapeutic route.
	

	4/4/ 95-104
	
	Comment: The content of lines 99-104 may appear contradictory with line 95-99. We realise that the wording more or less is copied from ICH Topic M 3 (R2) Non-Clinical Safety Studies for the Conduct of Human Clinical Trials and Marketing Authorization for Pharmaceuticals (CPMP/ICH/286/95). Maybe this could be enhanced in the tex
	

	4/4/105-106
	
	Comment: The word ‘identical’ may be too rigid and could be misinterpreted, leading to unnecessary testing.  

Proposed change: A justification is needed if the formulation used for local tolerance testing is not comparable identical to the intended clinical formulation.
	

	5.1 Choice of Species

Lines 109-112
	
	Comment:  Because in most cases the evaluation will be incorporated into the standard toxicity studies, we suggest edits to clarify this point.  We agree that on those occasions that stand-alone local tolerance studies are warranted, evaluation in a single-species is appropriate; however, we suggest adding language to suggest that in many cases a rodent species may be appropriate.  For local tolerance, it is not essential in most cases to have a pharmacologically relevant species.
The intent of the wording ‘two or more different endpoints’  is not clear and is considered redundant. However, if i/v and perivascular administrations might be an example, this could cited as an example.
Proposed change: In the majority of cases, local tolerance assessments will be incorporated into standard toxicity studies conducted in appropriate species for toxicity testing.  For those occasions when “stand alone” studies are warranted, the choice of species should be chosen in relation to the intended route of administration of the product and on the endpoints to be investigated. Usually, an evaluation in one species and in a single sex should be sufficient. Local tolerance testing can often be accomplished adequately in a rodent species and it is not considered essential to study local tolerance in a pharmacologically relevant species.

The choice of species should be chosen in relation to the intended route of administration of the product and on the endpoints to be investigated. Usually, an evaluation in one species and in a single sex should be sufficient. If two or more different endpoints need to be investigated in the same study, a species appropriate to the test will need to be used.


	

	4/5.2/114-116
	
	Comment: Unclear requirements for single vs repeat-dosing to assess local tolerance. For example, when a compound is dosed once weekly in the clinic for 4 weeks, would a single-dose local tolerance study be sufficient? In terms of changes to the formulation, what if the formulation change is minor? Would repeat dosing be needed?

Proposed change:   

The frequency and duration of administration to animals should be determined by the proposed conditions of administration in clinical use as well as the extent of changes in the formulation. However, if local tolerance is being assessed in a “stand alone” study, a single-dose local tolerance study should generally be considered sufficient. If repeat dosing is deemed necessary, the application period should generally not exceed four weeks.
The frequency and duration of administration to animals should be determined by the proposed  conditions of administration in clinical use. However, if local tolerance is being assessed in a “stand alone” study, the application period should generally not exceed four weeks. Investigation of local  tolerance to mimic “accidental administration” may be performed using single dose studies.
	

	120
	
	Comment: Reversibility section is vague.  The terminology of “when it is anticipated that there will be findings that merit particular investigation” is subjective.

Proposed change: “Additional groups of animals to assess reversibility are usually not needed and should only be considered when it is anticipated that there will be findings that merit particular investigation not required, unless finding is not considered reversible or recovery cannot be scientifically justified.”


	

	122-124
	
	Comment: Most of the nonclinical testing program is often competed by the time the clinical formulation is determined and/or Phase III.  When this is the case, the guidance seems to require stand alone in vivo studies.  If the intent is to decrease the use of animals, perhaps the weight of evidence with the existing formula used in the toxicology studies would suffice.

Emphasize that from the standpoint of animal use, contra-lateral administration of the control vehicle is recommended and a separate animal control group is not needed unless scientifically justified. Also, delete “considered”, unless referring to in vitro tests.  In accordance with Directive 2010/63 efforts to reduce and refine the use of animals, non-stand alone in vivo studies should not warrant a positive control.  In vitro studies may.
Proposed change: 

A justification will have to be made when the clinical preparation is not used. This can be based on a weight of evidence approach derived from the formulation used in the toxicology studies along with bibliographic information and precedent for the excipients used in the final formulation. Contra-lateral administration of the control vehicle is recommended and a separate animal control group is not needed unless scientifically justified. Positive controls/reference substances are not necessary.
	

	5.5 Choice of dose

Lines 126-129
	
	Comment:  Similar to prior comments, the choice of dose will be driven by the overall design of the toxicity study in most cases.  This section is relevant only to stand-alone studies.

Proposed change -   add to start of section: In those instances when “stand alone” studies are warranted, it is….

	

	127-8
	
	Comment: The sentence is unclear. To what extent does dose need to be adjusted? Mimicking human exposure of API in terms of mg/kg/day may result in unfeasibly or unacceptably large dose volumes in the test animal. Presumably, it is a set volume of formulation (e.g. 1 mL) rather than dose of API that is most important to test in the system and it would be helpful if the guidance could clarify this. 

Proposed change: The dose may not need to be adjusted since the purpose of the test is to determine the local irritation of the dosing formulation. The actual concentration of active substance to be used in humans should be tested, while the dose may vary especially in cases of parenteral administration. In these cases, local concentration and volume should be the parameters considered for testing local tolerance.  
The actual concentration of active substances to be used in humans should be tested. The dose may then be adjusted by varying the frequency of administration.


	

	5.7  Route of Administration

Lines 136-141
	
	Comment:  similar to prior comments, needs to be revised to reflect fact that assessments will typically be done in standard toxicity studies.

Proposed change (if any) - add to start of section: In those instances when “stand alone” studies are warranted, it is….

	

	5/5.7/137-138
	
	Comment: Since both frequency of administration and choice of dose have already been addressed in the guidance, to prevent confusion, suggest deleting a reference to these particular items under heading "Route of Administration".

Proposed change: 

The anatomy and physiology of the application site in the selected test model have to be taken into consideration when selecting dose levels and frequency of administration.
	

	Line 139
	
	Comment: 

Section 5.7 states that “Testing different routes of administration in the same animal should be avoided”.  The rationale for this is not entirely clear. Why is this inappropriate, since it will result in decreased animal use? reasons? 
Proposed change: Testing different routes of administration in the same animal should be avoided is recommended to minimize animal use if it does not compromise the scientific objectives of the study and the welfare of the animals


	

	5/6.1/154-155
	
	Comment: Indicate that screening approaches may be appropriate for animal welfare reasons.
Proposed change: In these cases an ocular tolerance test using a single administration should be performed. Screening approaches, where the test material is initially applied to only one animal, may be considered before dosing larger number of animals with the test article.”

	

	156
	
	Comment: Although the section states it is rare for a compound to be developed or ocular use that is a sever irritant, these studies would minimize potential for ocular corrosives and severe irritants being tested further.  

Proposed change: Recommend that in vitro testing for corrosive nature of the compound should be considered prior to in vitro testing for corneal opacity/permeability or in vivo testing for ocular tolerance.


	

	6.1. Ocular Tolerance Testing

Lines 164-167
	
	Comment: The word “investigations” appears in several places throughout the document. While it is understandable that specific tests would not be described in this guidance, it would be helpful to delineate the types of investigations so that this is not so open-ended.

Proposed change: Replace “investigations” with more specific terminology such as “ophthalmologic evaluation”.
	

	Line 167:
	
	Comment: “Investigations on the anaesthetising properties of the administration compound should also be included.” 

Please specify in what cases this test is required and which type of investigations should be considered in this context.


	

	166-167
	
	Comment:  The cornea and iris are not areas surrounding the eye.  These should be moved to the previous sentence.

Proposed change: Investigations on the different tissues in contact with the product as well as of the lens, the vitreous body, and the ocular fundus, and the cornea and iris should be included. The areas surrounding the eyes, including the lids, conjunctiva, nictitating membrane, cornea and iris, should also be examined during the test.”


	
	
	

	167
	
	Comment: Recommend removing this statement as it is not currently included in the battery of testing.  Reliable validated assays are not available. 

Proposed change “Investigations on the anaesthetising properties of the administration compound should also be included.”


	

	6.2  Dermal Tolerance Testing

Line 175
	
	Comment: The meaning of the term “new vehicles” is unclear. Is this a novel vehicle that has not been included in a marketed dermal formulation or for which there are no human or animal safety data?

Proposed change: clarify the term “new vehicle”.
	

	6/6.2/183-184
	
	Comment: Clarify the scope of justification behind the use of occlusive dressings.

Proposed change: 

Whether or not occlusive dressings are employed may depends  partly on the intended clinical use of the product as well as practical considerations, including the ability of the animals to ingest the test substance/vehicle by grooming.”

  
	

	185-193
	
	Comment: In general this section is overly specific and inconsistent with the rest of the document. In addition, the term “irritancy test” should be defined as this terminology is not used elsewhere in the document.

Proposed change: “Tests are generally performed in the minipig and rabbit which are the species of choice for dermal tolerance testing.  Abraded skin technique is often used and it should be noted that abrasion can lead to an oversensitive model and that the need to use this technique should be evaluated on a case-by-case basis. Examination of the skin will be conducted and the duration of the study will depend on the severity of skin response after administration. If the changes persist, observation may in some cases be necessary for up to 8 days after administration and may require amendment to the original protocol.”

	

	188-189
	
	Comment: Minipigs are introduced as a potential species at the start of this section so it doesn’t seem appropriate to refer to them as an alternative here.

Proposed change: “Alternatively, minipigs may be another species of choice, as their skin is anatomically more similar to humans. Vehicle controls should be included.”


	

	6/6.2/190
	
	Comment: Since it’s unclear whether this is meant to cover a single or repeat-dose exposure, suggest revising to read below.

Proposed change: The duration of the study observation period

	

	6/6.2/191-193
	
	Comment: Delete a reference to an 8 day post-observation period, since longer observations may be more appropriate in some cases. Also, delete reference to protocol amendment, which appears out of place.
Proposed change:

If the changes persist, longer observation may in some cases be necessary. for up to 8 days after administration and may require amendment to the original protocol   


	

	6/6.2/196
	
	Comment: Emphasize that the “degradation products produced” should be characterized along with the test article if the clinical formulation is used.

Proposed change: Consideration, including appropriate characterization, should also be given to the type and amount of any degradation products produced.


	

	7/6.6/231-233
	
	Comment: Evaluation at a defined stage of the estrus cycle (especially in non-rodents with a small number of animals) should be taken into consideration, since leukocyte infiltration and degenerative changes that occur physiologically at certain stages will dramatically reduce sensitivity for irritant effects.

Proposed change: Add the followings sentence to line 233: “Since leukocyte infiltration and degenerative changes that occur physiologically at certain estrus stages may significantly reduce the sensitivity detecting potential irritant effects, the timing of the exposure and tissue collection for macro- and microscopic examination should take into consideration staging of the estrus cycle.” 

	

	General comment Sections 6.4, 6.5, 6.6
	
	Comment: Species selection is an important consideration, and may not be intuitively obvious for drug developers who do not deal with local tolerance issues on a daily basis. It would be of value for this guidance document to include information on suggestions for appropriate species for these local tolerance tests, with the understanding that an atypical species might be selected based on specific needs of the drug being developed.


	


Please add more rows if needed.
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