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	AESGP
	
	
	
	ge
	While AESGP appreciates the efforts made to amend the existing definitions in the MEDDEV 2. 1/3 rev 3, the following issues still need to be addressed.
· It is of great importance that changes to these definitions do not jeopardize the effective application of the MDR and do not lead to an unintended exclusion of all “devices composed of substance or combination of substances” from the scope of the MDR. 
· The difference between a mode of action/mean and a therapeutic effect should be included in these definitions, in the sense that the mode of action describes the interaction between a substance and its site of action, while the therapeutic effect is the end result of such interaction. 
· An impact assessment should be performed by the European Commission to ensure that the scope of these definitions remains appropriate and does not collaterally impact products currently classified under other legislations beyond the medical devices sector (cosmetics, food supplements, biocides, etc...).
	
	

	AESGP
	6-7
	Overall introduction
	
	te
	
While noting that this text will be reviewed in the context of the whole guidance document, clarifications on legal context should be provided
This first sentence is confusing as it can be understood in several ways. The concept of ‘intended action’ is not defined by EU law and can be confused with ‘intended purpose’ or ‘mode of action’. If ‘intended purpose’ is defined in Article 2 of the MDR, ‘mode of action’ is not.  Based on the legal definitions under EU law, both medicinal products (Directive 2001/83) and medical devices (Regulation 2017/745) have an intended medical purpose. This means that both medicinal products and medical devices must have a therapeutic effect and therefore result in a change in physiological or pathological characteristics. The achievement of a therapeutic effect is therefore irrelevant for distinguishing between medicinal products and medical devices. 
For that reason, the MDR clarifies that in deciding whether a product falls under Directive 2001/83/EC or under this Regulation, particular account shall be taken of the principal mode of action of the product.
The key criterion to determine whether a product with an intended medical purpose is a medicinal product or a medical device is the principal mode of action exerted by the product to achieve the intended medical purpose.
For this reason, as said above, it is imperative that mode of action is not confused with therapeutic effect.


	Suggestion to delete and replace by the following:
Based on the legal definitions under EU law, both medicinal products (Directive 2001/83) and medical devices (Regulation 2017/745) have an intended medical purpose. This means that both medicinal products and medical devices can be capable of restoring, correcting or modifying physiological functions and therefore result in a change in physiological or pathological characteristics. 
In deciding whether a product falls under the MDR or the MPD particular account shall be taken of the principal mode of action of the product (Article 1(6)(b) MDR)

	

	AESGP
	8-9
	Overall introduction
	
	te
	Mechanisms other than “physical” are also possible, i.e. chemical (radical-scavenger, acid-base reactions, protein precipitation…)
	Suggestion to amend wording as follows (edits in bold):
Typically, the medical device function is achieved by physical means (including but not limited to mechanical action, physical barrier, replacement of or support to organs or body functions) or (bio)chemical means (including but not limited to radical-scavenger, acid-base reactions, protein precipitation).
	

	AESGP
	10-11
	Overall introduction
	
	te
	For the reasons explained above regarding lines 6-7, the concept of ‘intended action’ is confusing and should be avoided in the document 
In line with the EU case law, determining whether a product comes within the definition of a medicinal product and therefore determining its principal mode of action requires the national authorities to proceed on a case by case basis, taking account of all the characteristics of the product, in particular its composition, its pharmacological properties, to the extent to which they can be established in the present state of scientific knowledge, the manner in which it is used, the extent of its distribution, its familiarity to consumers and the risks which its use may entail. Accordingly, the principal mode of action cannot be deduced only on the basis of scientific data that are not specific to the device under review. Obviously, all data applicable to the device under review provided by the manufacturer must also be taken into account to establish its mechanism of action. 
	Amend as follows (edits):
The principal mode of action of a medical device may be deduced following a case by case assessment of the specific device  from the scientific data regarding mechanism of action provided by the manufacturer with regard to the specific device and  from data available in the literature on that device or an equivalent one and the manufacturer's labelling and claims. In other words, the potential for a substance in a product to have a pharmacological, immunological or metabolic action is not sufficient to rule out the medical device classification; rather, that substance must be demonstrably exerting a pharmacological, immunological or metabolic action in the specific product in question.
	

	AESGP
	15-18
	Overall introduction
	
	ge
	While noting that this text will be reviewed in the context of the whole guidance document, clarifications on legal context should be provided. 
	Suggestion to amend as follows (edits in bold): 
Finally, according to Article 2 of Directive 2001/83/EC: "2. In cases of doubt, where, taking into account all its characteristics, a product may fall within the definition of a ‘medicinal product’ and within the definition of a product covered by other Community legislation the provisions of this Directive shall apply." In line with consistent EU case law, Article 2(2) of the MPD applies to cases where, after a case-by-case assessment, taking in consideration all the characteristics of a product, it has been scientifically established that the product in question may fall within the definition of both, medical device and medicinal product. Recital (7) of Directive 2004/27/EC, amending Directive 2001/83/EC on the Community code relating to medicinal products for human use, specifies in fact that where a product comes clearly under the definition of other product categories, in particular food, food supplements, medical devices, biocides or cosmetics, the MPD should not apply.
	

	AESGP
	24 -26






























	Pharmacological means
	
	te












	As indicated above, the key criterion to determine whether a product with an intended medical purpose is a medicinal product or a medical device is the principal mode of action exerted by the product to achieve the intended medical purpose.
Since both medicinal products and medical devices can be capable of restoring, correcting or modifying physiological functions, they can both result in a change in physiological or pathological characteristics. This part of the proposed definition is therefore irrelevant for determining the principal mode of action between products having an intended medical purpose. 
We would like to share the following examples supporting the rationale:
- Nasal spray: A patient’s current physiological condition is constricted nasal space due to dried or high viscous mucus. The main constituent of a medical device nasal spray, see water, interacts with the dried mucus, which leads to the liquefaction of the mucus and thus restores the normal physiological nasal condition. The result is a change in physiological characteristic.
- Water-binding laxative: If an intestinal obstruction, also a current physiological, if even a pathological condition, is corrected by a water-binding laxative, this is a change of this physiological or pathological condition.
- Liquid plaster: it is used to cover wounds, just by protecting the wound itself, indirectly influences the healing process (which may be faster due to the barrier and protection from infections); this would result in the paradox of a plaster being a medicinal product.
As products like nasal sprays without an active pharmaceutical ingredient or certain laxatives or certain liquid plasters are well-established medical devices under EU law the proposed definition is misleading.
Instead the course of action of a drug/active pharmaceutical substance, as described by pharmacology as pharmacodynamics, should be taken as the basis for the definition. This would be the most scientifically correct approach. We propose the following description o such course of action:
The active ingredient in a medicinal product (API) works on a constituent of the human body and this API constituent complex gets a change in that way that is called a signal transduction e.g. a specific lock-key interaction which can be chemically described as a spatial change or a change in the electron distribution leading to a subsequent reaction e.g. stopping enhancement or reduction of a subsequent reaction.

	Suggestion to amend as follows (edits in bold):
“Pharmacological means” is understood as a targeted interaction between the substance in question or its active metabolites and a specific constituent of the human body leading to an in-situ transduction which results in the initiation, enhancement, reduction or blockade of a direct and significant cellular response.

	

	AESGP
	27-29
	Examples of constituents of the human body
	
	te
	Pharmacological cannot cover any and all proteins of the human body. E.g. devices which remove or stabilize proteins or body fluids such as plasters (or similar, among others) absorbing exudates and/or stabilizing the body surface are clearly non pharmacological and should be excluded.
And, proteins can be modified by physical means such as stirring, drying, cooling, heating, dehydration, and other structure-unspecific or receptor-unspecific interventions.
We propose to resolve this aspect by adding the word “distinct”.

	Suggestion to amend as follows (edits in bold):
 Examples of constituents of the human body may include, among others: cells and their constituents (cell membranes, intracellular structures, RNA, DNA, distinct proteins, e.g. distinct membrane proteins, distinct enzymes), distinct targets of the extracellular matrix, distinct targets of blood and its components, distinct targets of body fluids and their components. 

	

	AESGP
	30-33
	Examples of action via pharmacological means:
	
	te
	A pharmacological mode of action cannot cover all interactions listed in the draft or it would jeopardize the effective application of the MDR to many well-established medical devices.


A list of examples of non-pharmacological action would be helpful such as given in the right column.
	Suggestion to amend as follows (edits in bold):
Examples of action via pharmacological means: 
• intended interaction between a ligand (e.g. agonist, antagonist) and a receptor; 
• interaction between a substance and membrane lipids; 
• intended structure-specific interaction between a substance and components of the cytoskeleton.
Examples of action via non-pharmacological means:
· mechanical action
· physical barrier
· forming a physical barrier
· replacement of or support to organs or body functions
· hydration or dehydration
· pH-modification
· application of physiological compounds
· chelation

	

	AESGP
	35-38
	Immunological means
	
	ed
	For clarity purpose

	Suggestion to amend as follows (edits in bold):
 “Immunological means” is understood as an action initiated by a substance or its metabolites on the human body and mediated or exerted (e.g. stimulation, modulation, blocking, replacement) by cells or molecules involved in the functioning of the immune system (e.g. lymphocytes, toll-like receptors, complement factors, cytokines, antibodies) of the human body.
	

	AESGP
	39-45
	Examples of action via “immunological means”
	
	te
	Immunological examples are quite broad and could be misinterpreted e.g. substances which physically block or damage pathogens (for example dehydration, encapsulation) would necessarily elicit an immune response in clearing any resulting debris or trapped pathogens – this is not however the mode of action, but part of the effect.

	Suggestion to amend as follows (edits in bold):
Examples of action via “immunological means”: 
• targeted modulation of an immune response (e.g. suppressing, blocking, activating, enhancing); 
• replacement, reconstitution or introduction of natural or modified immune cells or molecules; 
• direct triggering of an immune response against the targeted tissues, cells or antigens by immune-specific recognition; 
• targeting action of other linked or coupled substances.

	

	AESGP
	52-54
	Metabolic means
	
	te
	Metabolic means should be attributed only to those substances that cause a direct alteration of a biochemical process.
For example, there are fat blocker on the market as medical devices such as Chitosan. Chitosan consists of the shells of shellfish such as shrimps or prawns. In the stomach, the indigestible components of chitosan form a gel that binds the fat from the food. This complex, the indigestible components of chitosan and the fat, pass through the gastrointestinal tract without being absorbed and are excreted undigested. A metabolism of the fat from food does not take place and therefore also no alteration of the metabolism. 
However, the present wording of the draft text could give rise to the possibility that an indirect influence on biochemical processes could also be metabolic means. Concerning the chitosan example given above the non-metabolism of the fat from food could be interpreted as an indirect stopping of a biochemical process. Therefore, we propose the slight changes presented in the right column.

	Suggestion to amend as follows (edits in bold):
“Metabolic means” is understood as an action of a substance or its metabolites which involves a targeted alteration, including stopping, starting or changing the rate, extent or nature of a physiological or pathological biochemical process whether physiological or pathological, participating in, and available for, function of the human body. 

	

	AESGP
	76-77
	Note 2
	
	te
	The definition of interaction is very broad and could be seen to cover all possible interactions including physical (which may ultimately be driven by electrostatic and/or electromagnetic interactions). This should be made more specific within the definition of interactions. 
It needs clarifying that to be seen as pharmacological/immunological/metabolic the interaction should result in direct changes to a biological pathway, subsequently leading to physiological outcomes. 

As a matter of principle, the type of chemical reaction whether covalent bonding, H-bonds, electrostatic, hydrophobic interactions is not a parameter to distinguish the mode of action between pharmacological and non-pharmacological.
	Suggestion to amend as follows (edits in bold):
Note 2: “Interactions” refers to direct and/or specific interactions which elicit the mode of action of substance (or its metabolites).  Examples of "interactions" include the following: covalent bonding, H-bonds, electrostatic, hydrophobic interactions and van der Waals forces.
A chemical interaction which is not specifically linked to either directly activating or blocking a molecular signaling cascade is not involved in a pharmacological or immunological process. For example, acid-base reactions, passive diffusion.  

	

	AESGP
	79-81
	Note 3
	
	ge
	We refer to our comments on the overall introduction (notably lines 6-7).
The reference to the key demarcation criterion in note 3 is not ideal. We suggest to have it included in the overall introduction and possibly repeated in this section but with the same legal wording.
	Suggestion to amend as follows (edits in bold):
See comment on lines 6-7 to add the following;
In deciding whether a product falls under the MDR or the MPD particular account shall be taken of the principal mode of action of the product (Article 1(6)(b) MDR)




	

	AESGP
	83-87
	Note 4
	
	te
	A pharmacological mode of action cannot cover all constituents of the human body or organisms or pathogens within or on the body or it would jeopardize the effective application of the MDR to many well-established medical devices. Devices which form or stabilize a physical barrier should be excluded.
	Suggestion to amend as follows (edits in bold):
The action on the human body is to be understood to include action on any of its constituents, or an organism or a pathogen within or on the body. Whereby, devices which form or stabilize a physical barrier are excluded. For the purposes of applying the MDR, the definitions for pharmacological, immunological, metabolic means of action also apply to explanted constituent parts of the body that are intended to be (re)introduced in the body and to assisted reproduction procedures.

	





1	NCA = National Competent Authority
2	Type of comment:	ge = general	te  = technical	ed = editorial
3	Subgroup comment: 	i.e. ACCEPT / REJECT / PARTIALLY ACCEPT. Subgroup to provide rationale where possible
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