Definitions to be included as part of guidance on borderline of medical devices with medicinal products

According Article 1(6)(b) MDR) the decision regarding which regulatory framework applies to a given product should be based in particular on the principal mode of action of the product.
Typically, the medical device’s purpose is achieved by physical means (including mechanical action, physical barrier, replacement of or support to organs or body functions). Furthermore, hydration or dehydration and pH modification may also be means by which a medical device achieves its intended purpose. See examples in the respective sections of the document.
For the purpose of this guidance document, the following three terms are discussed.
1. ‘Specific medical purpose’ (Article 2(1) MDR, first paragraph)
The specific medical purpose of the device represents the benefit intended by the manufacturer. It is determined by them and will be listed in the indents of Article 2(1).   	Comment by PISCOI Paul (SANTE): clinical benefit?
2. ‘Principal intended action’ (Article 2(1) MDR, second paragraph)
The principal intended action of a medical device is described in manufacturer's labelling and claims and must be based on state of the art scientific data regarding mechanism of action on a case by case basis. 
3. ‘Principal mode of action’ (Article 1(6)(b) MDR)
The principle mode of action represents the means/mechanism through which the medical device achieves its principal intended action. It is objective, grounded in scientific reality and must be based on state of the art scientific data.
Besides the principal mode of action, other modes of action may be in play and may assist the device in reaching its specific medical purpose OR may assist the device in its functions.
In this context, the means/mechanism through which a product achieves its principal intended action, i.e. pharmacological, immunological, metabolic, mechanical or other, as discussed above, refer to the principal mode of action.
Although the manufacturer's claims are important, it is not possible to place the product in one or other category in contradiction with current scientific data.  Manufacturers may be required to justify scientifically their rationale for the qualification of their product.
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."

Definitions of pharmacological, immunological and metabolic means 
The following definitions for pharmacological, immunological or metabolic means are intended to provide guidance as to the meaning of these terms in the context of determining the principal mode of action of the product.   
“Pharmacological means” is understood as an interaction between a substance or its metabolites and a constituent of the human body which results in a change in physiological or pathological characteristics, i.e. initiation, enhancement, reduction or blockade.
Examples of constituents of the human body may include, among others: cells and their constituents (cell membranes, intracellular structures, RNA, DNA, proteins, e.g. membrane proteins, enzymes), extracellular matrix, blood and its components, body fluids and their components
Examples of action via pharmacological means: 
· [bookmark: _GoBack]interaction between a ligand (e.g. agonist, antagonist) and a receptor; 
· interaction between a substance and membrane lipids; 
· interaction between a substance and components of the cytoskeleton.

“Immunological means” is understood as an action initiated by a substance  or its metabolites on the human body and mediated or exerted (i.e. 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). 
Examples of action via “immunological means”:
· modulation of an immune response (e.g. suppressing, blocking, activating, enhancing);
· replacement, reconstitution or introduction of natural or modified immune cells or molecules;
· triggering an immune response against the targeted tissues, cells or antigens by immune-specific recognition;
· targeting action of other linked or coupled substances.
Examples of substances/products acting via immunological means: vaccine, tetanus anti-serum, monoclonal antibodies, CAR-T cells, anti-venom, C1 esterase inhibitor.
When immunological recognition is used to target or direct the effects of linked or coupled substances, this recognition cannot be considered an ancillary action. Such products would therefore be deemed to act via immunological means and can not be considered a medical device.

“Metabolic means” is understood as an action of a substance or its metabolites which involves an alteration, including stopping, starting or changing the rate, extent or nature of a physiological or pathological biochemical process participating in, and available for, function of the human body.
The term “biochemical processes” is understood as reactions available for the human body including anabolic and catabolic reactions and transport of substances between compartments. An interaction with a known receptor is not a prerequisite for the metabolic means of action.
Examples of action via metabolic means:
· the move of water from one body compartment to other, due to movement of electrolytes across cellular membranes in some cases against electrochemical gradients due to active transport mediated by ATPa pumps;
· inhibition of endogenous enzymes, including the digestive enzymes;
· altering the electrolyte balance of the serum.

Note 1: In the context of these modes of action, a definition of the term “substance” is given in Directive 2001/83/EC:
"Substance: Any matter irrespective of origin which may be:
— human, e.g. human blood and human blood products;
— animal, e.g. micro-organisms, whole animals, parts of organs, animal secretions, toxins, extracts, blood products;
— vegetable, e.g. micro-organisms, plants, parts of plants, vegetable secretions, extracts;
— chemical, e.g. elements, naturally occurring chemical materials and chemical products obtained by chemical change or synthesis."

This definition of substance includes cells or molecules involved in functioning in the immune system. 

The fact that a substance fits into the definition of the term substance according to Article 1 (3) of Directive 2001/83/EC does not necessarily mean that the product may not be qualified as a medical device. Some types of substance are explicitly excluded from the scope of the Regulation (EU) 2017/745 as per Article 1, for example viable biological material or viable organisms used in order to achieve or support the intended purpose of the product.

Note 2: Examples of "interactions" include the following: covalent bonding, H-bonds, electrostatic, and van der Waals forces. 

Note 3: For the determination of the principal mode of action, only those effects that fall within the principal intended action (described in the manufacturer's labelling and claims and based on state of the art scientific data) of the administration of a substance will be taken into account.

Note 4: 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. 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 or to assisted reproduction procedures.

Note 5: Although not an exhaustive criterion, the presence of a dose-response correlation is indicative of a pharmacological, metabolic or immunological effect.



Definition of diagnosis
For the purpose of this guidance document, this section is intended to clarify the borderline between medical devices and medicinal products used for diagnostic purposes. 
“Diagnosis” is the process of investigation of the anatomy/morphology, the condition or the functions of the human body irrespective if these are physiological or pathological, and subsequent interpretation of this information with a view to determining possible abnormalities. In this context investigation can include visualisation, detection or measurement.

Note 1: Reference is made to the term "diagnosis" as used in the definition of a medical device in Article 2(1) of Regulation (EU) 2017/745 concerning medical devices and to the term ‘medical diagnosis as used in the definition of a medicinal product according to Article 1 (2)(b) of Directive 2001/83/EC. It should be understood that the terms "diagnosis" and "medical diagnosis" have the same meaning.

Note 2: As per the definition of a medicinal product in Article 1 (2)(b) of Directive 2001/83/EC, the mode of action for the diagnostic substance(s) used in or administered to human beings is not a criterion for deciding the regulatory route, hence substances such as X-ray contrast media, NMR enhancing agents, SPECT- and PET-radiopharmaceuticals, fluorescein in form of strips for diagnostic purposes, radioactive tracers, and substances for tumour identification are medicinal products.

Note 3: If the intended purpose of the product is to distinguish between healthy and pathological tissue in vivo or ex vivo, this would be regarded as diagnosis. However, if the intention is to simply visualise an anatomical structure without the aim to determine possible abnormalities, this would not be considered as diagnosis. For example, if the product is intended by its manufacturer to be used to stain or mark an anatomic area in order to help a procedure (e.g. markers placed or implanted for radiation therapy etc.) or to adequately position or adjust a medical device, the product could be qualified as a medical device or as an accessory to a medical device. 

Therefore products should be considered as medical devices in the following cases:
· the substance is a colourant used to mark the location of the site of the surgical procedure. The surgeon precisely marks a target area to guide a subsequent surgical act (e.g. endoscopic tattoo, ostomy marker);
· the substance is used to highlight tissues and helps to distinguish them in guiding a subsequent surgical act (e.g. dye in cataract surgery, fluorescence guided surgery), without the intention of making a diagnosis;
· dental impression materials;
· fluorescein strips used only for the adjustment of contact lenses. Fluorescein strips intended for assessing the integrity of the cornea should not be qualified as a medical device.
