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	EUCOPE
	Page 1
	General Comment
	
	ge
	[bookmark: _GoBack]The present paper is not a new issue, but a nearly identical paper was circulated in 2009 by the same working group. 
It should be noted that the legal situation for medical devices has changed in the nearly 10 years since 2009 (including the, for example, implementation of new classification rules in the current MDR 2017/745).
In addition, the present document deals with MedDev 2.1/3, which in its entirety refers only to the current Medical Device Directive 93/42/EC and therefore can be considered obsolete in view of the current MDR 2017/745.
The impression is, that the demarcation of Medical Device and Medicinal product shall be simplified by a simple question: Is a herbal monograph available? Yes or no.
Yes=medicinal product
No= can be Medical Device
We reject such simplifications mainly since they are not in line with current legislation.  See comments below.
	







We recommend withdrawing the current Draft and rework based on the Medical Device Regulation 2017 /745.

	Accept. 

MEDDEV 2.1/3 is currently being revised according to the MDR. 

Since its beginning, the purpose of the proposal was to include information on:
- herbal medicinal products; 
- traditional herbal medicinal products, and  
- examples, 
as well as the indication that a medical device may incorporate such types of medicinal products and still be qualified as medical devices (Rule 14 of Annex VII of REG 2017/745), if said medicinal products have an ancillary action to that of the principal intended action of the device. 

The reference to official monographs is simply indicated as “to help in the qualification process”.  

This extra information was always intended to be added to the existing information on medicinal products throughout the guidance. 

The information contained in the proposal will be included/incorporated in the “new MEDDEV 2.1/3”, and any existing inconsistencies will be resolved. 

	EUCOPE
	Page 1-9
	General Comment
	
	ge
	The whole draft document mixes the topics
	The whole draft document should be revised.
Title of the MEDDEV and subtitles do not include the MDR (Regulation 2017/745).
The paragraph A.2.2.4 does not fit to the definition of a medical device (see A.2.1.1).
Additionally, under section B.4.1 “examples of medical devices incorporating, as an integral part, an ancillary medicinal substance” is not to be confused with “medical devices that are composed of substances or combination of substances”.  
	Please see previous comment. 

	EUCOPE
	Page 1
	Version A and B
	
	ge
	In our experience, the generic approach (version B) to the performance characterization of Herbal Medicinal products is not appropriate because
· different plant parts and different extraction agents lead to different compound mixtures with different (pharmacological or chemical / physical) modes of action,
· the individual concentration of the plant substance in the medical device or Herbal Medicinal Product can be decisive for the mode of action,
· for the classification the purpose should always be decisive.
· 
Therefore, the classification can only be decided on a case-by-case basis like implemented in the manual on borderline and classification in the community regulatory framework for medical devices (current version 1.20).

The question of whether or not a substance has a pharmacological effect can only be decided on a case-by-case basis. So, it is conceivable that e.g. an Icelandic moss extract is used in which those substances that are responsible for the supposed pharmacological effects were filtered out in the manufacturing process. The document does not reflect such scenarios.
(If only certain fractions of an extract are used it should be stated clearly on the product that this is the case and no misleading information on the ingredients should be published on the product.) This is in the responsibility of the manufacturer /distributor. 
	Version A should be favored on a case-by-case basis using concrete examples of future classifications in accordance with the established common scientific and regulatory framework.
It would be helpful if the document could be supplemented with a paragraph which clarifies that the distinction between medical device and herbal medicinal product depends solely on the fact whether the principal intended action is achieved by pharmacological, immunological or metabolic means and the concept of presentation of a medicinal product cannot be applied.
If the principal intended action of the plant parts and/or the excipients, extraction solvent and dosage used is a pharmacological, immunological or metabolic one, which is also shown in the intended purpose, a product should be classified as Herbal Medicinal Product. 
If the principal intended action of the plant parts and/or the excipients, extraction solvent and dosage used is a physical/chemical, which is also shown in a corresponding purpose, a product should be classified as Medical Device.

	Originally it was decided by the MDEG on Borderline and Classification to use version B. 
Version A resulted from existing products* which were placed on the market as class I medical devices, but which, after further analysis, were found to not comply with the definition of medical device. 
(*said products underwent the Helsinki Procedure). 

It is understood that:  
· Many of these products have complex compositions.
· Different components of a plant do not all present the same therapeutic indications/pharmacological action.
· Plants used in herbal medicinal products can offer plant extracts that do not have any pharmacological action, and that can act on the human body by means of a physical action. 
· Use of alcoholic, lipophilic, aqueous extracts, etc. of a same plant may also determine different types of activity. 

On page 3 of the proposal the following indication can be found: “However, it is also possible that a product containing as constituents / components herbal substance(s) and/or herbal preparation(s), that have demonstrated a pharmacological action, could be classified as a medical device, if the action of the herbal constituent is ancillary and the principal intended action is achieved by physical or mechanical means.
The notions of pharmacological action and physical means are important elements to decide on the borderline between a (traditional) herbal medicinal product and a medical device containing/incorporating herbal ingredients. As stated in the definition of a medical device, the principal intended action is crucial in the definition of a medical device. Typically the medical device function is achieved by physical means. Where a product’s main action is a result of the action of the herbal ingredient it cannot be considered as a medical device. If such action is ancillary to the main purpose of the medical device, classification rule 14 of Annex VIII of the Medical Devices Regulation (REG 2017/745) applies, since the herbal ingredient is considered to be a medicinal substance.”

Also, this information will be incorporated in the new guidance which will include all of the principles used in the qualification process.

Examples were provided because they were found as necessary, and examples of medicinal products and medical devices are already included in guidance. 


	EUCOPE
	Page 1
	Version A and B
	
	ge
	It is common scientific understanding that particularities of herbal medicinal products arise primarily from their complex composition. They normally contain a mixture of various components extracted from the plant material. This mixture as a whole is declared as the active ingredient and thus, composition is determined by both, the starting material of herbal origin – which may differ due to seasonal conditions or the place of growing/harvesting – and the manufacturing process involved, so the “product-is-the-process”. Therefore, the evaluation of classification of medical device versus medicinal product has to done on a case-by-case basis to evaluate the particular mode of action to reach the specific intended purpose.
Beyond that, the word “generic” is misleading in context of herbal substances. 
In case the word “generic” means a general approach, this comment can be deleted.
	Version A should be favored on a case-by-case basis using concrete examples of future classifications in accordance with the established common scientific and regulatory framework.
	Please note that consideration on the origin of the draft proposal will not be included in the new guidance on borderline between medicinal products/medical devices. 

	EUCOPE
	Page 1
	Version A and B
	
	ge
	In addition, version B does not comply with applicable current legal and regulatory rules and procedures for assessing its classification. The definition of a medicinal product and medical device is clearly defined in the current legal framework. 
	Version A should be favored on a case-by-case basis using concrete examples of future classifications in accordance with the established common scientific and regulatory framework.
	Please see previous comments. 

	EUCOPE
	Page 2
	General Principles
	A.2
	ed
	Here again, it should be clearly stated that medical devices containing herbal ingredient/s are not automatically Herbal Medicinal Products or traditional herbal medicinal products. Depending on the mode of action the status of the product has to be categorized on a case by case basis. Herbal ingredients may have an ancillary action or a physical mode of action to reach the particular intended purpose, depending also on the amount of ingredient per dose, extraction mode, solvent
	Please add: 
The status of the product has to be categorized on a case by case basis depending on the mode of action of the ingredients contained in the product to reach the intended purpose irrespective of whether the substances are herbal or chemical origin. This means that a product containing an herbal substance is not automatically a medicinal product or a traditional herbal medicinal product. It is possible that herbal ingredients may have an ancillary action and that the principle intended action is reached by physical or mechanical means.
	Accept. 

An additional indication, such as: a product containing an herbal substance is not automatically a medicinal product or a traditional herbal medicinal product will be added.

However, please note that, as included in the current MEDDEV 2.1/3, it is expected that the new (full) guidance document will include this type of considerations. Also, the text included in page 3 (and already mentioned) focuses on these aspects. 


	EUCOPE
	Page 2/3
	Definition of herbal medicinal product and traditional herbal medicinal products
	A.2.2.3
	ed
	The definition of “Herbal Medicinal Products” is given on page 2-3 and “Traditional Herbal Medicinal Product” on page 3



	Please add definitions of “medical device” and “medicinal product” as follows:
According to the terms in Article 2 (1) of the REGULATION (EU) 2017/745 OF THE EUROPEAN PARLIAMENT AND OF THE COUNCIL of 5 April 2017
‘medical device’ means any instrument, apparatus, appliance, software, implant, reagent, material or other article intended by the manufacturer to be used, alone or in combination, for human beings for one or more of the following specific medical purposes:
· diagnosis, prevention, monitoring, prediction, prognosis, treatment or alleviation of disease,
· diagnosis, monitoring, treatment, alleviation of, or compensation for, an injury or disability,
· investigation, replacement or modification of the anatomy or of a physiological or pathological process or state,
· providing information by means of in vitro examination of specimens derived from the human body, including organ, blood and tissue donations
and which does not achieve its principal intended action by pharmacological, immunological or metabolic means, in or on the human body, but which may be assisted in its function by such means.



Medicinal products, on the other hand, are defined in Art. 2 of Directive 2001/83/EC amended by Directive 2004/27/EC as follows:

(a) Any substance or combination of substances presented as having properties for treating or preventing disease in human beings; or
(b) Any substance or combination of substances which may be used in or administered to human beings either with a view to restoring, correcting or modifying physiological functions by exerting a pharmacological, immunological or metabolic action, or to making a medical diagnosis.

Therefore, medical devices and medicinal products are the only products on the European market whose intended purpose includes the diagnosis and treatment of diseases.

The definition of a medical device is very similar to that of a medicinal product, except that medical devices are intended for use solely in or on human beings.

An essential criterion for differentiating between the two product groups lies in their different modes of action. While the medicinal product achieves its effect by pharmacologic, immunologic or metabolic means, a medical device does this in other ways.

Medical devices are therefore clearly distinguished from medicinal products by their properties and mode of action. 

Within the guideline of the European Commission regarding the demarcation between medical devices and medicinal products (MEDDEV 2.1/3 rev. 3 December 2009), the term "pharmacological means" is understood as an "interaction between the molecules of the substance in question and a cellular constituent, usually referred to as receptor, which either results in a direct response, or which blocks the response to another agent."

How can medical devices be distinguished from medicinal products?
As previously described, the criterion of “diagnosis and treatment of diseases” alone is insufficient to distinguish between the two product groups. Instead, the difference lies in their mode of action.
Unlike medicinal products, the mode of action of medical devices is not primarily pharmacologic, immunologic or metabolic in nature. Therefore, an exact analysis of the mode of action and the intended use as defined by the manufacturer is necessary for classifying these medical devices.
The availability of a monograph for a certain plant alone, is not enough to decide on the product status containing an extract of the plant.  Only when all criteria of the monograph like kind of extract, dosing, and way of application are fulfilled it can be assumed that the product is a medicinal product.  

The intended use of a product is defined by the manufacturer. The effect of the medical device must be objectively supported by its scientific rationale. The correctness of the classification and the plausibility of the intended use is individually checked by the respective notified body with the frame of the notification procedure.
	These definitions are already included in the new (full) guidance document. The draft presented only focuses on information to be added to the new guidance, regarding herbal. 

	EUCOPE
	Page 2/3
	Definition of herbal medicinal product and traditional herbal medicinal products
	A.2.2.3

	ge
	The statement “Since herbal medicinal products constitute […]” (p. 2) seems to imply that herbal drugs and herbal preparations in general do not possess a physical mode of action. We do not agree with this generalized statement since it is not the intention of the legislation to exclude herbal drugs and herbal preparations from the scope of application in general.
Moreover we disagree with the statement that in the presence of an (HMPC) monograph for an herbal drug or herbal preparation, the classification as a medicinal product must be assumed by default. When herbal preparations are used, their intended purpose is always important, as they are often also (or even predominantly) used, e.g., as a food or cosmetic product. 
Likewise, use as a medical device may be justified since herbal drugs and herbal preparations may possess more than one mode of action. In preparing the monographs, the HMPC has the exclusive task of assessing the medical use of herbal drugs and herbal preparations in relation to the regulatory requirements for herbal medicinal products. The HMPC does not, by its very nature, deal with any use beyond this, so that no conclusions can be drawn from the existence of a monograph about other types of use.

Of note, monographs of the HMPC do not refer to whole plants, but to parts of plants (herbal substance) and respective specified preparations made from these herbal substances.

It is never the plant (species) which is subject of the monograph, but always an exclusively specific, precisely defined preparation obtained from specific parts of that plant by a specific process, the use of which – while not scientifically proven – is considered plausible under specified conditions of use (dose, dose regimen, dosage form, root of application, target group, indication). Where such use is considered scientifically proven, a product falls under the category of well-established use.
It is by the very same logic by which certain preparations from a plant have – or haven´t – been included in a monograph, that a specific preparation, although obtained from that same plant can have different properties than those preparations specified in the monograph, i.e., predominantly physical effects under the conditions of use and related to the purpose of the respective medical device. 
Both from a formal regulatory and a scientific point of view it is not justifiable to presume a predominantly pharmacologic, metabolic or immunological mode of action for any herbal preparation simply because it has been obtained from a plant of which certain preparations are used as active pharmaceutical ingredients.
A case-by-case analysis is always necessary, considering the composition, dose and purpose of the herbal ingredient within a specific medical device product.
	
	Please see previous comments. 

	EUCOPE
	Page 3
	Definition of herbal medicinal product and traditional herbal medicinal products
	A.2.2.3
“To help in the […] taken into account.”
	ed
	Here also HMPC monographs should be cited.
Even though Commission E monographs may have been considered to represent state of the art scientific knowledge about certain medicinally used herbal preparations at their time (at least 20 years ago!) they are hardly suited as a reference for a science-based assessment of products today.
	[…], like for instance the European Union (EU) or HMPC herbal monographs, […]
	Accept. 



	EUCOPE
	Page 3
	Definition of herbal medicinal product and traditional herbal medicinal products
	A.2.2.3 “So, a product […]”
	ge
	Of note, such full correspondence actually includes more features to check for a given ingredient/product than simply whether or not it has been derived from the same plant species…! (refer to comments on A.2.2.4)
	
	As already mentioned in a previous comment of EUCOPE, it is well known that the composition of a particular extract will depend from several characteristics like, for instance, the part of the plant used, the drug-to-extract ratio, the solvent, the method of preparation…
The document “Questions & Answers on the EU framework for
(traditional) herbal medicinal products, including those
from a ‘non-European’ tradition (EMA/HMPC/402684/2013) also clarifies this problem (see answer 9): ..” ‘As the legislation refers to the same active ingredients, the herbal substance/herbal preparation must be the same in terms of the declaration1 of active substances. This will include the plant/part of the plant, the type of herbal preparation and, for extracts, the primary solvent. As the drug/extract ratio may be difficult to retrieve from the literature, comparison with a range of similar products on the market might be acceptable.’

	EUCOPE
	Page 3
	Definition of herbal medicinal product and traditional herbal medicinal products
	A.2.2.3 “Please note that […] herbal medicinal product.”
	ed
	1. As shown above it is not appropriate to consider the pure presence of an herbal substance or of a substance of herbal origin (e.g. herbal extract) as a medicinal product since it is scientific consensus that a specific threshold level of a substance is always necessary to trigger a pharmacological or immunological or metabolic action in or on the human body.
Finally, for this reason in the herbal monographs the amount of the herbal substance in question, route of application and posology is given (beside the reason to prevent overdose).
2. The citation of ‘pharmacopoeias’ seems not correct as in the paragraph above monograph collections are listed.
	Please amend as proposed:
Please note that when a substance is included in these monographs and comply with the monograph regarding its composition/preparation, dosage and indication, it can be assumed…
If there is no monograph for an herbal substance in any of the monograph collections mentioned, this does not necessarily mean that it is not an herbal medicinal product. In such cases […]  
	Accept. 



	EUCOPE
	Page 3
	Definition of herbal medicinal product and traditional herbal medicinal products
	A.2.2.3
“However, it is […] If such action is […] medicinal substance.”
	ed
	In the Regulation EU 2017/745 (‘MDR’), Annex IX, chapter II, section 5.2. ‘Procedure in the case of devices incorporating a medicinal substance’, point (a) [relating to Rule 14] it is referenced that …the quality, safety and usefulness of the substance shall be verified by analogy with the methods specified in Annex I to Directive 2001/83/EC.
It should be clarified that herbal substances/extracts could also be used with inherent functions in medical device preparations e.g. as mucilage, flavour or for decrease of the surface tension etc., and for such cases Rule 14 is not applicable, under the precondition that the concentration of the herbal substance/extract is below a known threshold of pharmacological/immunological/metabolic effect. The concentration used in a (traditional) herbal medicinal product may serve as a source to identify the threshold.
Consequently the requested usefulness of (herbal) substances below those effective concentrations cannot be verified by analogy with Annex I to 2001/83/EC since there are no effects to be verified.
	Please amend as proposed:
However, it is also possible that a product containing as constituents / components herbal substance(s) and/or herbal preparation(s), that have demonstrated a pharmacological action, could be classified as a medical device, if the action of the herbal constituent is ancillary and the principal intended action is achieved by physical or mechanical means. 
It is also possible that a product containing as constituents / components herbal substance(s) and/or herbal preparation(s) has a physical mode of action to achieve the intended purpose depending on the properties of the herbal substance(s), the concentration, dosage and administration form.
The notions of pharmacological action and physical means are important elements to decide on the borderline between a (traditional) herbal medicinal product and a medical device containing / incorporating herbal ingredients. As stated in the definition of a medical device, the principal intended action is crucial in the definition of a medical device. Typically, the medical device function is achieved by physical means. Where a product’s main action is clearly a result of the pharmacological, immunological or metabolic action of the specific herbal preparation it cannot be considered as a medical device. If such action is only ancillary to the main effect of the medical device, classification rule 14 of Annex VIII of the Medical Devices Regulation (REG 2017/745) may apply. ies, since the herbal ingredient is considered to be a medicinal substance.
If such action is not ancillary rule 21 of Annex VIII of the Medical Devices Regulation (REG 2017/745) applies.
Herbal substances/extracts could also be used with inherent functions in medical device preparations e.g. as mucilage, flavor or for decrease of the surface tension etc., and for such cases Rule 14 is not applicable, under the precondition that the concentration of the herbal substance/extract is below a known threshold of pharmacological/immunological/metabolic effect.
	Partial acceptance. 
Please note that:
·  according to the implementing rules, several rules may apply to the same device;
· Rule 14 of the MDR states that: “All devices incorporating, as an integral part, a substance which, if used separately, can be considered to be a medicinal product, as defined in point 2 of Article 1 of Directive 2001/83/EC, including a medicinal product derived from human blood or human plasma, as defined in point 10 of Article 1 of that Directive, and that has an action ancillary to that of the devices, are classified as class III.” 
Rule 13 of the MDD states: All devices incorporating, as an integral part, a substance which, if used
separately, can be considered to be a medicinal product, as defined in
Article 1 of Directive 2001/83/EC , and which is liable to act
on the human body with action ancillary to that of the devices, are in
Class III.

	EUCOPE
	Page 4
	Examples of herbal medicinal products
	A.2.2.4
footnote
	ge
	Following this quote, names of plant species are listed and each is associated with more or less precisely specified pharmacological effects or indications.
The level of the source organism, I.e., the plant species, can never demarcate the divide between legal product categories (i.e., between medicinal product and medical device) or even between different Classes of medical devices!
Moreover, many pharmacological effects cited in this listing will not withstand a critical review of the underlying evidence. While this evidence constitutes sufficiently solid ground in many cases to support a classification as Traditional Herbal Medicinal Product, it will not be sufficient in many cases to reasonably substantiate the classification of an herbal preparation/ingredient as being medicinal by function.
	
	As already mentioned in relation to other comments, “Version A resulted from existing products* which were placed on the market as class I medical devices, but which after further analysis were found to not comply with the definition of medical device. 
(*said products underwent the Helsinki Procedure) “, and also in the following comment, “The purpose of this document is not to produce “assessment reports” like the ones of the HMPC monographs. So the information included is based on several books about pharmacognosy like, for instance, Herbal Drugs and Phytopharmaceuticals, by Max Wichtl, Trease and Evans’ Pharmacognosy, Herbal Medicines:  A Guide for Health-care Professionals, and many others.”

	EUCOPE
	Page 4
	Examples of herbal medicinal products
	A.2.2.4
	ge
	The classification problems described above are illustrated by the following example:

Examples:
Cough syrup B
Composition: Cetraria islandica L., (Icelandic Lichen); Malva sylvestris L. (Mallow flower)
Cetraria islandica (Icelandic Moss / Lichen) has been traditionally used for its anti-bacterial and anti-inflammatory properties.*)
*) To be addressed: Based on which data? This is not comprehensible and needs to substantiate by relevant data.
Malva sylvestris (Mallow flower) has been traditionally used as an expectorant and also as anti-inflammatory.
Uses: Treatment of irritation of the oral and pharyngeal mucosa, accompanied with dry, irritating cough.

Here, it needs to be specified what is the claimed intended purpose of this preparation. It needs to be clearly differentiated between a preparation claiming pharmacological effects and a product having an intended use which is based on e.g. physical effects.
This is a product-specific assessment which can not be reduced solely to the content of an herbal substance as such.

For example, see Borderline manual point 4.7 “Eye drops”

“Eye drops with pharmacological, immunological or metabolic principal mode of action will fall under the definition of a medicinal product if they may be used in or administered to human beings either with a view to restoring, correcting or modifying physiological functions….

The qualification of a particular eye drop products shall depend upon the intended purpose and mode of action of the product, and must be assessed on a case by case basis. 
Some products may claim indications such as ‘treatment’ of a physiological response to external factors (i.e. dust, smoke, dry heat, air conditioning) and are used to create a humidification of the eyes or to treat minor irritations of the eyes. As such, they are designed to complement physiological functions provided by normal tears to help meet an increased demand for humidification / lubrication of the eyes.

These products do not need to stimulate physiological functions of the natural tears. The intended effect may be achieved by physical means only, i.e. by washing the eye surface (to remove residues of dust, smoke), or supplement the aqueous layer of natural tear film with additional water under conditions of significantly increased evaporation (dry heat, air conditioning). By decreasing the exposure to irritants, the products may be helpful in treatment of ‘minor irritations’ of the eye. 
Therefore, products which claim to treat damage caused by environmental factors may be acceptable as medical devices (or medicinal products, dependant on their mode of action) provided that they clearly claim to treat or alleviate damage to or irritation of the eye (e.g. via repairing damage to the tear film caused by environmental conditions). 
These products must not claim to be artificial tears, or any kind of replacement of natural tears. Products called ‘artificial tears’ are usually those that replace or complement natural tear functions when natural tear function has been compromised. The term ‘artificial tears’ should therefore only be used for products that replace the function of natural tears. Such products may be regulated as either medical devices or medicinal products, depending upon their mode of action.

This differentiation must be taken into consideration for every demarcation issue of products, thus also for products containing herbal ingredients.





Even the HMPC monograph from November 2014 on Cetraria islandica also acknowledges in its corresponding assessment report that preparations containing aqueous extracts of Lichen islandicus are widely used e.g. as medical devices on the European market as well.

Those medical devices are applied in case of throat troubles due to irritations of the oropharynx.
The principle action of the product for this kind of indication can be explained as follows:
The polysaccharides contained in the extract of lcelandic moss form a protecting layer on the irritated mucosa of the upper respiratory tract and have, therefore, a soothing effect.

However, the theoretical question may arise, that even if effects were not claimed could they nevertheless be existing?
At first, potential secondary effects sometimes described in the literature in single publications for herbals should be always critically evaluated with regard to their clinical relevance in humans.

On a theoretical level, possible secondary effects which would pose a certain risk for users would be detected within the frame of the postmarketing surveillance process. As a result, effects altering the risk-benefit ratio would occur in the continuous risk-management process legally required for medical devices.
However, secondary effects described in the literature relating to an e.g. pharmacological mode of action without posing a certain risk for the user need a different evaluation approach.

On the one hand, the "absence of effects" can per se not be proven for any substance.
This is scientifically not possible and can thus not be a requirement. 
On the other hand, if we look in the counterparting regulatory framework for medicinal products, one single publication claiming a certain effect as an also-ran would be by far (!) too weak a proof of evidence to get this effect approved for a medicinal product in the indication of the Summary of Product Characteristics by any competent authority. In such cases, the clinical relevance would definitely not be considered as being given. 

To make it more obvious, for example onions or garlic are widely used as a food but there is an abundance of scientific publications describing e.g. antibacterial effects. However, this does not make onions and garlic automatically medicinal products!
Especially in the case of herbal ingredients, pharmacological effects are often described only based on in-vitro assays and/or for concentrations of isolated substances contained in the herbal ingredient which are not relevant for clinical use.

Butterweck et. al. criticize in a publication[footnoteRef:1] that "the dilemma today is, however, that there is a trend to attribute a pharmacological effect to almost every plant extract... This leads to serious misinterpretations, especial/y when data were generated based on in vitro assays ... .if every health claim of a botanical extract would be true, we already would have the cure for cancer, diabetes, cardiovascular and other severe diseases. We all know that this is not the case. .Another issue that needs to be pointed out is that very often outrageously high concentrations of extracts are used in in vitro assays to obtain a dose-response effect. This topic has been nicely addressed by Gertsch.. who provided several examples in which claims of activities at absurd concentrations are extrapolated to the human situation despite the lack of a clear scientific basis for such assumptions ... " [1:  1 Butterweck V and Nahrstedt A. What is the ... Planta Med 2012; 78: 747-754] 


Therefore the additional question arises, at which concentrations secondary effects would be of clinically relevance. 
For example: Sticher O., states[footnoteRef:2] that an extract made from 5 g drug material (0.1 ml, 10% hot water extraction) showed a very weak antibacterial effect (corresponding to 0.007-0.0085 IU benzyl penicillin per ml). [2:  (Über die antibakterielle Wirksamkeit von Lichen islandicus mit besonderer Berücksichtigung der Inhaltsstoffe, 2. announcement. Pharm Acta Helvetiae 1965; 40:483-495)] 

Marketed medical devices are using less than 100 mg of extract per single dose. Thus, to achieve an acceptable antibacterial effect with Icelandic moss (effective single dose for benzyl penicillin approx. 1 million IU) the consumer would have to swallow, in rough estimation, thousands of single doses at once, which is completely unrealistic.

Furthermore, the HMPC evaluated in the assessment report to the monograph on Cetraria islandica also the available literature data regarding e.g. antibacterial, immunological and anti-inflammatory effects and came to the similar conclusion that “Iceland moss preparations have been investigated in several pharmacological in vitro and in vivo studies demonstrating several effects. A direct correlation of the test results (kind of extract, route of administration in vitro vs. in vivo) with the clinical situation is not possible."

Therefore, if these observations were not clinically relevant, there is by definition no "effect" or "ancillary action" in the sense of the medical device law to be taken into consideration for any classification issue.

Obviously, as the first draft of the present paper derives already from 2009, this information from the much later published HMPC assessment report was not yet taken into consideration.

According to the above given information, preparations containing Iceland moss extracts can be classified as medical devices, if they are used for the soothing of illnesses and do not work in a pharmacological, immunological or metabolic way according to their postulated intended purpose.
In this case, they fall, therefore, under the definitions of the Regulation (EU) 2017/745.


Otherwise, against the background of free movement of goods and the EU conformity of the medical devices law, the proposed practice to exclude only all herbal ingredients per se from the medical device law does not comply with European law.

Art. 4 Para. 1 of Directive 93/42/EEC prohibits the member states from obstructing the marketing and use of medical devices in their sovereign territory, provided these devices bear the CE marking according to Art. 17 of the Directive, demonstrating that the conformity assessment procedure according to Art. 11 of the Directive has been followed.

This is also included in Art. 24 of  REGULATION (EU) 2017/745 ”except where otherwise provided for in this Regulation, Member States shall not refuse, prohibit or restrict the making available on the market or putting into service within their territory of devices which comply with the requirements of this Regulation.”

	Cough syrup B: We propose to delete this example.
	The purpose of this document is not to produce “assessment reports” like the ones of the HMPC monographs. So the information included is based on several books about pharmacognosy like, for instance, Herbal Drugs and Phytopharmaceuticals, by Max Wichtl, Trease and Evans’ Pharmacognosy, Herbal Medicines:  A Guide for Health-care Professionals, and many others.
An example with Cetraria islandica is already included in the MANUAL ON BORDERLINE AND CLASSIFICATION IN THE COMMUNITY
REGULATORY FRAMEWORK FOR MEDICAL DEVICES, Version 1.22 (05-2019), where even if the product in question is a combination product, it is mentioned the following “A pharmacological action of Icelandic moss cannot be excluded, as it is described to have pharmacological properties including anti-inflammatory, antibacterial and antiviral activity.”

The comments made reference to some publications that refers specifically to the antibacterial effect (“For example: Sticher O., states  that an extract made from 5 g drug material (0.1 ml, 10% hot water extraction) showed a very weak antibacterial effect (corresponding to 0.007-0.0085 IU benzyl penicillin per ml).”. However the HMPC assessment report in chapter “3.1.2. Secondary pharmacodynamics” mentions other kind of effects, like immunological, anti-inflammatory, antiviral activity, antioxidative effects, among others:
“Traditionally prepared extract from C. islandica (prepared from 2 g of the herbal substance boiled in water for 15 minutes) was subjected to phagocytic testing. In the phagocytosis assay the lyophilized extract showed enhancement of granulocytic phagocytosis amounting to 92.6% at a concentration of 100 μg/ml.
The untreated lyophilized extract stimulated the rate of carbon elimination by a mean ratio of 1.9 compared with control. Results for polysaccharide- and low
molecular weight-fractions of the traditional extract showed an increase in the rate of carbon elimination by mean ratios of 1.1 to 1.5, respectively. It can be concluded that the low molecular weight fraction of the traditional extract contributes significantly to the in vivo phagocytic results
(Ingólfsdóttir et al., 1998, Ingólfsdóttir, 2000).
Polysaccharides:
An alkali-soluble polysaccharide, KI-M-7, exhibited enhancement of phagocytosis in an in vivo carbon clearance test. When administered intraperitoneally to mice at a concentration of 10 mg/ml, the lichen polysaccharide gave rise to an increase in the rate of carbon elimination by a mean ratio of 1.9 compared with controls. This suggests a significant activation of the reticuloendothelial system
The results suggest that the aqueous extract from Cetraria islandica has an anti-inflammatory effect, possibly by changing the cytokine secretion bias from IL-12p40 towards IL-10 (Freysdóttir et al., 2008).
In vivo:
Aqueous extract:
The effect of the aqueous extract from Cetraria islandica (prepared from 10 g of milled herbal substance boiled for 5 minutes in 500 ml of water, filtered and freeze dried) quantified with regard to
the polysaccharides lichenan and isolichenan and secondary metabolites protolichesterinic acids and
fumaroprotocetraric acids on bovine serum albumin induced arthritis in rats was investigated. The purified compounds were also tested individually. During 2 weeks prior to arthritis induction and 5 subsequent weeks the rats were injected subcutaneously with 0.2 ml of aqueous extract from C.
islandica at a concentration of 0.025, 0.25 and 2.5 mg/kg or saline only as a negative control.
Significantly less arthritis was observed in rats treated with the highest concentration of aqueous extract compared with rats treated with saline alone, whereas the two lower concentrations has no effect. Further research is needed to confirm the anti-inflammatory effect of the extract, to prove its potential to exhibit the same effect after oral administration and explain mechanism of action.
(Freysdóttir et al., 2008)
Protolichesterinic acid was found to be a potent inhibitor of the DNA polymerase activity of human immunodeficiency virus-1 reverse transcriptase (HIV-1 RT), with 50% inhibitory dose of 24 μM. It showed negligible cytotoxic activity with a variety of cultured mammalian cells (Pengsuparp et al., 1995).
The antioxidant activity, reducing power, superoxide anion radical scavenging and free radical scavenging activities of the aqueous extract of Cetraria islandica (20 g/400 ml of water/stirred for 15 minutes) were studied. The antioxidant activity increased with the increasing amount of extracts (from 50 to 500 μg) added to the linoleic acid emulsion. About 50, 100, 250 and 500 μg of aqueous extract showed higher antioxidant activity than 500 μg of α-tocopherol. The samples showed 96, 99 and 100% inhibition on peroxidation of linoleic acid, while 500 μg of α-tocopherol showed only 77% inhibition. As well as antioxidant activity, the reducing power, superoxide anion radical scavenging and free radical scavenging activities depend on concentration and are increasing with increased amount of sample (Gülçin et al., 2002).

	EUCOPE
	Page 4
	Examples of herbal medicinal products
	A.2.2.4
“Aftersun ointment”

	ge
	After sun ointments are usually classified as cosmetic products rather than medicinal product or medical device. The use of Calendula officinalis in cosmetic products is also typical, as long as the main focus is on the caring effect. The cited example therefore seems unsuitable as an example of the distinction between medicinal products and medical devices, as the presentation and labelling as well as possible further ingredients are important for evaluation in each individual case.
	We propose to delete this example or at least change the heading in “ointment for skin inflammations, treatment of wounds and sunburns”.
	Accept. 
Heading will be altered. 
Please note that in “uses” the treatment of inflammations is mentioned. 

	EUCOPE
	Page 6
	Examples of herbal medicinal products
	A.2.2.4
“The following are examples […]: Yerba Santa […]”
	ge
	As quoted above examples of herbal substances considered to be medicinal and therefore when included/incorporated in a medical device, it shall be classified as a class III medical device acc. to rule 14 of annex VIII of Regulation 2017/745.

It is already state-of-the-art to classify a medical device based on the intended purpose excluding pharmacological, immunological or metabolic means. If classification rules acc. to the MDR shall be discussed, correct guidance document would be the MEDDEV 2.4/1 Classification of medical devices.
	Complete paragraph including examples and footnote should be deleted (regardless of whether this paragraph would fall under section A.2.1 Medical devices, and not under A.2.2 Medicinal products).
	The purpose was to complement the item on “examples of medical devices incorporating, as an integral part, an ancillary medicinal substance”, but in this case with a list herbal substances considered to be medicinal (non comprehensive list). A note was added stating that: “The default assumption when herbal substances are used is that these substances will have at least an ancillary effect to the device, If the herbal substance is used with a different purpose, like perfume or flavour, the manufacturer should provide evidence that the substance does not have an ancillary action to the device in question.” 

	EUCOPE
	Page 9
	3) Non-clinical Documen-tation
	C.3
	ed
	Relevant parts of CTD-Module 4 in accordance with the NtA…
In general, there is no CTD-format for medical devices.
Misleading
	Complete paragraph should be deleted.
	Even if the CTD format is not use for medical devices the documentation should cover the topics mentioned.  



	EUROM VI
	1 
 
4-5 
	Preamble 
	The outcome of this discussion will serve as a basis for a future amendment of MEDDEV 2.1/3 in order to include guidance on herbal medicinal products 
	ge 
	Due to the importance of this task EUROM VI would appreciate an on-site discussion during a meeting of the WGBC 
The outcome should also include guidance for devices composed of substances of herbal origin 
	The outcome of this discussion will serve as a basis for a future amendment of MEDDEV 2.1/3 in order to include guidance on herbal medicinal products and devices composed of substances of herbal origin. 
	

	EUROM VI
	1 
 
19 
	Preamble 
	From the feedback received by the group, it was decided that Version B would be the basis of our work. 
	ge 
 
  
	EUROM VI welcomes the decision that specific examples will become part of the MANUAL, whereas MEDDEV 2.1/3 provides a generic guidance 
 
In this sense the examples mentioned in section A.2.2.4 Examples of herbal medicinal products appear to be specific examples to be evaluated case by case, rather than using the examples as general examples.  
 
In fact, based on the principle demarcation criteria the examples can be misleading taking into account the intended medical purpose of a product in question, the respective dosage and the primary mode of action (for details please see the comments in the following sections) 
	 
	
Please note that, guidance on the borderline between medical devices and medicinal products has included, and will include examples. 

The purpose was to complement item A.2.2.4. on “examples of medical devices incorporating, as an integral part, an ancillary medicinal substance”, but in this case with a list herbal substances considered to be medicinal (non comprehensive list). A note was added stating that: “The default assumption when herbal substances are used is that these substances will have at least an ancillary effect to the device, If the herbal substance is used with a different purpose, like perfume or flavour, the manufacturer should provide evidence that the substance does not have an ancillary action to the device in question.”

	EUROM VI 
	1 
 
20-21 
	Preamble 
	This draft was prepared by Portugal in direct cooperation with colleagues from Sweden, France and the United Kingdom, several experts on Herbal Medical Products (UK, SE and PT), and representatives at the HMPC. 
	ed 
	The term Herbal Medical Products is unclear.  
 
The involvement of device experts would have been appreciated as well.  
 
In any case the document should distinguish between herbal medicinal products and devices consisting of herbal origin, as not any herbal substance qualifies as an active pharmaceutical ingredient (API) 
	Herbal Medicinal Products  
	
Note: Experts from the medical devices area were involved in the draft of the document. 

Accept. However, the preamble will not be included in the final guidance, and had as objective only to inform on the origins of the proposal. 

	EUROM VI 
	2 
 
1-4 
	A.1 Introduction 
	Note 5: Consolidated Directive 2001/83/EC of the European Parliament and of the Council of 6 November 2001 on the Community code relating to medicinal products for human use as amended by Directive 2002/98/EC, Directive 2004/27/EC and Directive 2004/24/EC (amending, as regards traditional herbal medicinal products, Directive 2001/83/EC) 
	ge 
	Agreed 
	 
	

	EUROM VI 
	2 
 
6-9 
	A.2 General Principles 
 
	(…)The procedures of both Directives do not apply cumulatively. Also, the classification principles relating to medical devices containing medicinal products remain the same irrespective of whether the medicinal product is a ‘conventional’ or a ‘herbal’ medicinal product, which has been authorised by a full dossier application, specific authorisation dossiers or traditional use. 
	ed 
	A medical device does not contain a medicinal product, but it may contain an active pharmaceutical ingredient (API) with an action ancillary to that of the device.  
 
The fact that specific products have been approved as medicinal products due to historical reasons (e.g. prior to the implementation of the MDD in the mid-nineties) does not per se justify a status as a medicinal product, if the underlying mode of action is not achieved by pharmacological, immunological and metabolic means. 
 
EUROM VI agrees that the classification principles relating to medical devices containing an API remain the same, as far as the underlying mode of action of the API is achieved by pharmacological, immunological and metabolic means. 
	(…)The procedures of both Directives do not apply cumulatively. Also, the classification principles relating to medical devices containing active pharmaceutical ingredients remain the same irrespective of whether the API is a ‘conventional’ or a ‘herbal’ API, which has been authorized within an (herbal) medicinal product by a full dossier application, specific authorisation dossiers or traditional use. 
	
Information regarding general principles will result from the text included in the final version of the full (borderline) guidance. 

Our proposal is to simply add a reference to the fact that those principles apply „irrespective of whether the medicinal product is a ‘conventional’ or a ‘herbal’ medicinal product which has been authorised by a full dossier application, specific authorisation dossiers or traditional use.” 


	EUROM VI 
	2 
 
11-13 
	A.2.2.2 Examples of medicinal products 
 
	- Products with peppermint oil intended to be used “to relieve discomfort and pain from muscles and joints. It can be used for tired and aching muscles e.g. back problems, temporary relief of rheumatic and others arthritic problems and general aches and pains” because peppermint oil’s primary mode of action is pharmacological consisting on a chemical interaction with the cold-sensitive receptors in the skin. 
	ed 
	It remains unclear, whether this example is suitable as an generic example, because it is unknown, whether or not the primary mode of action is achieved by the peppermint oil of by other means, e.g. evaporation, massage, temperature etc.; in such a case the product might also be regarded a medical device class III, assumed that the dosage of the peppermint oil would be sufficient for an approval as a medicinal product on it own. 
	Please describe the product in more detail or delete the example 
	Reject. 



	EUROM VI 
	2 
 
15-24 
	A.2.2.3 Definition of herbal medicinal product and traditional herbal medicinal products 
 
	Herbal medicinal product (article 1 (30) MPD): Any medicinal product, exclusively containing as active ingredients one or more herbal substances or one or more herbal preparations, or one or more such herbal substances in combination with one or more such herbal preparations.   
The definitions of herbal substances and herbal preparations are the following ones (article 1 (31) and article 1 (32) MPD, respectively):  
Herbal substances: All mainly whole, fragmented or cut plants, plant parts, algae, fungi, lichen in an unprocessed, usually dried, form, but sometimes fresh. Certain exudates that have not been subjected to a specific treatment are also considered to be herbal substances. Herbal substances are precisely defined by the plant part used and the botanical name according to the binomial system (genus, species, variety and author). 
Herbal preparations: Preparations obtained by subjecting herbal substances to treatments such as extraction, distillation, expression, fractionation, purification, concentration or fermentation. These include comminuted or powdered herbal substances, tinctures, extracts, essential oils, expressed juices and processed exudates. 
 
	 
	For the correct interpretation of the term herbal medicinal product the definition a medicinal product according to Art.1 (2) MPD must also be taken into account: Herbal medicinal product means any medicinal product …. 
 
Thus herbal medicinal products are either medicinal products by presentation (Art. 1(2a) MPD) or medicinal products by function (Art. 1(2b) MPD). 
 
The definitions of herbal substances and herbal preparations are generic without referral to the underlying mode of action.  
 
The fact that a product in question fits into the definition of a herbal medicinal product by presentation does not automatically justify its categorization as a medicine, if a rationale for a non-pharmacological, non-immunological or non-metabolic mode of action can be presented. In such a case Art. 2 (2) MPD, which clearly states that all characteristics of a product in question shall be taken into account does not apply. 
 
According to the ECJ the relevant demarcation criterion between medicinal products and medical devices is the mode of action of the active substances (ECJ Case C 140/07, see Annex 1). Consequently a product in question is either a medicinal product by function or a medical device. 
 
It should be considered that the fact, that a substance in question is authorized as part of an authorised medicinal product in the EU, will not suffice for it to be a medicinal product by function (European Communities v Kingdom of Spain (Case C-88/07). 
NOTE: the definition of devices composed of substances of herbal origin is missing in the whole document! 
	Please add footnotes: 
 
a) Herbal medicinal products are a 
subgroup of medicinal products, which fit into the definition of Art.1 (2) of Council Directive 2001/83/EC 
b) Devices composed of substances of herbal origin will be classified according to the respective classification rules of Annex IX MDD and Annex VIII MDR, respectively. 

 
	


Please see previous comments. 



	AESGP
	
	
	First page
	ed
	AESGP has never seen any previous draft versions of the proposal and therefore never been able to comment before.
	Remove AESGP from the list of previous commentators
	Accept. 

We agree that the mention is not relevant, and will be removed. 
Please note that the preamble will not be included in the final guidance, and had as objective only to inform on the origins/history of the proposal.
As an additional note, we would like to point out that comments on a previous version of the document were received on the 30th of July 2009, from AESGP. 

	AESGP
	

	
	Overall
	ge
	[bookmark: _Hlk535328891]AESGP welcomes the opportunity to provide comments on this draft. AESGP however reiterates that in order to provide clear and consistent guidance to the stakeholders, the issues surrounding the demarcation between medical devices and herbal medicinal products should be fully integrated and aligned with the general workstream on the revision of MEDDEV 2.1/3, rev. 3 (2009) since the classification principles relating to medical devices containing medicinal products remain the same irrespective of the sub-category of medicinal product. 

Overall, the draft document does not reflect common principles established by the Court of Justice of the European Union (CJEU) in relation to the classification of a product containing a herbal substance or preparation as a medicinal product or medical device or – as it may be – as a food supplement or cosmetic.

In this regard, EU case-law has repeatedly stated that borderline products must always be assessed on case-by-case basis taking into account all the characteristics of the product before taking a decision on the regulatory status of the product.

In particular, the CJEU held that “whether a product falls within the definition of a medicinal product by virtue of its function for the purposes of Directive 2001/83 must be determined by the national authorities on a case-by-case basis, acting under the supervision of the courts, taking account of all the characteristics of the product, in particular its composition, its pharmacological, immunological or metabolic 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 (…)”.
“As regards more particularly the distinction between medicinal products and medical devices, Article 1(5)(c) of Directive 93/42 specifically requires the competent authorities to take particular account of the principal mode of action of the product. It thus follows from Article 1(2)(a) of that directive that only a product which does not achieve its principal intended action in or on the human body by pharmacological, immunological or metabolic means may be classified as a medical device.”
(See paragraphs 42 citing Case C‑140/07 paragraph 39 and Case C‑27/08 paragraph 18, and 44 of Case C-109/12)
The CJEU made also very clear that, in order to classify a product as medicinal by function, the product’s specific pharmacological, immunological and metabolic action shall be scientifically established in the present state of scientific knowledge and it must be able to significantly affect the metabolism and strictly modify the way in which it functions. Specifically, the CJEU held that “products containing a substance having a physiological effect cannot automatically be classified as medicinal products by function unless the competent administration has made an assessment, with due diligence, of each product individually, taking account, in particular, of that product’s specific pharmacological, immunological or metabolic properties, to the extent to which they can be established in the present state of scientific knowledge.” 
(See paragraph 40 of Case C-140/07).  

Further, “[…] products containing a substance having a physiological effect cannot automatically be classified as medicinal products by function unless the competent administration has made an assessment, with due diligence, of each product individually, taking account, in particular, of that product’s specific pharmacological, immunological or metabolic properties, to the extent to which they can be established in the present state of scientific knowledge. In that regard, it should be borne in mind that the capacity to restore, correct or modify physiological functions should not lead to the classification as medicinal products by function of products which, while having an effect on the human body, do not significantly affect the metabolism and thus do not strictly modify the way in which it functions.” 
(See paragraphs 41 and 42 of Case C-140/07).  

Further and with regard to herbs, the Court held that “(…) the mere fact that one or more medicinal herbs are among the constituents of a product is not sufficient to permit the conclusion that that product contributes to restoring, correcting or modifying physiological functions by exerting a pharmacological, immunological or metabolic action or to making a medical diagnosis, within the meaning of Article 1(2)(b) of Directive 2001/83. (…).
It is possible that, having regard, in particular, to the small amount of the active substance contained in it and/or the manner in which it is used, a product based on medicinal herbs will have no effect on physiological functions or that its effects will not suffice for it to be a medicinal product by function.”
(See paragraphs 74 and 75 of Case C-88/07) 

Last but not least, the Court made clear that “within the same Member State, a product, which, while not identical to another product classified as a medicinal product, none the less has in common with it an identical substance and the same mode of action, cannot, in principle, be marketed as a medical device in accordance with Directive 93/42, unless as a result of another characteristic that is specific to that product and relevant for the purposes of Article 1(2)(a) of Directive 93/42, it must be classified and marketed as a medical device, which is a matter for the referring court to verify.”
(See paragraph 60 of Case C-109/12). This further supports the fact that while the principal mode of action of the product must obviously be taken into account when determining on a case-by-case basis whether a given product is a medical device or a medicinal product, all the characteristics of the product must always be taken into account to comply with the EU case law.

[bookmark: _Hlk535335853]Against this background, the inclusion of examples and their automatic classification into a specific category, e.g. as herbal medicinal products, on a general basis without consideration for the criteria established by the CJEU (i.e., composition, intended purpose, dosage, etc.) as referred to above must be contested. As a consequence, AESGP considers that the document should not make reference to any examples and classify them under a given category to avoid violating EU case-law. In other words, any attempt to include examples and their classification into a specific category would be in contradiction with the classification criteria set up by EU case-law given the absence of case-by-case assessment.
	In its current state the document must be considered in contradiction to legal criteria applicable to the assessment of borderline products that may fall within the legislative framework of medicinal products under Directive 2001/83 as established under EU case-law and is, therefore, redundant.
	Please see previous comments. 

	AESGP
	
	
	A.2
	ge
	The sentence needs to be clarified.
	Amend the additional sentence as follows:
Also, the classification principles relating to medical devices containing medicinal products remain the same irrespective of the sub-category of medicinal product is a ‘conventional’ or a ‘herbal’ medicinal product which has been authorised by a full dossier application, specific authorisation dossiers or traditional use.
	Reject. 

	AESGP
	
	
	A2.2.2
	ge 
	With reference to our overall comments, the example and the assigned classification contradict the criteria established by EU case-law.
	Delete example for inclusion in subparagraph A.2.2.2 
	Please see previous comments. 

	AESGP


	
	
	A2.2.3
	ge
	With reference to our overall comments, the document unlawfully indicates here that any herbal substance or preparation subject to medicinal authorization or being covered by a herbal monograph should be classified as medicinal product. In other terms, the mere existence of a medicinal authorization or herbal monograph is taken as proof that the given herbal preparation or substance always falls within the scope of the medicinal products legislation. 

This general evaluation goes against the requirements of a case-by-case assessment established by EU case-law (please see our overall comments). It should be also noted that not all herbal substances used in medicinal products are covered by a monograph while at the same time existing monographs typically do not contain detailed information on the mode of action. The specific mode of action, however, is decisive to assess whether the medicinal products or medical device legislation applies (please see our comment further below). In addition, it must be taken into account that certain actions attributed to herbal substances in existing monographs are linked only to those substances/preparations reported in the monographs and may also be dependent on specific dosage.
Therefore, the assumption made in the document that the existence of a medicinal authorization or herbal monograph represents automatic proof for the application of the medicinal products legislation must be strongly rejected. In this regard it should also be considered that many herbal substances/preparations are used also in other categories such as e.g. foods and cosmetics and are not only a borderline issue between medicinal products and medical devices: assuming that a herbal substance/preparation shall be medicinal only by virtue of the presence of a monograph or a medicinal authorization would also affect all the other sectors where those herbal substances/preparations are currently used.

Importantly, the document neglects that the classification of a product containing herbal substances/preparations as a medicinal product or a medical device depends as well on the mode of action by which the product achieves the principal intended purpose, i.e. pharmacological, immunological or metabolic mode of action vs. non-pharmacological, non-immunological or non-metabolic mode of action. This is for example illustrated by the following statement: “Where a product`s main action is the result of the action of the herbal ingredient it cannot be considered as a medical device.” Of course, if the mode of action of the herbal substance present in the product is non-pharmacological, non-immunological or non-metabolic, the medical device category would apply. At the same time, the statement also reveals the disregard for EU case-law and the established classification criteria set therein.









	Replace A.2.2.3 with the following text:

With regard to EU case-law, to classify a product containing herbal substances/preparations as a medicinal product or as a medical device, a case-by-case approach must be applied taking into account all the product’s specific characteristics, in particular the principal mode of action.
If the principal intended purpose of the product containing the herbal substance/preparation is achieved by a pharmacological, metabolic or immunological mode of action, it is likely that the classification as medicinal product applies. On the other hand, if the principal intended purpose of the product containing the herbal substance/preparation is achieved by non-pharmacological, non-metabolic and non-immunological mode of action, it is likely that the classification as medical device applies.

However, it is also possible that a product containing as constituents / components herbal substance(s) and/or herbal preparation(s), that have demonstrated a significant therapeutic effect based on a pharmacological mode of action could be a medical device for which Rule 14 of MDR applies. This is the case when:
1. The herbal substance(s) and/or herbal preparation(s) have a scientifically demonstrated pharmacological action, and
2. That action leads to a significant effect in terms of restoring, correcting or modifying physiological functions (significant clinical effect) taking into account the way the whole product is used, and 
3. the significant pharmacological action of the herbal constituent is ancillary, and
4. the principal intended action of the product is achieved by physical or mechanical means.

Importantly, the mere presence of a herbal substance or herbal preparation within a product is not sufficient for the classification as medicinal product. At the same time, the existence of a medicinal authorization or a herbal monograph covering a herbal substance/preparation is not sufficient for the classification of the product containing the herbal substance/preparation as medicinal product.





Pursuant to Article 1 (30) of Directive 2001/83, herbal medicinal product is defined as: “Any medicinal product, exclusively containing as active ingredients one or more herbal substances or one or more herbal preparations, or one or more such herbal substances in combination with one or more such herbal preparations.”  Herbal substances are defined in Article 1 (31) of Directive 2001/83 as “All mainly whole, fragmented or cut plants, plant parts, algae, fungi, lichen in an unprocessed, usually dried, form, but sometimes fresh. Certain exudates that have not been subjected to a specific treatment are also considered to be herbal substances. Herbal substances are precisely defined by the plant part used and the botanical name according to the binomial system (genus, species, variety and author).” Herbal preparations are defined in Article 1 (32) of Directive 2001/83 as “Preparations obtained by subjecting herbal substances to treatments such as extraction, distillation, expression, fractionation, purification, concentration or fermentation. These include comminuted or powdered herbal substances, tinctures, extracts, essential oils, expressed juices and processed exudates.”

Article 2(2) of MPD provides that “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”.
The wording of Article 2(2) of the MPD shows that it only applies if, after a case-by-case assessment, taking in consideration all the characteristics of a product, the product in question may fall within the definition of both, medical device and medicinal product. In such a case, the provisions of the MPD apply. The MDR and the MPD cannot be applied cumulatively.


	Please see previous comments.

	AESGP
	
	
	A.2.2.4
	ge
	With reference to our overall comments, the examples and the assigned classification contradict the criteria established by EU case-law.
	Delete subparagraph A.2.2.4
	Please see previous comments.

	AESGP
	
	
	B.4
	ge
	With reference to our overall comments and specific comments on A.2, no specific mention of herbal medicinal product is needed as it is by definition covered by the concept of ‘medicinal product’.
	Delete proposed addition to the first condition
	Please see previous comments.

	AESGP
	
	
	B.4.2
	ge
	With reference to our overall comments, the examples and the assigned classification contradict the criteria established by EU case-law.
	Delete subparagraph B.4.2.
	Please see previous comments.




	MTE
	Page 3,
Last paragraph
	A.2.2.3 Definition of herbal medicinal product and traditional herbal medicinal products
	
	ge
	“…Typically the medical device function is achieved by physical means. Where a product’s main action is a result of the action of the herbal ingredient it cannot be considered as a medical device”... 

Comment: it should be considered case by case because if the purpose of the herbal product is achieved through a mechanical action it could be classified as a MD. – We can ask to our WG members to provide examples if they have. - 

	“…Typically the medical device function is achieved by physical means. Where a product’s main action is a result of the action of the MEDICINAL herbal ingredient whose effect is based on a pharmacological mode of action, it cannot be considered as a medical device”
	


 
	IT
	
	
	
	ge
te

	The proposal as presented is, basically, to consider any product containing herbal components as medicinal products or, if the herbal components putatively act with ancillary action, as Rule 14 products, based on existing Community lists or monographs on plants as sufficient evidence for the classification. 
We find that the general approach as well as all of the proposed modifications and examples go against the major pillars of medical device regulation, medicinal product definition, and rulings of the European Court of Justice (ECJ). 
Here below the reasons sustaining our statement:
1. No generalization is allowed. The case-by case approach is the foundation of European product jurisdiction and requires that any judgment on a product classification should be based on “the overall characteristics of the product as defined by ECJ[footnoteRef:3], medicinal product[footnoteRef:4] and medical device laws[footnoteRef:5].  [3:  European Court of Justice (ECJ) Judgment in HLH Warenvertriebs, 2005 (C-211/03. “…for the purposes of determining whether a product comes within the definition of a medicinal product ‘by function’ within the meaning of directive 2001/83, the national authorities…must 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.”]  [4:  Directive 2001/83 art 2(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”.]  [5:  MDR, whereas 8 “It should be the responsibility of the Member States to decide on a case-by-case basis whether or not a product falls within the scope of this Regulation”.] 

2. In order to be classified as such, a medicinal product must significantly modify physiological functions[footnoteRef:6] through scientifically observed pharmacological modes of action[footnoteRef:7]. The ECJ have reiterated and clarified many times these elements. In this sense, ECJ specifically addresses the presence of herbals within a product and rules that “the mere presence of herbals is not sufficient to classify the product as a medicinal product”[footnoteRef:8]. [6:  Judgment in Hecht-Pharma GmbH, 2009, (C-140/07):“... a product cannot be regarded as a medicinal product within the meaning of that provision where, having regard to its composition – including its content in active substances – and if used as intended, it is incapable of appreciably restoring, correcting or modifying physiological functions by exerting a pharmacological, immunological or metabolic action. The capacity to restore, correct or modify physiological functions should not lead to the classification as medicinal products by function of products which, while having an effect on the human body, do not significantly affect the metabolism and thus do not strictly modify the way in which it functions.”]  [7:  Commission of the European Communities v Federal Republic of Germany (C-319/05) says: “… the definition of medicinal product by function is designed to cover products whose pharmacological properties have been scientifically observed and which are genuinely designed to make a medical diagnosis or to restore, correct or modify physiological functions.”]  [8: Judgment in Commission of the European Communities v Kingdom of Spain (Case C-88/07): « …the mere fact that one or more medicinal herbs are among the constituents of a product is not sufficient to permit the conclusion that that product contributes to restoring, correcting or modifying physiological functions by exerting a pharmacological, immunological or metabolic action or to making a medical diagnosis, within the meaning of Article 1(2)(b) of Directive 2001/83.»] 

3. Plants can be processed/extracted in different ways, yielding many different extracts with different mechanisms of action, experimentally demonstrated. In addition, the presence of herbals should always be looked at within the final product, especially in case of products which claim non pharmacological actions, since all substances may concur to the principal mode of action.
4. Monographs referring to traditional herbal medicinal products (THMP) shall not be taken into account because they only serve for the purpose of indicating the exceptional situations in which the simplified procedure for registration is applicable. This exception cannot be considered the rule. It must be kept in mind that THMP, according to the Dir. 2004/24/EC [footnoteRef:9], are registered only based on the plausibility of their effects and without any pre-clinical, clinical, pharmacokinetic and pharmacodynamic evidence. For this reason the Directive itself states that “this simplified procedure should be used only where no marketing authorization can be obtained pursuant to Directive 2001/83/EC, in particular because of a lack of sufficient scientific literature demonstrating a well-established medicinal use with recognized efficacy and an acceptable level of safety”.  [9: Directive 2004/24/EC amending, as regards traditional herbal medicinal products, Directive 2001/83/EC on theCommunity code relating to medicinal products for human use] 

Accordingly, we deem illegal to classify a product as “medicinal by function” only on the base of the existence of a monography on "traditional use" – which clearly states the opposite i.e. that such a product cannot be regarded as medicinal by function because it cannot significantly modify the physiological function. 
5. Other monographs/lists shall be looked at keeping into account points 1, 2 and 3. Disregarding this approach would mean to put out of the market any product, other than medicinal products, containing a herbal substance/preparation. It should be noted in fact that the majority of herbals reported in the monographs are also used in other product categories such as cosmetics, dietary supplements, foods, medical devices.
Concerning the examples reported in the document, we note that none of those specify the elements needed for a case-by-case assessment, such as the type of extract, the components within the extract, the composition of the final product, the mechanism of action of the product, the dosage, the physiological functions significantly modified by the active principles. Taking the “Cough Syrup A” as a representative sample, we note that it has been classified as a medicinal product only based on the traditional effects (and not mechanisms) known for Althaea officinalis root, while no information has been given, for example, on the known bioadhesive and protective properties known for Althaea officinalis root mucilage, that would have opened the possibility for the classification of the product as medical device.
In conclusion, we suggest to redraft the proposed amendments to MEDDEV 2.1/3 keeping into account the comments above reported. The draft as currently presented, apart from being against the basic EU principles on the classification of products, goes strongly against higher levels of evidence and health benefits for patients, against innovation, and would lead to distortion of the market.
	
	Please see previous comments. 

Also, relating to the specific comment “Monographs referring to traditional herbal medicinal products (THMP) shall not be taken into account because they only serve for the purpose of indicating the exceptional situations in which the simplified procedure for registration is applicable.” It should be highlighted that due to the definition of well-established use (see below).

“https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/european-medicines-agency-pre-authorisation-procedural-advice-users-centralised-procedure_en-0.pdf

1.6.3. Article 10a - Well-established use application
According to Article 10a of Directive 2001/83/EC, as amended it is possible to replace results of preclinical and clinical trials by detailed references to published scientific literature (information available in the public domain) if it can be demonstrated that the active substances of a medicinal product have been in well-established medicinal use within the Union for at least 10 years, with recognized efficacy and an acceptable level of safety. In this regard, the provisions of Annex I (Part II.1) to Directive 2001/83/EC shall apply.
The following criteria for the demonstration of such well-established use should be taken into account:
• the time over which a substance has been used with regular application in patients; quantitative aspects of the use of the substance, taking into account the extent to which the substance has been used in practice, the extent of use on a geographical basis and the extent to which the use of
the substance has been monitored by pharmacovigilance or other methods;
• the degree of scientific interest in the use of the substance (reflected in the published scientific literature) and the coherence of scientific assessments;
For such applications, the provisions of the Annex I to Directive 2001/83/EC apply in like manner. They are considered as full and independent applications. Applicants should submit Modules 1, 2 and 3 as described in Part I of Annex I to Directive 2001/83/EC. For Modules 4 and 5, a detailed scientific bibliography shall address all required pre-clinical and clinical characteristics, and should be summarized in Module 2. As with any other full application, if parts of the dossier are incomplete, particular attention must be paid to justify such absences in the non-clinical/clinical overviews.”

So, there are cases of traditional use monographs were produced due to inexistence of proofs relating to the quantitative aspects of the use of the substance, as mentioned above, and not due to the lack of evidence of a pharmacological action.
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