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KEY CONSIDERATIONS FROM ASSOSUBAMED ON
SUBSTANCE-BASED MEDICAL DEVICES

AssoSuBamed, operating within Confindustria Dispositivi Medici which is the Italian leading
federation representing, supporting, and promoting companies in the medical device sector,

specifically advocate for the interests of industries involved in the marketing of Substance-
Based Medical Devices (SBMDs).

As healthcare systems face increasing pressure from an aging population and rising chronic
diseases, innovation in the medical device industry has never been more critical.

The European medical technology market is estimated at roughly €160 billion in 2023. The top
five biggest markets are Germany, France, the United Kingdom, ltaly, and Spain. Based upon
manufacturer prices, the European medical device market is estimated to make up 26.1% of
the world market. It is the second largest medical device market after the US (47.2%)!. Again,
in Europe there are more than 37,000 medical technology companies. The highest number
of them are based in Germany, followed by ltaly (with 4,641 companies?), the UK, Poland,
Sweden and Switzerland. Small and medium-sized companies (SMEs) make up around 90%
of the medical technology industry, the majority of which employs less than 50 people (small
and micro-sized companies).

Regulation (EU) 2017/745 (MDR)? strengthens patient safety, elevates quality standards, and
fosters an environment that encourages innovation.

As well as the other categories of medical devices, SBMDs have become increasingly relevant,
particularly in self-medication and the management of chronic and functional conditions.

The SBMDs market in Germany, ltaly, Poland, Spain, and France reached more than €3.9
billion in December 2024, with 349 million units sold, reflecting growing demand. ltaly leads
the sector, accounting for €1.57 billion (39% of the total for these five countries) and
107 million units sold (30% of the total)*.

This is also thanks to the Regulation (EU) 2017/745 that has consolidated the category of
SBMDs, which mainly includes products commonly used as self-care options, such as for the
treatment of colds, sore throat, constipation, reflux disease, skin irritations, to mention a few.

MDR has strengthened the regulatory framework for SBMDs, fostering innovation for both
“minor” illnesses and unmet medical needs. Among SBMDs, those based on natural complex

1 MedTech Europe Fact & Figures 2024, available here:_https://www.medtecheurope.org/wp-content/uploads/2024/07
medtech-europes-facts-figures-2024.pdf

2 Data from Confindustria Dispositivi Medici Research Center, available here: https://www.confindustriadm.it/il-settore-

in-numeri-2024/

3 REGULATION (EU) 2017/745 OF THE EUROPEAN PARLIAMENT AND OF THE COUNCIL of 5 April 2017 on medical
devices, amending Directive 2001/83/EC, Regulation (EC) No 178/2002 and Regulation (EC) No 1223/2009 and
repealing Council Directives 90/385/EEC and 93/42/EEC

4 |QVIA Sell Out Multichannel MAT Dec 2024, OTC/SOP and MDs
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substances present a unique opportunity for evidence-based access within a regulated
healthcare framework.

Substance-based medical devices, even they are resembling medicinal products in
presentation, represent a distinct product category that complements the therapeutic options
available to European patients. They offer innovative evidence-based therapies, considering
the non-pharmacological, non-immunological, and non-metabolic mechanisms of action
(PhIM): while both medicinal products and medical devices aim to improve health, the key
distinction is that medical devices focus on “investigation, replacement or modification of
the anatomy or of a physiological or pathological process or state” (art. 2(1) MDR) via a
non-pharmacological, non-immunological, non-metabolic means, whereas medicinal
products are focused on “restoring, correcting or modifying physiological functions by exerting

a _pharmacological, immunological or metabolic action, or to making a medical diagnosis”
(art. 1(2) Directive 2001/83/EC) [emphasis added]

At AssoSuBaMed, we support the MDR’s objectives of harmonizing oversight, transparency,
and patient confidence while keeping Europe at the forefront of medical innovation. We
believe it provides a solid foundation for a strong medical device industry, aligning with our
commitment to patient safety and progress.

The current document addresses issues linked to borderline qualification, crucial for
a system efficiency and maximizing SBMDs innovation.

Qualifying borderline products is a matter of concern both for national and European
regulatory authorities.

While the complexity of the issue is recognized, Regulation (EU) 2017/745, and the European
regulation in general, are perfectly capable of resolving cases deemed doubtful, through the
rigorous application of the law and via a case-by-case assessment, as repeatedly affirmed by
the European Court of Justice.

It is therefore crucial to properly implement the current regulatory framework and
to avoid systematic qualification, which generally result in decisions in favour of
medicinal status without considering the recognition given by MDR to substance-
based medical devices.

In this context, our main concerns are as follow:

¢ Guideline MDCG 2022-5, “Guidance on the borderline between medical devices and
medicinal products under Regulation (EU) 2017/745 on medical devices.”

A thorough review of this document is essential to ensure it remains effective in supporting
MDR implementation.

Particularly, the main points of concern are as follows, that we outline in more detail in the
attached Annex I:

_ restore the previous definition of “pharmacological, immunological, and
metabolic means” used in the MEDDEV 2.1/3 - Rev.3 guideline, which was in
force during the legislative iter of the Regulation (EU) 2017/745.
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- Remove Chapter 2 of MDCG 2022-5 dedicated to “herbal products” and
examples thereof.

- A case-by-case approach to interpreting “Ancillary Substance” in MDR Rule 14
(Annex VIII) to ensure consistency and avoid unwarranted classifications.

Concerns about MDCG 2022-5 were raised by ltalian and German Ministries of Health
from its adoption.

Although not legally binding, it is widely used by regulators and national courts as a reference
for implementation, creating uncertainty and potential barriers in the post-market phase.
Inconsistent interpretation by national authorities could lead to regulatory uncertainty and
hinder the free movement of goods in the EU.

We hereby attach a position paper (Annex ) that thoroughly discusses the legal and scientific
uncertainties intfroduced by the MDCG 2022-5.

* “Reflection paper on the use of information in European Union herbal monographs and
assessment reports for borderline issues” issued by the European Medicine Agency
(EMA).

AssoSuBamed believes that the Reflection Paper significantly contributes to expanding
regulatory uncertainty.

EMA suggests basing the regulatory classification of botanical products on the simple
existence of a monograph published by the HPMC committee, an approach which is
contrary to the principle of case-by-case evaluation.

Moreover, it should be kept in mind that the monographs to which the EMA refers, represent
a substantial derogation from the efficacy and safety standards required for medicinal
products recognized as so-called “Herbal Traditional Medicinal Product” (HTMP) which,
precisely because it is a derogation, cannot become a general criterion for the evaluation.

This is even more true considering that the afore mentioned monographs:

_ recognizes the therapeutic efficacy and safety of the THMP only on the basis of its
consolidated use and on a principle not based on clinical data but on the “plausibility”
of the effect.

- The exemption granted to HTMPs (as per Article 16c¢(1)(a)(iii) of Directive 2001/83/EC
as amended) and therefore to monographs, means that the mechanism of action of
the plant/preparation does not have to be described. Considering that the mechanism
of action is the only criterion that the regulation provides for qualifying a product as a
medicinal product or medical device, monographs that do not substantiate this aspect
cannot be proposed as a reference for evaluation.

5 European Medicines Agency. (2024). Reflection paper on the use of information from EU herbal monographs and
assessment reports for the evaluation of applications for marketing authorisation of herbal medicinal products.
Available at: hitps://www.ema.europa.eu/en/documents/scientific-guideline/draft-reflection-paper-use-information-
european-union-herbal-monographs-assessment-reports-borderline-issues_en.pdf



https://www.ema.europa.eu/en/documents/scientific-guideline/draft-reflection-paper-use-information-european-union-herbal-monographs-assessment-reports-borderline-issues_en.pdf
https://www.ema.europa.eu/en/documents/scientific-guideline/draft-reflection-paper-use-information-european-union-herbal-monographs-assessment-reports-borderline-issues_en.pdf
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Attached is a detailed technical and legal analysis of the proposed Reflection Paper, to
which reference should be made for further information (Annex Il).

AssoSuBaMed believes that Regulation (EU) 2017/745 has outlined a cutting-edge
regulatory framework that allows for the development of innovative therapeutic
products according to the highest standards of quality and safety.

The will of the legislator has recently been confirmed by the European Parliament’s common
resolution (European Parliament resolution of 23 October 2024 on the urgent need to revise

the Medical Devices Regulation (https://oeil.secure.europarl.europa.eu/oeil/en/procedure-
file¢reference=2024/2849(RSP)) which in recital ‘O’ reaffirms:

‘O. whereas the innovative regulatory framework referring to substance-based medical devices,
which was introduced by the MDR, is intended to encourage the development of therapies that
act through non-pharmacological, non-immunological and non-metabolic means; whereas
guidelines and decisions issued by national authorities set limits that classify products falling
within the scope of the MDR under other regulatory categories, which goes against the EU
legislator’s aim of fostering therapeutic innovation;’

We hope that the technical standards and guidance implementing the MDR reinforce
this clear will of the legislator and allow for the further development of the sector for
the benefit of patients, research and the European industrial system.



https://oeil.secure.europarl.europa.eu/oeil/en/procedure-file?reference=2024/2849(RSP)
https://oeil.secure.europarl.europa.eu/oeil/en/procedure-file?reference=2024/2849(RSP)
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ANNEX |

POSITION PAPER ON MDCG 2022-5: GUIDANCE ON BORDERLINE
BETWEEN MEDICAL DEVICES AND MEDICINAL PRODUCTS

INTRODUCTION

Confindustria Dispositivi Medici is the main federation in Italy, which units, represents and
enhances companies in the medical device sector. AssoSuBaMed is part of Confindustria
Dispositivi Medici and specifically represents the interests of industries that markets substance-
based medical devices in ltaly. The present annex aims to discuss AssoSuBaMed’s (ASBM)
view on the guideline MDCG 2022-5 “Guidance on borderline between medical devices and
medicinal products under Regulation (EU) 2017/745 on medical devices”® while the following
provides a summary of ASBM’s main concerns.

MDCG 2022-5 has shown several areas of concern that require attention; accordingly, a
thorough review of this document is highly recommended to ensure that it can continue
to effectively serve its purpose and facilitate the implementation of MDR. This will help to
eliminate any ambiguities and ultimately guarantee the promotion of safety, efficacy, and
quality of medical devices. Moreover, it will ensure alignment with the current and future
needs of the sector.

Particularly, the main points of concern are as follows:

1) Broader definition of “pharmacological means”

2) Examples of product’s classification provided in the guideline
3) Introduction of Chapter 2 “Herbal products”

4) Interpretation of “ancillary substance” in Rule 14

The approach of the guideline is such that it undermines a proper enforcement of the regulation.
Indeed, the evaluation of borderline cases between medical devices and medicinal products
should always be conducted on a case-by-case basis, as frequently advocated by EU case-law.
Various sections of the MDCG 2022-5 guideline seem to disregard these fundamental
principles. Additionally, changing definitions, such as “pharmacological, immunological,
metabolic means” that represent a cornerstone for regulatory decision-making has a tangible
impact on the purpose of the regulation because, besides hindering the development of
innovative medical devices, it might lead to well- established products currently classified as
substance-based medical devices being reclassified as medicinal products. We argue that

6 MDCG 2022-5 Rev. 1 - Guidance on borderline between medical devices and medicinal products under Regulation
(EU) 2017/745 on medical devices", October 2024, https://health.ec.europa.eu/document/download/b5a27717-
2291-4d7a-97b1-e1c¢7d819e579_en?filename=mdcg_2022-5_en.pdf



https://health.ec.europa.eu/document/download/b5a27717-229f-4d7a-97b1-e1c7d819e579_en?filename=mdcg_2022-5_en.pdf
https://health.ec.europa.eu/document/download/b5a27717-229f-4d7a-97b1-e1c7d819e579_en?filename=mdcg_2022-5_en.pdf
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technical guidelines should not significantly influence the intent of legislative texts, because
guidelines, by their very nature, are not subject to approval by the legislators and therefore
cannot contradict their will.

Issues were already evident at the time of adoption of the MDCG 2022-5, considering that
two Member States (ltaly and Germany) voted against it. This guidance, even if not legally
binding, is widely considered as a reference for the correct implementation of the legislation
by all actors, including regulators and national courts. Therefore, in our opinion, the existence
of substantial and shared doubts about its content should itself be sufficient to prevent its
adoption and publication. Even if the concrete impact of the guidance may be mitigated
during the conformity assessment process by notified bodies, in fact, its mere existence could
still pose challenges during the post-market phase.

Competent authorities or, worse yet, national courts might interpret the guidance differently,
leading to divergent decisions. This potential divergence could create uncertainty and hinder
consistent enforcement across the European Union, as well as a barrier to the free movement
of goods.

KEY ASKS
MDCG 2022-5 should be revised:

* Restoring the definition of “pharmacological immunological, metabolic means” as per
the previous MEDDEV 2.1/3-Rev.3;

* Eliminating all provided examples of regulatory classification and chapter 2 “herbal
products” to emphasize the importance of case-by-case approach;

* Ensuring that this approach is also extended to the concept of “ancillary substances”
within the application of Rule 14.

The system'’s heavy reliance on MDCG 2022-5 underscores the need for a unanimous
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CRITICAL ISSUES INTRODUCED BY THE MDCG 2022-5 “GUIDANCE ON
BORDERLINE BETWEEN MEDICAL DEVICES AND MEDICINAL PRODUCTS”

1. BROADER DEFINITION OF “PHARMACOLOGICAL, IMMUNOLOGICAL,
METABOLIC MEANS”

In the paper, the pharmacological mechanism of action will be analysed in detail. Similar
considerations can also be made for the immunological and metabolic ones.

The definition of ‘pharmacological means’ serves as the cornerstone for regulatory decision-
making, distinguishing medicinal products from medical devices.

Given the complexity of the matter the legislator intentionally refrained from directly
incorporating this definition into Regulation (EU) 2017/745, in favour of a case-by-case
approach.

This decision acknowledges the multifaceted nature of the issue and underscores the need
for careful consideration in balancing regulatory clarity with practical implementation. During
the legislative process, there was full awareness of the strength and suitability of the existing
definition outlined in MEDDEV 2.1/3 - Rev.3.

In fact, Regulation (EU) 2017/745 does not define the meaning of the terms pharmacological
immunological and metabolic means - which are, however, used as the unique criteria to define
the difference between a medicinal product and a medical device - and throughout the legislative
process, it was developed taking into account the definitions referred to in MEDDEV 2.1/3 Rev
3, also considering that this guideline has been capable to manage the sector for years.

The new adopted definition in MDGC 2022-5 potentially encompasses any substance
impacting health within the ‘pharmacological, immunologic, metabolic means’
concept, because it introduces an important conceptual bias by not defining the
“mechanism of action” on the basis of the type of interaction between the substance
and the body, but on the basis of the therapeutic action of the product i.e., ‘“initiates,
enhances, reduces, or blocks physiological functions or pathological processes’.

According to this, any product acting on physiological functions or pathological processes
shall be classified as medicinal product, contrary to the definition of medical device according
to art. 2 of the Regulation (EU) 2017/745:

“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,

[Omissis]”
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1.1 How the definition of pharmacological action has changed
Here below the changes to the definition introduced by MDCG 2022-5:
Previous definition in MEDDEV 2.1/3-Rev.3 | Current definition in MDCG 2022-5

“Pharmacological means” is
understood as an interaction between the
molecules of the substance in question
and a cellular constituent, usually referred
to as a receptor, which either results in
a direct response, or which blocks the
response to another agent. Although
not a completely reliable criterion, the
presence of a dose-response correlation

“Pharmacological means” is
understood as an interaction typically at
a molecular level between a substance
or its metabolites and a constituent of the
human body which results in initiation,
enhancement, reduction or blockade of
physiological functions or pathological
processes. 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), components of
extracellular matrix, components of
blood and components of body fluids.

is indicative of a pharmacological effect.

Examples of action via pharmacological
means:

* interaction between a ligand (e.g.
agonist,

* antagonist) and a receptor;

* interaction between a substance and
membrane

* lipids;

* interaction between a substance
andcomponents of the cytoskeleton.

We would like to draw the attention that, in the amended definition of “pharmacological
means” given in the MDCG 2022-5, the words “direct response” have been replaced
with “change in physiological or pathological characteristics” and a list of generic
interactions has been indicated as examples of “pharmacological means”.

10
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Those amendments have the effect that, in practice, almost any substance will now be
considered as acting through “pharmacological means” and will consequently be classified
as medicinal product.

It is impossible, in fact, that when a molecule comes in direct contact with the body in order to
achieve a therapeutic purpose, it does not interact with some kind of cellular constituents (e.g.
barrier mechanism of action due to the mucoadhesion between the molecule and the mucosa)
or that it does not entail, even indirectly, some changes in physiological or pathological
characteristics.

This is even more evident in the case of natural substances, define according to UVCB
definition as per Regulation (EU) 1907/2006, where interaction with the body does not occur
through the direct interaction of a specific substance they contain with a specific biological
target (receptor), but from the combined and simultaneous action of all its constituents with
the metabolism of human body.

1.2 General Principles of EU Law

As set out above, the new definition of “pharmacological means” will create a range of
uncertainties for companies whether their products are to be classified as medicinal products
or medical devices. It will also unduly increase the number of products, which will suddenly be
regulated as medicinal products. This approach runs counter a number of general principles
of EU law.

First, while the MEDDEV guidance was not legally binding, it was highly persuasive, as it has
been drawn up to encourage a uniform interpretation of the law across Member States (see
for example, Case C-308/11 Kreussler, para.s 21-27; Case C- 219/11 Brain Products, para.
24). Thus, any changes to the definitions used in the MEDDEV guidance will have far-reaching
implications in that authorities across all Member States will rely on the guidance in making
enforcement decisions.

Second, given the fundamental importance of this definition to the basic principles of the
regulatory regime, the revision given in MDCG 2022-5 should have been subject to extensive
public consultations.

Notably, not even the Member States were aligned in the adoption of the MDCG 2022-5
guideline, as ltaly and Germany voted against.

Third, the European Court of Justice (CJEU) has long recognized legal certainty as a
fundamental principle of EU law, which requires that rules must be clear and precise, so that
those effected can determine their rights and obligations (see for example Case C-143/93

Gebroeders van Es Douane Agenten v Inspecteur der Invoerrechtenen Accijnzen, para. 27;
Joined Cases C-205/82 and 215/82 Deutsche Milchkontor GmbH).

As explained above, the new definition will create a number of uncertainties for companies as
to the legal status of its products.

11



CONFINDUSTRIA
~W Dispositivi Medici

ASBM calls for the definitions of pharmacological, immunological, metabolic
means under the previous MEDDEV 2.1/3-Rev.3 to be restored

2. OVERLOOKING OF THE “CASE-BY-CASE"” ASSESSMENT REQUIRED BY CASE
LAW - PRODUCTS’ EXAMPLES AND CHAPTER ON HERBAL SUBSTANCES

The appropriate regulatory classification of a product should consider the primary intended
action and, notably, the principal mode of action (based on state-of-the-art scientific data).
The evaluation should always be conducted on a case-by-case basis, as frequently advocated
by EU case-law, asserting that borderline products must be assessed individually, taking into
account all product characteristics, i.e., composition, intended purpose, dosage, etc., before
deciding on the product’s regulatory status.

Various sections of the MDCG 2022-5 guideline appear to overlook these fundamental
principles. This is evident, for instance, in the numerous product examples listed as
medicinal products within the guidance without a clear rationale for their classification
as such.

Examples are often provided without identifying the composition, recommended usage,
dosages, and most importantly, without any description of the mechanism of action, but
sometimes merely referring to effects traditionally associated with a certain substance.

The issue is accentuated for products containing herbal substances considering that
Chapter 2 gives a list of plants - without any characterisation, dosage, indication
- which, by definition (“by function”) must be considered medicinal product and
therefore excluded from use in medical devices (except for ancillary action).

This classification has been done without any scientific motivation and based only on traditional
use of these plants as medicinal product in some Member States.

In this context, the challenge is even greater because the classification as a Traditional Herbal

Medicinal Product does not require demonstrating the primary mechanism of action (Ref.
Article 16c(1)(a)(iii) of Directive 2001/83/EC as amended).

This creates an important conceptual paradox since, as mentioned earlier, the mechanism
of action serves as the key distinguishing factor between medicinal products and medical
devices. Therefore, it must be known and demonstrated to appropriately identify the regulatory
category to which a product belongs.

In our view, the Guidance should not risk establishing a presumption system for any product,
leading to the conclusion that they are medicinal products, as this would undermine the
requirement for a case-by-case assessment. Provided examples should be avoided and, in
any case, should clearly present a scientifically and regulatory sound rationale, in line with

12



CONFINDUSTRIA
~W Dispositivi Medici

the state-of-the-art, on which the example has been categorized under the medical device or
medicinal products category.

ASBM calls for Chapter 2 of MDCG 2022-5, as well as all the examples provided
in the guidance, to be deleted.

3. INTERPRETATION OF "ANCILLARY SUBSTANCE" IN MDR RULE

Section 1.2.5 of the MDCG 2022-5 document, linked with Section 4.4, details Rule 14’s
application criteria. However, it deviates from the guideline’s focus by emphasizing classification
over qualification.

Classification should only be considered once a product is confirmed as a medical device.

The guideline lacks clarity on whether a device-incorporated substance is a medicinal product.
It seems to neglect again the case-by-case approach, suggesting that certain substances, like
herbal ones, are default medicinal products.

In addition, the guideline appears to disregard the specific characteristics of a substance used
within a device, favouring a default medicinal product qualification.

Setting aside the previously discussed aspects related to the mechanism of action, it is worth
noting for example that a substance’s quantity can significantly influence its impact on human
body functions. This consideration is crucial for classifying that substance as medicinal product,
as established by case law.

Notably, several judgments from the European Court of Justice emphasize that the classification
as a ‘medicinal product by function’ applies only when the substance, within its specific
context of use, significantly alters the body’s functioning. Consequently, such classification as
a medicinal product is confirmed only under those specific circumstances.

However, this aspect remains somewhat unclear in the existing guideline.

ASBM calls for a proportionate and case-by-case approach with regard to the
qualification of a substance as ancillary medicinal product and, subsequently,
with regard to the application of Rule 14.

13
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4. CONCLUSION

MDCG guidelines must be clear and robust: although they are not legally binding, their scope
is to help economic operators and notified bodies to properly apply Reg. (EU) 2017/745
(MDR). Therefore, they must serve as a consistent support and not conflict with the regulatory
text they are designed to elucidate.

MDCG 2022-5 has shown several areas of concern that require attention; accordingly, a
thorough review of this document is highly recommended to ensure that it can continue to
effectively serve its purpose and facilitate the implementation of MDR.

This will help to eliminate any ambiguity and ultimately guarantee the promotion of safety,
efficacy, and quality of medical devices.

Moreover, the impact of the guidance is not limited to the conformity assessment, but its mere
existence could still pose challenges during the post-market phase of medical devices.

14
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ANNEX Il

COMMENTS TO “REFLECTION PAPER ON THE USE OF
INFORMATION IN EUROPEAN UNION HERBAL MONOGRAPHS
AND ASSESSMENT REPORTS FOR BORDERLINE ISSUES”

In the following position paper, AssoSuBaMed expresses its point of view regarding the content
of the Reflection Paper published by the EMA (EMA/HMPC/224438/2024 2 draft version 20
November 2024).

AssoSuBaMed is the trade association within Confindustria Dispositivi Medici that represents
companies producing substance-based medical devices. Confindustria Dispositivi Medici
is the ltalian leading federation representing, supporting, and promoting companies in the
medical device sector.

The document is divided into two parts: the first one provides general—also legal—comments,
while the second contains specific observations on the Reflection Paper (reference is also
made to the line numbering of the EMA document version 20 November 2024).

GENERAL COMMENTS

Comment 1:

From a legal perspective, it is essential to consider whether the HMPC has the legal authority
to issue the Reflection Paper and whether its publication exceeds the scope of its mandate. It
should also be noted that the EMA's endorsement grants the document an unwarranted level
of legitimacy. Furthermore, the paper raises legal concerns as it risks undermining established
legal criteria for borderline products and appears to contravene EU principles by adopting an
approach that unduly favours the qualification of herbal substances as medicinal products.
The following three points provide a more detailed analysis of these concerns:

1) The HMPC has no legal competence to adopt the reflection paper

The competencies of the HMPC are outlined in Article 16(h) of Directive 2004/24/EC
(“Herbal Directive”), Recital 9 and 12 of the Herbal Directive and to some extent by the EMA
Regulation 726/2004, as amended. Article 57(1) as well as the HMPC’s own published
rules of procedure indicate that its role is primarily focused on the evaluation of herbal
substances as medicinal products and the publication of herbal monographs to support
national competent authorities when assessing national applications for herbal medicines.
The Committee’s competence extends to issuing guidance on scientific matters relating to
the use of herbal substances as medicinal products.

The Herbal Directive provides that the Committee may perform any other such function
as conferred on it by Community law. However, we are not aware of any other functions

15



CONFINDUSTRIA
~W Dispositivi Medici

other than those referred to in the EMA Regulation, which limits the scientific advice to that
necessary in the evaluation of medicinal products. In this context, the issuance of guidance
documents, opinions, or reflection papers on borderline issues does not appear to fall within
HMPC's legal competence. These matters arise in the context of qualification decisions,
which are the responsibility of national competent authorities under the supervision of the
courts for borderline issues between medicine and food or food supplements, and between
national competent authorities, European Commission pursuant to article 4 of regulation
2017/745 and the courts for borderline issue between medicinal products and medical
devices.

Given this framework, the legal basis for the HMPC to issue the Reflection Paper is unclear,
as its mandate does not appear to extend to this area. By publishing the Reflection Paper,
there is a concern that HMPC may have exceeded the scope of its competencies. Although
the draft acknowledges the role of the national competent authorities, its association with
the European Medicines Agency could lend it to a level of authority that may lead to
unintended reliance by national authorities.

2) The reflection paper undermines the legal framework for borderline decisions on
products other than medicines versus medical devices

The CJEU has consistently indicated that the competence for making borderline decisions
lies with the national authorities, under the supervision of the Courts, and based on a
multi-factorial test. This test takes into account various aspects such as composition,
pharmacological properties, use, distribution, consumer familiarity and health risk, as
outlined in C-319/15 Commission vs Germany”.

Notably, the CJEU has not ruled that monographs must be considered “essential” in these
determinations. While they may provide relevant information, they are not intended to
serve as the sole or primary factor. The Reflection Paper, however, does not appear to
reflect this legal precedent and instead suggests that the presence of an herbal substance
in a monograph serves as a strong indicator that a product is medicinal. This approach
closely resembles a previously rejected Spanish classification system that automatically
deemed certain herbs as medicinal, which the CJEU ruled unlawful (C-88/07 Commission
v Spain.). By asserting that monographs are essential to classification, the Reflection Paper
could be seen as departing from the legal test established by the CJEU. This raises concerns
that it may influence classification assessments in a way that shifts the balance away from
the established regulatory and legal framework, potentially affecting the discretion of the
national authority in borderline assessment.

7 https://curia.europa.eu/juris/showPdf.
jsfetext=8&docid=69867&pagelndex=0&doclang=EN&mode=Ist&dir=&occ=first&part=18&cid=26914976
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3) The reflection paper is fundamentally unfair due to pre-determination, institutional
bias, and lack of competence in medical device matters.

The Reflection Paper raises legal concerns from the outset, since the “view"” expressed by
HMPC is primarily framed from a medicinal standpoint. There is no consideration as to what
is meant legally by the term “pharmacological” effect, to the overlap with “physiological”
effects.

As a result of this narrow approach, HMPC guidance predominantly supports medicinal
qualification and hence shapes the type of support it can possibly offer to national competent
authorities. This raises concerns about whether the approach aligns with the principles of
good administration and fairness, as it may limit the scope of assessment in borderline
determinations.

Further indications of limited competences and potential one-sided perspective can also be
observed elsewhere in the Reflection Paper, as set out in lines 64 to 71,76 — 81, 82-86 (see
also 203-206), 102-106, Sections 2.2, 2.3 and 2.4., 210-214, and in the Conclusions.

Comment 2:

The approach proposed by EMA is highly problematic from both a legal and a scientific
perspective. From a legal point of view, as is well known, classification as a medicinal product
or medical device depends on the “mechanism of action” of the product: while medicinal
products are designed to modify physiological functions by exerting a PhIM (Pharmacological,
Immunological, Metabolic) action, medical devices are intended (among others) for treatment
or prevention of disease or for the modification of a physiological or pathological process
or state to be achieved via a mechanism other than PhIM. It is equally well known that, to
date, there is not a legal definition of these mechanisms and the guidelines published by the
MDCG (Medical Device Coordination Group) on the subject (e.g. MDCG 2022-5) are not
legally binding. This condition makes it even more crucial to proceed with the evaluation
of individual cases strictly according to a ‘case by case’ approach - as repeatedly stated by
the European Court of Justice - which allows for the analysis of all the characteristics of the
product. It follows that the adoption of qualification criteria based on the simple existence of
monographs should be avoided. Given that the role of the HMPC is to provide monographs
as a specific guide solely within the authorization process for Traditional Herbal Medicinal
Products (THMP) under Directive 2004/24, notably, these monographs cannot be used as a
general indicator.

Comment 3:

The reference to monographs proposed by the EMA systematically refers to the so-called
‘Herbal Traditional Medicinal Products’.

Asiswell known, in accordance with the provisions of Article 16c¢ (1)(a)(iii) of Directive 2001/83/
EC, the legislator has exempted applicants for marketing authorization from providing data
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regarding the mechanism of action. Even for well-established use (WEU) products reported in
monographs (e.g. Hedera helix) the mechanism of action is declared “unknown”.

It is therefore entirely unjustifiable to propose using these monographs, which do not
describe the element upon which the qualification is based - i.e. the mechanism of
action which is not required by law or declared unknown—to support a qualification
as a medicinal product rather than as a medical device.

Comment 4:

The fact that THMP monographs do not require the pharmacodynamics is not surprising at
all: demonstrating the mechanism of action for complex natural substances using traditional
pharmacological models is virtually impossible. These complex substances interact with
multiple targets in a way that cannot be described by approaching the study by using a
pharmacological model, which is designed to describe targeted interactions between a
molecule and a specific biological target. Additionally, THMP monograph, where available,
are specific for therapeutic area, herbal preparation, indications and posology and thus any
minimal difference in these aspects invalidates the applicability of a specific monograph.

Accordingly, Directive 2004/24/EC was introduced as a derogation from Directive
2001/83/EC, allowing traditional herbal medicines to be registered relying on
long-standing use, without the need to demonstrate their mechanism of action or
clinical efficacy.

Since this derogation is tailored to a particular authorization process, it should not be
applied as a general principle.

EMA guidelines reflect this limitation by employing HMPC monographs solely as a specialized
guide within that framework. As a result, these substances were forced into traditional herbal
medicine registration, limiting innovation.

The will to overcome this limitation and to develop innovative therapies based on science but
acting with a non-pharmacological mechanism of action is at the basis of the registration
of botanicals as medical devices, which is possible thanks to the Regulation (EU) 2017/745
that allows for the development of innovative therapeutic products, guaranteeing the highest
standards of efficacy and safety. Moreover, thanks to the strengthened post-marketing
surveillance introduced, these products are managed within the healthcare chain.

Comment 5:

Rule 21 of Regulation (EU) 2017/745 was introduced precisely to encourage the development
of innovative therapeutic solutions that act through mechanisms of action different from those
of medicinal products. The first indent of rule 21 specifically regulates the risk classification of
products acting at systemic level.

It is now clear that it is not possible to describe the mechanism of action of botanicals - i.e.
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complex mixtures definable as UVCB substances under the REACH Regulation that do not act
on a specific biological target — in the pharmacological context such as that provided for in
Annex | of Directive 2001/83. This is confirmed also by the definition of “active substance”
given by Directive 2001/83 which defines “Active substance: Any substance or mixture of
substances intended to be used in the manufacture of a medicinal product and that, when
used in its production, becomes an active ingredient of that product intended to exert a
pharmacological, immunological or metabolic action with a view to restoring, correcting
or modifying physiological functions or to make a medical diagnosis”. Therefore, if the
mechanism of action of a substance cannot be described as pharmacological, immunological
or metabolic, the substance cannot be classified as “active substance” and - unless a specific
derogation as provided by the Directive for Herbal traditional medicinal product applies — it
cannot be used to produce medicinal products.

The acknowledgement of this impossibility is also confirmed at a legal level as described in
comment 3.

Over the years, this regulatory context has relegated the use of botanicals to a ‘traditional’
context, where the therapeutic action of the product is not based on scientific data but only on
tradition of use (appealing to a not well-defined principle of “plausibility” of the effect) or to
a well-established use context.

The report attached to the EMA Reflection paper® certifies that the only products registered
in Europe are mainly traditional drugs and — particularly in Germany — WEU drugs. The
confirmation of this is that there is no mention of the successful registration of drugs in Europe
based on innovative botanicals.

It was precisely the acknowledgement of this situation that led to the possibility to register
these products as medical devices. The Directive 93/42/CE first and the Regulation (EU)
2017/745 later, allow the development of innovative products, including those based on
botanicals, acknowledging that it is now possible to describe the “network interaction” by
which these substances modify the physiological or pathological process or state by using a
systems medicine and omics approach.

The European Parliament’s common resolution (European Parliament resolution of 23 October
2024 on the urgent need to revise the Medical Devices Regulation (2024/2849(RSP)) in recital
‘O’ reaffirms this will of the legislator:

8 Uptake of the traditional use registration scheme and implementation of the provisions of Directive 2004/24/EC in EU
Member States (europa.eu)

19


https://oeil.secure.europarl.europa.eu/oeil/popups/ficheprocedure.do?lang=en&reference=2024/2849(RSP)

CONFINDUSTRIA
~W Dispositivi Medici

‘O. whereas the innovative regulatory framework referring to substance-based medical devices,
which was introduced by the MDR, is intended to encourage the development of therapies that
act through non-pharmacological, non-immunological and non-metabolic means; whereas
guidelines and decisions issued by national authorities set limits that classify products falling
within the scope of the MDR under other regulatory categories, which goes against the EU
legislator’s aim of fostering therapeutic innovation;’

The EMA's position takes the discussion back to before the approval of Regulation (EU)
2017/745, effectively blocking the development of the sector once again.

The EMA’s position appears to be weak and unsubstantiated also considering that
EMA has never published a guideline describing how to fulfil the requirements of
Annex | of the Directive 2001/83 to register an innovative medicinal product (i.e.
neither traditional nor WEU) based on botanicals.

In the absence of this, it is clear that the proposal would simply stifle the sector rather than
develop its potential.

Comment 6 (Conclusion):

The Reflection paper suggests that EU herbal monographs should serve as reference documents
guiding qualification decisions towards medicinal products. However:

* If a monograph does not describe or adequately substantiate the mechanism of
action, it cannot be used as evidence that a product acts pharmacologically.

* The assumption that a product should be qualified as medicinal product simply
because a monograph exists is unscientific and inconsistent with EU law.

* The mere existence of a monograph cannot replace a proper assessment of the
mechanism of action of a product.
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SPECIFIC COMMENTS ON TEXT

Section number, heading and text

Comment and Rationale

Lines 24-35

The simplified registration procedure for
traditional herbal medicinal products
(‘traditional use registration’) was introduced
in 2004 through Directive 2004/24/EC of the
European Parliament and the Council, which
amended Directive 2001/83/EC and introduced
the possibility of national registrations of herbal
medicinal products based on traditional use only.
By introducing the traditional use registration,
the Directive has allowed these products to be
marketed under harmonised conditions in the
EU. Importantly, the traditional use registration
ensures the protection of public health in the EU
by making such products subject to the necessary
guarantees of quality, safety and a plausible
efficacy on the basis of long-standing use. The
introduction of the traditional use registration
has also increased the quality of the information
provided to the healthcare professionals and to
the patients. Overall, the major public health
advantages of this regulatory provision are that
the quality and safety of the products that do
receive a traditional use registration have been
assessed by National Competent Authorities and
that they will be subject to pharmacovigilance
requirements.

This paragraph appears to affirm that medicinal
product legislation alone can guarantee
safety and efficacy. However, EMA should
acknowledge that all product categories are fully
regulated under EU legislation, ensuring safety
and efficacy across food products, medical
devices, and medicinal products. Specifically,
for medical devices, comprehensive controls
are in place for production, certification,
evaluation, and post-market surveillance under
the new regulatory framework, similar to those
established for medicinal products.

Nowadays, we can safely say that the regulatory
requirements for medical devices under
Regulation (EU) 2017/745 and for medicinal
products under Directive 2001/83/EC are at a
very similar level in terms of quality, safety and
efficacy of the products they intend to regulate.

Lines 37-38

[...] most herbal preparations in medicinal
products have been in clinical use for many
years (for traditional herbal medicinal products,
the requirements are >30 years) [...]

The sentence “herbal preparations in medicinal
products have been in clinical use for many
years” does not reflect the wording of Article 16c,
letter (c), of Directive 2004/24/EC. In particular,
the legal text does not refer to “clinical use” but
to a rather generic “medicinal use”.

Line 41

[...] a statement that it is based on traditional
use only.

The Reflection paper refers only to traditional
herbal medicinal products. However, it does
not account for the possibility of innovation
and further exploration through research and
development.
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Lines 57-59

Despite considerably different starting points
in EU Member States regarding medicinal and
regulatory approaches, the process for licensing
and information on herbal substances and

preparations has been highly harmonised across
the EU [...]

The sentence “the process for licensing
and information on herbal substances and
preparations has been highly harmonised
across the EU” is not supported. The document
cited “Uptake of the traditional use registration
scheme and implementation of the provisions
of Directive 2004/24/EC in EU Member States”
shows the contrary: for example, the 50% of the
2,730 applications received for THMP comes
from only 3 Countries (one of which is the UK).
Concerning the WEU, Germany accounts for
33% of the total applications while all the other
countries for less than 5% each. The vast majority
of the Member States only accounts for 1-3% of
the applications. The rates of acceptance and
refusal as well are inhomogeneous.

Lines 61-63

[...] once the EU herbal monographs have
become available, they are used in the vast
majority of traditional use registrations and
well-established use marketing authorisations by
applicants and National Competent Authorities
and ultimately they had a facilitating role in the
marketing authorisation/registration procedures.

The Reflection paper disregards innovative
products by relying on EU herbal monographs,
which facilitate traditional use registrations and
well-established use marketing authorisations.
It is overlooking novel approaches and
advancements in the field of therapy with
botanicals acting with a non-pharmacological
mechanism of action and based on evidence-
based medicine.

Line 64

Active substances in herbal medicinal products

[..]

Given that the definition of an “active substance”
as per Article 1 §3a requires that a substance—
or mixture of substances—used in a medicinal
product must exert a PIM action, it is essential
to identify such a mechanism to justify its
classification as active. In scenarios where the
mechanism of action is unknown (such as in
THMPs), it is inappropriate and inconsistent with
the legal text to refer to these components as
“active substances.” This comment should be
applied to the whole document.

Line 66

The possibility of different categories of active
substances/preparations of herbal origin can
lead to different commercial choices [...]

The use of the term “different commercial choices”
clearly reflects bias and pre-determination. It
assumes that the classification of some herbal
substances as medicines while others fall under
different categories is driven by commercial
motives, rather than by the application of the
legal tests established by the CJEU.
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Line 70

Some similar or even identical products can
appear under different status in different Member
States [...]

A case-by-case assessment is always needed
when assessing the correct qualification of
products. Thus, it is not appropriate to refer
to the term “similar” as it would have the
same meaning of “identical”; e.g. even slight
differences in the composition may entail a
profound difference in the mechanism of action
(provided that, for THMP, this is not even required
to be demonstrated).

The classification of different products is clearly
indicated on the label, ensuring that consumers
are fully aware of their regulatory status. EU law
explicitly defines the distinctions between these
product categories, including their permitted
claims. The issue is not a lack of legislative clarity
but rather how to guarantee an effective market
surveillance in the different categories to ensure
companies comply with the law.

Lines 76-81

However, in order to support Member States and
Applicants in borderline issues, for products to
be marketed under harmonised conditions in
the EU and to ensure the protection of public
health, EU herbal monographs and supporting
assessment reports could serve as guidance
when drawing the line between herbal medicinal
products (including traditional herbal medicinal
products), medical devices, food supplements,
and cosmetics. In fact, the EU herbal monographs
are recognised as an important reference in the

MDCG 2022 -52 — (April 2022).

This passage attempts to introduce herbal
monographs as part of the legal text for
borderline determinations, which goes beyond
the established legal framework. First, while
the EMA has a limited role in assessing medical
devices that incorporate medicinal substances,
the medical device regime explicitly grants the
European Commission authority to determine
whether a product falls within its scope. However,
no such legal basis exists for determining
the borderline between products other than
medicines and medical devices. These matters
arise in the context of classification decisions,
which are the responsibility of national competent
authorities under the supervision of the courts for
borderline issues between medicine and food
or food supplements, and between national
competent authorities, European Commission
pursuant to article 4 of Regulation 2017/745
and the courts for borderline issues between
medicine and medical devices.

Furthermore, the fact that EU Herbal Monographs
are referred to in the MDCG 2022-5 guideline
is not legally relevant as that guideline is not
legally binding (so that ltaly and Germany, the
latter being the Country in EU which most relies
on the THMP regulatory pathway, voted against
its adoption). Moreover, Directive 2004/24/EC
being a derogation from Directive 2001/83/EC
and intended for a specific authorization process,
it cannot be applied as a general principle.
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Indeed, we do not agree with the fact that
THMP monographs can serve as a guidance
for drawing the line between herbal medicinal
products and, in particular, medical devices; as
the only differentiating element between the two
categories is the principal mechanism of action,
and as THMP monographs do not have any
information on the latter, they cannot be taken as
a reference for such a purpose. The monograph
cannot be used as guidance for the borderline
products.

Line 79

[...] EU herbal monographs and supporting
assessment reports could serve as guidance
when drawing the line between herbal medicinal
products.

The issue is not only whether the EMA has
the authority to issue guidance, but whether
monographs can be used as such. Monographs
were never designed or intended to serve as a
basis for borderline qualification and using them
for this purpose would be a misapplication of
their intent.

Lines 84-86

[...] compliance with the EU herbal monograph
regarding product composition/preparation,
dosage and therapeutic indication is a good
indicator that a product may fall into the
medicinal product definition.

This statement is flawed from both a legal and
scientific perspective.

Legally, the HMPC has no legal competence
to make such a determination. The statement
disregards the established legal test, which does
not mention compliance with monographs as a
criterion for classification. Moreover, the passage
is self-contradictory: while it acknowledges that
the presence of an herbal substance in an EU
monograph does not automatically make a
product medicinal, it simultaneously implies that
compliance with the monograph is “as good as”
indicator of medicinal classification - effectively
suggesting an automatic presumption.

Scientifically, THMP monographs do not include
or adequately substantiate information on the
mechanism of action, making them irrelevant
for defining or resolving borderline qualification
issues. Moreover, they tend to favor medicinal
products by implying that, in cases of uncertainty,
a product should be classified as medicinal.
However, if an economic operator is able to
demonstrate the mechanism of its product being
other than pharmacological, immunological,
metabolic, the possible compliance with a THMP
monograph is not relevant for classification as
medicinal product.
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Lines 96-99

Regarding the first part of the definition,
medicinal products are presented as having
properties for treating or preventing disease.
Food supplements and cosmetics are not
allowed to present such claims. It should be
noted that there are several herbal substances
and preparations that could also be used as
food (including food supplements) or cosmetics
without medicinal claims.

The paper fails to mention here that medical
devices, as well as medicinal products, are
intended to treat or prevent diseases (See
definition as per Reg. 2017/745).

Lines 101-106

[...] substances/preparations are  usually
multicomponent mixtures, and the principal
mode of action could be difficult to define when
the pharmacodynamic properties are unknown.
However, it is the HMPC position that the lack of
data/lack of adequate data on pharmacological,
immunological or metabolic action in an EU
herbal monograph or HMPC assessment
report, does not rule out the fact that in reality
the principal intended action most probably is
achieved by pharmacological, immunological or
metabolic means.

The statement applies an overly broad and
unscientific approach to the classification of
herbal substances, disregarding the required
case-by-case assessment established by law. It
also fails to align with the legal definition of a
pharmacological effect as set out in C-319/15
Commission vs Germany. Such an approach is
inconsistent with the EMA's obligation to provide
the ‘best possible scientific advice’ under Article
57(1) of the EMA Regulation.

Scientifically speaking, the statement
acknowledges that the HMPC lacks available
data on the pharmacological, immunological,
or metabolic action of certain herbal substances/
preparations. The use of “most probably” in
this context is not scientifically rigorous, as it
introduces an assumption without sufficient
evidence. Furthermore, asserting that a product
is “probably” a medicinal product despite the
absence of data gives undue advantage to
medicinal product classification without a solid
scientific basis. While the text suggests that
these products act through pharmacological,
immunological, or metabolic means, it fails to
provide a clear definition of these mechanisms
of action, further undermining the scientific
precision of the argument. As already mentioned
in comment 5, the EMA should provide specific
examples and guidelines on how to demonstrate
the mechanism of action of complex substances
according to Annex | of Directive 2001/83 for
innovative products. This appears to be the only
way to support the discussion on classification
in a scientific way and not only based on the
tradition of use.
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Lines 107-170

2.2 Considerations on food and food
supplements

Products marketed as food (including food
supplements) in the EU must comply with general
food law, i.e., Regulation (EC) No 178/2002.
In addition, Article 8 of Regulation (EC) No
1925/2006, provides a procedure to prohibit
the use of certain substances in food/food
supplements, or to restrict their use or to subject
the substance to European Union scrutiny. If a
harmful effect or a possibility of harmful effects
on health has been identified, the substance
and/or the ingredient containing the substance

shall:

* be placed in Annex lll, Part A, and its addition
to foods or its use in the manufacture of foods
shall be prohibited; or

* be placed in Annex Ill, Part B, and its addition
to foods or its use in the manufacture of foods
shall only be allowed under the conditions
specified therein; or

* be placed in Annex Ill, Part C.

Companies marketing products as food/food
supplement i.e., food business operators, should
also comply with Regulation (EC) 2015/2283 on
novel food if the food has not been consumed to
a significant degree by humans in the EU before
15 May 1997. Food business operators can place
a novel food on the European Union market
only after the Commission has processed an
application for the authorisation of a novel food
and adopted an implementing act authorising
the placing on the market of a novel food.

Regulation (EC) 1924/2006 on nutrition and
health claims made on food and its amendments
were adopted to ensure consumers have access
to truthful and scientifically correct information
on the nutritional properties of foods and/or
their health effects. Commission Regulation (EU)
No 432/2012 of 16 May 2012 established a list
of permitted health claims made on foods, other
than those referring to the reduction of disease
risk and to children’s development and health.

First, HMPC has no basis, experience or authority
to give guidance on food, cometic or medical
device matters. Moreover, while AssoSuBaMed
does not focus on food topics, many of the
issues raised in this chapter are equally relevant
to medical devices. We observe that several
concerns highlighted for medical devices are also
reflected in the discussions on food supplements
and cosmetics.
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Back in 2012, and in relation to the ‘Discussion
paper on health claims on botanicals used in
foods’ published by the European Commission
(EC), the Heads of Medicines Agencies (HMA)
stated that this discussion paper highlights that
products containing herbal substances can be
considered as either medicinal products or foods
(food supplements) and that there are different
approaches among EU Member States on how
herbal substances can be marketed, as well
as on the legal framework that should apply
to these products. The existence of different
requirements in these two areas of EU law can
lead to important differences in the level of
information that is provided to consumers on
products that are apparently similar.

Currently, there are products on the EU market
with claims related to health effects and whose
presentation (packaging, claims, ingredients,
pharmaceutical form) are sometimes very similar
to that of medicinal products.

Nevertheless, in May 2020, the EC completed
the Evaluation of the Regulation on nutrition
and health claims. The EC concluded that the
objectives of the Regulation (EC) 1924/2006 on
nutrition and health claims made on food have
not been fully attained, highlighting e.g. poor
functioning of the internal market and safety
aspects. Furthermore, the notion of the concept
of ‘traditional use’ in the efficacy assessment of
health claims on plants used in foods together
with the effects of the co-existence, on the EU
market, of traditional herbal medicinal products
on the same plant substances were discussed. In
conclusion, the EC highlighted the need to further
study the potential EU harmonisation in the field
of plants and their preparations, including safety
aspects.
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2.3 Considerations on cosmetics

Herbal substances/preparations can also be
used as ingredients for cosmetics, which are
defined by Regulation (EC) No 1223/2009 of
the European Parliament and of the Council.
According to Article 2(1)(a) of Regulation (EC)
No 1223/2009, cosmetic means any substance
or mixture intended to be placed in contact with
the external parts of the human body (epidermis,
hair system, lips and external genital organs) or
with the teeth and the mucous membranes of the
oral cavities with a view exclusively or mainly to
cleaning them, perfuming them, changing their
appearance, protecting them, keeping them in
good condition or correcting body odours. As a
consequence, no medicinal indications/claims
are allowed on their label or advertisement.

The safety and claims of cosmetics are further
described in the following articles of the same
regulation:

* Article 3 (safety): A cosmetic product made
available on the market shall be safe for
human health when used under normal or
reasonably foreseeable conditions of use;

* Article 10 (safety assessment): Ensure that
the cosmetic product has undergone a safety
assessment;

e Article 11(2)(d) (proof of effect claimed): where
justified by the nature or the effect of the
cosmetic product, proof of the effect claimed
for the cosmetic product;

* Article 14 (restrictions for substances listed in
the Annexes): prohibited substances (Annex II)
and restricted substances (Annex lll);

* Article 20 (product claims): In the labelling,
making available on the market and
advertising of cosmetic products, text, names,
trademarks, pictures and figurative or other
signs shall not be used to imply that these
products have characteristics or functions
which they do not have.
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Lines 187-188

The conclusion in the decision was that a
mechanical mode of action is highly unlikely,
and a pharmacological mode of action is most
probable.

This statement lacks sufficient evidence to
support its assumption. The assertion that a
mechanical mode of action is “highly unlikely”
and that a pharmacological mode of action is
“most probable” is not scientifically rigorous, as
it is not based on demonstrable data and on a
legally binding definition.

Lines 191-192

This document has been endorsed by the Medical
Device Coordination Group (MDCG) established
by Article 103 of Regulation (EU) 2017/745.

The document fails to disclose that the
adoption was not agreed by all Member States;
representatives of Italy and Germany voted
against the adoption of MDCG 2022-5 in its
current form.

Lines 194-195

In this document, it is stated that since herbal
medicinal products constitute multicomponent
mixtures, if the pharmacodynamics are unknown
the principal mode of action could be difficult to
define.

It acknowledges that, due to the complex nature of
herbal medicinal products, defining the principal
mode of action is not possible. This implicitly
means that it cannot be conclusively stated
that the mode of action is pharmacological,
immunological, metabolic or not. However,
despite this uncertainty, the document still
suggests considering these products under the
framework of medicinal products, relying on EU
herbal monographs to guide classification. This
approach once again favors the classification as
medicinal products without sufficient supporting
data, leading to a regulatory bias rather than an
evidence-based decision.

Lines 203- 216

Although o product containing an herbal
substance is not automatically considered a
(traditional) herbal medicinal product, when
an herbal substance/preparation is included in
and complies with an EU herbal monograph
regarding its composition/formulation, dosage
and indication, itis an indicator that the substance
in question could qualify as a (traditional) herbal
medicinal product. The EU herbal monographs
established by HMPC are published together
with other documents, including an annexed
assessment report containing a review of all
available data relevant for the medicinal use of
the herbal substance/preparation. For example,
the data can be on the pharmacological effects
and medicinal claims of an herbal substance/
preparation.

This could be interpreted as implying that HMPC
guidelines and monographs carry significant
weight in regulatory decisions, meanwhile, as
stated in previous comments, the HMPC has no
basis or competence to make this statement, and
it goes beyond their legal powers. This wording
may create confusion, leading to inconsistent
application of EU law by national authorities and
regulatory uncertainty for industry stakeholders.
In addition, when referring to Assessment Reports,
it is worth to note that those documents are most
of the times non conclusive on the mechanism of
action and also refer to different preparations of
the same plant, or even to isolated molecules.
For instance, in the case of Hedera helix L.—
where a considerable amount of information
on its possible mechanism of action has been
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Thus, the assessment report provides essential
information on borderline issues related to
pharmacological effects (vs. medical devices)
and medicinal claims (vs. food supplements
and cosmetics). Thus, the EU herbal monograph
and annexed assessment report could serve as
one valuable element supporting the National
competent authorities in their case-by-case
decision on classification of individual products.
To easily navigate the content of the annexed
assessment reports, the following chapters may
provide important information [...]

described in the assessment report —the final
outcome onthe monograph isthatthe mechanism
of action is “unknown”. Also, the status of WEU
has been debated and controversial: the final
version of the monograph has been opposed by
several members. Representatives from Ireland,
Finland, and ltaly did not support it, citing
insufficient evidence to establish Hedera helix
folium as having well-documented medicinal use
and efficacy. Additionally, Poland opposed the
monograph due to concerns about the reliability
of the assessment report. Given this, it is clear
why monographs should not be used to define
the regulatory status of borderline products.
The discrepancies in the available scientific
and regulatory data, as well as the divergences
among Member States’ positions further highlight
the inadequacy of relying on these monographs
to resolve borderline issues—issues that are not
within the scope of the monograph itself.

Table - Chapter 1.1 - HMPC Comments

A statement that no constituent with known
therapeutic activity or active marker can be
recognised by the HMPC does not rule out
that the principal intended action of the herbal
substance/preparation may be achieved by
pharmacological, immunological or metabolic
means

The entire Annex is heavily one-sided, effectively
signaling to national competent authorities that
medicinal classification should be the default
consideration in nearly all cases. Instead of
citing any legal authority to support the claim
that compliance with a monograph is a strong
indicator of medicinal status, it merely refers
to the HMPC’s own Q&A document9, which
lacks legal weight and does not withstand legal
scrutiny.

Table — Chapter 2 - HMPC Comments

Although o product containing an herbal
substance is not automatically considered a
(traditional) herbal medicinal product, when
an herbal substance/preparation is included in
and complies with an EU herbal monograph
regarding to its composition/formulation,
dosage and indication, it is an indicator that
the substance in question could qualify as a
(traditional) herbal medicinal product.

We disagree with the comment because the
medicinal use for HTMP is only based on
tradition and on a plausible base. The opposite
is true: if @ THMP monograph exists it means
that no data supporting the status of medicinal
by function exists and therefore the use of that
botanical should be granted in all regulatory
sectors according to the law.

9 https://www.ema.europa.eu/en/documents/other/regulatory-questions-and-answers-herbal-medicinal-products_en.pdf

30



CONFINDUSTRIA
~W Dispositivi Medici

Table - Chapters 3.1, 3.4, 4.1.1, 4.4 - HMPC
Comments

3.1, 3.4) Lack of data/lack of adequate data on
pharmacological, immunological or metabolic
action in an EU herbal monograph or HMPC
assessment report, does not rule out the fact that
the principal intended action may be achieved by
pharmacological, immunological or metabolic
means.

4.1.1) Lack of data/lack of adequate data on
pharmacological, immunological or metabolic
action in an EU herbal monograph or HMPC
assessment report, does not rule out the fact that
the principal intended action may be achieved by
pharmacological, immunological or metabolic
means

4.4) Lack of data/lack of adequate data on
pharmacological, immunological or metabolic
action in an EU herbal monograph or HMPC
assessment report, does not rule out the fact that
the principal infended action may be achieved by
pharmacological, immunological or metabolic
means. However, the pharmacological effects
or efficacy of preparations in traditional use
monographs are plausible on the basis of
long-standing use and experience.

We disagree with this comment because THMP
monographs do not carry any information
information that adequately supports the
mechanism of action.

Table - Chapter 5.6 - HMPC Comments

In general, the safety conclusions would be
applicable to herbal preparation irrespectively
if the product is placed on the market as a
medicinal product, food supplement, medical
device or cosmetic

The HMPC proposal would mean that the
warning included in the monographs should
be mandatory also for common foods and
cosmetics, for example. This is contrary to the
European law where any category of product has
a vertical legislation which is able to guarantee
safety and, where applicable efficacy.
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Lines 218-239

Currently there is no EU common guidance to
Applicants and National Competent Authorities
on the prerequisites for classification of herbal
substances/preparation to be considered as
medicinal products. Importantly, it is the remit
of National Competent Authorities in Member
States to decide on the classification of medicinal
products in their national territory. The HMPC
plays a key role in harmonising and facilitating
the approval process of herbal medicinal
products (including traditional herbal medicinal
products) among the Member States, whereby
the EU herbal monograph developed by the
Committee plays a fundamental part. It has
been observed that the EU herbal monographs
established by HMPC are used in application
procedures to support the harmonisation in
the European market and give Applicants
and National Competent Authorities a clear
reference point when preparing or assessing
an application for marketing authorisation/
registration of herbal medicinal products
in Member States. Notwithstanding this, it
should be mentioned that additional herbal
substances/preparations for which there is no
EU herbal monograph established, have also
been approved as medicinal products by EU
Member States. To support Applicants and
National Competent Authorities in borderline
issues/product classification and to ensure the
protection of public health while products are
marketed in harmonised EU conditions, it is the
HMPC'’s view that the EU herbal monographs and
annexed assessment reports could serve as one
of many valuable and essential elements when
distinguishing between medical devices, food
supplements, cosmetics and herbal medicinal
products (including traditional herbal medicinal
products). The presence of pharmacological data
and medicinal claims assessed in the annexed
assessment reports which accompanies the
EU herbal monographs, can be the supportive
evidence for clarifying the classification of an
herbal substance

The entire chapter “Conclusion” and the
particular wording use “the herbal monographs
could serve as one [...] essential element [...]
and can be the supporting evidence...” strongly
suggests that the HMPC has pre-determined such
matters creating significant bias in the paper.
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ABOUT CONFINDUSTRIA DISPOSITIVI MEDICI

Confindustria DM is the main trade association in ltaly, which units, represents and
enhances companies in the medical device sector, including diagnostics, digital health,
medical imaging, radiotherapy, electromedical industries, borderlines, and complex and
hearing aids. It represents over 500 companies, from start-up and small-medium
enterprises up to multi-national ones and plays a vital role in advancing innovation in the
health technology space. AssoSuBaMed is part of Confindustria Dispositivi Medici and
specifically represents the interests of industries involved in the marketing of Substance-Based
Medical Devices (SBMDs).

This document was redacted by the Quality & Regulatory Affairs Team of Confindustria
Dispositivi Medici.
For further information regarding the results here presented please refer to the Quality

& Regulatory Affairs office of Confindustria Dispositivi Medici at quality.regulatory@
confindustriadm.it
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