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MEDICINES CONTROL AGEMNCY

Market Towers

1 Nine Elms Lane

London SW8 5NQ

td: 0207 273 0068

fax: 0207 273 0387

email: richard.woodfiel d@mca.gov.uk

27 March 2002

Dear Sir/Madam
CONSULTATION LETTER: MLX 283

EUROPEAN COMMISSION'S PROPOSALSFOR A DIRECTIVE ON
TRADITIONAL HERBAL MEDICINAL PRODUCTS

Summary
1 This letter seeks your comments on:

the European Commission’s proposals for a Directive on traditional herbal medicina
products. The Directive isin the form of an amendment to the recently codified Directive
2001/83/EC which regulates the safety, quality and efficacy of medicinal products for
human use

apartial Regulatory Impact Assessment, prepared by the Medicines Control Agency,
relating to these proposals.

2. Please send replies to arrive at MCA no later than 21 June 2002, using the pro forma
attached, to:

Alison Daykin

16 — 132 Market Towers
1 Nine ElIms Lane
London SW8 5NQ

tel: 0207 273 0404
fax: 0207 273 0387
email: alison.daykin@mca.gov.uk
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Background

3. Development work on a possible Directive on traditional herbal medicines has taken
place in Europe over severa years. The MCA has held a number of discussions with UK
herbal interest groups during this period and has contributed to this development process.
The European Commission brought forward formal proposals for a Directive in January
2002.

4. The purpose of the proposalsis to establish within the Community a harmonised
legidlative framework for authorising the marketing of traditional herbal medicinal products,
involving a smplified registration procedure. The aim is to remove the differences which
create obstacles to the free movement of medicinal products in the European Union, while
ensuring protection for public health.

The proposals

5. A copy of the proposed Directive is attached at Annex B. To aid understanding of the
text asummary of the main points covered by the proposalsis attached at Annex C. In
addition, the MCA has placed on its website (www.mca.gov.uk ), fuller question and answer
briefing about the Directive, based on itsinitial assessment of the text. The codified text is
available on the Commission’ sweb site at http://pharmacos.eudra.org

Timetable

6. The text of the proposed Directive would require Member States to take measure to
comply with the Directive by 31 December 2004 (with transitiona arrangements for products
on the market at the time the Directive came into force). This date is however dependent on
the progress of negotiations. The likely timetable for the negotiation of the Directive is not
yet clear.

Publication of comments

7. To help informed debate on the issues raised by this consultation exercise, and within
the terms of the Code of Practice on Access to Government Information (“ Open
Government”), the Agency intends to make publicly available responses received to this
consultation. Copies will be available shortly after the public consultation has concluded.

8. The Agency’s Information Centre at Market Towers will supply additional copies of
the results of the consultation on request. Copies may be further reproduced. An
administrative charge, to cover the cost of photocopying and postage, may be applied.
Alternatively, personal callers can inspect the replies at the Information Centre by prior
appointment. To make an appointment, telephone 0207 273 0351.

0. We will assume that your comments can be made publicly available in this way unless
you indicate on the pro forma at Annex E that you wish all or part of them to be treated as
confidential and excluded from this arrangement. Under the Code of Practice on Access to
Government Information, the Agency will not release confidential replies or replies
containing personal confidential information.
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10.  Should you have any questions regarding the proposals or the conduct of the
consultation exercise, please contact Alison Daykin (see para 2). Further paper copies of this
letter and with attachments are available on request. If you consider there are other
organisations that should be invited to comment on these proposals, please either pass a copy
of the documents to them or contact the MCA and we will arrange for a consultation pack to
be sent to them.

Y ours faithfully

o,
RVl

Richard Woodfield
Group Manager Herbal Policy

Attachments:
Annex A: Didtribution list for MLX 283
Annex B: European Commission proposals for a Directive on Traditional
Herbal Medicinal Products:
?  Explanatory Memorandum
? Directive
?  Impact Assessment Form
Annex C: Summary of proposals by MCA
Annex D: Partial Regulatory Impact Assessment by MCA
Annex E: Pro formafor reply
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Annex B

COMMISSION OF THE EUROPEAN COMMUNITIES

Brussels, 17.01.2002
COM(2002) 1 final

2002/0008 (COD)

Proposal for a

DIRECTIVE OF THE EUROPEAN PARLIAMENT AND OF THE COUNCIL

amending the Directive 2001/83/EC
asregardstraditional herbal medicinal products

(presented by the Commission)
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EXPLANATORY MEMORANDUM

1. GENERAL BACKGROUND AND OBJECTIVES

The fundamental objectives of the Community’s pharmaceutical legislation are to ensure
the protection of public health while completing the Single Market in pharmaceuticals.
To this end, Directive 2001/83/EC 1 prescribes that no medicinal product may be placed
on the market without having obtained a marketing authorisation on the basis of
harmonised requirements. In principle, the application for such a marketing
authorisation has to contain the results of tests and trials on quality, safety and efficacy
of the product. There are however some exceptions. The particulars relating to safety
and efficacy need not be presented, e.g. where it is demonstrated by detailed references
to published scientific literature that the product has a well-established medicina use in
the sense of Article 10(1)(a)(ii) of Directive 2001/83/EC and as defined in Part 3 of
Annex | to that Directive.

This legal framework is suitable for certain herbal medicinal products. However, for
many herbal medicinal products, which are being used for a long period, sufficient
published scientific literature is not available so that a well-established medicinal use
cannot be demonstrated. New tests and trials are in theory possible, but lead to
significant financial burdens for the companies concerned, often small or medium-sized
enterprises, and entail also inevitable disadvantages of such trials for animals and human
beings. These consequences are difficult to justify where the traditional use of the
medicinal product is of such a nature as to allow sound conclusions on its safety and
efficacy. As a consequence, the legal and practical situation of traditional herbal
medicinal products in the Member States varies significantly with negative impacts on
the protection of public health as well as on the free movement of these goods within
Europe.

The Council and the European Parliament have, on several occasions, addressed the
specific situation of herbal medicinal products. In its resolutions of 20 December 1995 2
and of 23 April 1996 3, the Council called on the Commission to study the existing
situation of these products in close co-operation with the Member States. On demand of
the Commission, the Association of the European Self-Medication Industry investigated
the situation of herbal medicinal products in Europe and presented a report in 1998 . In
its resolution of 16 April 1996 °, the European Parliament pointed to the growing
demand for herbal medicinal products and the importance of this sector of
pharmaceutical industry for employment opportunities especialy in small and medium-
sized enterprises. The European Parliament explicitly called for specific provisions on
herbal medicinal products to provide optimum health protection for European citizens,
to facilitate the marketing of these products in Europe as well as to ensure an appropriate
involvement of expertsin this field.

Against this background, the new Directive provides for a specia registration procedure
allowing the registration and, hence, the marketing of certain traditional herbal
medicina products without requiring particulars and documents on tests and

OJL 311, 28.11.2001, p.67...

0JC 350, 30.12.1995, p. 6.

0JC 136, 8.5.1996, p. 4.

» Pflanzliche Arzneimittel in der Européischen Union“, ETD/97/501336, Abschluf3bericht, November 1998.
0JC 141, 13.5.1996, p. 63
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trials on safety and efficacy. However, the same requirements apply to the
manufacturing of these products and their quality. In order to further improve the
protection of public heath, the Directive provides a special lega framework for
traditional herbal medicinal products, thus removing the differences and uncertainties
about the status of these products currently existing in the Member States. Furthermore,
the Directive harmonises the rules applicable to traditional herbal medicinal products in
Europe and thereby contributes to facilitate the free movement of these goods in the
Single Market.

For reasons of coherence and legibility of the regulatory framework, the specific
provisions on traditional herbal medicinal products shall be introduced in the new
Community code relating to medicinal products for human use, as contained in Directive
2001/83/EC. The main objective of the draft Directive is to establish a harmonised
legislative framework for traditional herbal medicina products and hence is based on
Article 95 of the EC Treaty. Since the differences currently existing between the
gituation in the Member States constitute an obstacle to the free movement of these
goods within the Community, a certain harmonisation on the European level appears
necessary and is consistent with the principle of subsidiarity. The draft Directive is
limited to those provisions considered indispensable to attain a sufficient degree of
harmonisation while ensuring the full protection of public health and therefore respects
also the principle of proportionality.

2. SPECIFIC COMMENTS

The scope of the new provisions is limited to traditional herbal medicina products
(Article 16a). Those herbal medicinal products, which can be authorised under chapter 1
of title Il of Directive 2001/83/EC either on the basis of the results of new tests and
trials on safety and efficacy or on the basis of reference to published scientific literature,
shall not be eligible for the smplified registration. If either of these cases is given,
especially where sufficient scientific literature is published for a given herba medicinal
product to prove its well-established medicinal use in the sense of Article 10(2)(a)(ii) of
Directive 2001/83/EC, an exception from the genera requirements of chapter 1 of title
[l of Directive 2001/83/EC is not necessary and should therefore not be allowed. With
regard to particularities of homeopathic medicinal products, the new provisions shall not
apply either to homeopathic medicina products.

There are several conditions that have to be fulfilled to be éligible for the registration
under the new provisions (Article 16a). The entirety of these conditions shall guarantee
that only those herbal medicinal products have access to the simplified registration,
where it is appropriate and justified to depart from the strict requirements of chapter 1 of
title 111 of Directive 2001/83/EC. Hence, the product must be a herbal medicinal product.
Furthermore, the possible indications and ways of administration are limited, while the
product must be for administration with a specified strength. Finally, the period of
traditional use must have eapsed and the information on the traditional use of the
medicinal product must be sufficient. This condition is necessary to ensure that only
traditional herbal medicinal products are granted access to the market via the registration
procedure, for which the information on the traditional use allows the national authority
to conclude on the safety and the efficacy of the product.

In principle, the applicant for a registration under the new provisions has to provide the
same particulars and documents as for an application under chapter 1 of title 11l of
Directive 2001/83/EC, including the results of physico-chemical, biological or
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microbiological tests @rticle 16c). Hence, relating to the quality of the medicinal
product the same requirements as for an authorisation under chapter 1 of title Il of
Directive 2001/83/EC apply. However, instead of providing the results of tests and trials
on safety and efficacy of the product, the applicant has to present bibliographical or
expert evidence on the traditional medicinal use of the product as well as a bibliographic
review of safety data together with an expert report. The well established medicina use
in the sense of Article 10(1)(a)(ii) of Directive 2001/83/EC, as defined in Part 3 of
Annex | to that Directive, requires at least 10 years from the first systematic and
documented use. Bearing in mind that a traditional medicina use under the new
provisions does not require such a systematic and documented use, a period of thirty
years seems appropriate. In principle, only medicina use within the Community is
relevant since it is very difficult to verify whether information on use outside the
Community provides a reliable basis to conclude on the efficacy and especialy the
safety of the product. However, if the product has been available within the Community
for at least 15 years, it appears acceptable that the evidence of 30 years of medicinal use
may fully or partly relate to such use outside the Member States.

Due to the dissimilar situation of herbal medicinal products in the Member States, which
cannot immediately be harmonised in its entirety by the new provisions, the mutua
recognition procedure as laid down in chapter 4 of title Il of Directive 2001/83/EC
cannot be applied to registrations of traditional herbal medicinal products. The new
provisions oblige the Member States however to take due account of authorisations or
registrations granted to the product (Article 16d). In interpreting this obligation, the
progressing harmonisation in the field of traditional herbal medicinal products on the
basis of monographs established by the new committee has to be considered.

An application for the registration of a medicinal product under the new provisions isto
be refused under certain conditions (Article 16€). It is to be refused, if the evaluation
shows that the qualitative and/or quantitative composition of the product is not as
declared in the application, if the therapeutic indications do not comply with the
restrictions laid down in Article 16b, if the product could be harmful in the normal
conditions of use, if the data on the traditional use in insufficient or if the pharmaceutical
quality is not satisfactorily demonstrated.

With the intention to further facilitate the application for certain traditional herba
medicinal products, a list of herbal substances shall be set up that fulfil the conditions of
eligibility for the registration procedure (Article 16f). For each substance, the list shall
indicate the therapeutic indication, the specified strength, the route of administration and
any other relevant safety information. If an application for traditional use registration
refers to a herbal substance contained in that list, the applicant, instead of supplying the
respective documents, may refer to the contents of the list. Nevertheless, even in this
case, the normal requirements regarding the quality of the product fully apply.

Where appropriate, the existing pharmaceutical legislation applies to the new
registration procedure (Article 16g). This concerns:

- the exclusion of medicina products prepared in a pharmacy in accordance with
the magistra or the officia formula (Article 3(1) and (2) of Directive
2001/83/EC);

- the right of Member States to apply national legidation on the sale, supply or use
of medicinal products as contraceptives or abortifacients (Article 4(4) of
Directive 2001/83/EC);
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the aobligation that the necessary documents and particulars must be drawn up by
experts (Article 12 of Directive 2001/83/EC);

the time limit of 210 days for the decision on avalid application (Article 17(1) of
Directive 2001/83/EC);

the analysis of particulars submitted by the competent national authorities
(Article 19 of Directive 2001/83/EC);

the control of manufacturers and importers coming from third countries (Article
20 of Directive 2001/83/EC);

the obligation of the marketing authorisation holder to take account of scientific
and technical progress (Article 23 of Directive 2001/83/EC);

the validity of a marketing authorisation for 5 years (Article 24 of
Directive2001/83/EC);

the civil and crimina liability of the manufacturer and the marketing
authorisation holder (Article 25 of Directive 2001/83/EC);

the general provisions on manufacture and importation (Articles 40 to 52 of
Directive 2001/83/EC);

the provisions on classification of medicinal products (Articles 70 to 75 of
Directive 2001/83/EC);

the provisions on wholesale distribution of medicina products (Articles 76 to 85
of Directive 2001/83/EC);

the provisions on pharmacovigilance (Articles 101 to 108 of Directive
2001/83/EC);

the obligation of Member States for repeated inspections (Article 111(1) and (3)
of Directive 2001/83/EC);

the obligation to furnish proof of controls carried out (Article 112 of Directive
2001/83/EC);

the provisions on suspension etc. of a marketing authorisation (Articles 116, 118
and 126 second indent of Directive 2001/83/EC);

the prohibition of supply of medicinal products (Article 117 of Directive
2001/83/EC);

certain information obligations (Articles 122 to 123 of Directive 2001/83/EC);

certain obligations regarding administrative decisions (Article 125 of Directive
2001/83/EC);

the certificate on manufacturing authorisation (Article 127 of Directive
2001/83/EC);
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- the Directive 91/356/EEC on the principles and guidelines of good
manufacturing practice.

In principle also the genera provisions on labelling and package leaflet (Articles 54 to
65 of Directive 2001/83/EC) as well as on advertising (Articles 86 to 99 of Directive
2001/83/EC) apply. However, it appears necessary to ensure a full information to the
public, especially the patients, about the particularities of traditional herbal medicinal
products, registered under this Directive. It contains therefore, inter alia, the obligation
to include in the labelling, the package leaflet and in any advertising the information that
the product is a traditional herbal medicina product and that the efficacy has not been
clinically proven (Articles 16g(2) and(3)).

To ensure full participation and involvement of experts in the field of herbal medicinal
products, a new Committee for Herbal Medicina Products is set up within the European
Agency for the Evaluation of Medicina Products established by Council Regulation
(EEC) No 2309/93 (Article 16h). The committee’s tasks will relate to the scientific
issues with regard to herbal medicinal products and herbal substances. The committee
will be composed of one member nominated by each Member State with regard to their
special role and experience for 3 years renewable.

One of the maor tasks of the new committee will be to establish Community herbal
monographs (Article 16h(3)). These monographs contain relevant information for herbal
medicinal products, such as a definition, the constituents, clinical particulars,
pharmacological properties and bibliographical references. Such monographs are
relevant for the assessment of an application for a marketing authorisation based on well
established medicinal use as well as of an application for registration under the new
provisons. With the intention to continuously improve the harmonisation of the
situation of herbal medicina products in Europe, whenever such monographs have been
adopted they must be used as basis for any application for registration under the new
provisions. Furthermore, when new monographs are adopted, the registration holder is
obliged to introduce a modification to the registration dossier so as to comply with the
new monograph.

It is important to ensure full consistency between the Committee for Proprietary
Medicinal Products and the Committee for Herbal Medicinal Products. The two
committees should consult each other and, where possible, reach agreement on the
position to take in case of a referral regarding an application, which relies on Article
10(1)(a)(ii) of Directive 2001/83/EC and which makes use of a Community herbal
monograph. The obligation of the Executive Director of the Agency to ensure
appropriate co-ordination between the scientific committees of the Agency as contained
in Article 55(2) of Regulation 2309/93 should be extended to the new committee
(Article 169(3)). Asfar as legidative amendments are necessary, they will be considered
during the discussions on the procedural provisions on the mutual recognition procedure.
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2002/0008 (COD)
Proposal for a

DIRECTIVE OF THE EUROPEAN PARLIAMENT AND OF THE COUNCIL

amending the Dir ective 2001/83/EC
asregardstraditional herbal medicinal products

THE EUROPEAN PARLIAMENT AND THE COUNCIL OF THE EUROPEAN
UNION,

Having regard to the Treaty establishing the European Community, and in particular
Article 95 thereof,

Having regard to the proposal from the Commission ¢,

Having regard to the opinion of the Economic and Social Committee ’,

Acting in accordance with the procedure laid down in Article 251 of the Treaty 8,
Whereas:

(1) Directive 2001/83/EC of the European Parliament and of the Council of 6 November
2001 on the Community code relating to medicina products for human use 9
requires that applications for the authorisation to place a medicina product on
the market have to be accompanied by a dossier containing particulars and
documents relating in particular to the results of physico-chemical, biological or
microbiological as well as pharmacological and toxicological tests and clinical
trials carried out on the product and thus proving its quality, safety and efficacy.

(2) Where the applicant can demonstrate by detailed references to published scientific
literature that the constituent or the constituents of the medicinal product have a
well established medicinal use with recognised efficacy and an acceptable level
of safety in the sense of Directive 2001/83/EC, he should not be required to
provide the results of pre-clinical tests or the results of clinical trials.

(3) A significant number of medicina products, despite their long tradition, do not fulfil
the requirements of a well established medicinal use with recognised efficacy
and an acceptable level of safety and are not digible for a marketing
authorisation. To maintain these products on the market, the Member States have
enacted different procedures and provisions. These differences currently existing
between the provisions laid down in the Member States may hinder trade in
traditional medicinal products within the Community and lead to discrimination
and distortion of competition between manufacturers of these products. They
may also have impact on the

60J....

70J....

80JC 95,30.3.1998, p. 1.

90JL 311, 28.11.2001,p.67 [As amended by Directive....(OJ.L...)]
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protection of public health since the necessary guarantees of quality, safety and
efficacy are not always given at present.

(4) Having regard to the particular characteristics of these medicinal products, especialy
their long tradition, it is desirable to provide a specia, simplified registration
procedure for certain traditional medicina products. However, this smplified
procedure should be eligible only where no marketing authorisation under Directive
2001/83/EC, in particular due to lack of sufficient scientific literature demonstrating
awell established medicinal use with recognised efficacy and an acceptable level of
safety, can be obtained. It should likewise not apply to homeopathic medicinal
product eligible for a marketing authorisation or for a registration under Directive
2001/83/EC.

(5) The long tradition of the medicinal product enables to renounce clinical trials,
insofar as the efficacy of the medicinal product is plausible on the basis of long-
term use and experience. Pre-clinical tests do not seem necessary, where the
medicinal product on the basis of the information on its traditional use proves not to
be harmful in specified conditions of use. However, even the long tradition does not
exclude that there may be concerns with regard to the product’s safety, so that the
competent authorities should be entitled to ask for al data necessary for assessing
the safety. The quality aspect of the medicinal product is independent of its
traditional use so that no derogation should be made with regard to the necessary
physico-chemical, biological and microbiological tests.

(6) The vast mgority of medicinal products with a sufficiently long and coherent
tradition are based on herba substances. It therefore seems appropriate to limit the
scope of the simplified registration in a first step to traditional herbal medicinal
products.

(7) The facilitated registration should be acceptable only where the herbal medicinal
product may rely on a sufficiently long medicinal use in the Community. Medicinal
use outside the Community should be taken into account only, if the medicinal
product has been used within the Community for a certain time.

(8) With the objective to further facilitate the registration of certain traditional herbal
medicinal products and to further enhance harmonisation, there should be the
possibility to establish a Community list with herbal substances that fulfil certain
criteria, such as being in medicina use for a sufficiently long time, and hence do not
seem harmful in the normal conditions of use.

(9) Having regard to the particularities of herbal medicinal products, a specific
committee should be established within the European Agency for the Evaluation of
Medicina Products set up by Council Regulation [(EEC) No 2309/93 of 22 July
1993 laying down Community procedures for the authorisation and supervision of
medicinal products for human and veterinary use and establishing a European
Agency for the Evaluation of Medicinal Products] 10 (hereinafter: the Agency). The
committee should be composed of experts in the field of herbal medicinal products.
Its tasks should relate in particular to establishing Community herbal monographs
relevant for the registration as well as the authorisation of herba medicinal

products.
*0OJL 214, 24.8.1993, p. 1, Regulation as last amended by Commission Regulation (EC) no 649/1998
(OJL 88,24.3.1998, p. 7)
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(20) 1t is important to ensure full consistency between the new committee and the
committee for human medicinal products already existing at the Agency, in
particular in case of a procedure regarding an application, which concerns a herbal
medicinal product and relies on Directive 2001/83/EC, appropriate co-ordination
between the two committees should be ensured, relying on the provisions of Article
55(2) of Regulation 2309/93.

(11) When deciding upon an application for registration of a traditional herbal medicina
product, the Member State concerned should be obliged to take due account of
authorisations or registrations previously granted by another Member State for that
product. In case where the authorisation or registration refers to a herbal medicinal
product for which a monograph has been established under this Directive, it should
be recognised, unless there are major objections of public health.

(12) The Commission should present a report on the application of the chapter on
traditional herbal medicinal products to the European Parliament and to the Council
including an assessment on the possible extension of traditional use registration to
other categories of medicina products.

(13) It is therefore appropriate to amend Directive 2001/83/CE accordingly,

HAVE ADOPTED THIS DIRECTIVE:

Article 1
Directive 2001/83/EC is amended as follows:

() InArticle 1 the following points (29) to (32) are added:

«(29) Traditional herbal medicina product:

a herba medicinal product that fulfils the conditions laid down in Article 16a;
(30) Herba medicinal product:

any medicinal product, containing as active ingredients one or more herbal substances or
one or more herbal preparations, or one or more such herba substances in
combination with one or more such herbal preparations;

(31) Herbal substances:

all mainly whole, fragmented or cut plants, plant parts, algae, fungi, lichen in an
unprocessed, usualy in dried form but sometimes fresh. Certain exudates that have
not been subjected to a specific treatment are also considered to be herba
substances. Herba substances are precisely defined by the plant part used and the
botanical name according to the binomia system (genus, species, variety and
author);

(32) Herba preparations:

preparations obtained by subjecting herbal substances to treatments such as
extraction, distillation, expression, fractionation, purification, concentration and
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fermentation. These include comminuted or powdered herbal substances,
tinctures, extracts, essential oils, expressed juices and processed exudates.»

2 The following new chapter 2ais inserted in title I11.

“Chapter 2a: Specific provisions applicable to traditional herbal medicinal
products

Article 16a

A simplified registration procedure (hereinafter "traditional use registration") is hereby
installed for herbal medicina products which fulfil the following criteria:

(@) they are indicated exclusively for indications adapted to a traditiona herba
medicinal product, which, by virtue of its composition and purpose, is intended and
designed for use without the intervention of a medical practitioner for diagnostic
purposes or for prescription or monitoring of treatment;

(b) they are exclusively for administration in accordance with a specified strength;
(c¢) they are an oral, external and/or inhalation preparation;
(d) the period of traditional use as stipulated in Article 16¢ (1) (c) has elapsed;

(d) the data on the traditional use of the medicinal product is sufficient, in particular the
product proves not to be harmful in the specified conditions of use and the
pharmacological effects or efficacy of the medicinal product are plausible on the
basis of long-term use and experience.

However, in cases where the competent authorities judge that a traditional herbal
medicinal product fulfils the criteria for an authorisation in accordance with Article 6 or
aregistration pursuant to Article 14, the provisions of this chapter do not apply.

Article 16b

1. The applicant and registration holder shall be established in the Community.

2. In order to obtain traditional use registration, the applicant shall submit an
application to the competent authority of the Member State concerned.

Article 16¢

1. The application shall be accompanied by:
(@) the particulars and documents:
0] referred to in Article 8(3) (@) to (h), (j) and (k),

(i) the results of pharmaceutical tests referred to in the first indent of
Article 8(3) (i),

@)  the summary of product characteristics without the data specified
in Article 11(4),
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(iv)  in case of a combination, as referred to in Article 1 (30), the
information data referred to in Article 16a (e) relating to the
combination as such; if the individual active ingredients are not
sufficiently known, the data need also relate to the individual
active ingredients,

(b) any authorisation or registration obtained by the applicant in another Member
State, or in a third country, to place the medicinal product on the market, and
details of any decision to refuse to grant an authorisation or registration,
whether in the Community or a third country, and the reasons for such a
decision;

(c) bibliographical or expert evidence to the effect that the medicinal product in
guestion, or a corresponding medicina product has been in medicina use in
the Community throughout a period of at least thirty years preceding the date
of application;

(d) a bibliographic review of safety data together with an expert report, and
where required by the competent authority, upon justified request, data
necessary for assessing the safety of the medicinal product.

Annex | shall apply by analogy to the particulars and documents specified in
point (a).

2. A corresponding medicinal product, as referred to in paragraph 1 (c), is characterised
by having the same active ingredients, irrespective of the excipients used, the same
or similar intended purpose, equivalent strength and the same or similar route of
administration as the medicina product applied for.

3. The requirement to show medicina use throughout the period of thirty years,
referred to in paragraph 1 (c), is satisfied even where the marketing of the product
has not been based on a specific authorisation. It is likewise satisfied if the number
or quantity of ingredients of the medicina product has been reduced during that
period.

4. If the product has been available within the Community for at least 15 years, the
applicant may supply evidence of medicina use throughout a period of time, which
completes the period of 30 years in a specified territory or territories outside the
Community.

Article 16d

When evaluating an application for traditional use registration, each Member State shall
take due account of registrations or authorisations granted by another Member State.

Article 16e

1. Traditional use registration shall be refused if the application does not comply with
Articles 16a, 16 b or 16c or if at least one of the following conditions is fulfilled:

(& the qualitative and/or quantitative composition is not as declared,
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(b) the therapeutic indications do not comply with the conditions laid down in
Article 16 a,

(c) the product could be harmful in the normal conditions of use,

(d) data on traditional useis insufficient, especialy if pharmacologica effects or
efficacy are not plausible on the basis of long-term use and experience,

(e) the pharmaceutical quality is not satisfactorily demonstrated.

2. The competent authorities of the Member States shall provide the applicant, the
Commission and any competent authority reguesting this, with any decision it
makes to refuse traditional use registration on safety grounds and the reasons for
this.

Article 16f

1. The Committee referred to in Article 16h shall set up alist of herbal substances. The
list shall contain with regard to each herba substance the therapeutic indication, the
specified strength, the route of administration and any other information necessary
for the safe use of the herbal substance.

2. If an application for traditional use registration relates to a herbal substance
contained in the list, referred to in paragraph 1, the data specified in Article 16¢ (1)
(b) (c) and (d) does not need to be provided. Article 16e (1) (c) and (d) shall not

apply.

3. If a herbal substance ceases to be included in the list, referred to in paragraph 1,
registrations pursuant to paragraph 2 for herbal medicinal products containing this
substance shall be revoked unless the particulars and documents, referred to in
Article 16¢ (1) are submitted within three months.

Article 169

1. Articles 3 (1) and (2), 4(4), 12, 17(1), 19, 20, 23, 24, 25, 40 to 52, 70 to 85, 101 to
108, 111(1) and (3), 112, 116 to 118, 122, 123, 125, 126 second indent, 127 of this
Directive as well as Commission Directive 91/356/EEC 11 shall apply, by analogy,
to traditional use registration granted under this chapter.

2. In addition to the provisions laid down in Articles 54 to 65 any labelling and user
package leaflet shall contain a statement to the effect that:

(& the product is a herbal medicinal product for traditional use in a specified indication
and that the efficacy of the product has not been clinically proven but relies
exclusively on long-term use and experience; and

(b) the user should consult a doctor or a qualified practitioner if the symptoms persist
during the use of the medicinal product.

A Member State may provide that the labelling and the user package leaflet shall also
state the nature of the tradition in question.

3. Inaddition to the provisions laid down in Articles 86 to 99 any advertisement for a
medicinal product registered under this chapter shall contain the following
Statement:

OJL 193,17.7.1991, p. 30.
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“traditional herbal medicinal product for use in [specified indication] for which efficacy
has not been proven”.

Article 16h

1. A Committee for Herbal Medicinal Products is hereby established. That Committee
shall be part of the Agency.

2. The Committee for Herbal Medicinad Products shall consist of one member
nominated by each Member State for a term of 3 years, which shall be renewable.
They shall, as appropriate, be chosen by reason of their role and experience in the
evaluation of herbal medicinal products and shall represent their competent
authorities.

3. The Committee shall establish Community herbal monographs for herbal medicina
products with regard to the application of Article [10a] [10(1)(a)(ii)] as well as
traditional herbal medicina products. The appropriate co-ordination with the
committee for human medicina products shall be ensured by the Executive
Directive of the Agency according to Article 55(2) of Regulation 2309/93. The
Committee shall fulfil further responsibilities conferred upon it by provisions of this
chapter and other Community law.

When Community herbal monographs in the sense of this paragraph have been
established they shall be used as the basis for any application.

When new Community herbal monographs are established, the registration holder shall
within one year after the date of establishment of such monograph, introduce a
modification to the registration dossier in order to comply with that monograph. The
registration holder shall notify that modification to the competent authority of the
Member State concerned.

4. The Committee shall adopt its own rules of procedure.
Article 16i

Until ... [date], the Commission shall present a report to the European Parliament and
the Council concerning the application of the provisions of this chapter.

The report shall include an assessment on the possible extension of traditional use
registration to other categories of medicinal products.”

Article2

1. The Member States shall take the measures necessary to comply with this Directive
by 31 December 2004. They shall forthwith inform the Commission thereof. When
Member States adopt the said measures, they shall contain a reference to this
Directive or be accompanied by such a reference when officially published.

2. For the traditional herbal medicina products as referred to in Article 1 of this
Directive, which are aready on the market on the entry into force of this Directive,
the competent authorities shall apply the provisions of the present Directive within
five years after its entry into force.
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Article 3

This Directive shall enter into force on the day of its publication in the Official Journal
of the European Communities.

Article4

This Directive is addressed to the Member States.

Done at Brussdls,

For the European Parliament For the Council
The President The President
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IMPACT ASSESSMENT FORM

THE IMPACT OF THE PROPOSAL ON BUSINESSWITH SPECIAL
REFERENCETO SMALL AND MEDIUM-SIZED ENTERPRISES (SMES)

TITLE OF PROPOSAL

Proposal for a Directive of the European Parliament and of the Council amending the
Directive 2001/83/EC as regards traditional herbal medicina products.

THE PROPOSAL

1. Taking account of the principle of subsidiarity, why is Community legislation
necessary in this area and what are its main aims?

The purpose of the proposed Directive is to lay down specific provisions traditional
herbal medicinal products in the Community. It brings together the European
experience and understanding in the field of traditional herbal medicines with the
essential aim of safeguarding public health and satisfying the consumer choice.
Trade in traditional herbal medicina products within the Community is, at present,
hindered by disparities between the national requirements and differences in basic
traditional use concepts in EU. Specific legidation will contribute to a free
circulation of these products within the Community while ensuring their quality,
safety and efficacy.

THE IMPACT ON BUSINESS

2. Who will be affected by the proposal ?
- which sectors of business?

The majority of the concerned companies belongs to the pharmaceutical sector
and is manufacturing medicina products for which the conditions of market
access are modified by the present proposal. It will aso have an impact on
certain companies belonging either to the pharmaceutical or to the food industry
since it ams at allowing the marketing as medicina products of products which
so far do not have a defined status.

- which sizes of business? (what is the concentration of small and medium-
sized firms)

Apart from some multinational players involved in marketing herbal medicines,
the vast majority of the businesses within the Community in this sector are small
and medium size enterprises.

—are there particular geographical areas of the Community where these businesses
are found?

According to different sources, France and Germany cover more than 50 % of the

EU market.
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3. What will business have to do to comply with the proposal (in terms of regulatory
efforts)?

In the Community, there is likely to be little impact for larger pharmaceutical
companies as these businesses usualy manufacture all products to
pharmaceutical standards and hold marketing authorisations and manufacturing
authorisation. For the small and medium-sized enterprises the impact also has to
be considered generaly positive, even if there will be a certain impact in terms of
fees and administration. The proposal’s objective is not to strengthen the already
existing technical-regulatory requirements. To the contrary it envisages
establishing a derogatory regime in order to alow the market access of a large
category of medicinal products for which certain of the existing requirements, in
particular with regard to the efficacy, will not be needed any more. Those small
and medium-sized enterprises which for the moment do not market these
products as pharmaceuticals, will need to invest in the equipment and personnel
necessary to achieve a licence for the manufacturing of medicines and to carry
out the necessary quality assurance work to adequately comply with standards
relating to the quality and safety of these products. Only some of these
enterprises have such facilities at present. However, it needs to be taken into
consideration that the conditions for marketing these herbal medicinal products
will be identical in the fifteen Member States and therefore will allow an easier
access to non-national markets in contrast to what is the case today.

4. What economic effects is the proposal likely to have?
- on employment

Only a limited category of companies will have to do certain investments. For
these companies, the Directive's effect on the employment will certainly be
positive. As mentioned above, for those companies aready belonging to the
pharmaceutical sector, the access to an enlarged market on the basis of
harmonised conditions should increase their potential sales volumes and hence
their competitiveness leading again to a positive effect on the employment.

- on investment and the creation of new businesses

For larger pharmaceutical businesses, there will probably be an increase in
investment in the sector as it will increase marketability of these products. There
is likely to be little impact on costs as these enterprises aready manufacture al
products to pharmaceutical standards.

On the other hand, certain new investments in equipment and personnel could
become necessary for that category of companies marketing products, which do
not possess a defined status at present. This could lead to certain activities of
merger or of atransfer to other areas of business.

Oveadl, the effect of this Directive on the companies producing traditional
medicines which is the vast majority of the concerned companies, is likely to be
very positive considering the fact that the Directive offers possibilities to extend
their market into other Member States and lays down new technical-regulatory
conditions for this market access.

- on the competitiveness of businesses (within EU/world/wide)
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Bearing in mind the heterogeneous character of the companies, it is difficult to
predict the further evolution of their competitiveness as a result of adopting the
Directive. However, enlarging the potentid market (from national to
Community), modifying the technica requirements (above mentioned
derogatory regime), better information of the public and increased confidence
in the security of these products should alow to improve the overal
competitiveness of this sector and to outweigh the investments which will be
necessary in certain companies.

5. Does the proposal contain measures to take account of the specific situation of small
and medium-sized firms (reduced or different requirements etc)?

The implementation of this Directive will define standards on a European level
for the group of traditional herbal medicines and will allow these products to
maintain their status as medicinal products in their country of origin and to
obtain it in the other Member States, permitting thus a de-partitioning of the
market in this sector. Bearing in mind the increasing interest in this kind of
medicinal product in the majority of the Member States, it can be expected that
the overall effect on the business performance of producers of traditional herbal
medicines, most of which are smal and medium-sized enterprises, will be
positive.

The proposed Directive will ease the burden of proof in the area of safety and
efficacy, thereby reducing the requirements which apply to this kind of product
at the moment.

CONSULTATION

6. List the organisations which have been consulted about the proposal and outline their
main views.

The contents of the proposed Directive have been discussed intensely with the
Member States and other stakeholders. Everybody supported the underlying principle
of this initiative. A gquestionnaire on the need and possible contents of the envisaged
legislation, prepared by the Commission and sent to the Member States, was discussed
during the Pharmaceutical Committee in September 2000. An ad hoc working group,
composed of representatives of the Commission and interested Member States, was set
up and prepared a first draft. This draft was sent to the Member States for comments.
At the same time, the envisaged legidation was discussed with other stakeholders.
Among the various conferences where the draft Directive was addressed, especialy a
workshop held on the 26 January 2001 in Brussels on the review of the pharmaceutical
legidation has to be mentioned. Participants to this workshop represented the major
associations of patients, consumers, pharmaceutical industry, distributors, doctors, and
pharmacists. On the basis of the comments received by the Member States as well as
the feed back from other parties, the Commission revised the draft. This modified
version was once again discussed with the Member States during the Pharmaceutical
Committee in April 2001 where the Member States representatives declared their
accord. Following these discussions, the draft was a last time amended in order to take
into consideration certain technical remarks.
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Annex C
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SUMMARY OF MAIN POINTSIN PROPOSALSFOR A DIRECTIVE ON
TRADITIONAL HERBAL MEDICINAL PRODUCTS

Overview

The Directive would require Member States to introduce a ssimplified registration
procedure. Traditional herbal medicines which could not fulfil the criteriafor a
marketing authorisation under the provisions of Community law relating to medicines
would receive atraditional use registration, if the applicant could provide the necessary
evidence of traditional use, safety and quality.

Coverage

The proposals cover medicinal products where the active ingredients are herbal.
Homoeopathic medicines are not covered, neither are herbal medicines which could be
given a marketing authorisation (based on demonstration of efficacy as well as safety
and quality). Registrations would be restricted to herbal medicines intended for use
without the intervention of a medical practitioner, whether for diagnostic purposes,
prescription or monitoring of treatment. Traditional use registrations would be restricted
to herbal medicines taken orally, or for external use or inhalation.

The proposals includes provision for a subsequent review of the directive with a possible
later extension of traditional use registrations to other categories of medicines. (It
should aso be noted that any traditional medicine containing a non herbal active
ingredient would not fall within the existing UK scheme under which herbal remedies
may be exempt from the requirement to have alicence (as set out in the Medicines Act
1968)).

Traditional use

The applicant would need to demonstrate that the herbal medicine or “corresponding”
product(s) had been in medicina use in the European Union for 30 years at the time of
the application. Evidence for up to 15 of the 30 years could relate to use outside the
European Union. Corresponding products must have the same active ingredients, the
same or similar intended purpose, the same or similar route of administration, and
equivalent strength. The number or quantity of ingredients may have been reduced
during the qualifying period of traditional use.

Applicants would need to produce bibliographic or expert evidence of traditional use.
The MCA’s initia assessment is that there is a very wide range of possible sources
which, taken together as necessary, potentially could provide the required evidence.
These include: authoritative literature on herbalism; the practical evidence of numerous
licensed or unlicensed manufactured products on the market in many EU member states,
the long-standing lists of herbal medicines accepted as traditional by regulatory
authorities in a number of member states; and the testimony of recognised experts on
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herbalism. This last source could be particularly helpful in confirming the patterns of
usage of combinations of herbal ingredients.

Applicants would not need to demonstrate traditional use where the herbal substance in
guestion was contained in the positive list of herbal substances prepared by the
Committee for Herbal Medicinal Products.

Efficacy

There would be no requirement to present data on tests and trials relating to efficacy.
The labelling of the product would reflect this position with the proposed wording: “the
efficacy of the product has not been clinically proven but relies exclusively on long-term
use and experience”

A registration would be refused if data on traditional use is insufficient, especidly if
pharmacol ogical effects or efficacy are not plausible on the basis of long-term use and
experience. The MCA expects that evidence that a herbal remedy had an accepted use
within aherbal tradition over a significant period would generaly represent reasonable
evidence that a degree of efficacy in relation to the relevant traditional use indication
was at least plausible.

Safety

The applicant would need to present a bibliographic review of safety data, together with
an expert report. Regulatory authorities, where justified, would be able to ask for more
data in order to assess the safety of the product. Registration would also be refused if the
product is found to be harmful in normal conditions of use.

Positive list of herbal substances

There would be an agreed list of herbal substances with therapeutic indications,
specified strength, route of administration and any relevant safety information. The
applicant could then refer to this list rather than providing data on traditional use and
safety. The applicant would still need to demonstrate quality. The positive list of herbal
substances would be compiled by the proposed Committee for Herbal Medicinal
Products which would be established by the Directive.

Quality

The normal quality requirements applicable to licensed medicines would apply. The
MCA assessment is that the proposed quality requirements are ones which are already
successfully met by companiesin UK and elsewhere in Europe in relation to licensed
herbal medicines. In many cases, the type of product with atraditional use registration
will be very similar to a licensed herbal medicine.

Compliance with Good Manufacturing Practice (GMP) would be required of
Manufacturers and Importers, and there would also be a requirement for Manufacturers,
Importers and Wholesale Distributors to hold the appropriate licence (Manufacturer’s
Licence or Wholesale Dedlers Licence).
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The MCA would expect to apply the provisions of the Directive and any relevant
European guidelines in away that was appropriate to the nature of the product under
consideration.

[ nformation

Labelling and leaflets for products with a traditional use registration would include
information and instructions about the safe use of the product. It would be made clear to
the consumer that the indications were not clinically proven but were based on long-term
use and experience. There would also be advice that the user should consult a doctor or
qualified practitioner if the symptoms persisted during use of the product.

Member States would have the option of requiring that labelling and |eaflets should state
the nature of the herba tradition.

The normal rules relating to the advertising of medicines would apply. In addition, any
advertisement would need to contain the wording: “traditional herbal medicinal
product for usein [ specified indication] for which efficacy has not been proven”.

The Committee for Herbal Medicinal Products

The Committee would be part of the European Agency for the Evaluation of Medicines
and have the following main functions:
establishing Community herbal monographs
setting up and maintaining a positive list of herbal substances in relation to which
applicants did not need to demonstrate safety and traditional use.
The Committee would consist of one member nominated by each Member State for a
renewable term of three years.

Review of the Directive

By a specified date (not yet stated in the proposals) the European Commission should
present to the European Parliament and the Council a report on the operation of the
Directive. This should include an assessment on the possible extension of traditional use
registration to other categories of traditional medicinal products.

Transitional arrangements

The Directive would come into force at the point it is published in the Official Journal of
the European Communities (that is at around the time of successful completion of the
negotiations)

By 31 December 2004 Member States would be required to have put in place a scheme
complying with the Directive. (Any specific date of this kind may need to be adjusted to
reflect the progress of negotiations on the Directive.)

Within five years from the Directive coming into force, Member States must have
applied the provisions to products which were already on the market at the time the
Directive came into force.
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PARTIAL REGULATORY IMPACT ASSESSMENT

Proposal for a Directive of the European Parliament and of the Council amending
Directive 2001/83/EC as regards traditional herbal medicinal products

Purpose and intended effect of the proposal

1. The Commission’s proposal aims to:

e provide a harmonised legidative framework for the regulation of traditionally used herbal
medicinal products'

e contribute to the free movement of relevant goods in the single market

e protect public health while applying the principles of proportionality.

2. The proposa applies to herbal medicines for human use. The period for demonstrating
traditional use is 30 years within the European Community. (Up to 15 years of use outside
the EU can be used to qudify for part of the 30 year period). The Directive covers
medicines which are for minor medica indications, are suitable for use without the
intervention of a medica practitioner; and which are unable to satisfy the efficacy
requirements necessary for a marketing authorisation. Labelling requirement would give the
consumer systematic information about the safe use of the product and make clear that the
indications were based on tradition rather than proof of efficacy. The principle requirement
of the scheme for companies would be demonstration of the traditional use of the medicine
for gpecified minor indication(s), and its safety and quality.

Risk assessment

3. Current regulation of herbal medicines in the UK fails to provide an adequate balance
between protecting the consumer and providing consumer choice. At present, herba
medicines intended for genera retail sale can reach the UK market by two different routes:

e A maketing authorisation can be obtained from the licensng authority under the
Medicines for Human Use (Marketing Authorisation Use) Regulations 1994 (Sl
3144/1994) which transposed the relevant Community legidation relating to medicines
into UK law. This requires products to meet standards of quality, safety and efficacy.
This route protects public hedlth but in practice the requirement to demonstrate efficacy
tends to limit consumer choice in relation to benign herbal remedies making limited
claims.

e Section 12(2) of the Medicines Act 1968 (and regulation 1(3) of the 1994 Regulations)
exempts herba medicines from the normal requirement for medicines to have a
marketing authorisation or product licence, providing the remedy meets certain
conditions. Certain ingredients are prohibited or restricted, but otherwise there are no
specific requirements as to safety, quality or efficacy. Consequently, this route does not

adequately protect public hedth, athough it does provide the consumer with a wide
choice.

1 A medicina product is: 8) any substance or combination of substances presented for treating or preventing disease in human beings
oranimals or b) any substance or combination of substances which may be administered to human beings or animaswith aview to
making adiagnosis or to restoring, correcting or modifying physiological function in human beings or animalsis likewise considered
as medicinal product.
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4. Although severa hundred herba medicines havea UK marketing authorisation, most herbal
remedies on general sale reach the market place by using the exemption provided for in
Section 12(2) of the Medicines Act.

5 Minigters, the MCA, and the Committee on the Safety of Medicines (CSM) which provides
independent scientific advice, have concerns over the low quality and safety standards of
some unlicensed herba medicines on the UK market, with the problem particularly
noticeable in certain ethnic herbal medicines. The toxic herba ingredient Aristolochia, now
banned in unlicensed medicines, has been found in traditional Chinese medicine (TCM)
products, probably as a result of deliberate or accidental substitution of species. This plant
contains active substances (aristolochic acids) which are carcinogenic and have been
associated with kidney failure in two UK patients and the subsequent development of cancer
in one of these patients. The Agency has found toxic levels of arsenic or mercury in some
TCMs. On occasions, potent prescription only medicines, which can legally only be made
avallable by a prescription from a doctor or dentist, have aso been found in herba
medicines sold directly to the public by herbal practitioners. Also, the Agency remains
concerned about the continuing illegal adulteration of unlicensed Chinese ‘herbal’ creams
with prescription only steroids. The MCA held a press conference in September 2001 to
alert the public, via the media, to these continuing concerns and to publicise CSM’s advice
that it was not currently possible to give any general assurances as to the safety of TCMs on
the UK market. Since then the MCA has continued to find further examples of such
problematic products. It is not readily possible for the public to identify which TCM
products may have been made to higher standards.

6. Thelack of systematic and mandatory product and safety information on unlicensed herbal
remedies can compound public health risks. The use of preparations of St. Johns Wort
(SIW) illustrates this point. The use of this herbal remedy has become increasingly popular
for the self-treatment of mild depression. SIW can have a variety of effects on the central
nervous system and can reduce the effectiveness of some major prescription medicines
including, amongst others, oral contraceptives, antidepressants, anticonvulsants and
treatments for HIV infection. The introduction of statutory product information would help
minimise avoidable adverse reactions to medicines and ‘herb-drug’ interactions. MCA
currently has to depend on voluntary co-operation from trade associations in relation to
warnings on products. However, there are inherent weaknesses in this approach as not all
businesses are members of such organisations.

7. Theweakness of the regulatory regime under Section 12(2) tends to mean that imported
remedies may follow whichever standards are applicable in the country of origin. These vary
widely.

8. The use of herba medicines provides a popular aternative to ‘orthodox’ medicines. As
highlighted in the House of Lords Select Committee's report on complementary and
dternative medicine?, comprehensive information on the use of herbal medicines in the UK
is lacking. There are a number of estimates available but it is difficult to gauge usage
accurately as many products are close to the food/medicine borderline. However, a
nationally representative random telephone survey of 1204 British adults, commissioned by
the BBC in 1999, showed that around 7% of those contacted had used herbal medicines in
the last year. Another survey contacted over 5000 randomly selected adults in England (not
the United Kingdom) by post. Around 20% of the respondents had bought an over-the-
counter (OTC) herba remedy in the last 12 months. Additionaly, a report prepared for
industry in 1999 on over-the-counter sales showed that around £50 million had been spent
of herbal medicines. This report also suggested that sales of OTC complementary and
aternative medicines were increasing. These reports indicate that herbal remedies are used
by a large number of the UK population and that the use of herba medicines is likely to

2 The House of Lords Science and Technology Report on Complementary and Alternative Medicine Nov 2000.
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continue to grow. Any growth in industry remains vulnerable to adverse publicity arising
from issues over the safety and quality of remedies.

Identifying options

9. On theissue of whether there should be a Directive in the first place there are in principle
various broad options:

e Option1 - Continue to rely on existing controls, including Section 12(2) scheme
(while opposing the introduction of a Directive)

e Option2 - Introduce new UK scheme for herba medicines within existing
medicines regime (while opposing the introduction of a Directive)

e Option3 - Introduce a new UK scheme for herbals outside existing medicines
regime, combined with adjusting in a libera direction UK interpretation of EU
definition of what is a medicine (whilst also opposing the introduction of a Directive)

e Option4 - Repeal Section 12(2) herba exemption. Pending introduction of the
proposed Directive, require al herbal medicines to meet the requirements applicable to
medicines with a marketing authorisation. Subsequently transpose the Directive into
UK law

e Option5 - Transpose the proposed Directive into UK law. Repea or disgoply
Section 12(2) subject to a transitional period.

Assuming the Directive goes forward, there is afurther option asto its coverage.

e Option6 - Extend coverage to at least some traditional medicines containing
non- herba active ingredients.

10. There are various further regulatory issues arising from the detailed terms of the proposed
Directive. Inthe main, however, these cannot readily be categorised for distinct options.

I ssues of equity and fairness as between current position and Option 5

11. Vulnerable members of society should not be adversely affected. Systematic provisions for
information to the consumer under Option 5 could better protect those with serious illness
from exaggerated claims sometimes made for unlicensed herbal remedies.

12. There are anumber of issues of equity reflecting the varying position of companies.

e companies which currently meet high standards of quality and safety, (either because
they have licensed products or because they voluntarily meet such standards while
operating under S12(2)), can currently be undercut on price by manufacturers who do
not meet such high standards. Likewise the reputation and sales of responsible
companies can also be undermined by the activities of the less responsible, as adverse
publicity may reflect on the sector as a whole. Option 5 should address this problem
by requiring consistent standards, thereby achieving a more level playing field

e some companies may be concerned that others take advantage of the weakness of
Section 12(2) to put products on the market of indeterminate legal status (as to the
regulatory category of the product). Option 5 should bring greater transparency and
encourage business to make clear decisions about which regulatory regime they are
seeking to follow
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companies which have invested resources into demonstrating the efficacy of a herba
medicine in order to achieve a marketing authorisation are concerned about
unsubstantiated health clams sometimes currently made for some unlicensed
medicines. Option 5, by allowing authorised (minor) claims with traditional medicines
registrations should improve on the present unsatisfactory position which arises when
companies try to get round the “no written claims’ rule for S12(2)

companies with licensed medicines having proven efficacy may be concerned that in
future, under Option 5, other companies will be able to put indications for use without
having to provide scientific evidence of efficacy. However, product information will
make clear that the usage is based on tradition and the efficacy of the product is not
proven.

13. MCA operates as a trading fund. Currently the regulatory activities which MCA
undertakes in relation to unlicensed herbal medicines to protect public heath do not
generate income. Under Option 5 there should be a fairer and more transparent approach
to meeting the costs MCA incurs on the regulation of herbal medicines.

I dentifying the benefits

Option

comparison of options

1

No perceived benefit in terms of protecting public health, giving no incentive for
responsible companies wishing to operate high standards. Would maximise
consumer choice and no additional burdens would be placed on businesses.
Continuing vulnerability of sector to hedth scares arising from low standards

2& 3

Would result in legidation specifically tailored for the traditional medicines used
in the UK, but there would be an issue as to whether the legidation was
compatible with Community law. Option 3 would run counter to Government
policy that herbal remedies should be appropriately regulated as medicines

High levels of consumer protection but very limited consumer choice until
supplemented by the introduction of the traditional medicines Directive. Magjor
adverse regulatory impact on some companies

Should provide a secure regime within medicines law for the regulation of
traditional herba medicines, with greater certainty for companies. Should
provide appropriate levels of consumer protection whilst maintaining consumer
choice. Likely to encourage gradua progress towards more harmonised Europe
market for at least some products

Similar benefits as for Option 5, but including some additional products. The
proposed Directive includes provision for a review by the Commission of the
operation of the Directive including the possibility of extending traditiona use
registration to other categories of medicinal products. However, there appears to
be little prospect of European agreement on the incluson of additional
categories in advance of such a review. There is risk that European
disagreement over possible controversial elements to the proposed Directive
could jeopardise achievement of the Government’s stated objective of achieving
a secure regulatory framework for traditiona herba medicines. In turn this
could put public hedth at continuing risk and lead to a weakening of public
confidence in herbal medicines through continuing evidence of poor quality
standards in parts of the sector
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Quantifying and valuing the benefits of the preferred Option (Option 5)

14.

The following benefits are possible for option 5:-

improved public health protection through appropriate safety and quality controls;
reduced adverse effects and better traceability in the event of an adverse reaction

the introduction of a scheme officially recognising traditional medicines should
increase consumer confidence and recognition of these products, leading to increased
sales

as compared with the current Section 12(2) regime, products will be allowed to carry
minor written indications for use which may again help to increase consumer
confidence and promote sales

substantiadl  business opportunities — particularly for companies in the ethnic
medicines sector (given the current lack of licensed medicines from this sector) which
can meet the required quality standards

a secure legal home for traditionally used medicines would be created within
European medicines law, giving companies greater certainty to plan for the future
some reduction over time in the difficulties in trading in herbal remedies across
the EU

a more level playing field between companies operating in different parts of the
herbal medicines sector, implying a removal of the current adver se incentives for
companies wishing to behave responsibly

much greater transparency in the regulatory framework than is currently the case
with the Section 12(2) regime.

Compliance costs for businesses, charities and voluntary organisations of preferred option

15.

16.

17.

18.

19.

This proposal should not significantly affect charities or voluntary organisations.

The businesses affected would be those involved in the manufacturer, sale and supply of
finished or OTC herba medicines. These businesses vary very widely in size. A number in
all parts of the unlicensed herbal medicines sector are relatively small, asis aso the case in
the licensed herbal medicines sector.

The Herbal Registration Forum — which represents a number of trade associations operating
in this sector in the UK - has made inquiries and given MCA some initial estimates about
company size:

Number of employeesin Company | Number of Companies
Less than 10: 22

10 —50: 13

50 — 250: 15

250+ 5

The Forum report that, of these companies, 8 have indicated that they aready hold a
medicines Manufacturers Licence granted by the MCA and a further 15 use a contract
manufacturer holding a Manufacturers Licence granted by the MCA.

The proposal is likely to have a mgor regulatory impact on a number of businesses,
particularly manufacturers, but also in some cases importers, wholesalers and retailers.

20. It is likely to be difficult to provide overal quantified information as the impact on
individual companies will vary very widely according to the specific circumstances.
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21. The compliance costs for companies will fall into a number of broad categories:

specific fees associated with the scheme, including manufacturers’, wholesale deders
and importers licences, inspection of premises, where appropriate, and the fee for
registration of a product

the cost of preparing applications

the cost of any adjustments in individual products to meet the terms of the Directive.
There may be a number of products which are legally sold under Section 12(2) but which
do not meet the terms of the proposed Directive, e.g. their safety profile is not. There will
also be products where adjustments to the product are required in order to comply with
the terms of the Directive

the costs of meeting the appropriate quaity standards. In some cases this may well
require modification of premises in order to meet Good Manufacturing Standards practice
and the acquisition of professionaly trained staff.

22. A broad illudtrative assessment of the relative regulatory impact on manufacturers is

summarised in the table below:

Relative Regulatory impact Type of company

Category 1. Company with no systematic quality standards or expertise

Very high putting large numbers of low value products on the market

Category 2. Company following reasonable sandards but with no

High experience of documenting processes and exposing them to
external scrutiny

Category 3. Company which aready applies the principles of systematic

Medium and well documented quality control through the supply chain
but in another regulatory environment, e.g. food

Category 4. Company which aready voluntarily meets quality standards

Mediurm/low which apply to licensed herba medicines but does not have
direct experience of medicines licensing

Category 5. Company with existing experience in securing marketing

Mediunv/Low authorisations for non herba medicines

Category 6. Company with existing experience in securing marketing

Low authorisations for herbal medicines

23. In practice many other factors would complicate or modify the position for individua

24,
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companies. The economic position of a company in category 1 might be sufficiently
adversdly affected that they chose to move out of the sector atogether. A company in
category 2 which operated predominately in a different regulatory sector might choose to
leave the herbal medicines sector rather than prepare to meet the Directive for a very small
or low value product range. Equally, companies in different categories might choose some
form of co-operation or merger to pool their distinctive relative advantages and minimise
their relative disadvantages.

The regulatory impact may be particularly significant for some TCM businesses due to the
current variability and unreliability of quality standards in parts of the sector. There is
evidence of uncontrolled use of ingredients in some finished TCM products, (whether these
originate from China or elsewhere). The direct impact of the Directive will be modified for
this part of the sector because a significant proportion of the TCM activity relates not to
finished OTC remedies but to individual remedies made up following one to one
consultations between practitioners and patients. These remedies will not be affected by the
Directive and will continue to be covered principally by the provisions of Section 12(1) (the
herbalists exemption) (However, a separate review of Section 12(1) in progress is aso
likely to lead to a requirement for higher standards.)

36
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25.

26.

21.

Income and profitability, as well as costs, could be significantly affected by the Directive.
The cost of products from some manufacturers may rise, principally as a result of meeting
the necessary quality standards. However, overal there should be greater public confidence
flowing from improved quality, safety and product information. The public may well regard
the traditional use indications in a pogtive light. These factors should trandate into
improved sales, and more stability in the market.

Following a transitional period, manufacturers and retail outlets will no longer be able to sall
herbal remedies exempt under Section 12(2) of the Medicines Act. A proportion of herbal
products which cannot demonstrate efficacy (for alicensed medicines) or traditional use (for
a traditionally registered medicine) or be legitimately covered under food, cosmetics or
general consumer product law will not have a secure regulatory home and some existing
products may be lost from the market. This possibility is a result of replacing a largely
uncontrolled regime. It is likely however, that a substantial proportion of any products at risk
in this way would be able to come within one of the relevant regulatory regimes if there was
some adjustment in the products ingredients, strength or clams.  Business, and
manufacturersin particular, will therefore need to plan ahead; and there will need to be close
liaison between the MCA and trade associations during this period.

In genera the MCA'’s view from visiting a number of typica retail outlets is that the
regulatory impact of the Directive is likely to be somewhat lower in much of the retail
sector.  Although there will be exceptions to this position, MCA'’s understanding is that, for
many retailers, herbal remedies currently congtitute a relatively limited proportion of shelf
space aongside other “natural health” products and consumer goods. Moreover, the retailer
will have the option of switching between manufacturers and suppliers. Retailers should
benefit from the much greater consistency in presentation of products, including greatly
improved product information.

Transitional arrangements

28.

Moving to the new arrangements will inevitably pose a considerable chalenge for many
companies, particularly manufacturers. There is likely to be a need for some companies to
adjust their product range over a period to reflect the updated regulatory framework. The
MCA will have detailed discussions with industry over the handling of these arrangements
and the Government will seek to ensure during negotiations on the Directive that an
adequate trangition period is retained.

Feestructure of preferred option

20.

As a trading fund, the MCA must recover the costs of running a traditional medicines
scheme. The fee structure and levels adopted for this Directive will be put before Parliament
following public consultation.

It is too early to assess the likely fee levels. However, levels should reflect the fact that
companies would not be having to demonstrate efficacy. The MCA is aware that some
companies will be a the smaler end of the spectrum and that many may have significant
numbers of products. In negotiations on the Directive, the Government proposes to
advocate a significant role for the operation of positive lists. In this situation there would be
set parameters as to ingredients, product strengths, dosage and indications. Companies
would not need to demondtrate either the traditional use or the safety of their medicines if
they were covered by the postive lists. Lower fees may be feasible in this sSituation
reflecting the reduced requirement for MCA assessment of applications. Demonstrating
compliance with quality requirements will be a common feature of al applications. Without
compromising the requirement for companies to meet the set standards the MCA will
consider whether there are options for streamlining the submission and assessment of quality
data.

S/Herbals' TUD/ML X283 37
27 March 2002



Specific regulatory impact concer ns alr eady expressed by business

31. The MCA is aware of severa concerns about regulatory impact which have been expressed
by sectors of business during discussion of early drafts of the Directive

e will the definition of traditional use be drawn too tightly so that some herbal remedies
which have a traditional basiswill be unable to meet the definition of traditional use?

32. MCA'’s current assessment is that the key to retaining suitable flexibility is that the Directive
should permit reference not only to specific manufactured herbal remedies but also to
authoritative literature about the various herbal traditions practised by herbalists in the UK,
and elsewhere in the EU. The MCA'’s current assessment is that the proposed Directive
would permit use of this kind of evidence. The main non-western herbal traditions (TCM
and Ayurveda) represented in the UK have aready been present in this country for more
than the minimum 15 year period of EU usage specified in the proposals.

e will quality standards be applied that are inappropriate and too onerous for traditional
herbal remedies?

33. There are existing quality requirements and European guidelines which apply to licensed
herbal medicines. These are met successfully by large numbers of companies including
many that are a the smaller end of the spectrum. Licensed herba and traditiona herbal
medicines will typically have very similar products characteristics and so it should be
equally feasible for companies to meet these requirements. Quality guidelines are intended
to be applied in a way that it is appropriate to the product under consideration and there is
flexibility, which MCA is accustomed to using, to accept legitimate arguments from
companies where it is not feasible to provide data in a particular circumstance. The
guiddlines should reflect the fact that quality relating to efficacy will be of lesser
importance.

Consultation with small businesses: ‘‘The Litmus Test’’

34. Small businesses have been, and will continue to be, consulted through trade associations, a
number of which include small independent companies in their membership.

35. Also, earlier in 2001, the Small Business Service (SBS) interviewed the owners of two small
businesses to gauge initial views. Both businesses had heard about the proposal. One
specidised in the sale of herbal and traditiona medicines and was positive about the
proposals. The owner saw potential benefits in products carrying indications and thought
this might aid sales. He did not envisage an increase in the price of the products sold as they
aready met high quality standards. The second bought in products and produced small
quantities of traditional Chinese medicines for sde. The owner considered regulation
unnecessary as the products had been used for centuries.

Identifying any other costs

36. There will be substantial compliance costs for the MCA. Currently MCA has a number of
functions in relation to unlicensed herbal remedies - such as provision of advice to
companies, enforcement of the law and provision of advice to health professiona and the
public in the event of adverse incidents relating to unlicensed remedies. In generd,
however, there is no requirement for MCA to have detailed regulatory involvement with
most unlicensed herbal remedies. There will be significant costs involved in setting up and
then running a new regulatory scheme for traditional herbal medicines. There will need to
be detailed estimates of workload and costs, and fee levels set accordingly to recover these
costs.
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Results of consultation

37.

This assessment takes into account the informal discussions held so far with the herbal
sector encompassing manufacturers, suppliers, retailers and herbalists. The results of
consultation on this partial RIA will be included in the final RIA. There may aso be one
or more interim update of the RIA during the course of negotiations on the Directive.

Enfor cement, Sanctions, Monitoring and Review

38.

30.

The regulatory arrangement will be enforced by the MCA Enforcement Group as part of its
existing compliance and enforcement responsibilities in protecting public health. Breaches
of regulations will be subject to investigations and, where appropriate, cases may be liable
for prosecution. Such investigations will be instigated reactively as the result of referrals to
the Agency or as a pro-active response following arisk.

Guidance (using ‘Plain English’) and publicity will be required to help industry understand
the requirements of the legidation and gain voluntary compliance. This aspect will be
particularly important given the inexperience of parts of the sector in working within a clear
regulatory framework.

There will be liaison as necessary with loca government enforcement authorities. In
accordance with the Cabinet Office's Enforcement Concordat, national guidance will be
produced explaining the enforcement policy of the Agency and the rights of companies,
including quick affordable routes for appeal against any decisions made.
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Summary and recommendations

OPTION | COSTS BENEFITS RISKS
1 None No perceived benefit in terms of protecting Continuing weakness in public health protection. A positive decision
public health. Will maximise consumer choice to go down this route could increase risk to public health by further
and no additional burdens will be placed on encouraging supply of products that fall far short of the normal
businesses safety/quality standards for medicines. Would hinder UK companies
from increased trade with other Member States. Self — regulation
would prove difficult and possibly ineffective due to lack of incentive
for companies. Continuing lack of transparency in regulation. The
UK’s credibility in Europe could suffer as the UK has advocated the
need for European regulation of traditionally used herbal medicines
2 Significant Specific schemetailored to UK needs Would require primary legislation but with continuing uncertainty for
costs of a companies over legal position. Could get overtaken by European
new scheme Directive, leading to major confusion for all interested parties
3 Significant Legislation specifically tailored for the traditional | Would require primary legislation and run counter to Government
costs of a| medicinesusedinthe UK policy of regulating herbal remedies appropriately within medicine
new scheme law. This position was also supported by the House of Lords Science
and Technology Committee Report on Complementary and Alternative
Medicines. There would be continuing uncertainty over legal position
4 Loss of trade | High levels of consumer protection For some products companies would not be able to meet the
for some requirements set out in Directive 2001/83/EC as to efficacy. Limited
companies consumer choice during the interim period. Disjointed approach
5 Vary widely | Will provide a secure regulatory regime within Some companies may not be able to meet the standards of quality and
between medicines law for the control of traditionally safety or demonstrate traditional use. Specific requirements of the
companies —| used herbal medicines. Will provide appropriate Directive may rule out certain products and require them to be
significant levels of public health protection whilst withdrawn or at least adjusted. Risk that some irresponsible operators
for maintaining consumer choice. Could increase will continue, but in the black/grey market. The transitional process to
companies consumer confidence and hence sales. new arrangements could be complex
currently not | Consumers will be able to distinguish officially
operating to | recognised traditionally registered products from
high any on the ‘grey’ market. At present the public
standards can only guess which wunlicensed herbal
medicines are made to a high standard. Could,
over time, improve operation of single market
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OPTION | COSTS BENEFITS RISKS

6 Vary widely | Asfor option 5 but for awider range of products Unlikely to be achievable for start of Directive; (but may be possible
between later). Risk of delay or failure to secure agreement on Directive and
companies eventual unsatisfactory outcome for traditional herbal remedies
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Annex E

CONSULTATION LETTER MLX 283

To Alison Daykin
Room 16 - 132
Market Towers
1 Nine EImsLane
London SW85NQ

From:

Please delete as applicable
1 We have no comments to make on the proposalsin MLX 283
2. We have comments on:
the proposal for a Directive on traditional herbal medicinal products
the partial regulatory impact assessment
3. Our comments are attached:
our reply may be made freely available
our reply is confidential

our reply is partially confidential (indicate clearly in the text which part(s) are
confidential
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