Substances ‘under scrutiny’

Further safety measures are provided by Chapter 3 of

Regulation 1925/2006 on the Addition of Vitamins and

Minerals and Certain Other Substances (a category which
includes botanicals) to Foods.®

If substances, or ingredients containing substances
other than vitamins or minerals, are added to or
used in the manufacture of foods at conditions that
would result in the ingestion of amounts of the
substance greatly exceeding those reasonably
expected under normal conditions of consumption
of a balanced and varied diet, and when, following
an assessment by EFSA, a harmful effect on health
has been identified, the substances and/or
ingredients containing the substances are either
prohibited or only allowed under certain conditions.

Specifically, if a harmful effect on health is identified, the
substance or ingredient is either:

e Placed in Part A of Annex lll of the Regulation, which
means its use in the manufacture of foods is prohibited;

e Placed in Part B of Annex lll which means its addition to
or use in the manufacture of foods is only allowed under
specific conditions;

or, where the possibility of harmful health effects is
identified, but scientific uncertainty persists:

e The substance is placed in Part C of Annex lll and
remains ‘under scrutiny’ for up to four years, during which
time either safety data sufficient to allow its continued use
is provided, or continued safety concerns means it moves
to Part A or B of Annex IIl.

The safeguard clause

One further safeguard is common to all Member States.
When, as a result of new information or reassessment
of existing information, there are detailed grounds for
establishing that a product endangers human health,

a Member State may temporarily suspend or restrict its
availability/use in that Member State, even if it fully
complies with the Directives/Regulations relevant to it.

Other Member States and the European Commission must
be informed immediately, with reasons for the action.

As soon as possible, the Commission must then examine
the grounds adduced by the Member State concerned,
consult the Member States within the Standing Committee
on the Food Chain and Animal Health, and then deliver its
opinion and take any appropriate measures.

The Rapid Alert System

Despite comprehensive food safety regulation, problems can
still arise - often related to the contamination of imported
ingredients. However, the European food safety system is
still designed to cope. The requirements of the General
Food Law Regulation cover the manufacturer’s duties in
relation to notification and product recall, and the European
Union Rapid Alert System for Food and Feed (RASFF) is an
effective tool which provides the control authorities with a
fast, efficient and European-wide mechanism for exchange
of information on measures taken to ensure food safety.*

Rapid Alert notifications are sent when a food or feed
presenting a serious risk is on the market and when
immediate action is required. Alerts are triggered by the
Member State that detects the problem and initiates the
relevant measures, such as withdrawal/recall. The notification
aims to give all the members of the network the information
to verify whether the product concerned is on their market,
so that they also can take the necessary measures. The
Commission publishes on its website a weekly overview of
Rapid Alert notifications, information notifications, and border
rejections. Thus consumers can be reassured that products
subject to an Alert notification have been withdrawn or are in
the process of being withdrawn from the market.

A good example of RASFF in action is an Alert in July 2007
which informed Member States of the contamination of Guar
gum from India with dioxins and pentachlorophenol.®

(Guar gum is extracted from the Guar bean and is used as

a thickener, emulsifier, binding or gelling agent in foods).

This resulted in the European Commission rapidly requiring

the removal from the market of any stock found to be
contaminated, the tracing of the contamination back to
source, and the requirement for additional analytical testing
requirements to be implemented in the Member States so as
to ensure that no further contaminated stock could enter the
food chain.
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Currently, EFSA is preparing a comprehensive safety
guidance document specifically for botanical food
supplements: ‘The safety assessment of botanicals and
botanical preparations intended for use as food supplements’.
The current draft proposes a grading of safety requirements
whereby those botanicals or botanical preparations for which,
‘...an adequate body of knowledge (relating to their safety)
exists...’, will be presumed to be safe and will not need further
testing. However, where such knowledge of safety is lacking,
a thorough safety assessment will be required before the
product can be used. The guidance sets out the
methodology to be used for the safety assessment, which
EFSA is now testing on a selection of botanical ingredients.®

The safety and quality of botanicals are closely inter-related
and apply right from the beginning of the manufacturing
process. Correct plant identification and raw material control,
avoiding any inadvertent adulteration of the raw material, are
of prime importance. Potential contamination with pesticides,
or with toxic metals such as lead or cadmium, or mycotoxins,
must also be avoided and European food law sets out
specific levels that must be met, often stricter than those for
medicines. The requirements of the Hygiene regulations must
also be followed, as must the principles of a Hazard Analysis
and Control of Critical Points (HACCP) procedure, to ensure
good manufacturing practices.

Achieving an acceptable microbial count can be a difficulty
for a botanical material. It is generally dried before use, but
unless the drying process is properly carried out, problems
can occur. There are specific rules about the methods that
may be employed to ensure lack of microbial contamination:
Only a very few named ‘culinary’ botanicals can be irradiated,
and treatment with ethylene oxide has not been permitted at
all for food products in all EU Member States since 1989.78
Fortunately, however, the development of other methods
such as water vapour treatment means that the good
microbiological quality of a product can be assured.

Many quality-related aspects of botanical products are dealt
with via appropriate processing: for instance, techniques of
extraction and isolation can not only increase the bioavailability
of the product, producing a more concentrated extract, they
can also increase preservation and stability and reduce solvent
residue in the environment. Permitted extraction solvents are
layed down in Directive 88/344/EEC.°

1 Regulation (EC) no 178/2002 of the European Parliament and of the Council of 28
January 2002 laying down the general principles and requirements of food law, establishing
the European Food Safety Authority and laying down procedures in matters of food safety.
Official Journal of the European Union: L31/1, 1 February 2002

2 Regulation (EC) No 258/97 of the European Parliament and of the Council of 27 January
1997 concerning novel foods and novel food ingredients. Official Journal of the European
Union: L043/1, 14 February 1997
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While the safety and quality of botanical supplements is fully
covered by statutory requirements, rules are only effective if
they are properly adhered to, and to ensure that all aspects
of product manufacture are properly covered, self-help and

self-regulation have an important role to play.

If quality is to be assured, strict adherence to the principles
of Good Manufacturing Practice is essential throughout the
different stages of the manufacturing process: from the
obtaining of the plant, through to its preparation and to the
final finished product. Each stage in the process must be
clearly documented, and the appropriate tests and checks
carried out at the appropriate time.

There are a number of different national guidelines which deal
with quality issues. Most recently, the European Federation of
Associations of Health Product Manufacturers (EHPM) has
produced a ‘Quality guide for food supplements’ which
harmonises these different guidelines, providing comprehensive
guidance to the food supplement industry to ensure that it is
complying with both the relevant legislative requirements

and best practice.® The guide details both the legal and
recommended production requirements
from raw materials to finished products,
including manufacturing, quality control,
packaging, distribution and storage. Its
recommended requirements are based
on examples of best practice, to help
maintain the safe and consistent
production of high quality food
supplements across the EU.

3 Regulation (EC) No 1925/2006 of the European Parliament and of the Council of 20
December 2006 on the addition of vitamins and minerals and of certain other substances to
foods. Official Journal of the European Union: L404/26, 30 December 2006

4 http://ec.europa.eu/food/food/rapidalert

5 Rapid Alert System for Food and Feed (RASFF) of the European Commission. 25.07.07,
Alert No. 2007.0499

6 http://www.efsa.eu.int
7 Directive 1999/3/EC of the European Parliament and of the Council of 22 February 1999

on the establishment of a Community list of foods and food ingredients treated with ionising
radiation. Official Journal of the European Union: L66/24, 13 March 1999

8 Council Directive 89/365/EEC of 30 May 1989 amending Directive 79/117/EEC
prohibiting the placing on the market and use of plant protection products containing
certain active substances. Official Journal of the European Union L 159/58, 10 June 1989
9 Council Directive 88/344/EEC of 13 June 1988 on the approximation of the laws

of the Member States on extraction solvents used in the production of foodstuffs

and food ingredients. Official Journal of the European Union: L157/28, 24 June 1988

10 http://www.ehpm.org
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Introduction

Communication on the health effects and benefits
of botanical food supplements is essential for the
consumer to understand the product’s purpose

in relation to a particular aspect of health
maintenance, health optimisation or disease risk
reduction, and how to use it. Such information
helps the consumer to make the appropriate
product choice. Under the new claims rules that
are applicable to all foodstuffs, such
communications, whether on pack or in brochures
or websites, are considered to be ‘health claims’
and therefore must be in conformity with the new
rules. This comprehensive regulatory framework
for foods and botanical food supplements aims
to ensure that their claims for effect are neither
misleading nor exaggerated.

Right: Ginseng root

The regulatory structure for the use of
health claims for foods

Regulation 1924/2006/EC on Nutrition and Health Claims
made on Foods has tightened the regulatory framework by
introducing a process for the pre-approval of health claims
on European food products.!

The Regulation recognises several different categories of
health claims, including nutrient content claims, ‘generic’
or well-established health maintenance/health
optimisation claims, disease risk reduction claims and
claims referring to children’s development and health.
Each category of claims has its own specific rules, but all
have the same underlying principles: that all health claims
should be:

e Capable of substantiation;
e Based on generally accepted scientific evidence;
e Well understood by the average consumer.

New claims, reduction of disease risk claims and children’s
claims are all subject to authorisation procedures. Applications
for such health claims must be reviewed by the European
Food Safety Authority (EFSA) and approved by the European
Commission before they can be used on food products.

This means that for each claim a dossier of data with the
name of the food or food component and, for botanicals, the
plant part used, the relationship between the botanical and its
contribution to health (the ‘health relationship’), the conditions
of use, the nature of the substantiating evidence, the relevant
references, and an example of the desired claim wording,
must be submitted to EFSA. If EFSA's opinion is positive -
that the evidence submitted substantiates the claim - the
European Commission will give the final approval for the

claim to be used.
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Rhubarb (Rheum officinale)

The Article 13 claims list

Currently several hundreds of ‘generic’ or well-established
health claims, relating to several hundred herbs and based
on their relationship to particular aspects of health, are being
reviewed by EFSA for potential inclusion on a Community
Register of approved claims. These claims will then be
available for use in the European Community and any
manufacturer/marketer may apply such a claim to a relevant
product, providing he or she holds the substantiating
evidence for the claim and can produce it on request. EFSA's
work on these claims is due to be completed by 2010.

The totality of the evidence

Recital 17 of the Nutrition and Health Claims Regulation says
that claim substantiation should be carried out by review of,
‘...the totality of the available scientific data and by weighing
the evidence’. This means that not only in vivo data, but also
other relevant information, including epidemiological, traditional
usage, observational and in vitro data, should be taken into
account when assessing the strength of the evidence.

The requirement for the assessment and weighing of the
totality of the evidence is particularly relevant for botanicals,
many of which have a long tradition of use: for instance, full
scale double blind clinical trials to prove the effects of a
simple botanical tea, such as chamomile tea, long used

for its calming, soothing properties, would be wholly
disproportionate when so much historical data
substantiating its effects exists.
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History of use and efficacy

The validity of history of use data in demonstrating the effect
of a product is accepted in the regulation of medicines: the
basic requirement to register a product under the European
Traditional Herbal Medicinal Products Directive (THMPD) is
the demonstration of 30 years history of use of the product
to treat a particular condition.? No further evidence of
efficacy is required and the registration approval includes
the approval of a medicinal claim.

Examples of claims permitted for THMPD
registered products include:®

e Calendula (Calendula officinalis): the flowers
are used for ‘the symptomatic treatment of
minor inflammations of the skin (such as
sunburn) and healing of minor wounds.

For the symptomatic relief of minor
inflammations of mouth and throat.’

e Valerian (Valeriana officinalis): the root is used
for ‘support of mental relaxation and normal
sleep, exclusively based on long-standing use.’

History of use and safety

Data demonstrating history of use is also acceptable as
evidence of safety under another branch of food law: food
ingredients (including botanicals) that can be shown to have
been on the market in ‘reasonable quantity’ prior to May
1997 do not have to be approved for use under the Novel
Food Regulation.*

History of use for botanicals?
Traditional usage?

Like traditional herbal medicines, many botanicals are also
supported by extensive historical data substantiating their safe
and effective use in food products, where their purpose is not
to treat or cure disease - as in a medicine - but to maintain or
optimise an aspect of health. However, while historical data is
taken into account in considering the safety of botanicals, the
Nutrition and Health Claims Regulation does not formally take
account of such data in assessing the substantiating evidence
for a claim for the effect of a food product.



Approvals for ‘Reduction of disease
risk claims’

EFSA is also advising the European Commission
on the acceptability of the other types of claims
covered by the Nutrition and Health Claims
Regulation, including those on products
specifically intended for children, and disease
risk reduction claims.

‘Reduction of disease risk’ claims are a particular type of
health claim which state that a food or one of its components
significantly reduces a risk factor for human disease (for
example, phytosterols can help reduce blood cholesterol,
thereby reducing a risk factor for cardiovascular disease).

To obtain approval for such claims, a very comprehensive
dossier must be submitted to EFSA, which includes
information on the characteristics of the food/constituent for
which the claim is being made, (composition, physical and
chemical characteristics, manufacturing process, stability
and bioavailability). The proposed wording for the claim
must also be submitted, with details of the target population
for whom the claim is intended.

All pertinent scientific data (in favour and not in favour) that
forms the basis for the substantiation of the claim must be
submitted, including studies in humans. The evidence
should demonstrate the extent to which:

e The claimed effect of the food/food constituent is relevant
to human health;

e The cause and effect relationship between the
consumption of the food/food component and the
claimed effect in humans;

e The quantity of the food/pattern of consumption to obtain
the claimed effect as part of a balanced diet.

The totality of the evidence will then be taken into account
and weighed as part of a comprehensive review, which will
result in either the granting or refusal of the claim. EFSA
has issued detailed guidelines for such applications.®

Conditions of use

‘Conditions of Use’ provide important label information

to ensure that the consumer uses the product correctly.

The suggested amount of the botanical that should be taken
each day must be shown on the label and must be sufficient
to ensure that the user can achieve the claimed health effect.
Conditions of Use also include any warning statements that
may be necessary to alert consumers to the possible
unsuitability of a product for particular sections of the
population (pregnant women, for example).

Health relationships

Botanical food supplements have their own
particular relationship or relationships with the
maintenance of health and there are many
hundreds of botanicals whose constituents offer
health support. Some examples of European
botanicals, commonly found in hedgerows and
gardens, and their relationship to health include:

e Elder (Sambucus nigra) has a health relationship with
the immune system and is used to help optimise the
immune system.

Hawthorn (Crataegus laevigata) has a beneficial effect
on blood circulation and is used to maintain a healthy
circulatory system.

Milk thistle (Silybum marianum) has beneficial properties
in relation to the liver and is used to maintain its health.

Meadowsweet (Filipendula ulmaria) has been used to
maintain the health of the lower urinary system and the
respiratory tract and is useful to support the excretory
function of the kidneys, and to soothe the throat.

Nettle (Urtica dioica) has health relationships to both
the circulatory and the muscular system and is used
to maintain blood flow and flexible joints.

St John’s Wort (Hypericum perforatum) has a health
relationship with mental health and contributes to
emotional balance and optimal relaxation.

Vervain (Verbena officinalis) has health relationships with
respiratory health and with lactation, and is used both to
soothe the throat and pharynx and also to support lactation
in nursing mothers.

Left: Shitake mushrooms (Lentinula edodes)
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Many botanicals support several different health
relationships. Sometimes the whole plant is
required to produce the desired effect, but
sometimes only a part, such as the leaf, root

or flower is needed. Some examples include:

e Yarrow (Achillea millefolium): the herb and flower are
both related to digestion and appetite and are used in
botanical supplements that contribute to maintaining a
healthy appetite and digestion.

e Garlic (Allium sativum): the bulb and leaf show several
different health effects: in relation to the liver, the immune
system, the nervous system, the cardiovascular system
and blood lipid levels, and to antioxidant activity. It is
used in botanical supplements to help maintain a healthy
liver function, a normal immune system, to contribute
towards resistance to stress, to help maintain a healthy
heart and normal cholesterol/blood lipid/homocysteine
levels, and to optimise the antioxidant activity of the body.

e Bilberry (Vaccinium myrtillus): the fruit and leaf have a health
relationship with the health of the cardiovascular system, the
immune system, the digestive system and with antioxidant
activity. It is used in botanical supplements to help maintain a
healthy heart, to promote the health of the immune and the
digestive systems and for its antioxidant properties. Used on
its own, the leaf has a health relationship with glucose
metabolism, and is used in botanical supplements to maintain
a normal blood sugar level.

Not all botanicals commonly used in the
European Union in food supplements are
European native plants, but they all have a
history of use for health maintenance purposes.
Some commonly used botanicals originating
from outside the European Union:

e Cardamom (Elettaria cardamomum) comes from India
and is used in botanical supplements to help maintain a
healthy digestion.

e Rhubarb (Rheum palmatum) also has Chinese origins.
It has a relationship with intestinal health and is used
for its contribution to intestinal transit and function.

1 Corrigendum to Regulation (EC) No 1925/2006 of the European Parliament and of the Council
of 20 December 2006 on the addition of vitamins and minerals and of certain other substances to
foods. Official Journal of the European Union: L12/3, 18 January 2007

2 Directive 2004/24/EC of the European Parliament and of the Council of 31 March 2004 amending,

as regards traditional herbal medicinal products, Directive 2001/83/EC on the Community code
relating to medicinal products for human use. Official Journal of the European Union: L136/85 30
April 2004

3 http://www.emea.europa.eu/htms/human/hmpc

4 Regulation (EC) No 258/97 of the European Parliament and of the Council of 27 January 1997
concerning novel foods and novel food ingredients. Official Journal of the European Union: L043/1,
14 February 1997

5 http://www.efsa.eu.int
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¢ Siberian ginseng (Eleutherococcus senticosus) originates,
as its common name suggests, from Siberia. The root has
traditionally been used to promote the general health of the
body and the immune system and to promote mental
function. It is used in botanical supplements to help maintain
energy levels, to support the body’s natural defence system,
and to help maintain cognitive performance.

¢ Ginkgo (Ginkgo biloba) originating from China, has health
relationships with mental function, blood circulation and also
has antioxidant properties. It is used in botanical
supplements to help maintain memory and cognitive function,
to support the venous system, and as an antioxidant to help
strengthen the body’s defences.

America is the home of a number of popular
botanicals:

e Evening primrose (Oenothera paradoxa) has a number of
health relationships - with the skin, heart, immune and
menstrual systems - and is used to help maintain them in a
normal and healthy condition. Another species of Evening
Primrose, (Oenothera biennis) has a relationship with joint
health and is used to maintain joint flexibility.

e Saw palmetto (Serenoa repens) has a health relationship
with male urinary function and is used to maintain normal
urinary function in men over 45.

e Slippery elm (Umus fulva) has a health relationship with
intestinal function and is used to soothe the digestive tract.

e Witch hazel (Hamamelis virginiana) has a relationship with
the health of the veins, and contributes to the blood
circulation, particularly in the legs.

e Wild yam (Dioscorea villosa) has a health relationship with

menopausal symptoms and helps to maintain comfort at this
time of life.

e Black cohosh (Cimicifuga racemosa) has a similar health
relationship and a similar function.
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