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The top selling medicinal plants in Europe

PRODUCT $ MILLION PRODUCT $ MILLION
Gingko 600 Echinacea 120
Valerian 300 Butchers Broom 120
Horse Chestnut 250 Evening Primrose 110
Saw Palmetto 230 Pygeum bark 105
Bitter orange extract 220 Melilot 100
Garlic 200 Grape Seed 90
Hawthorn 140 Milk Thistle 80
Ginseng 140 Melissa 65
Psyllium 125 Nettle 60

Source: M.K. Eaves 1998 via Denzil International
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The main 1ssues
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. Are herbs medicines
. Are they safe
. Where are they sold

What are the main safety issues .
- Safety (per se)
- Safety (related to quality)

. What regulatory challenges exist
. Where does pharmacovigilance fit in
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What Is a medicine?

Article 1 of Directive 2001/83/EC as amended defines a
Amedi ci nal producto as:

NAny substance or combinati o
at treating or preventing disease in people or which

may be administered to people with a view to

making a diagnosis or restoring, correcting or

modi fying a physiological fu
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What Is a food supplement?

Article 2 of EU Regulation 172/2002 and the UK Food
Safety Act (1990)defines a fAfood su

Nfoodstuffs the purpose of w
normal diet and which are concentrated sources of

nutrients or other substances with a nutritional or
physiological effect, alone of in combination,

mar keted 1 n dose f or mo
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Herbal medicine v food supplement

A Medicinal properties are A Physiological properties are
assumed assumed

A If registered or licensed, can A Can make claims of
make claims of treating or Omai ntainingo hi
preventing disease A Products considered to be

A Both 6herbal medi cdmmeedsiéc iameds 6 c an |
0f ood suppl ement s o6regestemed Qy €his route
registered by this route A Any item normally

A Needs a history of traditional considered as food can be
use as a medicine in Europe marketed as a supplement

A Safety and quality need to be A Safety is assumed but it
demonstrated in a dossier must be ofit f ol
submitted to the licensing manufacturers have a Duty
authority of Care
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UK Herbal Medicines Market: The Present

Aunlicensed herbal medicines: very many 9@@
AHerbal products sold as Food Supplements: very many Q
AlLicensed herbal medicines: very few!

ARegistered Traditional Herbal Medicines: very new!

Q = no pharmacovigilance!

@ The University of Reading




Licensed Herbal Medicines

AApproved by the MHRA

AQuality

A Safety

A Efficacy (difficult to prove!)
A Good manufacturing practice (GMP) ~ N
AGood distribution practice (GDP) OAC

APharmacovigilance mandatory
A Approved Patient information

Consumer and Professional

Confidence g The University of Reading




Unlicensed Herbal Medicines

ANo approval by the MHRA
A Quality variable
A Safety unassessed
AEfficacy unassessed
ANo Good Manufacturing Practice
ANo Good Distribution Practice
ANo Pharmacovigilance
ANo approved Patient Information

~._

No Consumer and : : .
Professional Confidence @ The University of Reading




Status of the UK Herbals Market

AThe UK market is largely unregulated at the present time -
Pharmacovigilance is limited to a few licensed herbal products

AMany manufacturers in the UK cannot or will not invest
heavily in producing high quality herbal products when the
market is unregulated - low quality products are freely and
cheaply available in the market place.

A Although companies have a Duty of Care to their customers,
failure to manufacture high quality and safe products is often
borne through ignorance and a misguided belief that all things
natural are safe.
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What is needed for the future?

A Consistently high quality pharmaceutical standard products
I Good Manufacturing Practice
I Pharmacopoeial standard herbs and excipients
| Stabllity testing
A Reliable & accurate consumer & professional information
A Reliable supply chain- Good Distribution Practice (GDP)

A Robust pharmacovigilance proceduresi including for
Interactions with conventional drugs

A European importation controls in place ¢

The European Traditional Herbal Medicinal
Products Directive
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Ensuring quality 1 for both food

supplements and herbal medicines

A Easiestwayiuse a published, O0off]
A Why? Saves validating your methods!

A What kind of published standard?

A Pharmacopoeial monograph covers almost everything!

A What is in the Pharmacopoeia?

A Many things i including food items (essential oils, fatty
oils, plant extracts such as bilberry)

A Which Pharmacopoiea? In the UK: the European or
British Pharmacopoiea, or use the Japanese, US, Chinese
and Indian Pharmacopoieas

A Compliance does NOT mean it is a medicine!
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Pharmacopoeial quality

PA/PH/Exp. 13A/T (07) 22 ANP

XXXX:2435

ASTRAGALUS ROOT

Astragali mongholici radix

Huanggi

DEFINITION

Whole dried root of Astragalus mongholicus Bunge.,, freed from rootlets and root stock.
Content: minimum 0.040 per cent of astragaloside IV (CyHg0 0 ; M, 784.97) (dried drug).

IDENTIFICATION

A. Cylindrical, some branched, upper part relatively thick, 30-90 ¢m long, 1-3.5 cm in
diameter. Externally pale brownish-vellow or pale brown, with irregular, longitudinal
wrinkles or furrows. Texture hard and tenacious, uneasily broken, fracture highly
fibrous and starchy, bark yellowish-white, wood pale vellow, with radiate striations and
fissures, the centre part of old root occasionally rotten-wood-shaped, blackish-brown or
hollowed.

B. Reduce to a powder (355) (2.9.12). The powder is vellowish-white. Examine under
a microscope using chloral hydrate solution R. The powder shows the following
diagnostic characters: fibres in bundles or scattered, 8-30 pm in diameter, thick-walled,
with longitudinal fissures on the surface, the primary walls often separated from
the secondary walls, both ends often broken or tassellike, or slightly truncated.
Bordered-pitted vessels colourless or orange, bordered pits arranged closely. Stone
cells occasionally visible, rounded, oblong or irregular, slightly thick walled.

I what does it mean?

The Ph.Eur. and B.P. lay
down standards of purity
and quality:

Definition and
ldentification

Botanical: macroscopical
(A) and
microscopical (B)

Chemical: (C) plus assay
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Registered Herbal Medicines

AApproved by the MHRA
AQuality
A Safety
A 30 years traditional use
A Good manufacturing practice
AGood distribution practice
APharmacovigilance
A Approved Patient information

Consumer &

Professional Confidence @ The University of Reading




Current registration approvals

AAtrogel (Arnica)

AFl exi herb (Devilés Cl aw)
AMigraherb (Feverfew)

AMenoherb (Black cohosh)

many more to be approved - 26 submissions to date
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OHot 060 herbs (unl

Sold as unficensed 6 her b al me di ¢

A St J o h n &geridimparforatum
A Milk Thistle: Silybum marianum

A Agnus castus: Vitex agnus castus

A Pelargonium: Pelargonium sidoides

A Rhodiola: Rhodiola rosea

A Saw palmetto: Serenoa repens
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censed hiebutnatko hatle d

S Lo am e e P

Lloydspharmacy @ (’
Valerian ;.
SleepWell !

A Madisen nol herbal remedy for the
fymptomatic relief of =R
tenseness and so 'S
Pmmotmg

natural sleep

40 tablets

A traditional herbal remedy for the symptomatic
relief of tenseness and so promoting natural sleep

There are also some old
traditional formulae which
have been given a licencel

this route Is no longer open @ The University of Reading




Hot herbs (newly registered)

Sold as registered herbal medicines
under the new THMPD

A Devi | 06 8arp@dophwum procumbens
A Feverfew: Tanacetum parthenium

A Arnica: Arnica montana

A Black Cohosh: Cimicifuga racemosa
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Hot herbs (food supplements)

Sold as Food Supplements- under Food Legislation

Ginkgo Leaf: Ginkgo biloba

Sage Leaf: Salvia officinalis
Ginseng: Panax ginseng
Artichoke Leaf. Cynara scolymus
Red Vine Leaf: Folia Vitis viniferae
Grape Seed: Semen Vitis viniferae
Bilberry fruit: Vaccinium myrtillus
Turmeric root: Curcuma longa
Green Tea: Camellia sinensis
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Chinese drugs popular in Europe and the US

A Ginkgo biloba
A Panax ginseng (ginseng)

A Astragalus membranaceus

A Bupleurum chinense

A Rehmannia glutinosa

A Salvia miltiorrhiza (Dan Shen)
A Angelica sinensis(Dong Quai)

@ The University of Reading



http://images.google.co.uk/imgres?imgurl=http://www.41south-aquaculture.com/images/ginseng%2520plant.jpg&imgrefurl=http://www.41south-aquaculture.com/ginseng.html&h=265&w=352&sz=138&hl=en&start=0&um=1&tbnid=mNLhQf-aahjvEM:&tbnh=105&tbnw=140&prev=/images%3Fq%3Dginseng%26svnum%3D10%26um%3D1%26hl%3Den%26rls%3DHPEA,HPEA:2005-01,HPEA:en%26sa%3DG

