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Procedures

REGISTRATION (REG)? - MA (AMM)? -> for HERBALS

Before 2004:  Registration = AMM
After 2004 : AMM = Authorization
REG = (simplified) Registration
The document reflects the level of evidence of the dossier
(=> legal basis)

AMM:
4 page and/or AMM light
Authorization nr: BE 123456

REG:
Front page ~ front page AMM
Annexed application form (validated)
Registration nr: BE-TU 123456
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Procedures

REGISTRATION (REG)? - MA (AMM)? -> for HERBALS

PROCEDURES:

National procedures - NP:

o Full application (mixed) => AMM
o Well Established Use Application => AMM
o Traditional Use (TU) Application => REG

European procedures - MRP & DCP:

Full application (mixed) => AMM
Well Established Use Application => AMM
e TU Application - List entry - Monograph=> REG
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Authorization Application types:

“Full Application” :
Article 8(3) of Directive 2001/83/EC

the following documentation shall be included in the dossier:

» pharmaceutical (physico-chemical, biological or microbiological)
tests,

« preclinical (toxicological and pharmacological) tests,

« clinical trials.

For such applications, the relevant published literature also has to be
submitted and these scientific publications can be used as
supportive data.

Where Module 4 and/or 5 consists of a combination of reports of
limited non-clinical and/or clinical studies carried out by the
applicant and of bibliographical references this kind of application
has also to be submitted according to this article
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Authorization Application types:

“Well Established Use Application”:
Article 10a of Directive 2001/83/EC

replace results of the pre-clinical and clinical trials by detailed
references to published scientific literature (information available
in the public domain)

=> applicable data!!

the active substances of a medicinal product have been in well
established medicinal use within the Community for at least ten
years, with recognised efficacy and an acceptable level of safety.

“well established medicinal use”

does mean “use as an authorised medicinal product”

proof of medicinal use may not be submitted in the absence of a
marketing authorisation
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Registration Application types:

“Traditional Use Application”:
Articles 16a to 16i of Directive 2001/83/EC

intended for

e herbal medicinal products with a long tradition

« which can not fulfil the requirements for a marketing
authorisation

= the registration of herbal medicinal products without requiring
particulars and documents on tests and trials on safety and
efficacy

-> provided that there is sufficient evidence of the medicinal use (DIR
2004/24/EC Art 16C, 3.) of the product (at least 30 years, including at
least 15 years in the Community)

-> bibliographical or expert evidence to the effect that the medicinal
product in question, or a corresponding product has been in
medicinal use throughout the fixed period
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Registration Application types:

“Traditional Use Application”:
Articles 16a to 16i of Directive 2001/83/EC

THMP have to fulfil the same requirements as applications for a
marketing authorisation with regard to the manufacturing of these
products and their quality.

Results of pharmaceutical (physico-chemical, biological or
microbiological) tests must be submitted to demonstrate the
quality of the traditional herbal medicinal product.

The long tradition makes it possible to reduce the need for clinical
data

-> the efficacy of the medicinal product is plausible on the basis of its
long-standing use and experience as testified by bibliographic or
expert evidence.
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Registration Application types:

“Traditional Use Application”:
Articles 16a to 16i of Directive 2001/83/EC

Applicants must substantiate the safety of the medicinal product by
the means of a bibliographic review of safety data together with
an expert report

-> complemented by any necessary data, which the Member State’s
competent authority may request.

Claimed indications :

appropriate to traditional herbal medicinal products, which by virtue
of their composition and purpose, are intended and designed for
use without the supervision of a medical practitioner for
diagnostic purposes or for prescription or monitoring of treatment.
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New possibilities relating to TU

DIRECTIVE 2004/24/EC

The Committee on Herbal Medicinal Products (HMPC):

o established in September 2004

« replaced the CPMP Working Party on Herbal Medicinal Products

« established in accordance with Regulation (EC) No 726/2004 and Directive
2004/24/EC

The HMPC's core tasks:

o assist the harmonisation of procedures + provisions concerning HMP

o further integrate HMP in the European regulatory framework.

o provide EU Member States and European institutions its scientific opinion
on questions relating to HMP

o the establishment of a draft '‘Community list of herbal substances,
preparations and combinations thereof for use in traditional herbal
medicinal products

« the establishment of Community herbal monographs.
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New possibilities relating to TU

Community herbal monographs

HMPC: establish Community herbal monographs

« for the application of both the traditional use and well-established
use provisions

« to serve as a basis for simplified registration or bibliographical
marketing authorisation applications.

In order to promote harmonisation, Member States should recognise
registrations of THMP (use of MRP or DCP procedures):

« granted by another Member State based on Community herbal
monographs

o consisting of substances, preparations or combinations thereof
contained in the above-mentioned list.

For other products, Member States should take due account of such
registrations.
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New possibilities relating to TU

Community herbal monographs
to be found on EMA-website:

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

An Agency of the European Union

Text size: [z/[a]|A| |Site-wide search GO»

Home Find medicine [TTNEILE Special topics Document search News & events Partners & networks Aboutus  Quick links -]

» Home P Regulatory b Human medicines b Herbal products b Community monographs

Human mes
Pre-authorisation Community herbal monographs [ Email () Print @ Help

nes

Post-opinion

Post-authorisation

Searching for ol lherbal monograph documents

To view all community herbal manograph documents, go ta the documeant library and search using the document type,
et adiie s Herbal - Community herbal manograph'.

protocol assistance

Product information

A Community herbal monograph comprises the scientific opinion of the Committee an Herbal Medicinal Products (HMPC) on
safety and efficacy data concerning 3 herbal substance and its preparations intended for medicinal use. The HMPC evalustes
Innovation Task Force  scientifically all available information including non-clinical and clinical data but also documented long-standing use and
experience in the Community.

scientific guidelines

Regulatory and
picedin i e Community monographs are divided into twe columns: well-established use (marksting autherisation) and traditional use

= [EHERR e e e
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New possibilities relating to TU

Community herbal monographs
to be found on EMA-website:

» Home ¥ Document search P Library search
Library search

Search the document library [ Email (@) Frint @ Help [ Share

Library tips

Public consultations -
e o4y Search for documents published on the Agency's website by title, document type and date of publication.

== ¥ 3
e e ;:S‘?Agr\ For a site-wide full-text search use the search box at the top of this page.
gt

x

Lo 4 More information is available on the Agency's access to documents palicy.
Acronyms Sucn 8 B8 g policy.
anged B

Disclaimer: Although the Agency makes its best efforts to provide accurate information, please note that for documents
published before 1 July 2010, the date of first publication shall be deemed as indicative and estimated only. As a tool for
managing web content, the date first published and the date last updated has been introduced only as of 1 July 2010.

Keyword search
Search by keyword in title Enter keywards

— Filter by document type: [Herbal - community herbal monograph ~

Filter by year:

Filter by document owner: ‘A\I owners. s

Only show documents openfor  []
consultation:
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Community monograph
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Community monograph
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New possibilities relating to TU

Community list

» aview to further facilitating the registration of certain traditional
herbal medicinal products in the EU

o = a list of herbal substances, preparations and combinations
thereof for use in traditional herbal medicinal products

« established on the basis of the scientific opinion of the HMPC.

Applicants can refer to the list (for efficacy/safety), instead of
submitting data. However they would still need to demonstrate
the quality of the medicinal products they seek to register.

List entries are mandatory for Member States. They cannot be
refused (for efficacy or safety reasons).
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New possibilities relating to TU

Community list
Entries to be found on EMA-website:

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

An Agency of the European Union

vide search

Text size: 2/ Al A iS\ls

Home Find medicine REATEINLTE Special topics  Document search  News & events  Partners & networks Aboutus  Quick links (-]

» Home b Regulatery b Human medicines b Herbal products b Community list entries
Human medicines

Pre-authorisation Community list entries = Email () Print @ Help B share
Post-opinion

Post-authorisation

Searching for community list entry documents

To view all community fist entry documents, go to the document library and search using the document type, Herbal -
Scientific advice and Community list entry’.

protecol assistance

Product information

e In contrast to the Commurnity herbal monographs, the *Commuriity list of herbal substances , preparations and combinations
thereaf for use in traditional herbal medicinal products’ is legally binding to applicants and competent authorities in the Member
Innovation Task Force  States in so far as:

Regulatory and

» an applicant will not be required to provide evidence of the safe and traditional use of a medicinal product for which he
procedural guidance

seeks a traditional use registration if he demonstrates that the proposed product and related claims in the application
SME office comply with the information contained in the Community list;
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New possibilities relating to TU

Community list
Entries to be found on EMA-website:

» Home b Document search b Library search
Library seard

—— Search the document library [ Email () Print @ Help [ Share

Public consultations

search for documents published on the Agency's website by title, document type and date of publication.

o i ¥ ‘
T vf:;;:".;% For a site-wide full-text search use the search box at the top of this page.
pudin o
#e™ oia More information is available on the Agency's access to documents policy.
Acronyms such &
V noed VY

Disclaimer: Although the Agency makes its best efforts to provide accurate information, please note that for documents
published before 1 July 2010, the date of first publication shall be deemed as indicative and estimated only. As a tool for
managing web content, the date first published and the date last updated has been introduced only as of 1 July 2010.

Keyword search

Search by keyword in title: Enter keywords

Search by reference number: I

— Filter by document type

Filter by year:

v

Filter by document ownar: [ omnere =

©nly show documents open for [
consultation:
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Community List : 2008/911/EC
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THE COMMISSION OF THE EURDFEAN COMMUNITTES,

Hoving ngard w0 the Trealy estsbliching the Europesn
Commuriry,

Having regard 1o Dirctive 200183EC of the European

Community code relating tn mediinal proccts for human
use (1. and in particular Artick 161} thercof.

Having regard 1o the opis f the Buropean Mecdicines
Agency, formulated on 7 September 2007 by the Committee
for Herbal Medicinal Produie,

Whineas

B The mesues gl foc @ s Decion e o
accorgance with the opinion e Standing
G on Mabkinl roduc fo Hoean U,

HAS ADOPTED THIS DECISION,

Anide 1
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ional bertu] medial products » o

List entry: annex |

cd in Amner 1
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List entry details:

1 P g Nl s, g . mige and lgwre Milp_gibeo. rupire vt wkaw and
Foemiculim. wulgare Miller subsp. midgare var. dales (Millery a wulga e var dube (Mileh annex |l
Thellog comply wth the mqarements set ow in Thllu ae se odes Aanee I o) Geciion
Dieve 2001 31C. Foradm wige Milr sep
valpare var. wigare and fun mlgare Miller subsp, —
e ;;;\:m_‘“;“;;;;‘f;“‘;ﬁ,“" Do conddernd 31 This Do i ddresséd 10 the Meanber Sutes.
ations thertol
@ I is therefore approprisie to extablish 3 i of herba]  D0Re 41 Brussels. 21 November 2008
subsisnces, prepariions and combistions thereof for
e e o bl el producs g = 2
the ety of F(\tmm’um vilgare Miller subsp. vulgare vas e Commbskn
e of Foesicubum vigare Millr subsp Ganer VERHEUGEN
e va. de vl Thelng Viee-Preden:
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List entry: annex |
.
Official Journal of the European Union L 328j43
ANNEX [
List of herlal substances. preparations and combinations thervaf for wse in raditional hedbal medicinal prodicts
established in accordance with Article 16f of Direcrive 2001 B3EC as ameaded by Directive 200429EC
Foiulem g Miller sabsp wilpre var il finer fennel froit)
il var. e (Mllen) Th
1612010 Official poural of the Furopean Lin: Loaiiy
ANNEX |
In Annex | 1o Decisson 200591 1/EC, the following is insened
— Calewduls ffiiealic L 5 incerved befiee Foesioskn vulgare Miller subsp. vadgare
— Tirnpinella amizunn 1 is-snserved afier Foeniidors volgare Miler subsp. valgare var. duke (Mllers Thellung (Sweer
i)
19.1.2010 LN Official Journal of the European Union
ANNEX L
List entry details:
the following twe substances are msered after Calmdula officinalis L annex |l
pr. 61 Makiim) Mavin’
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List entry: details in annex Il
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New possibilities relating to TU - WEU

Community herbal monographs (WEU - TU)

49 final
22 under preparation

Entries on the Community list (TU)

9 entries (draft included) :
6 approved (last update published 19/1/2010) :

=> dossier data to be compiled drastically reduced compared
to before 2004 due to availability of « pre-compiled » data
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