QUALITY OF HOMOEOPATHIC PRODUCTS
IN THE NEW EUROPEAN LEGISLATIVE
FRAMEWORK

The near future for homoeopathics in Europe
Moderator: Dr Michael Morris
(13:49-19:40)
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Introduction to the recently established
Homeopathic Medicinal Products
Working Group
of the Heads of Medicinal Agencies

Emiel van Galen
Netherlands
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Informal Group for homeopathic
medicinal products since 1999

Representatives of Member States, European Commission,
EDQM

Informal discussions on

+ Harmonisation of quality assessment criteria

+ Conformity with European Pharmacopoeia regarding
pharmaceutical def hitions used in the assessment

+ Harmonisation of safety requirements for homeopathic
products from biological origin

- Draft for a harmonised EU dossier template based of the
CTD structure for homeopathic submissions
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The times, also for homeopathy==+--.

Moving from originally 15 Member States,

With their own national simplif ed procedures,

Different dossier templates in usage,

But no effective mutual recognition,

Divergent approaches to preparations of biological origin

No harmonised Dossier Template for submissions in EU

European Pharmacopoeia has acted as

An important beacon for harmonisation.
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The times, they re a changing

Discussions in HoA meetings in Scheveningen (Sept
2004) as well as in Amsterdam (Nov. 2004)

Mandate approved for a
Homeopathic medicinal products Working Group
HomeoMPW G

2 regular meetings / year

25 Member States, EU Commission,
EMEA, EDQM and EEA countries
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Mandate for the HomeoMPWG 1

- An EU forum for regulatory and scientif c exchange
- Provide Guidance on the assessment of homeopathics

- Provide Guidance for applicants and companies

- On request, to provide advice and expertise to the
Coordination Group for mutual recognition

- On request, to provide advice to the Commission, the
Heads of Medicinal Agencies, and the EDQM
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Mandate for the HomeoMPW G 2

- Common interpretation on the Dossier Template to be
used for applications for the simplif ed procedure

- To provide Guidance concerning the regular Modules of
the CTD concerning Quality and Safety.

- To support the drafting of a List of Safe dilution grades
- Guidance documents will be presented to the HoA for

approval and publication on the HoA website.
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A strong focus on

- Exchange of expertise

- Provide Guidance for applicants

+ Common dossier template for applications

- Establishing a template for a assessment report

- Safety of homeopathic medicinal products
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Next meeting of the Working Group 20-22 April 2005
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. Hearing on April 20th, in the
afternoon

. Listen to the needs and
opinions of companies and
prescribers

. Guidance on using the CTD
dossier template

4. To come to a List of Safe
dilution grades

- MRP-practice for
homeopathic medicinal
products

6. Pharmacopoeia issues

7. Any other business

With confidence that today will facilitate the harmonisation of
the market for homeopathic medicinal products in the EU.
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Harmonisation of
homoeopathic manufacturing
methods

Burt H. Kroes
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Mélanie d’Hervilly
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Origin of Homoeopathic manufacturing
procedures
« 1805 Fragmenta de viribus (Hahnemann)
- 1811 Reine Homdopathische Lehre (Hahnemann)
« 1828 Chronische krankheiten (Hahnemann)
+1810-1833  Organon | bis V (Hahnemann)
« 1842 Organon VI including Q potencies (published in 1921)
- 1872 Pharmacopoea homoeopathica polyglotta
(Schwabe)

* 1924 Homdoopathisches Arzneibuch (Schwabe)
« 1934 Amendments to 1924: (Schwabe)
« Ca 1945 Ph. F. Including homoeopathics
« 1978 HAB 1

Source: T. Zeugin Misev © CBGMEB
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Status of homoeopathic manufacturing
methods

[m]

Homoeopathics are medicinal products in
all Member States of the European Union

Official EU manufacturing methods are mandatory
Manufacturing is linked to the definition of the stock
Directive 2003/63/EC

Monographs in the European Pharmacopoeia

[ iy ]
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Differences between HAB and Ph.
F.

HAB Ph. F.

O More than 50 O 3 methods of
methods of production
production

O Medicinal vital O Medicinal vital potency:
potency; plant juice Loss on drying

O D1 contains 10% of 1 D1 contains 1% of
Medicinal vital botanicals
potency.

Source: T. Zeugin Misev © CBGMEB
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Harmonisation of homoeopathic

manufacturing methods
Why |not?
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Harmonisation of homoeopathic
manufacturing methods
Why?
QO Pharmacogenomics?
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Harmonisation of homoeopathic
manufacturing methods
Why?

Report on the joint meeting between homoeopathic
manufacturers , pharmacists, and members of Health
Ministries of Health held in Strasbourg on 17th may
1989:

“.....It was pointed out that it would be
inappropriate to have different standards in
the various countries with the introduction of
the 1993 Homeopathic legislation...”

© CBG-MEB
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Harmonisation of homoeopathic
manufacturing methods

Why ?

Belladonna drops registered in the Netherlands
91412 Belladonna (VSM)

92125 Belladonna (Heel)
92717 Belladonna (Laboratoires Boiron)
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Harmonisation of homoeopathic
manufacturing methods
Why ?
QO Pharmacogenomics ?
QO Mutual recognition
Q Improvement of quality (open source)
Q Certification by EDQM
© CBG-MEB
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Creation and implementation of a new
European homoeopathic standard
Stakeholders

Q Patients
Q Prescribers
Q Industry
O Regulators

© CBG-MEB
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Creation and implementation of a new
European homoc¢opathic standard

Q Phase 1 Selection of stocks and corresponding
manufacturing methods by prescribers (NO
pharmacist !)

Q Phase 2 Define appropriate quality standards for
selected Stocks by European Pharmacopoeia
and Industry (condition: change rules of
procedure of the European Pharmacopoeia
Commission)

Q Phase 3 - Implementation of new EU Hom. tradition
- No discriminative labeling
- Reasonable period of time should be given

to industry to comply
© CBG-MEB
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NOSODES

Eva Claudia Mendes
Medicines and Health Products Department
INFARMED, Portugal

Quality of the Homeopathic Products
in the New European Legislative Framework

Strasbourg, 15 February 2005

PLAN
> Facts

» Definitions

> Manufacture procedures

> Safety
* Raw materials of human origin
* Raw materials of animal origin

* Raw materials of microbiological origin

> Conclusion

> Facts

- Earliest experiments by Constantine Hering

(1827 - 1833)

- Use of miasmic agents as a basis for a
remedy

Nosode

“Nosos” Greek word meaning disease




> Definitions

(HAB) “Nosodes are preparations derived from
products of human or animal disease processes, from
pathogens or their metabolic products or from the
decomposition products of animal organs”

“...surgically removed human or animal organs or parts of

organs showing pathological changes” (Met. 43)

”...killed cultures of microorganisms, decomposition products of
animal organs or body fluids containing pathogens or disease
products, such as blood, cerebrospinal fluid or puncture fluid”
(Met. 44)

HAB - German Homeopathic Pharmacopoeia

> Definitions

(ECHAMP) “Nosodes are homeopathic preparations
made from disease products of human or animal
origin, from pathogens or from products derived from the
decomposition of animal organs, cultured micro- organisms
or body fluids containing pathogens or pathological
products” (Position paper 2002/01 “Nosodes in  Homeopathy:

Significance and Viral Safety)

ECHAMP - European Coalition on Homeopathic and Anthroposophic
Medicinal Products E.E.1.G

> Definitions

(Points to consider document) “Nosodes are
preparations made from products of human or animal
disease processes, from pathogens or their metabolic
products, from the decomposition products of animal
organs, or from cultured micro-organisms”

Points to Consider on Safety of Homeopathic Medicinal Products for
Human and Veterinary Use from Biological Origin, HMPWG




> Definitions

Nosodes are a heterogeneous class of
substances

> Definitions

- organic material derived from yeasts, moulds,
bacteria and viruses

Candida albicans

> Definitions

- organic material taken from ill/infected human
beings/animals like pathologically altered
organs or parts of organs, exudates, body fluids

of infected or ill human beings or animals.

Sero-purulent matter of Buccopharyngeal exudate
Scabies vesicles (Psorinum)  from patient with Measles
(Morbillinum)




> Manufacture procedures

Germany France
» German Homeopathic  + French Pharmacopoeia
Pharmacopoeia
* No specification regulating
« Manufacture according the manufacture of nosodes
to procedures 43 and 44 -« 3 categories of
“biothérapiques”:
Codex, Simple, Complex
« Sterilization (133°C, « Filtration

20 min.) « Thermal treatment
« “Sterility” (2.6.1) test « Sterilization
Ph.Eur

> Safety

Source material potentially infectious

Risk of infection associated with their use

Procedures to assure their viral safety

> Safety

- Approaches to control potential viral contamination

Step 1: selecting and testing source materials for
the absence of detectable viruses

Step 2: testing the capacity of the production
processes to remove or inactivate viruses

Step 3: testing the product at appropriate stages
of production for freedom from detectable
virus




> Safety

* Raw materials of human origin

Identification of starting material

-Origin of donations

-Medical questionnaire before donation
-Method of collection

-Volume (weight) of pools

-Transport and storage conditions before use

> Safety

O Selecting and testing source materials for the
absence of detectable viruses

- Transmission of adventitious agents should be
addressed starting at the level of donor selection and
in relation to the tissue concerned

- Viral markers Absence of other pathology
- Infectious agents besides the desired

N

> Safety

CPMP/BWP/269/95 “Note for
Guidance on Plasma-Derived

- tissues ]
Medicinal Products”

- secretions

- contact with blood \

Commission directive 2004/33/EC
ex:
-Anti-HIV1/2 -Anti-HTLV1/2
- Anti- HCV - HBsAg
> Additional tests may be required




> Safety

Example:
Medorrhinum (Nosode of Gonorrhea)

- pathological source material (blenorragic
secretion from the urethra)

- additional infections (Chlamydia, HIV/AIDS,
Hepatitis, Herpes)

- possible contact/contamination with patient’s
blood

- no “species” barrier between the contaminated
donor and the receptor of the nosode

by

> Safety

OTesting the capacity of the production
processes to remove or inactivate viruses

OTesting the product at appropriate stages of
production for freedom from detectable virus

Production
process validation

Virus spiking at various production steps followed
measure of removal/inactivation in the subsequent
individual step(s)

> Safety

Effective steps in the
inactivation/removal of viruses
- Homeopathic potentisation procedures
- Filtration

- Sterilization

- Thermal inactivation treatment




> Safety

> Validation should be done in the raw material
itself; viruses used must be chosen with
respect to the viral risk of the starting

material and/or reagents used during
production and to resemble a wide range of
physical- chemical properties

> Safety

* Raw materials of animal origin

Identification of starting material

- animal species of origin - animal husbandry

- geographical origin - human consumption
- age of animals - traceability

- health history - method of collection
- veterinary oversight - size of organ pools
- food chain - transport and

storage conditions

> Safety

O Selecting and testing source materials for the
absence of detectable viruses

- Freedom from any human and/or animal
pathogenic agent other than the homeopathic
therapeutic agent

- Pathological examination of the animals and

serological analysis for a range of virus, bacteria
and parasites

- Characteristics of the pathologic condition and
transmissibility should be defined




> Safety

- Induced illness: nature, source and strain of the
substance documented
- TSE risk:

- Commission Directives
- NfG EMEA/401/01 ”Minimizing the risk of

transmitting animal spongiform encephalopathy agents
via human and veterinarian medicinal products”

O Viral Validation studies

> Safety

* Raw materials of microbiological origin

Identification of starting material

* Producing cells (fermentation):

- nature of cells (primary, diploid, continuous
cell line)

- name of the cells
- origin

- reference of cells (deposit in a collection,
patent, etc.)

* Viral strain

> Safety

O Selecting and testing source materials for the
absence of detectable viruses

- Guideline CPMP/ICH/294/95 “Derivation and
characterisation of Cell substrates used for the production of

biotechnological/biological products”

- source of the cells from which was derived,;
references to scientific literature

- description of species, strain, genotypic and
phenotypic characteristics of the organism
from which the cell substrate was derived




> Safety

- pathogenicity, toxin production, biohazard
information

- cultivation history

- identification, characteristics and results for
endogenous and adventitious agents

- tests and qualification of the virus stock

O Viral Validation studies

> Conclusion

- Nosodes are very diverse in nature

- Source materials can be of human, animal or
microbiological origin

Their safety must be evaluated case- by- case




Speaker Nand De Herdt, Industrial Pharmacist
General Secretary of ECHAMP
Conference EDQM Symposium
,Quality of Homoeopathic Products in the
New European Legislative Framework ”

Place / Date Strasbourg, 15t February 2005

Thank you to EDQM for...

.. past work on quality of homoeopathic medicinal
products

.. sharing this view back / forward with the
homoeopathic pharmaceutical community

.. inviting ECHAMP to contribute

Presentation Summary

¢ What is ECHAMP
# Starting from 5 viewpoints

+ General expectations regarding the
Pharmacopoeia Development

+ View back - What has been achieved
+ View forward - in general // in practice
+ Conclusion with 6 key-words




ECHAMP (www.echamp.org)

A manufacturers association
« 48 companies (full members)
« 8 national manufacturers associations (associated members)
« Legal structure: E. E. I. G.

Bodies
* Membership Assembly =» Important decisions
« Board of Management = Management
« Working Groups = Core activities

Basis - Starting Points

e Pharmacopoeias in the EU

e Differences French HP - German HP
e Homoeopathy

e Homoeopathic Pharmacy

e Harmonisation

Pharmacopoeias in the EU

Official
« Ph. Eur. 5 general monographs
12 product monographs
« FHP (about) 300 products monographs
*« GHP (about) 580 products monographs

Not-official but in some MS used as reference
« HPUS
- BHP
« Others




FHP / GHP - Differences

Definitions

« Status of mother tinctures (MT):

,Souche' (stock) / homoeopathic preparation

Manufacturing of MT

« Calculation of raw material / solvent

« Ethanol concentration (depending on the substance)

« Plurality of precisely described methods in the GHP
Quality specifications of MT

« Parameters (ethanol content/relative density/dry residue)

« Specifications (as specific as possible)
Calculation of the D1

Homoeopathy

»Similia similibus curentur®
« Different from allopathic pharmacological principles
« Pharmacological mode of action not yet known/measurable
+ No quantitative dose - effect relationship

Quality as an instrument to guarantee
« Suitability of a medicinal product for its intended use
* Quality has to serve the therapeutic use
« Reproducibility also in the perspective ,homoeopathic use’

Homoeopathic Pharmacy

»Reproducibility” traditionally guaranteed by

« Authenticity of the starting material according to
the homoeopathic drug proving

« Definition of the manufacturing method

Particular responsibility of a pharmacopoeia:
« To consider homoeopathy as such: to accept the basic
principles and the long experience
« Develop quality as a total concept having in mind the principles
of homoeopathy




Harmonisation

= State-of-the-art

« 2 pharmacopoeia traditions historically grown, still ongoing,
reflecting quality and improving their quality

« Different preparations used by patients and doctors have
shown to work by experience

= Harmonisation not the same as unification

General expectations

General monographs: In line with existing definitions and the state-
of-the-art

Dosage forms: General characteristics and quality
Manufacturing methods: To be desribed in detail

Purity: No contaminants nor from the starting material neither from
the manufacturing process

Specifications: To be precise to assure good and constant quality

View back - what is achieved?

A good starting point is set!
= Common quality standards for all Convention MS
« 5 general monographs: Overall definitions and requirements
+ 12 substances:
Common definitions of starting materials

Certain harmonisation mainly regarding methods (e. g.
identity testing)

= Gain experience: learning process

= Opportunity to industry to submit comments




View forward in general

(1) Homoeopathy Group of the Eur. Ph. to continue:
« Benefit for the manufacturers

« Benefit for all EU MS obliged to handle registrations + the
European Pharmacopoeia Convention Members

« Benefit in other parts of the world
(2) Necessary improvements:

« Content of the general monographs:
E.g. include mother tinctures as active substances

« Substance monographs:
Allow adequate solutions, where particularities require e. g.
methanol, proof of absence of foreign matter in fresh plants
Specifications specific enough to allow constant quality

View forward in practice

(3) Chemicals, metals, minerals and dried drugs not
problematic

(4) Mother tinctures from different manufacturing methods
require different specifications

(5) Direct co-operation of the FHP- and GHP pharmaco-
poeial committees facilitated by the EDQM

(6) Direct co-operation of industry and pharmacist
associations working on quality solutions

ECHAMP “s keywords of today

(1) Homoeopathy
« Our task is to guarantee good quality medicinal products for this
specific therapeutic approach

(2) Definitions
« Consistent between legislation, Ph. Eur., Nat. Pharm. and
Guidance documents

(3) Traditions
« To be taken into account in an equal way




ECHAMP “s keywords of today
(4) Quality
« Main task: reproducible quality (precise specifications)

(5) Harmonisation
« So far as possible, sometimes a pragmatic approach

(6) Transparency
« Thank you




