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Association Européenne des Spécialités Pharmaceutiques Grand Public
Association of the European Self-Medication Industry

Europäischer Verband der Arzneimittel-Hersteller


Proposal for a Best Practice Guide of the European Herbal Industry in the framework of the implementation of the Nagoya protocol

AESGP represents the manufacturers of non-prescription medicines of chemical, herbal or homeopathic origin at European level. It counts 29 national associations and 25 associate members. 

AESGP supports the aim of the Convention on Biological Diversity (CBD) and the Nagoya Protocol on Access to Genetic Resources and the Fair and Equitable Sharing of Benefits Arising from Their Utilization to the Convention on Biological Diversity, which provides an international and transparent framework for the effective implementation of the third objective of the CBD i.e. the fair and equitable sharing of benefits arising from the utilisation of genetic resources
. 

Legislative background

The European Union and all of its 27 Member States are Parties to the CBD. The Union and nearly all of its Member States have signed the Nagoya Protocol and thereby committed themselves to work towards implementation and ratification. To that purpose, the Commission issued a proposal for a Regulation of the European Parliament and of the Council on Access to Genetic Resources and the Fair and Equitable Sharing of Benefits Arising from their Utilization in the Union at the end of 2012 which is undergoing the legislative process.

It introduces measures for user compliance in the form of a due diligence obligation for all EU users to ensure that genetic resources and traditional knowledge associated with genetic resources were accessed in accordance with applicable legal requirements for access and benefit sharing. 

In order to support compliance to these obligations the European Commission welcomes the “implementation of recognised best practices” [1].

Impact on medicinal products of herbal origin

Implementation of the provisions of the Nagoya Protocol into European and national legislation is very important for the development of medicinal products of herbal origin as it intends to set up transparent rules for the supply of new natural starting material. It should however be outlined that there are certain risks to such Regulation which might increase bureaucratic burdens, creating confusion for all players and therefore hindering any venture into new products.  

Legislators should take great attention to this aspect during the legislative process so as to keep the essential principles intact but to avoid strict rules that would deter use of natural materials. 

In virtue of Article 8 of the draft Regulation stating that “any association of users may submit an application to the Commission for recognising as best practice a combination of procedures, tools or mechanisms developed and overseen by it” [1], AESGP would like to outline the following principles driven by the herbal pharmaceutical industry’s high interest in sustainable use of raw herbal material and transparent supply chain. 

Given that the legislative process is still ongoing, AESGP’s proposal is based on the text of the Commission proposal for a Regulation; this does not prejudge of AESGP thinking on the final Regulation.

Particularities of medicinal products of herbal origin

Plant materials that are used for the production of medicinal products have certain particularities due to the complex mixture of their ingredients. For the manufacture of these kinds of medicinal products, the herbal raw material is used as such and further processed into e.g. herbal teas, extracts or powders, which are incorporated into the final dosage form
. In some cases also substances obtained from the secondary metabolism of the plants are of interest, e.g. in case they serve as constituents with known therapeutic activity (according to the European guidelines, e.g. quality of herbal medicinal products) or in (rare) cases when they are isolated from the plant material. For this reason, the plant material itself and in some cases isolated secondary substances are used. This creates certain uniqueness for this kind of medicinal products as not only the genetic information but the entire plant material is sourced continuously from nature and therefore requires a sustainable supply chain.

Application of the provisions of the Commission proposal for a Regulation on Access to Genetic Resources on the Fair and Equitable Sharing of Benefits Arising from their Utilization in the Union on medicinal products of herbal origin

The proposed Regulation focuses only on new developments, in the following cases:

· a first access to a resource in its country of origin or;

· a first access to traditional knowledge, starting from the date when the Regulation enters into force. Any documented use in the European Union prior to enforcement of the Regulation is excluded.

The supply chain of herbal material imported from countries outside Europe is often very complex as shown in the figure below.
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Figure 1 Supply Chain
The user is normally the final buyer, i.e. the pharmaceutical company, which develops and markets the medicinal product once authorised. According to Article 4 of the Regulation the end user is responsible for exercising due diligence to ascertain that genetic resources and traditional knowledge were accessed in accordance with the respective legislation and that, where relevant, benefits are fairly and equitably shared upon mutually agreed terms [1]. The user is allowed to delegate this task to other parts of the supply chain or to a third party.

Figure 1 illustrates the rather complex structure of the supply chain, which can have numerous variants. As transparency is a precondition for Access and Benefit Sharing (ABS), the user should undertake best efforts to create a clear and transparent structure. This includes an explicit definition of responsibilities, which are determined in supply contracts between users of material/knowledge and all parties along the whole supply chain, as well as mutually adjusted benefit sharing arrangements.

In the Nagoya Protocol the tasks of an Access and Benefit Sharing Clearing house, are defined, i.e. sharing and making available information related to ABS received from national authorities including legislative, administrative and policy measures, information on the national focal point and national authorities as well as permits issued at the time of access as evidence of the decision to grant prior informed consent and of the establishment of mutually agreed terms [3].

From our point of view, the ABS Clearing house is an essential body to ensure a successful implementation of the Nagoya Protocol. It provides the basis for a reliable and legally valid exchange of detailed information from national authorities on legal requirements and guidance for use and trade. Thereby it is an important place to go to obtain information on the respective focal points and authorities that can be contacted. 

Concerning this, focal points and/or respective authorities should make relevant information available, be able to act as mediators between users and indigenous groups and be empowered to act as stakeholders by themselves.

Establishing a functioning Clearing house is important, especially in the context of complex supply chains involving many different parties and usually enormous volume of different – and sometime conflicting- legal requirements. 
Article 4 Obligations of users vs. existing standards

Article 4 of the draft of the EU Regulation for the implementation of the Nagoya Protocol refers to obligations for users of genetic resources and traditional knowledge associated with genetic resources [1].

EU proposal for a Regulation on the Nagoya Protocol [1] Article 4 reads as follows:

“(1) Users shall exercise due diligence to ascertain that genetic resources and traditional knowledge associated with genetic resources used were accessed in accordance with applicable access and benefit-sharing legislation or regulatory requirements and that, where relevant, benefits are fairly and equitably shared upon mutually agreed terms.

Users shall seek, keep, and transfer to subsequent users information relevant for access and benefit-sharing.

(2)   Users shall:

(a) seek, keep and transfer to subsequent users information on:
(1)  the date and place of access of genetic resources and traditional knowledge associated with such resources;

(2)  the description of genetic resources or traditional knowledge associated with such resources used, including available unique identifiers;

(3)  the source from which the resources or the knowledge were directly obtained as well as subsequent users of genetic resources or traditional knowledge associated with such resources;

(4)  the presence or absence of rights and obligations related to access and benefit-sharing;

(5)  access decisions and mutually agreed terms, where applicable;

(b) obtain additional information or evidence where uncertainties about the legality of access and use persist; and

(c) obtain a proper access permit, establish mutually agreed terms, or discontinue the use where it appears that access was not in accordance with applicable access and benefit-sharing legislation or regulatory requirements.
(3)   Users shall keep the information relevant for access and benefit-sharing for twenty years after the end of the period of use.

(4)   Users acquiring a genetic resource from a collection listed in the Union register of trusted collections referred to in Article 5(1) shall be considered to have exercised due diligence as regards the seeking of information relevant to access and benefit sharing for genetic resources and traditional knowledge associated with genetic resources.”

As a general rule, most if not all the principles of the Convention on Biological Diversity (CBD), particularly those of Part III on ABS, are already fulfilled by companies in their daily practice [4]. Since raw materials used for the production of herbal medicinal products are taken from nature, all parties involved have a high interest in sustainability to guarantee long-standing availability of the material and business relations. Respect of traditional knowledge and use, customary rights and ownership must be the basis for a trustful partnership and transparent agreements. The aim is to achieve a win-win situation for all parties involved in the supply chain comprising monetary and non-monetary activities. For this purpose, social, educational, environmental, health and safety aspects should be appropriately taken into account. As these aspects have been established for a long time, existing guidelines already cover many of them.

Article 4 Paragraph 2 (a) (1), (2) and (3) concerning the use of genetic resources
Manufacturing of herbal medicinal products must be in accordance with Good Manufacturing Principles (GMP) principles. Thus, many obligations of the Nagoya Protocol, in particular those of Article 4 Paragraph 2 (a) (1), (2) and (3) concerning the use of genetic resources are already covered by Annex 7 of the EU Guideline on Good Manufacturing Practice (GMP). This annex focuses on the manufacture of herbal medicinal products, and/or the Guideline on Good Agricultural and Collection Practice (GACP) of the European Committee on Herbal Medicinal Products (HMPC) [5; 6].

Article 4 Paragraph 2 (a) (1) – Date and place of access

Detailed documentation along the supply chain is a key aspect of GMP. For herbal medicinal products “details of the source of the plant (country or region of origin, and where applicable cultivation, time of harvesting, [...])” (European Commission, 2008) should be documented [5]. In the GACP guidelines traceability of batches is given top priority. This traceability can be achieved by correct labelling of type, quantity and date of harvest and description of the geographic location of the collecting area [6]. Thus the date and place of access to genetic resources are always documented as this is part of the marketing authorisation process and manufacturers acting in accordance with GMP fulfil the requirements of Article 4 paragraph 2 (a) (1).

Article 4 Paragraph 2 (a) (2) – Description of the genetic resource

Annex 7 of the EU guideline also stipulates that “the binomial specific name of plant (genus, species, subspecies/variety and author; other relevant information such as the cultivar name and the chemotype [...], which part of the plant is/are used, macro and microscopic examination [of the herbal substance], suitable identification testes [...], specific distinctive tests)” should be documented [5]. Also GACP guidelines require: “seeds [and vegetative propagated medicinal plants] should originate from plants that have been accurately identified in terms of genus, species, variety/cultivar/chemotype and origin and should be traceable” [6]. With respect to the complex supply chain of herbal medicinal products the EMA Guideline on quality of herbal medicinal products/ traditional herbal medicinal products outlines that such a comprehensive specification for each herbal substance must be submitted [even] if the applicant is not the manufacturer of the herbal substance [7]. Such documentation corresponds to the essential information demanded in Article 4 paragraph 2 (a) (2).

Article 4 Paragraph 2 (a) (3) – Source from which the resource was obtained

The same applies to the obligations concerning information on the source from which the resources were directly obtained as well as information on subsequent users of genetic resources or traditional knowledge, which are also already covered by the requirement of traceability as mentioned above.

Article 4 Paragraph 2 (a) (1), (2) and (3) concerning the use of traditional knowledge

Traditional use is in many cases the basis of the development of a herbal medicinal product. Research and acquisition of data on the traditional use is part of the documented development process. Therefore mechanisms for the assessment of traditional knowledge are already in place and could be made available for relevant parties as soon as the mechanism foreseen by the Nagoya Protocol is established. A crucial prerequisite for this is transparency on the legal ABS requirements in the providing countries via the ABS Clearing house. At present, industry endeavours to follow national requirements for access to genetic resources and traditional knowledge.

Article 4 Paragraph 2 (a) (4) – Presence or absence of rights and obligations

In all cases industry follows national requirements for access to genetic resources and traditional knowledge which will in the future be collected and made available by the ABS Clearing house. In case of an application for a European patent, the presence or absence of rights and obligations related to access and benefit-sharing need to be assessed and documented in accordance with the European patent legislation.

Article 4 Paragraph 2 (a) (5) – Access decisions and mutually agreed terms

Providing information on access decisions and mutually agreed terms is one of the tasks of the ABS Clearing house, which shall make permits issued at the time of access available. They serve as evidence of the decision to grant prior informed consent and of the establishment of mutually agreed terms. Also in this case, industry does its best to follow national requirements for access to genetic resources and traditional knowledge.

Article 4 Paragraph 2 (b) – Uncertainties about the legality of access and use

The obligation to obtain additional information in case of uncertainties about the legality of access and use can be fulfilled as soon as the ABS Clearing house is established. It belongs to the tasks of the Clearing house to make such information available.

Article 4 Paragraph 2 (c) – Access permit and mutually agreed terms

The obligation on developing mutually agreed terms is based on Art. 15 of the Convention on Biological Diversity and is implemented in the Bonn Guidelines (cf. annex). According to the Bonn Guidelines the most essential parts of mutually agreed terms are a prior informed consent (PRIC) and standardised material transfer agreements (MTA) including benefit sharing arrangements [4;9].

In Article 27 of the Bonn guidelines elements of a prior informed consent (PRIC) are defined. The obligation to seek prior informed consent in advance should reflect the relevant traditional knowledge as well as the intended research projects. It should be underlined that seeking prior informed consent in advance is a difficult task in the development of new medicinal products. Therefore, it is of high importance to achieve clarity about CBD-relevant issues at an early stage of the development of medicinal products. In particular, changes and extension of scope in ongoing projects should be considered, as far as possible, in the prior informed consent.

Nowadays, Material Transfer Agreements (MTA) based on the Convention of Biological Diversity (CBD) are already established practices in the case of new access to a genetic resource by pharmaceutical industry. Appendix I of the Bonn Guideline gives an overview on the major relevant elements of these agreements [8].

The contractors and the contents of an MTA depend on the regulation of the providing country. There are many well-established standards in the field of herbal medicinal products applied by the pharmaceutical industry which contribute to the requirements for an MTA in line with the Bonn Guidelines. The elements, e.g. reference to GACP and the EU GMP Guideline, have been described above in the context of Article 4 of the draft Regulation.

In order to reflect the complexity of the supply chain as illustrated above, special provisions adapting the general recommendations of the Bonn Guideline have to be made. Rights and obligations of all parties along the supply chain should be described in individual contracts. 

The description of the scope and the terms of the projects outlined in the MTA should be flexible and pragmatic to allow a reasonable degree of freedom for research and development activities.

Article 4 Paragraph 3 – Storage of documents

According to legal obligations, storage of documents for 10 years is common practice in pharmaceutical companies and is regarded sufficient.

Article 4 Paragraph 4 and Article 5 – Union trusted collections

According to Article 4 (4) users acquiring a genetic resource from a Union trusted collection shall be considered to have exercised due diligence as regards the seeking of information relevant to ABS for genetic resources and traditional knowledge. At present, using trusted collections is considered having a low priority for herbal medicinal products with regard to ABS. As soon as clear guidance is available, industry will come back on that issue in order to develop appropriate procedures.

Conclusion

The proposal for an EU Regulation concerning the implementation of the Nagoya Protocol defines the framework on a CBD-compliant handling with access to genetic resources and the fair and equitable sharing of benefits arising from their utilisation. This European proposal allows a sector-specific realisation of the requirements set in the Nagoya Protocol.

Concerning herbal medicinal products the developing process starting from a plant in its country of origin and resulting in a herbal medicinal product ready for marketing in the user country is rather complex. As many different parties might be integrated in this supply chain it is of highest importance to achieve transparent and clear structures as a precondition for all ABS efforts according to the requirements of the Nagoya Protocol. Therefore, it is our deepest concern to emphasise the function of the ABS Clearing house as a platform to exchange valid information on existing legislations and responsible focal points and authorities. Establishing a Clearing house with such functions as described in Article 14 of the Nagoya Protocol is of paramount importance to enable a CBD conform handling in the purpose of ABS.

For herbal medicinal products sustainability concerning environmental but also social aspects are of highest priority to guarantee a long-standing, effective use of resources. It is common practice that companies using genetic resources in terms of plants and plant material apply GMP and GACP standards, which include requirements defined in Article 4 of the EU proposal. Thus many obligations set in Article 4 concerning genetic resources are already well-established standard.

Requirements set in this proposal according to the use of traditional knowledge are nowadays partly fulfilled by industry as part of good development practice. Especially in the field of patents a responsible handling of traditional knowledge is indispensable.

This proposal for a Best Practice Paper demonstrates that many of the obligations set in the Nagoya Protocol are already fulfilled by manufacturer of herbal medicinal products due to the existing sector specific guidelines and regulations. However, the increasing importance of transparency of the supply chain and the rising amount of engaging national and international regulations can only be borne with the support of a well-working ABS Clearing house.

Brussels, 27 August 2013
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Annex - Appendix I of the Bonn Guidelines on Access and Benefit Sharing [8] 
SUGGESTED ELEMENTS FOR MATERIAL TRANSFER AGREEMENTS: 
Material transfer agreements may contain wording on the following elements:
A. Introductory provisions

1. Preambular reference to the Convention on Biological Diversity

2. Legal status of the provider and user of genetic resources

3. Mandate and/or general objectives of provider and, where appropriate, user of genetic resources
B. Access and benefit-sharing provisions

1. Description of genetic resources covered by the material transfer agreements, including accompanying information

2. Permitted uses, bearing in mind the potential uses, of the genetic resources, their products or derivatives under the material transfer agreement (e.g. research, breeding, commercialization)

3. Statement that any change of use would require new prior informed consent and material transfer agreement

4. Whether intellectual property rights may be sought and if so under what conditions

5. Terms of benefit-sharing arrangements, including commitment to share monetary and non-monetary benefits

6. No warranties guaranteed by provider on identity and/or quality of the provided material

7. Whether the genetic resources and/or accompanying information may be transferred to third parties and if so conditions that should apply

8. Definitions

9. Duty to minimize environmental impacts of collecting activities
C. Legal provisions

1. Obligation to comply with the material transfer agreement

2. Duration of agreement

3. Notice to terminate the agreement

4. Fact that the obligations in certain clauses survive the termination of the agreement

5. Independent enforceability of individual clauses in the agreement

6. Events limiting the liability of either party (such as act of God, fire, flood, etc.)

7. Dispute settlement arrangements

8. Assignment or transfer of rights

9. Assignment, transfer or exclusion of the right to claim any property rights, including intellectual property rights, over the genetic resources received through the material transfer agreement

10. Choice of law

11. Confidentiality clause

12. Guarantee
� Definitions according to the EU proposal for a Regulation on the Nagoya Protocol [1]:


Art. 3 (2) “genetic material” means any material of plant, animal, microbial or other origin containing


functional units of heredity;


Art. 3 (3) “genetic resources” means genetic material of actual or potential value


� Definitions according to Directive 2001/83/EC [2]:


Art. 1(30): Herbal medicinal product: Any medicinal product, exclusively containing as active ingredients one or more herbal substances or one or more herbal preparations, or one or more such herbal substances in combination with one or more such herbal preparations.


Art.1 (31): Herbal substances: All mainly whole, fragmented or cut plants, plant parts, algae, fungi, lichen in an unprocessed, usually dried form, but sometimes fresh. Certain exudates that have not been subjected to a specific treatment are also considered to be herbal substances. Herbal substances are precisely defined by the plant part used and the botanical name according to the binomial system (genus, species, variety and author).


Art.1 (32): Herbal preparations: Preparations obtained by subjecting herbal substances to treatments such as extraction, distillation, expression, fractionation, purification, concentration or fermentation. These include comminute or powdered herbal substances, tinctures, extracts, essential oils, expressed juices and processed exudates.








Self-care: The first choice in healthcare

7 avenue de Tervuren, 1040 Brussels,  Belgium  |  Tel: + 32 2 735 51 30  |  Fax: + 32 2 735 52 22 |  info@aesgp.eu  |  www.aesgp.eu

| 10

