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Special provisions for traditional herbal medicinal products

Introduction 

These special provisions for traditional herbal medicinal products are made in accordance with ‘Directive 2001/83/EC of the European Parliament and of the Council of 6 November 2001 on the Community code relating to medicinal products for human use’ and ‘proposal for a Directive of the European Parliament and of the Council amending the Directive 2001/83/EC as regards traditional herbal medicinal products (2002/0008 (COD))’. These provisions will be updated in accordance with EU updates as and when they appear.  

As the EU Directive on traditional herbal medicinal products has not yet come into force, the special provisions in this Annex shall be interpreted by applicants as guidelines only. Until such a time as EU provisions come into force, the granting or refusal of applications by the Kosovo competent authority under this simplified procedure shall be conducted on a case basis. 

Definitions

For the purposes of this Annex, a herbal medicinal product shall mean any medicinal product, containing as active substance(s) 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.

Herbal substances shall mean all mainly whole, fragmented or cut plants, plant parts, algae, fungi, lichen in an unprocessed, usually in 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 shall be precisely defined by the plant part used and the botanical name according to the binomial system (genus, species, variety and author).

Herbal preparations shall mean preparations obtained by subjecting herbal substances to treatments such as extraction, distillation, expression, fractionation, purification, concentration and fermentation. These include comminuted or powdered herbal substances, tinctures, extracts, essential oils, expressed juices and processed exudates.
Applications based upon the aforementioned definitions shall provide a full dossier taking into consideration the following special provisions.

Applicant requirements for demonstrating traditional medicinal use of the herbal medicinal product

1. The requirement to show medicinal use throughout the period of thirty years as specified in para 4.1 (iv) of Section 7 of the Regulation, is satisfied even where the marketing of the product has not been based on a specific authorisation. It is likewise satisfied if the number or quantity of ingredients of the medicinal product has been reduced during that period.

2. A herbal medicinal product with equivalent characteristics, as referred to in the Module 4 and 5 section below is characterised by having the same active substance(s), irrespective of the excipients used, the same or similar intended purpose, equivalent strength and the same or similar route of administration as the herbal medicinal product applied for.

3. If the product has been available within a European state for at least fifteen years, the applicant may supply evidence of medicinal use throughout a period of time, which completes the period of thirty years in a specified territory or territories outside of Europe.

4. When evaluating an application for traditional herbal medicinal products marketing authorisation, the competent authority shall take due account of existing authorisations granted by both EU Member States and EU-accessing countries, the latter via approved CADREAC procedures.

Grounds for refusal of an application under the traditional herbal medicinal product simplified procedure

A marketing authorisation application made under the traditional herbal medicinal product simplified procedure shall be refused if the application does not comply with the provisions set out in Section 7 of this Regulation and if at least one of the following conditions occurs:

(i) the qualitative and/or quantitative composition of the herbal medicinal product is not as declared; 

(ii) the therapeutic indications do not comply with the conditions laid down in Section 7 Para 4.1 (i) of the Regulation;

(iii) the product could be harmful under normal conditions of use,

(iv) data on traditional use is insufficient, especially if pharmacological effects or efficacy are not plausible on the basis of long-term use and experience, or

(v) the pharmaceutical quality is not satisfactorily demonstrated.

The competent authority shall provide the applicant, and any third state competent authority requesting this, with any decision it makes to refuse a herbal medicinal product traditional use simplified procedure marketing authorization application on safety grounds and the reasons for this.

Provision for the creation of a register of herbal medicinal product monographs valid for marketing authorisation applications in Kosovo 

With regard to Section 7 Para 4.5 of this regulation and with reference to Article 16h of ‘proposal for a Directive of the European Parliament and of the Council amending the Directive 2001/83/EC as regards traditional herbal medicinal products (2002/0008 (COD))’, the sub committee on Herbal medicinal products to the Kosovo Committee for Medicines Evaluation shall recognise and employ in its work Herbal medicinal product monographs as determined by the European Agency for the Evaluation of Medicinal Products (EMEA) on the basis of prior appropriate consultation by the EMEA with the Kosovo competent authority. 

At such a time as herbal medicinal product monographs are established by EMEA and are subsequently approved by the competent authority in Kosovo, the marketing authorisation holder shall within one year after the date of adoption of relevant monographs introduce a modification to the marketing authorisation dossier in order to comply with the relevant monograph and submit the modification to the competent authority within the specified time period. 

Dossier special provisions concerning traditional herbal medicinal products

EU Part I /CTD Module 1

EU Part I / CTD - 1.3.1 Summary of Product Characteristics

For herbal medicinal products, the data under heading XXXX can be omitted.

EU Part II / CTD Module 3

EU Part II / CTD 3.2.S Active substance(s)

1. A reference to the monograph on the herbal substance(s) and/or herbal preparations employed shall be provided with respect to such monograph in European Pharmacopoeia, a recognised national pharmacopoeia or other reference source with appropriate justification. Where the reference monograph does not exist in a recognised pharmacopoeia, a copy shall be provided by the applicant. 
2. With respect to the nomenclature, the scientific name of plant, with the name of the author, variety and chemotype, the other names (synonyms mentioned in any pharmacopoeia), the parts of the plant, the ratio of the herbal active substance to the herbal drug preparation and the laboratory code shall be provided.

3. To document the section on the structure, the physical form, the description of constituents with known therapeutic activity or markers as well as other constituents, the relative molecular mass, the structural formula, including relative and absolute stereo-chemistry, the molecular formula, and the relative molecular mass shall be provided.

4. In the description of manufacturing process and process controls, a flow diagram of the production process, a sequential procedural narrative of the manufacturing process (quantities of raw materials, solvents, catalysts and reagents reflecting the representative batch scale for commercial manufacture, identification of critical steps, process controls, equipment and operating conditions), and alternate processes with the same level of detail as the primary process shall be provided.

5. Raw materials (e.g., solvents, reagents, substances for standardisation) used in the manufacture of the herbal preparations shall be listed identifying where each material is used in the process. Information on the quality and control of these materials, and information demonstrating that they meet standards appropriate for their intended use shall be provided.

6. As to the manufacturing process development, the description of change(s) made to the manufacture of herbal substances and herbal preparations batches used in support of the marketing authorisation application (e.g., non-clinical or clinical studies, bibliographical documentation or historical batch data), the reason for the change(s), the testing used to assess the impact of manufacturing changes on the active substance(s), the cross-reference to the location of these studies in other Modules, shall be provided.

EU Part II  / CTD 3.2.P Finished Herbal Medicinal Product

1. Where formulations are described in bibliographical data, a brief summary describing the development of the finished product taking into consideration the proposed route of administration and usage, the differences between clinical formulations and the formulation (composition), the results from comparative in vitro studies (dissolution) or comparative in vivo studies (bio-equivalence) shall be provided and discussed.

2. The selection and optimisation of the manufacturing process, in particular its critical aspects or the method of sterilisation shall be documented. Differences between the manufacturing process(es) used to produce pivotal clinical batches and the process described in the manufacture that can influence the performance of the product shall be documented and discussed.
EU Part III / CTD Module 4 and EU Part IV / Module 5

In lieu of EU Part III / CTD Module 4 and EU Part IV / CTD Module 5 data set requirements the following data should be presented under the heading ‘Bibliographic and Expert Evidence on the Safety and Efficacy of the Herbal Medicinal Product’:

1. Bibliographical or expert evidence to the effect that the herbal medicinal product in question, or a herbal medicinal product with equivalent characteristics has been in medicinal use either: 

(i) throughout a period of at least thirty years in a European state preceding the date of application;

(ii) throughout a period of at least fifteen years in a European state supplicated with evidence of medicinal use throughout a period of time which completes the period of thirty years in a specified territory or territories outside of Europe.

2. Bibliographic review of safety data together with an expert report and data necessary for assessing the safety of the herbal medicinal product.

For active substances for which there are no scientifically valid publications concerning their pharmacological-toxicological data, either CTD Module 4 pre-clinical data or Part III pharmacological-toxicological documentation shall be submitted.
3. Summarised and updated bibliographic data about the clinical use of the active substance (whereby the safety and effectiveness of the product may be proved by traditional medicinal use) or, in the case either where the herbal medicinal product has indications in different therapeutic areas or for a new active substance, either CTD Module 5 clinical data or Part IV clinical documentation shall be submitted.
4. for a new combination of known active substances, assessment of the advantages of the proposed combination in relation to risk/benefit ratio will be submitted. 

PART II C: CONTROL OF STARTING MATERIALS

1 ACTIVE SUBSTANCE (S)

1.1. Specifications and routine tests

1.1.1 Active substance(s) described in a pharmacopoeia

1.1.2 Active substance(s) not described in a pharmacopoeia

·   Characteristics

·   Identification tests

·   Purity tests (potential contamination by micro-organisms, products of micro-organisms, pesticides, toxic metals, radioactivity, fumigants, etc).

·   Other tests

·   Assay(s) of constituents with known therapeutic activity of markers

·   In the case of herbal drugs/herbal drug preparations, a monograph on the herbal drug substance (s)

1.2. Scientific Data 

1.2.1 Nomenclature - scientific name of plant, genus, species with the name of the authority, variety and chemotype; parts employed of the herb; ratio of the herbal drug to the herbal drug preparation; extraction solvent (s); other name; laboratory code, International non-proprietary name (INN) if latter can be applied

1.2.2 Description

· Physical form

· Constituents with known therapeutic activity or markers – structural formula (including conformational data for macromolecules) based on recent scientific data

· Relative molecular mass

· Chirality

1.2.3 Manufacture

· Name(s) and address(es) of the manufacturing source(s)

· Geographic source of active substance of herbal origin

· Manufacturing route – description of process, solvents, reagents, constituents, purification stages

· Standardisation

1.2.4 Quality control during manufacture

- Starting materials

- Control tests on intermediate products (where appropriate)

1.2.5 Development (for active substance(s) of herbal origin)

1.2.5.1 Herbal drug

· Description of the herbal drug – macroscopic, microscopic, additional tests

· Composition and analytical research for constituents and physical characteristics 

· Investigation for adulterants of known toxic excipients

· Analytical development and validation, commentary on the choice of routine tests and

specifications

1.2.5.2 Herbal drug preparations (e.g. powder extract)

- Analytical chemical profile (qualitative and quantitative)

- Detection of known toxic constituents (e.g. pyrrolizidine alkaloids, estragole, thujone)/adulterants

- Analytical development and validation, commentary on the choice of routine tests and

specifications

1.2.6 Impurities

- Potential impurities originating from cultivation, harvesting/collection, storage 

- Potential impurities arising during production and purification, residual solvents 

- Methods detecting potential contamination of the active substance (s) of herbal origin by micro-organisms and products of micro-organisms, pesticides, fumigation agents, toxic metals, radioactivity etc 

- Potential substitution and adulterants

1.2.7 Batch analysis

- Batches tested (date of manufacture, place of manufacture, batch size, and use of batches including batches used in preclinical and clinical testing) 

- Results of tests

- Reference material (analytical results), primary and others

2 EXCIPIENTS

For excipients of animal origin it should be demonstrated that they are manufactured in accordance with the requirements of the European Pharmacopoeia (Ph. Eur.) general chapter 5.2.8 Minimising the risk of transmitting agents of animal spongiform encephalopathy.

2.1 Specifications and routine tests

2.1.1 Excipient(s) described in a pharmacopoeia

2.1.2 Excipient(s) not described in a pharmacopoeia

- Characteristics

- Identification tests

- Purity tests (including limits for named, total, other single, unidentified single and unidentified total impurities)

- Other tests

- Assay(s) and/or evaluations (where necessary)

2.2 Scientific data

Data, where necessary, for example on excipient(s) used for the first time in medicinal products (see II C.I.2).

3 PACKAGING MATERIAL (IMMEDIATE PACKAGING)

3.1. Specifications and routine tests

- Type of material

- Construction 

 - Quality specifications (routine tests) and test procedures 

3.2. Scientific data 

 - Development studies on packaging materials

- Batch analysis, analytical results

PART II D: CONTROL TESTS ON INTERMEDIATE PRODUCTS (IF NECESSARY)

A distinction should be made between in-process controls (Part II B) and control tests on intermediate products.

PART II E: CONTROL TESTS ON THE FINISHED PRODUCT

1 SPECIFICATIONS AND ROUTINE TESTS

1.1 Product specifications and tests for release at time of manufacture (general characteristics, specific standards)

1.2 Control Methods

1.2.1 Test procedures for identification and quantitative determination of constituents with known therapeutic activity or of markers. It must be described in detail (including biological and microbiological methods where relevant), together with other tests which include those in the appropriate general monograph for the type of dosage form in the European Pharmacopoeia:

- Identification tests

- Quantitative determination of active substance(s); and additionally for herbal drugs and herbal drug preparations, quantitative determination of constituents with known therapeutic activity or of markers

- Purity tests

- Pharmaceutical tests (e.g. dissolution)

1.2.2. Identification and determination of excipient(s)

- identification tests for approved colouring materials

- determination of antimicrobial or chemical preservatives (with limits)

2 SCIENTIFIC DATA

2.1 Analytical validation of methods and comments on the choice of routine tests and standards (e.g. working standards)

2.2 .Batch analysis

- Batches tested (date of manufacture, place of manufacture, batch size and use of batches)

- Results obtained

- Reference material (analytical results), primary and others

PART II F: STABILITY

1 STABILITY TESTS ON ACTIVE SUBSTANCE (S)

- Batches tested

- General test methodology

· accelerated test conditions

· normal test conditions

- Analytical test procedures

· assay

· determination of degradation products 

· chromatographic profile

- Validation of all test procedures including limits of detection (including initial results)

- Results of tests

- Conclusions

Data on stability tests on active substances may not be required if justified by the applicant, provided that the finished product is manufactured immediately after production of the active substance(s).

2 STABILITY TESTS ON THE FINISHED PRODUCT

- Quality specification for the proposed shelf-life

- Batches tested and packaging

- Study methods

· real time studies

· studies under other conditions

- Characteristics studied

· physical characteristics

· microbiological characteristics

· chemical characteristics

· chromatographic characteristics

· characteristics of the packaging (container/closure interaction with the product) 

- Evaluation test procedures

· description of test procedures

· validation of test procedures

- Results of tests (including initials and reference to degradation products)

- Conclusions

· shelf-life and storage conditions

· shelf-life after reconstitution and/or first opening of the product 

- Ongoing stability studies

PART II G: BIOAVAILABILITY/BIOEQUIVALENCE

Give reference to relevant sections in Part IV.

PART II H: DATA RELATED TO THE ENVIRONMENTAL RISK ASSESSMENT FOR PRODUCTS CONTAINING, OR CONSISTING OF GENETICALLY MODIFIED ORGANISMS (GMOS)

PART II Q: OTHER INFORMATION

This part is intended for information not covered by any of the previous parts, e.g. the analytical tests used for the pharmaceutical development of the product, studies concerning metabolism and bioavailability, etc.
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