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Introduction

Traditional medicine refers to health practices, approaches, knowledge and beliefs incorporating plant, animal and mineral based medicines, spiritual therapies, manual techniques and exercises, applied singularly or in combination to treat, diagnose and prevent illnesses or maintain well-being (WHO, 2003). Traditional medicines have been used by humankind for the treatment of various diseases since long before the advent of orthodox medicine, and to this day, serve the health care needs of the majority of the population living in Africa. It has been estimated that around 80% of the population living in Africa rely on traditional forms of medicine to meet their health care needs (WHO-AFRO, 2010b). WHO-AFRO (2010) reports that in countries for which more detailed data are available, the percentage of the population that uses traditional medicine ranges from 90% in Burundi and Ethiopia, to 80% in Burkina Faso, the Democratic Republic of Congo and South Africa; 70% in Benin, Cote d'Ivoire, Ghana, Mali, Rwanda and Sudan; and 60% in Tanzania and Uganda. According to a survey conducted by WHO Roll Back Malaria, in Ghana, Mali, Nigeria and Zambia, 60% of febrile cases among children, presumably due to malaria, were treated with herbal medicines at home in 1998 (WHO, 2002). A study published by UNAIDS (UNAIDS, 2003), suggests that about two thirds of AIDS patients in developing countries use traditional medicines to obtain symptomatic relief and manage opportunistic infections. WHO-AFRO (2010) explains that traditional medicine is popular because it is generally available, affordable, and commonly used in large parts of Africa, Asia, and Latin America.
In recognition of the wide use and hence the importance of integrating traditional medicine into their national health systems, the Heads of State and Government in their meeting in Lusaka, Zambia in July 2001 declared the Decade of African Traditional Medicine from 2001-2010 in order to create an enabling environment for optimising its contribution (AUC, 2007). African countries were urged to establish a national multidisciplinary body responsible for the coordination of traditional medicine; formulation of a policy and legal framework; allocation of adequate resources; development of regulations for the local production and rational use of traditional medicines and protection of intellectual property rights. The Progress Report on Decade of African Traditional Medicine in the African Region (WHO-AFRO, 2011) indicates that during the Decade countries popularized traditional medicine, established and strengthened their institutional capacity and developed national policies and regulatory frameworks for the practice of traditional medicine. Noting that among the challenges faced in the implementation of the strategy to promote the role of traditional medicine in health systems included weak regulatory capacity which led to malpractices in traditional medicine in some countries; insufficient scientific data on the safety, efficacy and quality of traditional medicines; and unfavourable policy, economic and regulatory environments for local production of traditional medicines, WHO-AFRO (2011) proposed the strengthening of the regulation of traditional medicine products, practitioners and practice taking into consideration the Algiers Declaration on Research for Health (WHO-AFRO, 2009) among other actions.
This African standard has been developed in response to the challenges outlined above while serving also promoting a comparatively uniform system for the registration, marketing and commercial distribution of traditional medicines of consistent quality in Africa. 

Minimum requirements for registration of plant based traditional medicinal products 
1
Scope

This African Standard specifies minimum criteria for plant based traditional medicinal products on safety of use, quality and therapeutic efficacy to facilitate the registration, marketing and distribution of standardized traditional medicines.
2
Normative references

The following referenced documents are indispensable for the application of this document. For dated references, only the edition cited applies. For undated references, the latest edition of the referenced document (including any amendments) applies.

DARS 950:2014, African Traditional Medicine — Glossary 
DARS 951:2014, African Traditional Medicine — GMP for herbal medicines
DARS 952:2014, African Traditional Medicine — Guidelines on GACP for medicinal plants
DARS 953:2014, Traditional African Medicine — Certification scheme for medicinal plant produce
CD-ARS 955-2014, Technical guidelines for safety, efficacy and quality of raw materials and herbal medicines
WD-ARS 968:2014, African Traditional Medicine — Guidelines for pharmacovigilance
3
Definitions and abbreviations
For the purpose of this standard, the terms and definitions in DARS 950:2015 apply.

4
General technical information
4.1
Particulars of the applicant
4.1.1
The application for the registration of traditional medicine shall be made only by:

(a) The License/patent holder

(b) The manufacturer

(c)
An authorized Local Technical Representative (LTR) of the manufacturer or License/patent holder who shall be responsible for facilitating communication with the applicant and when the product is registered shall assume all legal responsibilities regarding the product in the market
(c) Traditional health practitioners

4.1.2 The name, physical address, telephone number, fax number, and e-mail address of the applicant shall be provided.

4.2
Particulars of the product
4.2.1
Product Name: the trade and/or brand name which is unique to a particular medicine and by which it is generally identified (and by which it is registered in the country of manufacture). 
4.2.2
Dosage form of the product: the form in which the medicine is presented — a macerate, infusions, ashes, decoctions, tablet, capsule, solution, suspension, emulsion, ointment, suppository etc.

4.2.3
Strength of the product shall be given per unit dosage form or per specified quantity: e.g. mg per tablet, mg per capsule, mg/ml, mg per 5ml spoonful, mg per g, etc.

4.2.4
Therapeutic use(s): the intended use should be only the major indication(s). The product may be multi-component with other pharmacological properties but the application should be restricted to the intended use.

4.2.5
Visual description of the product: a full description/appearance of the traditional medicine including colour, size, shape and other relevant features, e.g. green powder, brown liquid, pink film-coated tablets etc.

4.2.6
Type of container: state the type of the primary package in which the traditional medicine is presented e.g. in hdpe bottles, aluminium sachets, etc.
4.2.7
Pack size(s): the presentation of the product to be registered i.e. list all pack sizes intended for marketing.
4.2.8
Proposed Shelf life (in months): the specified length of time prior to use for which a traditional medicine is deemed to remain fit for use under prescribed conditions supported by stability studies.
4.2.9
Storage conditions: The proposed storage conditions should be indicated on the label and supported by stability studies.
4.2.10
Country of origin: The country of manufacture or production, of the traditional medicine to be registered or country of product release.

4.2.11
Status of registration of the product in the country of origin, authorization/registration number requires the applicant to provide the regulatory situation of the traditional medicine to be registered in the country of origin and other countries. 
4.3
Particulars of the manufacturer

4.3.1
Name of the Manufacturer: The name, physical address, telephone number, fax number, and e-mail address of the site of manufacture shall be provided. Where different activities of manufacture of a given product are carried out at different manufacturing sites, the above particulars shall be provided for each site and the activity carried out at the particular site shall be stated as shown in the table below.

	Name of the Manufacturer
	Full Physical address of the Manufacturing Site
	Activity at the site

	
	
	


4.3.2
GMP status of the manufacturing site

Verifiable information of compliance with WD-ARS 951:2014.

4.4
Composition of the product
4.4.1
List all active ingredient(s) and all non-active ingredient(s) used

(i)
Scientific or Botanical Name of the plant(s): Name in Latin (genus and species) of the plant species and family e.g. Catharanthus roseus (Apocynaceae), Azandiracta indica (Meliaceae) 
(ii)
The common name or synonym is the English name. Where not known the local vernacular name may be used e.g. Madagascar periwinkle (Catharanthus roseus), Neem Tree (“Muarubaini” - Azandiracta indica)
(iii)
Part of Plant used: The part used should be specified e.g. leaf, root, bark, etc.

(iv)
Specification: The minimum range of specifications for the active ingredient(s) should be as given in recognized pharmacopoeias. Where the material is part of an established monograph then the material must comply with requirements of the monograph. Where the plant material is not subject to any established monograph the applicant must indicate in detail of all tests used to characterize the material with limits as relevant.

(v)
Quantity per dosage unit: The strength of the product shall be given per unit dosage form or per specified quantity: e.g. mg per tablet, mg per capsule, mg/ml, mg per 5ml spoonful, mg per g, etc.

(vi)
Chemical Constituent(s): For each of the active constituent(s) listed (e.g. Catharanthus roseus), indicate the major chemical compounds where known e.g. vincristine, or where not known major group of compounds e.g. indole alkaloids.

(vii)
Reason for inclusion: Where a material is included and is not the active ingredient indicate the purpose of its inclusion such as sugar as sweeter, honey as preservative.

The information should be presented as shown in the tables below;

4.4.2
List all active ingredient(s) used

	Scientific or botanical name
	Common name or synonym
	Part of the plant used
	Specification (USP, BP, on in house)
	Quantity per dosage unit
	Chemical constituent(s)

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	


4.4.3
List all non-active ingredient(s) used

	Scientific or botanical name
	Common name or synonym
	Part of the plant used (where applicable)
	Specification
	Quantity per dosage unit
	Reason for inclusion

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	


5
Classifications of African traditional medicines
5.1
General

A large variety of different types of traditional medicines are available on the African market, ranging from raw plant materials, through processed, packaged remedies, to imported herbal products. It would be very difficult, if not impossible, to implement a mechanism for the registration of traditional medicines in Africa without the use of an appropriate classification system for products of this nature.

Four categories of traditional medicines, based on their mode of preparation, the indication, and extent of the development of the traditional medicine relative to the traditional remedy used, are thus distinguished as set out below.
5.2
Category 1: Home remedies
Category 1 traditional medicines are medicines that have been prepared by traditional health practitioners for treatment of individual patients; they have the following characteristics:

(a) Prepared there and then i.e. without previous planning but according to need and according to traditional methods;

(b) Safety and efficacy are justified by a long period of use (More than ten (10) years (NDA(UG), 2009);

(c) Category 1 medicines are not directly controlled by national drug regulatory agencies but traditional health practitioners who supply them should be certified by the registration of their practice or the recognition of their practice by the community or any local authority (NDA(UG), 2009);

(d) The medicines could be used freely by local people; the category 1 medicines not allowed to be in the market (and if it is introduced to the market it must meet the general minimum requirements for the registration of traditional medicines).

5.3
Category 2: Established traditional medicines
A category 2 traditional medicine is one that is widely used in the community but has a commercial possibility. It is characterized as follows:

(a) Traditionally used in a given locality and very well known by the local population, both in terms of composition and treatment;

(b) The formulation is well known and its preparation is according to traditional methods;

(c) Safety and efficacy are justified by a long period of use;

(d) It is available to local people free of charge;

(e) However, if a category 2 medicine were to go on the market, it would have to meet the general minimum requirements for the registration of traditional medicines.
5.4
Category 3: Research-based traditional medicines
A category 3 traditional medicine is one that has been developed through scientific research. It has the following characteristics:

(a) It has been developed by research based on ethno-medical use;

(b) The formulation, dosage, dosage form and therapeutic use are based on research data;

(c) It is produced on a semi-industrial or industrial scale;

(d) Safety and efficacy are based on research data derived from standard scientific and clinical investigations;

(e) Category 3 traditional medicines may be used within a research establishment;

(f) If, however, a category 3 medicine goes on to the market, it must meet the general minimum requirements for the registration of traditional medicines.

5.5
Category 4: Imported traditional medicines
Category 4 traditional medicines are imported traditional medicines, and as such are distinguished by the following:

(a) It originates from a foreign country, either within or outside Africa;

(b) It should meet the definition of traditional medicines;

(c) It should be registered in the originating country;

(d) It should meet the requirements for the regulation of traditional medicines of the country into which it is being imported.
6
Regulatory requirements for safety and efficacy
6.1
General minimum requirements

6.1.1
Safety

(a)
Botanical identification/authentication (PPB(K), 2010)
(i) Botanical name — The Latin (genus species and authority) of the plant species and family e.g. Catharanthus roseus (Apocynaceae), Azandiracta indica (Meliaceae). The local name of the plant should be supplied in addition to a herbarium specimen (Voucher number) verified by a recognized herbarium should be provided. For imported herbal or complementary products, a certificate of identification should be supplied from recognized herbarium.
 (b)
Geographical source of the plant used — It the country of origin and the region where the plant is collected, cultivated or wild natural distribution. (See DARS 952:2015)

(c)
Harvesting and collection of the plant — The method of collection of plant materials from cultivated or wild sources should be described including stage of plant development, time and season. The measures used to control adulteration of the plant material also should be described. (See DARS 952:2015)

(d)
Method of drying — The method used for drying the plant material should be described and justified. (See DARS 952:2015)

(e)
Storage and preservation of plant material — The method used for storage and preservation of the plant material should be described and justified. (See DARS 952:2015)

(f)
Biological information (via literature search/database)

          (i)   Biomedical information regarding the safety and efficacy of the product.

          (ii)  Biological information obtained from genetics or fingerprinting 
          (iii) In the absence of published results of toxicological studies, documented experience of long-term use should form the basis of the risk assessment. However, even in cases of traditional medicines used over a long period, chronic toxicological risk may have occurred but may not have been recognized.

         (iv) Identification of toxic plants from national pharmacopoeia or international documents, such as the African Pharmacopoeia or relevant WHO monographs and other well-established biomedical documentation.

(g)
Toxicity studies

(i) If the product has a long history of use without demonstrated harm, specific restrictive regulatory action is not necessary, unless new evidence indicates a need for a revised risk–benefit assessment.

(ii) If there is a known toxicological risk, standard toxicological studies are mandatory. Data derived from such studies should be appropriately documented and submitted to the regulatory authorities. Toxicity data should be submitted if long-term traditional use cannot be documented or if there are doubts about safety.

(iii) The absence of any reported or documented side-effects is not an absolute assurance of safety for traditional medicines; some toxicological tests may therefore be necessary. Suggested tests could include, not limited to, those for immunotoxicity (e.g. tests for allergic reactions), genotoxicity, carcinogenicity and reproductive toxicity through long-term use.

(h)
Posology: The pharmacological determination of appropriate doses of drugs and medicines. Therapeutic prescribed amount of the medicine to be administered to the patient. The measures and age group should be included.
(i)
Dosage forms in which the drug is presented, e.g. solution, liquid, suspension, emulsion, ointment, suppository, tablet, capsule, etc.
(j)
Adverse reactions (Side effects): an unwanted effect that was not intended but happens when product is taken a subject suffers loose motion after taking an antimalarial product.
(k)
Contraindications: A condition which makes a particular treatment or procedure inadvisable or against should be mentioned.
(l)
Warnings: An intimation in case of any danger of effect after or during use of the product.
(m)
Precautions: Measures that should be taken in case of pregnancy, lactation, renal and hepatic failure etc. during use of the product.
6.1.2
Efficacy

Therapeutic activity refers to the successful prevention, diagnosis and treatment of physical and mental illness; the improvement in the symptoms of illness; as well as the beneficial alteration or regulation of the physical and mental status of the body. The active ingredients of a traditional medicine are those that have therapeutic activity.

(a)
Assessment of efficacy

(i) In the case of traditional medicines, the requirements for proof of efficacy will depend on the kind of indications for use and individual experiences as recorded in reports from physicians, traditional practitioners or treated patients. Experience from herbal or complementary practitioners; experiences from treated patients and clinical evidence will be required in cases where traditional use has not been documented; scientific literature validated by clinical trials;

(ii) If use of a traditional medicine has not been documented, or in cases where a new medicine consists of traditionally-used plants for a new sindication, appropriate clinical evidence of efficacy is required.

(b)
Active ingredients

(i) The preparation of medicines whose active ingredients have been identified should be standardized so that each batch contains a defined amount of the active ingredients, assuming adequate analytical methods are available;

(ii) In cases where it is not possible to identify the active ingredients, the whole traditional medicine may be considered as one active ingredient.

(c)
Evaluation of efficacy

(i) For uses supported by clinical data (i.e. including medical indications which are well-established in some countries and which have been validated by clinical trials, the results of which are recorded in the scientific literature);

(ii) For uses described in pharmacopoeias and other well-recognized documents (i.e. medicinal uses that have been well-established in many countries and are included in official pharmacopoeias or official government monographs);

(iii) For uses described in traditional medicine (i.e. indications described in non-official pharmacopoeias and other forms of literature or purely traditional uses).

(d)
Guidelines for clinical evaluation of traditional medicines

Clinical evaluation shall be conducted in accordance with the regulations of the national competent regulatory authority. Such regulations may be complemented with the Guidelines for clinical study of traditional medicines in the WHO African Region (WHO-AFRO, 2004) where the regulatory body finds it necessary. 
6.2
Specific requirements

Member States are expected to develop specific regulatory requirements regarding the safety and efficacy of each category of traditional medicines based on the general minimum regulatory requirements outlined in Clause 6.1 above and other national specifications.
7
Regulatory requirements for quality control

7.1
General minimum requirements

7.1.1
Raw materials

(a)
Identification of plant(s)

(i) Definition (i.e. Latin name of the plant including Genus, species, varieties family);

(ii) Synonyms (i.e. legitimate Latin binomial synonyms for the plant);

(iii) Selected vernacular names (i.e. a selective list of vernacular names for the plant);

(iv) Geographical distribution (i.e. the natural distribution in the country or region, and/or whether the plant(s) is cultivated or imported);

(v) Description (i.e. a brief description of the living plant including photographs and/or drawings).

(b)      Part of the plant used and the condition of the plant material used
(i)
General appearance.

(ii)
Organoleptic properties.

(iii)
Microscopic characteristics.

(iv)
Powdered plant material.
 (c)
General qualitative and quantitative tests of the plant materials

Chemical, biological or physical assays;
(1)
Medicinal plant material:

(a)
The quantity of plant material must be stated; or

(b)
The quantity of plant material may be given as a range, corresponding to a defined quantity of constituents of known therapeutic activity.

Example: Name of active ingredient Quantity

Sennae folium (a) 900 mg or (b) 830–1000 mg, corresponding to 25 mg of hydroxyanthracene glycosides, calculated as sennoside B

(2)
Plant preparation:

(a)
The equivalent quantity or the ratio of plant material to plant preparation must be stated (this does not apply to fatty or essential oils); or

(b)
The quantity of the plant preparation may be given as a range, corresponding to a defined quantity of constituents with known therapeutic activity (see example).

The composition of any solvent or solvent mixture used and the physical state of the extract must be indicated. If any other substance is added during the manufacture of the plant preparation to adjust the level of constituents of known therapeutic activity, or for any other purpose, the added substance(s) must be described as “other ingredients” and the genuine extract as the “active ingredient”.

Example: Name of active ingredient Quantity

Sennae folium (a) 125 mg ethanolic extract (8:1) or 125 mg ethanolic extract, equivalent to 1000 mg of Sennae folium or (b) 100–130 mg ethanolic extract (8:1), corresponding to 25 mg of hydroxyanthracene glycosides, calculated as sennoside B

Other ingredient

Dextrose 20–50 mg

The determination of the presence of active components and quantity should be described in detail 

· Determination of extractable value (where applicable)

· For example Datura stramonium: the test of presence of alkaloids and the amount of atropine
(d)
Purity tests

(i) Microbiological tests should be described to demonstrate the absence of pathogenic microorganisms (e.g. E. coli, P. aeroginosa, S aureus and Salmonella spp etc.)
(ii) Foreign organic matter.

(iii) Total ash, acid-insoluble ash and sulfated ash.

(iv) Water-soluble extractive.

(v) Alcohol-soluble extractive.

(vi) Loss on drying (where applicable).

(vii) Swelling index.

(viii) Pesticide residues.

(ix) Heavy metals (Mercury, arsenic, lead).

(x) Radioactive residues.

(xi) Other purity tests.
7.1.2
Finished products

(a)
Qualitative and quantitative composition of the active components;

(b)
Quantity and type of excipients;

(c)
Quantification of the active ingredient;

(d)
Description of the process of manufacture;

(e)
Specifications of quality of the finished product;

(f)
Methods of analysis;

(g)
Stability studies;

(h)
Certificate of registration in the country of origin, preferably according to national regulatory requirements;

(i)
Good manufacturing practices in accordance with the official national standards;

(j)
Packaging;

7.2
Specific requirements

7.2.1
Specification of the finished product
The minimum range of specifications for the finished products should be as given in recognized pharmacopoeias.

(1)
Microbiological contamination and tests for other toxins

(2)
Uniformity of weight (for tablets, single-dose powders, suppositories, herbal tea in sachets and capsules, etc.), disintegration time (for tablets, capsules, suppositories and pills), hardness and friability (for example, uncoated tablets), viscosity (for internal and external fluids), consistency (semisolid preparations), and dissolution (tablets or capsules), if applicable.

(3)
Physical appearance such as colour, odour, form, shape, size and texture

(4)
Loss on drying or water content

(5)
Identity tests, qualitative determination of relevant substances of the plants (e.g. fingerprint chromatograms)

(6)
Quantification of relevant active ingredients if they are identified and the adequate analytical methods are available

(7)
Limit tests for residual solvents

7.2.2
Brief description of the manufacturing procedure and in process quality controls in accordance with DARS 951:2015.
7.2.3
Analysis of the finished product

Details of the test methods described here should be those applied to confirm compliance with specifications listed under section 7.1.1 attaching the certificate of analysis from an independent recognized quality control laboratory

The control tests for the finished product must be such as to allow the qualitative and quantitative determination of the active ingredients. If the therapeutic activity of constituents is known, this must be specified and determined quantitatively. When this is not feasible, specifications must be based on the determination of markers. If either the final product or the preparation contains several plant materials and a quantitative determination of each active ingredient is not feasible, the combined content of several active ingredients may be determined. The need for such a procedure must be justified.

8
Stability studies of the finished product

8.1
The physical and chemical stability of the product in the marketing container should be determined under defined storage conditions to support the shelf-life. This section should include a summary of the studies undertaken (environmental conditions, batches, analytical procedures) and a brief discussion of the results and conclusions, the proposed storage conditions or shelf-life.

8.2
Long term stability studies should follow guidelines of the International Conference on Harmonisation (ICH) of Technical Requirements for Registration of Pharmaceuticals for Human Use.

9
Regulatory requirements for labelling and packaging

9.1
Labelling

Labels should provide the following information:

(a)
The name of product.
(b)
Keep out of reach of children 
(c)
A quantitative list of the active ingredients, including the plant names. If the product is imported, plant name should be mentioned along with botanical name.
(d)
Dosage form.
(e)
Therapeutic indications.
(f)
Pack size
(g)
The minimum, average and maximum dosage should be clearly stated and, if appropriate, specified for children and the elderly, as well as information about:

(i) the mode of administration;

(ii) The duration of use;

(iii) Major adverse effects, if any;

(iv) Over-dosage information;

(v) Contraindications, warnings, precautions and major drug interactions, if possible;

(vi) Manufacturing date.

(h)
Expiry date.

(i)
Lot / batch number.

(j)
Storage conditions

(k)
Name of manufacturer and physical address of the manufacturing site.

9.2
Package insert
This should contain the following information:

(a)
Name and description of the product

(b)
Composition:

(c)
Pharmacological properties, where information is available

(d)
Therapeutic indications

(e)
Dosage: the minimum and maximum as well as average dosage levels, must be stated (if appropriate, specified for children and the elderly).

(f)
Contraindications/precautions, Interactions and Cautions/warnings (allergens, sugars, coatings of animal origin, products which have undergone treatment with ionization, radiation, etc.) 

(g)
Name and address of the manufacturer and authorized marketer/distributor/license holder. 
(h)
Overdose and treatment

(i)
Adverse reactions

(j)      Special considerations e.g. vaginal, rectal, and urethral preparations

(k)
Storage conditions.

(l)
Main vehicle/base

9.3
Packaging

Packaging specifications should be in accordance with national regulatory requirements. 

10
Regulation of the advertising of traditional medicines
10.1
The national authority responsible for the regulation of traditional medicines should also vet advertisements prior to their release to ensure that the public receives correct information about the product devoid of ambiguous or bogus claims.

10.2
The regulatory authority should issue advertising permits only after the satisfactory evaluation of the content of any advertisement. The print and electronic media should be notified to ensure that every advertiser of traditional medicine products obtains the “ADVERT PERMIT” from the national regulatory authority before an advertisement can be circulated.

10.3
Annex B provides details of requirements for advertising of traditional medicines.
11
Post-market surveillance

11.1
In order to enhance the safety of patients and consumers using traditional medicines, existing national safety monitoring and pharmacovigilance systems should be expanded in scope to include herbal medicines. If such systems do not already exist, they should be established as a matter of priority and provision made for traditional medicine at the outset.
11.2
WD-ARS 968:2014 based on WHO (2004) provides guidance for safety monitoring of traditional medicines. 
12
Ethical considerations in the registration of traditional medicines
12.1
International ethical guidelines for biomedical research involving human subjects should be followed in all clinical trials involving traditional medicines.

12.2
Ideally, an ethics committee should review the protocol for each clinical trial, according to each institution's guidelines. Whenever applicable, rescue treatment may be provided to patients involved in a clinical trial involving the use of a placebo or unproven treatment. Use of the rescue treatment may be a secondary outcome measure.

12.3
In some countries and hospitals, there are ethical issues that restrict the use of clinical trials. In some cases, the use of a placebo is illegal, particularly for patients suffering from certain illnesses, such as cancer. Clinical trials must always be conducted within the framework of the prevailing law in a given country or state.
Annex A
(informative)

Application form for registration of traditional medicine: Confidential
	Application Number
	

	Date of submission of the dossier
	

	1st evaluator
	Name
	Signature

	2nd evaluator
	Name
	Signature

	Date of 1st evaluation
	

	Date of 2nd Evaluation
	

	Number of volumes of files received
	

	1. Particulars of the applicant

	1.1 Name of the Applicant, Physical Address, Telephone, Fax and Email
	

	1.2 Name of the Local Technical Representative (for imported products only), Physical Address, Telephone, Fax and Email
	

	2. Particulars of the product

	2.1 Product Name of the product
	

	2.2 Dosage form and strength of the product
	

	2.3 Therapeutic use(s) of the product
	

	2.4 Visual description of the product
	

	2.5 Type of container of the product
	

	2.6 Pack size(s) of the product
	

	2.7 Proposed Shelf life (in months) of the product
	

	2.8 Storage conditions of the product
	

	2.9 Country of origin of the product
	

	2.10 Status of registration of the product in the country of origin, authorization/registration number (attach Certificate of Pharmaceutical product)
	

	

	3. Particulars of the manufacturer

	3.1 Name of the Manufacturer, Physical Address of the manufacturing site, Telephone, Fax and Email
	

	3.2 GMP status of the manufacturing site
	

	

	4. Composition of the product

	4.3 List all active ingredient(s) used

	
	
	
	
	
	
	
	

	
	Scientific or Botanical Name
	Common Name or Synonym
	Part of Plant used
	Specification (USP, BP, or In house)
	Quantity per dosage unit
	Chemical Constituent(s)
	

	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	

	4.4 List all non active ingredient(s) used

	
	Scientific or

Botanical

Name
	Common

Name or

Synonym
	Part of Plant

used
	Specification

(USP, BP, or In house)
	Quantity

per dosage

unit
	Chemical

Constituent(s)
	

	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	

	5. Quality control of raw materials

	5.1 Botanical identification of the Plant used
	

	5.1.1 Botanical name
	

	5.1.2 Brief description of the living plant
	

	5.1.3 Macroscopic identification
	

	5.1.4 Microscopic identification
	

	5.2 Geographical source of the plant used
	

	5.3 Harvesting of the plant
	

	5.3.1 Stage of plant during harvesting
	

	5.3.2 Time of harvesting
	

	5.3.3 Season of harvesting
	

	5.4 Method of drying
	

	5.5 Storage of plant materials
	

	5.6 Evaluation of plant materials
	

	5.6.1 Purity Tests to include likely adulterants e.g. soil, pesticides, radioactive contamination, microbiological limits, animal droppings, other plant parts, heavy metals etc.
	

	5.6.2 Qualitative and quantitative tests of the plant materials
	

	
	

	6. Quality control of the finished product
	

	6.1 Specification of the Finished Product
	

	6.2 Brief Description of the manufacturing procedure and in process quality controls (attach batch manufacturing records)
	

	6.3 Analysis of the Finished Product
	

	6.4 Certificate Of Analysis from an Independent Recognized Quality Control Laboratory
	

	6.5 Packaging and Labelling of the Finished Product (include Package Insert)
	

	

	7. Stability studies of the finished product

	

	

	8. Pharmacological and toxicological information

	8.1 Safety of the Product
	

	8.1.1 Ethno-medical information (Literature search)
	

	8.1.2 Toxicity Studies
	

	8.2 Pharmacological Information of the Product
	

	8.2.1 Efficacy studies of the product
	

	8.2.2 Dosage regimen
	

	8.2.3 Adverse/Side Effects
	

	8.2.4 Contraindications, Warning and precautions
	

	

	Declaration by an applicant

	1. I, the undersigned certify that all the information in this form and accompanying documentation is correct, complete and true to the best of my knowledge.

	2. I further confirm that the information referred to in my application file is available for verification during GMP inspection.

	3. I also agree that I am obliged to follow the requirements of the regulatory authority which are related to traditional medicines.

	4. I also agree that the undersigned has not marketed or advertised this product in the country and will follow the regulatory requirements for advertisements of medicines

	5. I also agree that the undersigned will implement a Pharmacovigilance plans for this product in accordance with regulatory requirements

	6. I also consent to the evaluation of information provided to the regulatory authority.

	

	Name:
	……………………………………………………………………………………………….

	Position in the company:
	……………………………………………………………………………………………….

	Signature:
	……………………………………………………………………………………………….

	Date:
	……………………………………………………………………………………………….

	Official stamp:
	……………………………………………………………………………………………….

	Overall comments and queries

	Conclusion of the assessment
	

	RECOMMENDED (no outstanding issues)
	

	QUERY RAISED
	

	REJECTED
	

	(Please delete which does not apply)
	


Annex B
(normative)

Promotion/advertisement of traditional medicines

B.1
All promotional materials regarding traditional medicine shall be submitted to the regulatory authority for vetting and subsequent approval prior to publication.
B.2
This annex is intended for;

(1)
Traditional medicine regulators

(2)
All local traditional medicine practitioners and organization/ Associations

(3)
All local herbal medicine manufacturers

(4)
All media houses

(5)
Importers and exporters of traditional medicines

(6)
Traditional medicine outlets i.e. the owners and directors

(7)
Sales/marketing representatives of traditional medicine products

(8)
Traditional medicine practitioners who may wish to make the public aware of their locations and /or of the premises.

B.3
Targets all promotional material (PM) and activities, which may include but is not limited to;

(1)
Any form of audio, visual and /or written material intended to be published in the media

(2)
Any written articles or supplements about herbal medicine companies.

(3)
Talk shows

(4)
Sponsoring of local herbal medicine, symposiums exhibitions

(5)
TV sponsorship of programs e.g. news, health talk/entertainment shows

NOTE
The regulatory authority shall vet traditional medicine information and /or adverts including those originating from Ministry of Health. These guidelines shall not apply to practices e.g. reflexology, acupuncture, spiritualism, traditional practices .etc.

B.4
Application for advertising
(1) All applications for local herbal medicine advertising shall be made in writing by the herbalists /directors in charge, or any person responsible for the local herbal medicine products’ application to the relevant authority of the country. 
(2)
The application letter should state the details of the advert to be vetted clearly. i.e.

(a)
The name of the local herbal product

(b)
The brand name of the local product; (where applicable)

(c)
The type of material carrying the advert information. i.e. scripts, posters, T-shirts, bags pens, etc.
(d)
Audio CDs, tapes, web-based online advertisement etc.
(e)
Copy of the letter of registration /notification with number of the product

(f)
In case of renewals, the date of expiry and state if there are amendments to the advert. Letter of registration /notifications be attached.
B.5
Vetting
The applications shall go through a vetting process by an appropriate committee of the competent regulatory authority.

B.6
Samples
(1)
Two samples of the promotional materials are submitted at the time of application

(2)
All samples shall be in in the languages approved by the regulatory authority. 

B.7
Audio / Visual adverts
(1)
The applicant shall submit along with the CD/DVD/tape, a written script in the language of interest.

(2)
The applicant may initially submit the intended script for the advert. After vetting and approval of the submitted script, the applicant may then proceed to make an audio recording following the approved Script without deviating from approved information in the script. The resultant CD shall be submitted for vetting and final approval.

(3)
The audio message must not deviate from the approved script.

B.8
Supplements
(1)
Two copies of information to be published as a supplement shall be submitted.

(2)
The applicant shall move along with the soft copy whenever queries are raised.

B.9
Production of promotional materials (PM)

The artwork of the PM should be vetted and approved before bulk printing. This applies to developing promotional materials for publication and/or distribution.

B.10
Exhibition / Symposia / Launches
These should notify the regulatory authority of their intention to exhibit, and shall declare all activities that would be done during exhibition. The organizer of the function shall submit the following;
(a)
List of presenters and their presentations

(b)
Stall attendants if any

(c)
PM samples

(d)
Tentative program

(e)
Copies of speeches and list of Invitees.

All promotional activities to be carried out in the launch/ exhibitions / symposium should be stated and declared.

B.10.1
The herbal medicine being advertised should be legally available in the country and registered/ notified with the competent regulatory authority.
B.10.2
The information on the advert should be

(1)
Reliable; accurate; truthful; up-to-date, informative, educative and capable of substantiation

(2)
Consistent with the dossier presented to regulatory authority at the time of registration /notification ;

(3)
Devoid of misleading information

(4)
Advert should not be exaggerated and should be verifiable

(5)
Should not be offensive to our cultural values

B.10.3
Traditional medicine promotional material/Advert targeted to prescribers /health related professionals

(1)
Should contain full product information as defined by the regulatory authority
(2)
The information supplied shall be supported by acceptable evidence based on the dossier presented at the notification period

(3)
Free samples of the products can be provided to the above categories of health workers on request but in modest quantities.

B.10.4
Promotional material targeted to the general public

(1)
should be limited to those traditional medicines manufactured by the advertising company/firm

(2)
should not be targeted at children and the PM should not contain pictures of children.

B.10.5
Approval of the local herbal adverts

Any advert with critical errors shall not be approved unless amendments have been made. 
Annex C
(informative)

Accelerating the marketing of traditional medicines

NOTE
The material for this annex has been extracted from (WHO-AFRO, 2010b) which is hereby acknowledged with appreciation.
Traditional medicine plays an important role in the provision of health care in Africa. However, this presupposes an efficient circulation of traditional medicines throughout the continent, with the same guarantees in terms of pharmaceutical quality, safety, and therapeutic efficacy as orthodox/allopathic medicine. The establishment of national expert committees for traditional medicines, according to the guidelines given below and based on country experiences such as Burkina Faso, Ghana, Madagascar and Nigeria, should help to accelerate the marketing of these medicines and facilitate their circulation throughout Africa.
National expert committees for the evaluation of traditional medicines
A national expert committee plays an operational role by:

(a) evaluating applications for a registration licence;

(b) evaluating applications for authorizations to conduct clinical trials.

The national expert committee also plays a conceptual role by:

(a) coordinating the development of a national compendium of medicines;

(b) coordinating the development of an inventory of traditional medicinal plants at national level;

(c) ensuring the promotion of traditional medicines.
The creation, attribution and functioning of national expert committees should be fixed by decree. The terms of reference, which should be approved by the appropriate national authority, will specify its composition and determine the period for the technical analysis of the applications, which should not exceed three months.

The national expert committee should be composed of experts covering at least the following main areas:

(i) systematic botany;

(ii) pharmacognosy;

(iii) pharmacology;

(iv) pharmacy;

(v) toxicology;

(vi) galenics;

(vii) internal medicine;

(viii) haematology;

(ix) sociology/anthropology;

(x) drug regulation;

Permanent members should be appointed for a period determined by the national competent authority, and which should be renewable for a second term. In addition, the committee may elect expert non-permanent members to serve at each of its meetings; non-permanent members would be appointed by the chair of the committee, according to the kind of expertise required for the applications submitted for evaluation. Preferably, the committee should meet in an ordinary session once every three months.
Sub-regional expert committees for the evaluation of traditional medicines
With a view to facilitating the circulation of traditional medicines within Member States, it is desirable to encourage regionalization of registrations. In this regard, the creation of sub-regional expert committees to ensure the technical evaluation of applications is proposed. These committees may be attached to existing sub-regional organizations, such as the East African Community (EAC), Monetary and Economic Union of West Africa (UMEOA), the Economic Community of West African States (ECOWAS), the Common Market of Eastern and Southern Africa (COMESA) and the Southern African Development Community (SADC).

The primary functions of sub-regional expert committees are as follows:

(a) evaluating applications for a licence;

(b) evaluating applications for authorization to conduct clinical tests.

Additional functions include:

(c) developing and validating protocols;

(d) auditing laboratories and research structures for approval;

(e) evaluating pharmacovigilance data;

(f) developing sub-regional compendiums;

(g) preparing inventories of medicinal plants and traditional medicinal products within the sub-region;

(h) selecting and improving laboratories for ensuring quality control of traditional medicines;

(i) selecting and improving centres for clinical evaluation of traditional medicines;

(j) developing pharmacopoeias;

(k) creating and maintaining a sub-regional data bank;

(l) strengthening national pharmacovigilance centres;

(m) promoting traditional medicine in collaboration with national committees.

The members of the sub-regional committees should be appointed for a period determined by the national competent authority and the appointment should be renewable for another term. The sub-regional committee should be composed of experts with collective experience in the following:

(i) systematic botany;

(ii) pharmacognosy

(iii) pharmacology;

(iv) toxicology;

(v) haematology;

(vi) galenics;

(vii) internal medicine;

(viii) pharmacy;

(ix) sociology/anthropology;

(x) drug regulation.
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