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Common Technical Document Module 3 - Quality 

Chemical, pharmaceutical and biological information for medicinal products containing chemical and / or biological active substances

The principle of GMP and the detailed guidelines are applicable to all operations that require the authorisation referred to in Article 16 of Directive 75/319/EEC as modified. 

They are also relevant for all other large scale pharmaceutical manufacturing processes, such as that undertaken in hospitals, for the preparation of products for use in clinical trials, and for wholesaling, where applicable.

All analytical test procedures described in the various sections of Module 3 must be described in sufficient detail to enable the procedures to be repeated if necessary (e.g. by an official laboratory). All procedures need to be validated and the results of the validation studies must be provided.

The chemical, pharmaceutical and biological data that shall be provided shall include all relevant information on the pharmaceutical development, the characterisation and properties, the manufacturing process, the quality control operations and requirements and the stability of both the active substance(s) and the finished medicinal product, as well as a description of the composition and presentation of the finished medicinal product.

This Module shall in addition supply detailed information on the starting and raw materials used during the manufacturing operations of the active substance(s) and on the excipients incorporated in the formulation of the finished medicinal product.

All the procedures and methods shall be described in sufficient details to enable them to be repeated in control tests, carried out at the request of the competent authority. All test procedures shall correspond to the state of scientific progress at the time and shall be validated. Results of the validation studies shall be provided. In the case of test procedures included in the European Pharmacopoeia, this description shall be replaced by the appropriate detailed reference to the monograph(s) and general chapter(s).

Where the active substance and/or a raw and starting material are the subject of a monograph of the European Pharmacopoeia, the applicant shall apply for a certificate of suitability that where granted by the European Directorate for the Quality of Medicines, shall be presented in the relevant section of this Module. Those certificates of suitability of the monograph of the European Pharmacopoeia are deemed to replace the data of the corresponding sections described in this Module.

Any special apparatus and equipment, which may be used, shall be described in adequate details.

A detailed table of contents mentioning all the headings depicted in the different chapters of Module 3 shall be provided.

Literature references shall be listed after the chemical, pharmaceutical and biological information (body of data). 

Two main sets of information shall be provided, dealing with the active substance(s) and with the finished medicinal product, respectively.

1. Format and presentation

This Module shall be presented according to the format of the Common Technical Document that is organised as follows:

3.1 Table of contents

3.2 Body of data

3.2.S Active substance(s)

3.2.S.1 General Information

3.2.S.1.1 Nomenclature

3.2.S.1.2 Structure

3.2.S.1.3 General Properties

3.2.S.2 Manufacture

3.2.S.2.1 Manufacturer(s)

3.2.S.2.2  Description of Manufacturing Process and Process Controls

3.2.S.2.3 Control of Materials

3.2.S.2.4 Controls of Critical Steps and Intermediates

3.2.S.2.5 Process Validation and/or Evaluation 

3.2.S.2.6 Manufacturing Process Development

3.2.S.3 Characterisation

3.2.S.3.1 Elucidation of Structure and other Characteristics

3.2.S.3.2 Impurities

3.2.S.4 Control of Active Substance

3.2.S.4.1 Specification

3.2.S.4.2 Analytical Procedures

3.2.S.4.3 Validation of Analytical Procedures

3.2.S.4.4 Batch Analyses

3.2.S.4.5 Justification of Specification

3.2.S.5 Reference Standards or Materials

3.2.S.6 Container Closure System

3.2.S.7 Stability

3.2.S.7.1 Stability Summary and Conclusions

3.2.S.7.2 Post-approval Stability Protocol and Stability Commitment

3.2.S.7.3 Stability Data

3.2.P Finished Medicinal Product

3.2.P.1 Description and Composition of the Medicinal Product

3.2.P.2 Pharmaceutical Development

3.2.P.2.1 Components of the Medicinal Product

3.2.P.2.1.1 Active Substance

3.2.P.2.1.2 Excipients

3.2.P.2.2 Medicinal Product

3.2.P.2.2.1 Formulation Development

3.2.P.2.2.2 Overages

3.2.P.2.2.3 Physicochemical and Biological Properties

3.2.P.2.3 Manufacturing Process Development

3.2.P.2.4 Container Closure System

3.2.P.2.5 Microbiological Attributes

3.2.P.2.6 Compatibility

3.2.P.3 Manufacture

3.2.P.3.1 Manufacturer(s)

3.2.P.3.2 Batch Formula

3.2.P.3.3 Description of Manufacturing Process and Process Controls

3.2.P.3.4 Controls of Critical Steps and Intermediates

3.2.P.3.5 Process Validation and/or Evaluation

3.2.P.4 Control of Excipients

3.2.P.4.1 Specifications

3.2.P.4.2 Analytical Procedures

3.2.P.4.3 Validation of Analytical Procedures

3.2.P.4.4 Justification of Specifications

3.2.P.4.5 Excipients of Human or Animal Origin

3.2.P.4.6 Novel Excipients

3.2.P.5 Control of Medicinal Product

3.2.P.5.1 Specification(s)

3.2.P.5.2 Analytical Procedures

3.2.P.5.3 Validation of Analytical Procedures

3.2.P.5.4 Batch Analyses

3.2.P.5.5 Characterisation of Impurities

3.2.P.5.6 Justification of Specification(s)

3.2.P.6 Reference Standards or Materials

3.2.P.7 Container Closure System

3.2.P.8 Stability

3.2.P.8.1 Stability Summary and Conclusion

3.2.P.8.2 Post-approval Stability Protocol and Stability Commitment

3.2.P.8.3 Stability Data

3.2.A Appendices

3.2.A.1 Facilities and Equipment (Biological Medicinal Products only)

3.2.A.2 Adventitious Agents Safety Evaluation

3.2.A.3 Novel Excipients

3.2.R European Community Additional Information

3.2.R.1 Process Validation Scheme for the Medicinal Product

3.2.R.2 Medical Device

3.2.R.3 Certificate(s) of Suitability

3.2.R.4 Medicinal products containing or using in the manufacturing process materials of animal and/or human origin (TSE procedure)

3.3 Literature References

2. Active substance(s)

2.1. General information.

Any available information in relation to the denomination/name (where applicable, the INN, international non-proprietary name and European Pharmacopoeia name shall exclusively be used) and molecular and structural formula of the active substance(s) shall be provided.

The general properties, including physico-chemical and other relevant properties shall be described.

In the case of biological products, the biological activity shall be specified.

2.2. Information related to the starting and raw materials.

a) - All materials needed in order to manufacture the active substance(s) shall be listed, identifying where each material is used in the process. Information on the quality and control of these materials shall be provided. Information demonstrating that materials meet standards appropriate for their intended use shall be provided.

b) - For the purposes of this part, starting materials shall mean all the materials from which the active substance is manufactured or extracted. For biological medicinal products, including biotechnology-derived medicinal products, starting materials shall mean any substance of biological origin such as micro-organisms, organs and tissues of either plant or animal origin, cells or fluids (including blood or plasma) of human or animal origin, and biotechnological cell constructs (cell substrates, whether they are recombinant or not, including primary cells). When cell banks are used, the cell characteristics shall be shown to have remained unchanged at the passage level used for the production and beyond.

Any other substances used for manufacturing or extracting the active substance(s) but from which this active substance is not directly derived, such as reagents, culture media, foetal calf serum, additives, and buffers involved in chromatography, etc. known as raw materials shall be listed and their quality and controls shall also be documented.

c) - Starting materials and raw materials listed in pharmacopoeias.

The monographs of the European Pharmacopoeia shall be applicable to all substances appearing in it. In respect of other substances, observance is required of relevant national pharmacopoeias.

In cases where a starting material and raw materials are described neither in the European Pharmacopoeia nor in the pharmacopoeia of a European State, compliance with the monograph of a third country pharmacopoeia can be accepted; in such cases, the applicant shall submit a copy of the monograph accompanied by the validation of the test procedures contained in the monograph and by a translation where appropriate.

d) - Starting materials and raw materials not in a pharmacopoeia.

Constituents which are not given in any pharmacopoeia shall be described in the form of a monograph providing the relevant information such as the name with trade and synonyms, the definition of the substance, in a form similar to that used in the European Pharmacopoeia and in accordance with its general monograph where relevant, evidence, concerning the molecular structure and description of synthesis where relevant. Methods of identification and purity tests shall be described. 

For materials of animal/human origin, measures to ensure freedom from potentially pathogenic agents shall be described; any special precautions that may be necessary during storage of the starting material and, if necessary, the maximum period of storage before re-testing shall be given.

e) - Moreover, for biological medicinal products, the following additional requirements of this paragraph shall apply.

The origin and history of starting materials shall be described and documented. 

When cell banks are used, the cell characteristics shall be shown to have remained unchanged at the passage level used for the production and beyond.

Seed materials, cell banks, pools of serum or plasma and other materials of biological origin and, whenever possible, the source materials from which they are derived shall be tested for adventitious agents.

If the presence of potentially pathogenic adventitious agents is inevitable, the corresponding material shall be used only when further processing ensures their elimination and/or inactivation, and this shall be validated.

Whenever possible, vaccine production shall be based on a seed lot system and on established cell banks; for serums, defined pools of starting materials shall be used and documented in accordance with the relevant part of Annex 13 Special Provisions for Biological Medicinal Products.

For bacterial and viral vaccines, the characteristics of the infectious agent shall be demonstrated on the seed. In addition, for live vaccines, the stability of the attenuation characteristics shall be demonstrated on the seed; if this proof is not sufficient, the attenuation characteristics shall also be demonstrated at the production stage.

For medicinal products derived from human blood or plasma, the origin and the criteria and procedures for collection, transportation and storage of the starting material shall be described and documented in accordance with provisions laid down in Annex 13 Special Provisions for Biological Medicinal Products concerning the Plasma Master File.

f) - Specific measures concerning the prevention of the Transmission of animal Spongiform Encephalopathies (materials from ruminant origin).

The applicant must demonstrate that the active substance is manufactured in accordance with the Note for Guidance on Minimising the Risk of Transmitting Animal Spongiform Encephalopathy Agents via Medicinal Products and its updates, published by the Commission in Volume 3 of its publication The rules governing medicinal products in the European Community.

To demonstrate the compliance with the said Note for Guidance, the applicant may provide a suitability certificate that has been granted by the European Pharmacopoeia.

g) - Adventitious Agents Safety Evaluation.

Information assessing the risk with respect to potential contamination with adventitious agents, whether they are non-viral and viral, as laid down in relevant guidelines published by the Commission in the appropriate Volume of its publication The rules governing medicinal products in the European Community as well as any relevant general monograph and general chapter of the European Pharmacopoeia, shall be provided.

2.3. Information on the manufacturing process of the active substance(s).

a) - The description of the active substance manufacturing process represents the applicant’s commitment for the manufacture of the active substance. To adequately describe the manufacturing process and process controls, appropriate information as laid down in guidelines published by the Commission in Volume 3 of its publication The rules governing medicinal products in the European Community shall be provided.

For biological medicinal products, the manufacturing facilities and equipment shall be briefly described. A diagram illustrating the manufacturing flow including movement of materials, staff, waste, and intermediate(s) in and out of the manufacturing areas, adjacent areas or rooms that may be concerned for maintaining integrity of the finished product, shall be provided.

b) - Tests and acceptance criteria carried out at every critical step (control of critical steps) identified to ensure that the process is controlled shall be provided. Information on the quality and control of intermediates isolated during the process shall be supplied.

c) - Process validation studies in particular for aseptic processing and sterilization shall be provided.

If the presence of potentially pathogenic adventitious agents is inevitable, the correspondent material shall be used only when further processing ensures their elimination and/or inactivation and this shall be validated in the section dealing with viral safety evaluation.

d) - A description and discussion of the significant changes made to the manufacturing process during development and/or manufacturing site of the active substance shall be provided.

2.4. Characterisation of the active substance(s).

Data highlighting the structure and other characteristics of the active substance(s) shall be reported.

Confirmation of the structure of the active substance(s) based on any physicochemical and/or immuno-chemical and/or biological methods, as well as information on impurities shall be provided.

2.5. Quality control of active substance(s).

a) - Detailed information on the specifications used for routine control of active substance(s) individual batches as well as justification for the choice of these specifications shall be provided.

b) - Methods of analysis shall be described in details and shall be duly and fully validated.

The results of control carried out on individual batches manufactured during development shall be presented.

c) - Reference preparations and standards shall be identified and described and qualified.

d) - Where an active substance is described in a monograph of the European Pharmacopoeia, the specifications shall comply with this monograph. A certificate of suitability of the monograph of the European Pharmacopoeia shall be included in the dossier.

2.6. Container and closure system of the active substance(s).

A description of the container and/or closure system(s), including the identity of the materials of construction of each primary packaging component and their specifications shall be provided.

2.7. Stability of the active substance(s).

a) - The types of studies conducted, protocols used, and the results of the studies shall be summarised.

b) - Detailed results of the stability studies, including information on the analytical procedures used to generate the data and validation of these procedures, shall be presented in an appropriate format.

c) - All relevant information on post-authorisation stability studies and commitment shall be provided.

2.8. Active substance Master File (European Drug Master File).

In the case of an active substance not described in the European Pharmacopoeia or only described in the pharmacopoeia of a Member State, the active substance manufacturer or the applicant may arrange for the: 

(i) detailed description of the manufacturing process;

(ii) quality control during manufacture; and

(iii) process validation to be supplied in a separate document directly to the competent authorities by the manufacturer of the active substance.

In this case, the manufacturer shall, however, provide the applicant with all the data which may be necessary for the latter to take responsibility for the medicinal product. The manufacturer shall confirm in writing to the applicant that he shall ensure batch to batch consistency and not modify the manufacturing process or specifications without informing the applicant. Documents and particulars supporting the application for such a change shall be supplied to the competent authorities.

3. Finished medicinal product

3.1. Description and composition of the medicinal product.

The particulars and documents which must accompany applications for marketing authorisation, pursuant to point 3 of Article 8 (3) (c) shall be described accordance with the following requirements.

a) - Qualitative particulars.

“Qualitative particulars” of all the constituents of the medicinal product shall mean the designation or description of:

(i) the active substance(s);

(ii) the constituent(s) of the excipients, whatever their nature or the quantity used, including colouring matter, preservatives, adjuvants, stabilisers, thickeners, emulsifiers, flavouring and aromatic substances, etc.; and

(iii) the constituents, intended to be ingested or otherwise administered to the patient, of the outer covering of the medicinal products (capsules, gelatine capsules, rectal capsules, dragees, films, tablets, etc.).

These particulars shall be supplemented by any relevant data concerning the container and, where appropriate, its manner of closure, together with details of devices with which the medicinal product will be used or administered and which will be delivered with the medicinal product.

The “usual terminology”, to be used in describing the constituents of medicinal products, shall mean:

(i) in respect of substances which appear in the European Pharmacopoeia or, failing this, in the national pharmacopoeia of one of the Member States, the main title at the head of the monograph in question, with reference to the pharmacopoeia concerned;

(ii) in respect of other substances, the international non-proprietary name (INN) recommended by the World Health Organisation, which may be accompanied by another non-proprietary name, or, failing these, the exact scientific designation;

(iii) substances not having an international non-proprietary name or an exact scientific designation shall be described by a statement of how and from what they were prepared, supplemented, where appropriate, by any other relevant details; and

(iv) in respect of colouring matter, designation by the "E" code assigned to them in Council Directive 78/25/EEC of 12 December 1977 on the approximation of the rules of the Member States concerning the colouring matters authorised for use in medicinal products and/or European Parliament and Council Directive 94/36/EC of 30 June 1994 on colours for use in foodstuffs.

Whenever possible, biological activity per unit of mass shall be indicated.

This information shall be supplemented in respect of:

(i) injectable preparations, by the mass or units of biological activity of each active substance in the unit/primary container, taking into account the usable volume of the product, after reconstitution, where appropriate;

(ii) medicinal products to be administered by drops, by the mass or units of biological activity of each active substance contained in the number of drops corresponding to 1 ml or 1 g of the preparation; and

(iii) syrups, suspensions, emulsions, granules and other pharmaceutical forms to be administered by means of measuring device, by the mass or units of biological activity of each active substance per measured dose.

An explanation should be provided with regard to the choice of composition, constituents and container and the intended function of the excipients in the finished product. This explanation shall be supported by scientific data on development pharmaceutics. The overage during manufacture, with justification thereof, should be stated.

(b) - Quantitative particulars

In order to give "quantitative particulars" of the active substance(s) of the medicinal products, it is necessary, depending on the pharmaceutical form concerned, to specify the mass, or the number of units of biological activity, either per dosage-unit or per unit of mass or volume, of each active substance.

Units of biological activity shall be used for substances, which cannot be defined molecularly. Where an International Unit of biological activity has been defined by the World Health Organisation, this shall be used. Where no International Unit has been defined, or the European Pharmacopoeia Units where applicable, the units of biological activity shall be expressed in such a way as to provide unambiguous information on the activity of the substances.

Whenever possible, biological activity per units of mass shall be indicated.

3.2. Pharmaceutical development.

This chapter shall be devoted to information on the development studies conducted to establish that the dosage form, the formulation, manufacturing process, container closure system, microbiological attributes and usage instructions are appropriate for the intended use specified in the marketing authorisation application dossier.

The studies described in this chapter are distinct from routine control tests conducted according to specifications. Critical parameters of the formulation and process attributes that can influence batch reproducibility, medicinal product performance and medicinal product quality shall be identified and described. Additional supportive data, where appropriate, shall be referenced to the relevant chapters of Module 4 (Non Clinical Study Reports) and Module 5 (Clinical Study Reports) of the marketing authorisation application dossier.

a) - The compatibility of the active substance with excipients as well as key physicochemical characteristics of the active substance that can influence the performance of the finished product or the compatibility of different active substances with each other in the case of combination products, shall be documented.

b) - The choice of excipients, in particular relative to their respective functions shall be documented.

c) - A description of the development of the finished product shall be provided, taking into consideration the proposed route of administration and usage.

d) - Any overages in the formulation(s) shall be warranted.

e) - As far as the physicochemical and biological properties are concerned, any parameter relevant to the performance of the finished product shall be addressed and documented.

f) - The selection and optimisation of the manufacturing process as well as differences between the manufacturing process(es) used to produce pivotal clinical batches and the process used for manufacturing the proposed finished medicinal product shall be provided.

g) - The suitability of the container and closure system used for the storage, shipping and use of the finished product shall be documented.

h) - The microbiological attributes of the dosage form in relation with non-sterile and sterile finished products shall be in accordance with and documented as prescribed in the European Pharmacopoeia.

i) - In order to provide appropriate and supportive information for the labelling the compatibility of the finished product with reconstitution diluent(s) or dosage devices shall be documented.

3.3. Manufacturing process of the finished medicinal product.

a) - The description of the manufacturing method accompanying the application for Marketing Authorisation shall be drafted in such a way as to give an adequate synopsis of the nature of the operations employed.

For this purpose it shall include at least:

(i) mention of the various stages of manufacture, so that an assessment can be made of whether the processes employed in producing the pharmaceutical form might have produced an adverse change in the constituents;

(ii) in the case of continuous manufacture, full details concerning precautions taken to ensure the homogeneity of the finished product;

(iii) experimental studies validating the manufacturing process, where a nonstandard method of manufacture is used or where it is critical for the product;

(iv) for sterile medicinal products, details of the sterilisation processes and/or aseptic procedures used; and

(v) a detailed batch formula.

b) - The particulars and documents accompanying an application for marketing authorisation, shall include particulars relating to the product control tests that may be carried out at an intermediate stage of the manufacturing process, with a view to ensuring the consistency of the technical characteristics and the production process.

These tests are essential for checking the conformity of the medicinal product with the formula when, exceptionally, an applicant proposes an analytical method for testing the finished product which does not include the assay of all the active substances (or of all the excipient constituents subject to the same requirements as the active substances).

The same applies where the quality control of the finished product depends on inprocess control tests, particularly if the medicinal product is essentially defined by its method or preparation.

c) - Description, documentation, and results of the validation studies for critical steps or critical assays used in the manufacturing process shall be provided.

Validation of the process should be carried out when a non-standard method of manufacture is used or for steps of the manufacturing process which are critical for the product described in the finished product specifications (experimental data showing that the manufacturing process, using materials of the stated quality and the types of manufacturing equipment specified, is a suitable one and will consistently yield a product of the desired quality).

3.4. Control of excipients.

a) - All the materials needed in order to manufacture the excipient(s) shall be listed identifying where each material is used in the process. Information on the quality and control of these materials shall be provided. Information demonstrating that materials meet standards appropriate for their intended use shall be provided.

Colouring matter shall, in all cases, satisfy the requirements of Directive 78/25/EEC.

In addition, colours listed in Annex 1 of Directive 94/36/EC may be used.

b) - For each excipient, the specifications and their justifications shall be detailed. The analytical procedures shall be described and duly validated.

c) - Specific attention shall be paid to excipients of human or animal origin. Regarding the specific measures for the prevention of the Transmission of animal Spongiform Encephalopathies, the applicant must demonstrate that the medicinal product is manufactured in accordance with the Note for Guidance on Minimising the Risk of Transmitting Animal Spongiform Encephalopathy Agents via Medicinal Products and its updates, published by the Commission in Volume 3 of its publication The rules governing medicinal products in the European Community.

Demonstration of compliance with the aforementioned Note for Guidance can be done by submitting either a certificate of suitability to the relevant monograph on Transmissible Spongiform Encephalopathies of the European Pharmacopoeia, or by the supply of scientific data to substantiate this compliance.

d) - Novel excipients.

For excipient(s) used for the first time in a medicinal product or by a new route of administration, full details of manufacture, characterisation, and controls, with cross references to supporting safety data, both non-clinical and clinical, shall be provided according to the active substance format previously described.

A novel excipient shall be understood as a substance that has never been used as an excipient in the formulation of medicinal product authorised in the European Community or that is used for the first time in a pharmaceutical form at the time the application for Marketing Authorisation is submitted.

A document containing the detailed chemical, pharmaceutical and biological information shall be presented. This information shall be formatted in the same order as the chapter devoted to Active Substance(s) of Module 3.

Information on novel excipient(s) may be presented as a stand-alone document following the format described in the former paragraphs. Where the applicant differs from the novel excipient manufacturer the said stand-alone document shall be made available to the applicant for submission to the competent authority.

Additional information on toxicity studies with the novel excipient shall be provided in Module 4 of the dossier.

Clinical studies shall be provided in Module 5.

3.5. Quality control of the finished medicinal product.

For the control of the finished product, a batch of a medicinal product is an entity which comprises all the units of a pharmaceutical form which are made from the same initial quantity of material and have undergone the same series of manufacturing and/or sterilisation operations or, in the case of a continuous production process, all the units manufactured in a given period of time.

a) - Detailed information on the specifications used for routine control of the finished medicinal product individual batches as well as justification for the choice of these specifications shall be provided.

b) - Methods of analysis shall be described in details and shall be duly validated.

The particulars and documents accompanying the application for Marketing Authorisation shall include the results of batch analyses. The results of control carried out on individual batches manufactured during development shall be presented.

c) - Reference preparations and standards shall be identified and described and qualified.

d) - Where a finished medicinal product is described in a monograph of the European Pharmacopoeia, the specifications shall comply with this monograph. A certificate of suitability of the monograph of the European Pharmacopoeia may be included in the dossier.

3.6. Container and closure of the finished medicinal product.

A description of the container and closure system(s), including the identity of the materials of construction of each primary packaging component and their specifications shall be provided.

Where applicable and if needed, a CE marking as required by Community legislation on medical devices shall be provided.

3.7. Stability of the finished medicinal product.

a) - The types of studies conducted, protocols used, and the results of the studies shall be summarised.

b) - Detailed results of the stability studies, including information on the analytical procedures used to generate the data and validation of these procedures, shall be presented in an appropriate format.

c) - All relevant information on post-authorisation stability studies and commitment shall be provided.

Module 3 Annex

A - List of references to quality guidelines

References to EU guidelines are provided to assist applicants when compiling the chemical, pharmaceutical and biological part of the application. However, it remains the applicants’ responsibility to ensure that all relevant legislation and guidelines are taken into account in the preparation of each part of their dossier. 

The guidelines referenced below are available on the EMEA WebSite http://www.emea.eu.int or in Volume 3A of the “Rules Governing medicinal products in the EU”– Eudralex, available on the WebSite of the European Commission http://pharmacos.eudra.org/F2/home.html.

Although this annex will be updated regularly, applicants are advised to consult the EMEA Website for the latest versions or additions to the guidelines listed below.

	Document title
	Number/version


General Guidelines

	Validation of analytical methods: definitions and terminology (Q2A)
	CPMP/ICH/381/95

	Validation of analytical procedures methodology (Q2B)
	CPMP/ICH/281/95

	Note for guidance on development pharmaceutics
	CPMP/QWP/155/96

	Dry Powder Inhalers 
	CPMP/QWP/158/96

	Annex to development pharmaceutics – Decision trees for selection of sterilisation methods
	CPMP/QWP/054/98

	Investigation of chiral active substances
	3CC29a Revision 1993

	Note for Guidance on radiopharmaceuticals
	3AQ20a Revision 1990

	Note for Guidance on the investigation of bioavailability and bioequivalence
	CPMP/EWP/QWP/1401/98 *


* Also refer to Annex 10 to the Kosovo Marketing Authorisation Regulation – Essentially similar medicinal products and guidelines for substantiation of bioavailability and bioequivalence

Active Substance Guidelines

	Chemistry of the active substances (Oct 91) 
	3AQ5a Revision 1987

	European drug master file procedure for active substances
	3AQ7a Revision June 1993

	Stability testing: photostability testing of new drug substances and products (Q1B)
	CPMP/ICH/279/95

	Note for Guidance on impurities testing: Impurities in new drug substances (revision of CPMP/ICH/142/95) (Q3A)
	CPMP/ICH/2737/99**

	Impurities: residual solvents (Q3C) 
	CPMP/ICH/283/95


	Maintenance of document for Guidance on Impurities: residual solvents (Q3C)
	CPMP/ICH/1507/02*

	Note for Guidance and specifications – Test Procedure and acceptance criteria for new drug substances and new drug products – Chemical substances (Q6A)
	CPMP/ICH/367/96

	Note for Guidance on stability testing of new drug substances and products (Q1A)
	CPMP/ICH/2736/99

	Note for Guidance on bracketing and matrixing designs for stability testing of drug substances and drug products (Q1D) – replaces CPMP/QWP/157/96
	CPMP/ICH/4104/00*

	Guidance on stability of established active ingredients and finished products
	CPMP/QWP/556/96

	Note for Guidance on summary of requirements for active substances in part II of the dossier
	CPMP/QWP/297/97


Medicinal Product Guidelines

	Specifications and control tests on the finished product
	3AQ11a Revision 1991

	Limitations to the use of ethylene oxide in the manufacture of medicinal products
	CPMP/QWP/2845/00

	The use of ionising radiation in the manufacture of medicinal products
	3AQ4a Revision 1991

	Plastic primary packaging materials
	3AQ10a Revision February 1994

	Guideline on the use of antioxidants and preservatives in medicinal products
	CPMP/QWP/115/95

	Excipients in the dossier for application for marketing authorisation of a medicinal product
	3AQ91 Revision February 1994

	Stability testing: photostability testing of new drug substances and products (Q1B)
	CPMP/ICH/279/95

	Stability testing requirements for new dosage forms (Q1C)
	CPMP/ICH/280/95

	Impurities in new drug products (Q3B) 
	CPMP/ICH/282/95

	Impurities: residual solvents (Q3C)
	CPMP/ICH/283/95

	Maintenance of document for Guidance on Impurities: residual solvents (Q3C)
	CPMP/ICH/1507/02**

	Note for Guidance and specifications – Test procedure and acceptance criteria for new drug substances and new drug products – Chemical substances (Q6A)
	CPMP/ICH/367/96

	Note for Guidance on stability testing of new drug substances and products (Q1A)
	CPMP/ICH/2736/99

	Note for Guidance on manufacture of the finished dosage form
	CPMP/QWP/486/95

	Note for Guidance on maximum shelf-life sterile products for human use after first opening or following reconstitution
	CPMP/QWP/159/96


	Guidance on stability of established active ingredients and finished products
	CPMP/QWP/556/96

	Note for Guidance on stability testing for a type II variation to a marketing authorisation
	CPMP/QWP/576/96

	Note for Guidance on the declaration of storage conditions for medicinal products in the products particulars
	CPMP/QWP/609/96

	Note for Guidance on quality of modified release products: A. Oral dosage forms, B. Transdermal dosage forms Section I (Quality)
	CPMP/QWP/604/96

	Note for Guidance on process validation
	CPMP/QWP/848/96

EMEA/CVMP/598/99

	Note for Guidance on in-use stability testing of human medicinal products
	CPMP/QWP/2934/99

	Note for Guidance on start of shelf-life of the finished dosage form
	CPMP/QWP/072/96

	Note for Guidance on parametric release
	CPMP/QWP/3015/99

	Note for guidance on Quality of water for pharmaceutical use
	CPMP/QWP/158/01**

	Guideline on Medicinal Gases – Pharmaceutical Documentation
	CPMP/QWP/1719/00**

	Note for Guidance on Requirements for pharmaceutical documentation for pressurized metered dose inhalation products
	CPMP/QWP/2845/00**


B- List of references to biotechnology guidelines

References to EU guidelines are provided to assist applicants when compiling the chemical, pharmaceutical and biological part of the application. However, it remains the applicants’ responsibility to ensure that all relevant legislation and guidelines are taken into account in the preparation of each part of their dossier.

The guidelines referenced below are available on the EMEA WebSite http://www.emea.eu.int or in Volume 3A of the “Rules Governing medicinal products in the EU”– Eudralex, available on the WebSite of the European Commission http://pharmacos.eudra.org/F2/home.html.

Although this annex will be updated regularly, applicants are advised to consult the EMEA Website for the latest versions or additions to the guidelines listed below.

	Document title
	Number/version


General Guidelines

	Production and quality control of medicinal products derived by recombinant DNA technology
	3AB1a, Revision December 1994


	Production and quality control of cytokine products derived by biotechnological processes
	3AB3a, Revision February 1990

	Production and quality control of monoclonal antibodies
	3AB4a, Revision December 1994

	Use of transgenic animals in the manufacture of biological medicinal products for human use
	3AB7a, Revision December 1994

	Tests on samples of biological origin
	3AB11a

	Gene therapy product quality aspects in the production of vectors and genetically modified somatic cells
	3AB6a, Revision December 1994

	Note for Guidance on comparability of medicinal products containing biotechnology-derived proteins as active drug substance
	CPMP/BWP/3207/00 **

	Lactose prepared using calf rennet: risk assessment in relationship to bovine spongiform encephalopathies (BSE)
	EMEA/CPMP/571/02**

	Final EU recommendation for the influenza vaccine

composition for the season 2002 / 2003
	CPMP/BWP/852/02**


Active Substance and Medicinal Products Guidelines
	Note for Guidance on virus validation studies: the design, contribution and interpretation of studies validating the inactivation and removal of viruses
	CPMP/BWP/268/95

	Note for Guidance on allergen products
	CPMP/BWP/243/96

	Note for Guidance on harmonisation of requirements for influenza vaccines
	CPMP/BWP/214/96

	Cell Culture inactivated influenza vaccines – Annex to Note for Guidance on harmonisation of requirements for influenza vaccines
	CPMP/BWP/2490/00**

	Note for Guidance on pharmaceutical and biological aspects of combined vaccines
	CPMP/BWP/477/97

	Development pharmaceutics for biotechnological and biological products - Annex to Note for Guidance on development pharmaceutics (CPMP/QWP/155/96)
	CPMP/BWP/328/99

	Note for Guidance on minimising the risk of transmitting animal spongiform encephalopathy agents via human and veterinary medicinal products
	EMEA/410/01

	Note for Guidance on plasma-derived medicinal products
	CPMP/BWP/269/95, Revision 3

	Note for Guidance on specifications: test procedures and acceptance criteria for biotechnological/biological products (Q6B)
	CPMP/ICH/365/96

	Note for Guidance on quality of biotechnological products: viral safety evaluation of biotechnology products derived from cell lines of human or animal origin (Q5A)
	CPMP/ICH/295/95

	Note for Guidance on quality of biotechnological products: analysis of the expression construct in cell lines used for production of r-DNA derived protein products (Q5B)
	CPMP/ICH/139/95

	Note for Guidance on quality of biotechnological products: stability testing of biotechnological/biological products (Q5C)
	CPMP/ICH/138/95

	Note for Guidance on quality of biotechnological products: derivation and characterisation of Cell substrates used for production of biotechnological / biological products (Q5D)
	CPMP/ICH/294/95


** New Guideline. A reference to this guideline will be included in the relevant parts

of the Module 3 at the occasion of a future update.
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