Annex 1
The Cabinet of Ministers

Regulations No 376 of 9 May 2006

	LATVIJAS REPUBLIKA
	 
	REPUBLIC OF LATVIA

	ZĀĻU VALSTS AĢENTŪRA
	 
	STATE AGENCY OF MEDICINES

	 
	
	 

	(adrese, reģistrācijas numurs, tālruņa, faksa numurs)
	 
	(address, registration number, phone, fax number)


ZĀĻU REĢISTRĀCIJAS APLIECĪBA
MARKETING AUTHORIZATION OF THE MEDICINAL PRODUCT
Rīgā/Rīga

Nr./No._____
	Zāļu nosaukums, stiprums, zāļu forma
	

	Name of the medicinal product, strength, pharmaceutical form
	 

	Aktīvās vielas nosaukums
	 

	Name of active substance
	 

	Informācija par iepakojumu
	 

	Package information
	 

	Reģistrācijas apliecības īpašnieks
	 

	Marketing authorization holder
	 

	Lēmums reģistrēt/pārreģistrēt zāles
	 

	Decision on authorization/renewal
	 


	Spēkā līdz
	 

	Valid until
	 


	Lēmums apstiprināt izmaiņas 

	Decision on variation approval
	 


	Zāļu valsts aģentūras atbildīgā amatpersona
	 

	Responsible official of the State Agency of Medicines
	(paraksts)
(signature)
	(amats, vārds, uzvārds)
(position, name, surname)


Z.v. 
Seal
Datums___________________
Date"

Annex 3

The Cabinet of Ministers

Regulations No.376 of 9 May 2006

Main Requirements to Registration Documentation
1. General Issue
1. This Annex provides for the main requirements to registration documentation:

1.1 Administrative data - (Module 1);

1.2 Quality, non-clinical and clinical summaries - Module 2;

1.3 Chemical, pharmaceutical and biological information on medicinal products, which contain both chemically and biologically active substances – Module 3;

1.4 Non-clinical reports – Module 4;

1.5 Clinical trials reports - Module 5.
2. Module 1. Administrative Data
2. A Table of Contents for Modules 1, 2, 3, 4 and 5 of registration documentation must be provided.

3. The title page of the application must specify:

3.1 Name of the medicinal product, whose registration is being applied for (product name, name of active substance(s), pharmaceutical form, method of administration, strength and final presentation (also packaging);

3.2 Name and address of the applicant for registration, as well as the name and address of the manufacturers and the manufacturing sites involved in different stages of the manufacturing process, including the manufacturer of the finished product, manufacturer of active substances and, if necessary, the name and the address of the importer;

3.3 Type of application and supplied samples, if any; 

3.4. And enclosed must be:

3.4.1 Copies of the medicinal product manufacturing permit (license);

3.4.2 List of countries which have granted the licence defined in Subparagraph 3.4.1 of this Annex;

3.5 Details of:

3.5.1 The medicinal product specified in the registration application;

3.5.2 Legal status of the applicant;

3.5.3 Supposed medicinal product registration owner and manufacturer(s);

3.5.4 Medicinal product status in relation to medical treatment of rare diseases;

3.5.5 Scientific information;

3.5.6 Paediatrics development program;

4. The description of medicinal products complies with Clause 21 hereof.

5. The proposed labelling text for the primary and secondary packaging, as well as for user instructions complies with the legislation on medicinal product labelling procedure and requirements to medicinal product user instructions. Submit the sample or mock-ups of the primary and secondary packaging and labelling and user instructions for the respective medicinal product. 

6. If possible, the administrative data shall have the following enclosures:

6.1 Copies of the medicinal product description already approved in the European Economic Area countries;

6.2 List of countries where the registration application has been submitted.

7. Expert assessment reports on registration documentation documents and data (registration documentation part) are worked out in detail, especially as regards Modules 3, 4 and 5 (chemical, pharmaceutical and biological documentation, non-clinical studies documentation and clinical trials documentation). In the aforesaid reports, attention is paid to the critical issues regarding the quality of the medicinal product and studies performed on animals and humans, and important report data are specified. The aforesaid requirements meet Module 2 providing a general quality review, non-clinical studies review (data from trials on animals) and a clinical trials review. Module 1 shall incorporate a declaration signed by an expert (of a relevant technical or professional qualification) accompanied by short information on his/her education, training and professional experience. The expert must have an appropriate technical or professional qualification. The professional relationships between the expert and the applicant shall be declared.

8. Special requirements to various registration applications are specified in Annex 4 hereof.

9. If necessary, the registration application shall include an environmental risk assessment report (all risks related to undesirable environmental impact). The Report shall include:

9.1 Assessment of any potential environmental risk that may be caused by administration or disposal of the medicinal product and proposals on the respective labelling of the medicinal product;

9.2 A special attention must be paid to the environmental risk related to spreading of the medicinal product into the environment which contains or consists of genetically modified organisms in accordance with the European Union and the Republic of Latvia legislations on the deliberate release of genetically modified organisms into the environment;

9.3 Information related to environmental risks shall appear as an Appendix to Module 1 and shall consist of:

9.3.1 An introduction;

9.3.2 A copy of the written consent to deliberate release of genetically modified organisms into the environment (for research and development purposes);

9.3.3 Information on detection and identification methods as well as unique code of the genetically modified organisms;

9.3.4 Further important information for environmental risk assessment about genetically modified organisms or products prepared in accordance with the legislation on genetically modified organisms; 

9.3.5 An environmental risk assessment report prepared in accordance with the legislation on genetically modified organisms;

9.3.6 A conclusion (in view of the above information and the environmental risk assessment report) with proposals on a relevant risk management strategy, which shall include a post-market monitoring plan related to the given genetically modified organism and product, and all particulars, which must be provided in the medicinal product’s description, labelling and user instructions;

9.3.7 Information on appropriate measures in order to inform the public;

9.4. To provide information about the author:

9.4.1 Author’s signature and the date;

9.4.2 Education;

9.4.3 Training;

9.4.4 Occupational experience;

9.4.5 A statement of the author’s relationship with the registration application submitter.

3. Module 2. Summaries
3.1 General Issues
10. Module 2 shall contain:

10.1 Chemical, pharmaceutical and biological data, non-clinical and clinical data presented in Modules 3, 4 and 5;

10.2 Summaries described in Clause 20 hereof.

11. Critical points shall be addressed and analysed. Factual summaries (including tabular formats) shall be provided. Those reports shall provide cross-reference to tabular formats or to the information contained in Module 3 (chemical, pharmaceutical and biological documentation), Module 4 (non-clinical studies documentation) and Module 5 (clinical trials documentation).

3.2. Summaries
12. Summaries must have an overall table of contents, which shall contain the table of contents for the scientific documentation included in Modules 2, 3, 4 and 5. 

13. An introduction shall provide information on the pharmacological class, mode of action and proposed clinical use of the medicinal product.

14. An overall quality summary shall contain:

14.1 A review of information related to chemical, pharmaceutical and biological data;

14.2 Key parameters and quality-related issues shall be described, and justification must be provided in case of inconformity. This document shall observe the detailed data sphere and statement as given in Module 3.

15. A non-clinical overview shall include:

15.1 Integrated and critical assessment of the non-clinical trial of the medical product on animals/in vitro shall be required, as well as a description and justification of the trial strategy allowing for deviations as well;

15.2 Assessment of impurities and degradation products along with their potential pharmacological and toxicological effects (except for medicinal products of biological origin). The implications of any differences in the chirality, chemical form, and impurity profile of the compound used in the non-clinical studies and the product to be marketed shall be discussed;

15.3 For medicinal products of biological origin, comparability shall be assessed of material used in non-clinical studies and clinical trials and the medicinal product to be registered;

15.4 Any novel excipients shall be specially assessed in terms of safety;

15.5 Properties of the medicinal product, as demonstrated by non-clinical studies, shall be defined and the implications of findings regarding the safety of the medicinal product intended for clinical use in humans shall be discussed.

16. The clinical study overview shall meet the following requirements:

16.1 It must provide a critical analysis of the clinical data included in the clinical summary and Module 5. It must provide for the methods of a clinical trial of the medicinal product, including a substantiated plan of the trial and any related decisions and trial procedure;

16.2 It must provide a brief overview of the clinical findings, including significant limitations, as well as an evaluation of advantages and risks (all risks relating to the quality, safety or efficacy of the medicinal product with regard to patient’s health or public health protection) based on the conclusions of the clinical trials. It must include an interpretation of the way the efficacy and safety findings support the proposed dose and target indications and an evaluation of how the summary of the medicinal product and other techniques will optimise the advantages and control the risks;

16.3 It must explain any efficacy of safety issues encountered at the stage of the product development and any unresolved issues;

17. Non-clinical study summary. The results of pharmacology, pharmaco-kinetics and toxicology studies carried out in animals/in vitro shall be provided in writing and in a tabular form in the following sequence:

17.1 Introduction;

17.2 Written Summary on Pharmacology;

17.3 Tabulated Summary on Pharmacology;

17.4 Written Summary on Pharmaco-kinetics;

17.5 Tabulated Summary on Pharmaco-kinetics;

17.6 Written Summary on Toxicology;

17.7 Tabulated Summary on Toxicology;

18. A Clinical Summary shall include:

18.1 A detailed factual summary of the clinical information on the medicinal product included in Module 5. This shall include the results of all bio-pharmaceutics studies, of clinical pharmacology studies, and of clinical efficacy and safety studies. A synopsis of individual studies is required;

18.2 Summarised clinical information shall be presented in the following sequence:

18.2.1. Summary of Bio-pharmaceutics and Related Analytical Methods;

18.2.2. Summary of Clinical Pharmacology Studies;

18.2.3. Summary on Clinical Efficacy;

18.2.4. Summary on Clinical Safety;

18.2.5 Synopsis of Individual Studies.

4. Module 3. Chemical, Pharmaceutical and Biological Information on Medicinal Products Containing both Chemical and Biologically Active Substances
4.1. Format and Presentation
19. The general outline of Module 3 is as follows:

19.1 Table of Contents:

19.1.1 Active substance(s);

19.1.2 Finished medicinal product;

19.1.3 Appendices;

19.1.4 Additional information;

19.2 Body of data;

19.3 List of References.

20. The body of data on active substance(s) mentioned in Subparagraph 19.1.1 hereof shall include the following information:

20.1 General Information:

20.1.1 Nomenclature;

20.1.2 Structure;

20.1.3 General Properties;

20.2 Manufacture:

20.2.1 Manufacturer(s);

20.2.2 Description of Manufacturing Process and Process Controls;

20.2.3 Control of Raw Materials;

20.2.4 Controls of Critical Steps and Intermediates; 

20.2.5 Process Validation and/or Evaluation;

20.2.6 Manufacturing Process Development;

20.3 Characterisation:

20.3.1 Elucidation of Structure and other Characteristics;

20.3.2 Impurities;

20.4 Control of Active Substance:

20.4.1 Specification;

20.4.2 Analytical Procedures;

20.4.3 Validation of Analytical Procedures;

20.4.4 Batch Analyses;

20.4.5 Justification of Specifications;

20.5 Reference Standards or Materials:

20.6 Container and its Closure System;

20.7 Stability:

20.7.1 Summary and Conclusions regarding Stability;

20.7.2 Post-approval Stability Protocol and Stability Commitment;

20.7.3 Stability Data.

21. The body of data on finished medicinal product mentioned in Subparagraph 19.1.2 hereof shall include the following information:

21.1 Description and Formulation of the Medicinal Product;

21.2 Pharmaceutical Development;

21.2.1 Components of the Medicinal Product:

21.2.1.1 Active Substance(s);

21.2.1.2 Excipients;

21.2.2 Medicinal Product:

21.2.2.1 Formulation Development;

21.2.2.2 Overages;

21.2.2.3 Physical and Chemical Properties;

21.2.2.4 Biological Properties;

21.2.3 Manufacturing Process Development;

21.2.4 Container and its Closure System;

21.2.5 Microbiological Attributes;

21.2.6 Compatibility;

21.3 Manufacture:

21.3.1 Manufacturer(s);

21.3.2 Batch Formula;

21.3.3 Description of Manufacturing Process and Process Controls;

21.3.4 Controls of Critical Steps and Intermediates; 

21.3.5 Process Validation and/or Evaluation;

21.4. Control of Excipients:

21.4.1 Specifications;

21.4.2 Analytical Procedures;

21.4.3 Validation of Analytical Procedures;

21.4.4 Justification of Specifications;

21.4.5 Excipients of Human or Animal Origin;

21.4.6 Novel Excipients;

21.5 Control of Finished Medicinal Product:

21.5.1 Specification(s);

21.5.2 Analytical Procedures;

21.5.3 Validation of Analytical Procedures;

21.5.4 Batch Analyses;

21.5.5 Characterisation of Impurities;

21.5.6 Justification of Specification(s);

21.6 Reference Standards or Materials:

21.7 Container and its Closure System;

21.8 Stability:

21.8.1 Stability Summary and Conclusions;

21.8.2 Post-approval Stability Protocol and Stability Commitment;

21.8.3 Stability Data.

22. The body of data on appendices mentioned in Subparagraph 19.1.3 hereof shall include the following information:

22.1 Facilities and Equipment (Biological Medicinal Products only);

22.2 Adventitious Agents Safety Evaluation;

22.3 Excipients.

23. The body of data on additional information mentioned in Subparagraph 19.1.4 hereof shall include the following information:

23.1 Process Validation Scheme for the Medicinal Product;

23.2 Medical Device;

23.3 Certificate(s) of Suitability; 

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

4.2 Content Principles and Requirements
4.2.1 General Issues
24. Chemical, pharmaceutical and biological data shall include the following information on active substance(s) and finished medicinal products:

24.1 Development;

24.2. Manufacturing process;

24.3 Description and properties;

24.4 Quality control operations and requirements;

24.5 Stability:

24.6 Description of the formulation and presentation of the finished medicinal product.

25. Two sets of information shall be provided as regards the active substance(s) and the finished medicinal product.

26. Detailed information must be provided regarding the starting and raw materials used in manufacturing of the active substance(s) and on the excipients incorporated in the formulation of the finished medicinal product.

27. All the procedures and methods used in manufacture and control of the active substances and the finished medicinal product shall be described in sufficient detail to ensure their repeatability in control tests, which are carried out at the request of the State Agency of Medicines. The test procedures shall correspond to the state of scientific progress at the given time and shall be validated. Results of the validation studies shall be provided. In case of performance 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).

28. The European Pharmacopoeia monographs apply to all substances, preparations and pharmaceutical forms as mentioned thereof. As regards other substances, each Member State may require observance of its national pharmacopoeia. In performing the analytical procedures required by the European Pharmacopoeia, this description shall be replaced in each relevant section by the appropriate detailed reference to the monograph(s) and general chapter(s). However, where a material in the European Pharmacopoeia or in the pharmacopoeia of a Member State has been prepared by a method liable to leave impurities not controlled in the pharmacopoeia monograph, these impurities and their maximum tolerance limits must be declared and a suitable test procedure must be described.  In cases where a specification contained in a monograph of the European Pharmacopoeia or in the national pharmacopoeia of a Member State might be insufficient to ensure the quality of the substance, the State Agency of Medicines may request more appropriate specifications from the registration certificate holder (owner). The State Agency of Medicines shall inform the authorities responsible for the pharmacopoeia in question. The registration certificate holder (owner) shall provide the authorities of that pharmacopoeia with the details of the alleged insufficiency and the additional specifications applied.

29. In case any starting and raw materials, active substance(s) or excipient(s) are described neither in the European Pharmacopoeia nor in the pharmacopoeia of a Member State, compliance with the monograph of a third country (country, which is not a Member State of the European Economic Area) pharmacopoeia can be accepted. In such cases, the applicant shall submit a copy of the monograph accompanied by the validation of the analytical procedures contained in the monograph and by a translation where appropriate. 

30. Where the active substance, raw material, as well as the starting material(s) or excipient(s) are the subject of a monograph of the European Pharmacopoeia, the certificate of suitability granted by the European Directorate for the Quality of Medicines, shall be presented in the relevant section of this Module and shall be deemed to replace the relevant data of the corresponding sections described in this Module.  The manufacturer shall give the assurance in writing to the applicant that the manufacturing process has not been modified since the granting of the certificate of suitability by the European Directorate for the Quality of Medicines.

31. The information for well-defined active substance detailed description of the manufacturing process, quality control during manufacture, and process validation can be supplied in a separate document by the manufacturer of the active substance as an Active Substance Master File. The manufacturer shall confirm in writing to the registration application submitter that he shall ensure batch to batch consistency and not modify the manufacturing process or specifications without informing the registration applicant. Documents and particulars shall also support any performed changes. The aforesaid documents and particulars shall be supplied to the registration application submitter when they concern the open part of the active substance mater file. 

32. Specific measures concerning the prevention of the transmission of animal spongiform encephalopathies: at each step of the manufacturing process, the applicant must demonstrate the compliance of the materials used with the Note for Guidance on Minimising the Risk of Transmitting Animal Spongiform Encephalopathy Agents via Medicinal Products and its updates, published by the European Commission in the Official Journal of the European Union. Demonstration of compliance with the said Note for Guidance can be done by submitting either a certificate of suitability to the relevant monograph of the European Pharmacopoeia or by the supply of scientific data to substantiate this compliance. 

33. For adventitious agents, information assessing the risk with respect to potential contamination with adventitious agents, whether they are non-viral or viral, as laid down in relevant general monograph and general chapter of the European Pharmacopoeia, shall be provided. 

34. Any special apparatus and equipment, which may be used at any stage of the manufacturing process and control operations of the medicinal product, shall be described in adequate details.

35. If needed, a CE marking which is required by Community legislation on medical devices shall be provided.

4.2.2. Active Substance(s)

36. General information related to the starting and raw materials:

36.1 Information on the nomenclature of the active substance shall be provided, including recommended International Non-proprietary Name, European Pharmacopoeia name and, if necessary, chemical name(s). The structural formula, including relative and absolute stereo-chemistry, the molecular formula, and the relative molecular mass shall be provided. For biotechnological medicinal products the schematic amino acid sequence and relative molecular mass shall be provided.  A list shall be provided of physical, chemical and other relevant properties of the active substance;

36.2 For medical products of biological origin, the biological activity shall be specified, in view of the fact that starting materials shall mean all materials from which the active substance is manufactured or extracted: 

36.2.1 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);

36.2.2 An active substance is a substance that is produced by or extracted from a biological source and that needs for its characterisation and the determination of its quality a combination of physico-chemical-biological testing, together with the production process and its control.  Other substances used for manufacturing of 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. are known as raw materials.

37. Manufacturing process of the active substance(s):

37.1 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 European Medicines Agency shall be provided;

37.2 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. Raw materials shall be listed and their quality and controls shall also be documented. The name, address, and responsibility of each manufacturer, including contractors, and each proposed production site or facility involved in manufacturing and testing shall also be provided;

37.3 For medicinal products of biological origin, the following additional requirements shall apply:

37.3.1 The origin and history of starting materials shall be described and documented;

37.3.2 Regarding the specific measures for the prevention of the Transmission of animal Spongiform Encephalopathies, the registration applicant must demonstrate that the active substance complies with the Note for Guidance on Minimising the Risk of Transmitting Animal Spongiform Encephalopathy Agents via Medicinal Products and its updates, published by the European Commission in the Official Journal of the European Union;

37.3.3 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;

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

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

37.3.6 Whenever possible, vaccine production shall be based on a seed lot system and on established cell banks. 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;

37.3.7 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 Part IV of this Annex;

37.3.8 The manufacturing facilities and equipment shall be described:

37.4 Tests and acceptance criteria carried out at every critical step, information on the quality and control of intermediates and process validation and/or evaluation studies shall be provided as appropriate;

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

37.6 A description and discussion of the significant changes made to the manufacturing process during development and manufacturing site of the active substance shall be provided.

38. Description of the active substance(s):

38.1 Data highlighting the structure and other characteristics of the active substance(s) shall be provided;

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

39. Information on the control of active substance(s) shall be provided:

39.1 Specifications used for routine control of active substance(s), justification for the choice of these specifications, methods of analysis and their validation shall be provided;

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

40. Reference preparations and standards shall be identified and described in detail. Wherever appropriate, chemical and biological reference material of the European Pharmacopoeia shall be used.

41. A description of the container and the closure system(s) and their specifications shall be provided.

42. Stability of the active substance(s):

42.1 Types of studies conducted, protocols used, and the results of the studies shall be summaries;

42.2 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;

42.3 A post authorisation stability protocol shall be provided. Information on commitments relating to stability shall be provided.

  

4.2.3. Finished Medicinal Product
43. A description of the finished medicinal product shall provide:

43.1 A description of its formulation. The information shall include the description of the pharmaceutical form and composition with all the constituents of the finished medicinal product, their amount on a per-unit basis, the function of the constituents of:

43.1.1 Active substance(s);

43.1.2 Constituents of the excipients, whatever their nature or the quantity used (for example, colouring matter, preservatives, adjuvants, stabilisers, thickeners, emulsifiers, flavouring and aromatic substances, etc.);

43.1.3 Constituents, intended to be ingested or otherwise administered to the patient, of the outer covering of the medicinal products (for example, hard capsules, soft capsules, rectal capsules, coated tablets, films-coated tablets, etc.). these particulars shall be supplemented by any relevant data concerning the type of 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;

43.2 Qualitative and quantitative compounds shall be provided using the simple terminology and providing the information on components of the medicinal product:

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

43.2.2 In respect of other substances, the international non-proprietary name recommended by the World Health Organisation, or, failing this, the exact scientific designation. 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, as well as any other relevant details;

43.2.3 Colour agents bear an international (E) number, which conforms to the colour agent mentioned in the List of Food Supplements as provided for in the normative acts regarding the obligatory safety (harmlessness) requirements to food supplements. 

43.3 In order to give a quantitative composition of the active substance(s) of the finished 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;

43.4 Active substances present in the form of compounds or derivatives shall be designated quantitatively by their total mass, and if necessary or relevant, by the mass of active entity or entities of the molecule;

43.5 For medicinal products containing an active substance, which is the subject of an application for registration in any Member State for the first time, the quantitative statement of an active substance, which is a salt or hydrate shall be systematically expressed in terms of mass of the active entity or entities in the molecule.  All subsequently authorised medicinal products in the Member States shall have their quantitative composition stated in the same way for the same active substance;

43.6 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, the units of biological activity shall be expressed in such a way as to provide unambiguous information on the activity of the substances by using where applicable the European Pharmacopoeia Units.

44. Pharmaceutical development:

44.1 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 registration documentation;

44.2 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. Where the additional supportive data is necessary it shall be referenced to the relevant chapters of Module 4 (Non Clinical Study Reports) and Module 5 (Clinical Study Reports):

44.2.1 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;

44.2.2 The choice of excipients, in particular relative to their respective functions and concentration shall be documented;

44.2.3 A description of the development of the finished product shall be provided, taking into consideration the proposed route of administration and usage;

44.2.4 Any overages in the formulation(s) shall be warranted;

44.2.5 As far as the physiochemical and biological properties are concerned, any parameter relevant to the performance of finished product shall be addressed and documented;

44.2.6 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;

44.2.7 The suitability of the container and closure system used for the storage, shipping and use of the finished product shall be documented. A possible interaction between medicinal product and container may need to be considered;

44.2.8 The microbiological attributes of the dosage form in relation with non-sterile and sterile products shall be in accordance with an documented as prescribed in the European Pharmacopoeia;

44.2.9 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.

45. Manufacturing process of the finished medicinal product:

45.1 The description of the manufacturing method accompanying the application for the medicinal product registration pursuant to Subparagraph 17.5 of these Regulations shall be prepared. The description 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:

45.1.1 A mention of the various stages of manufacture including process controls and corresponding acceptance criteria, 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;

45.1.2 In the case of continuous manufacture, full details concerning precautions taken to ensure the homogeneity of the finished product;

45.1.3 Experimental studies validating the manufacturing process, where a non-standard method of manufacture is used or where it is critical for the product;

45.1.4 For sterile medicinal products, details of the sterilisation processes as well as the aseptic procedures used;

45.1.5 A detailed batch formula;

45.2. The name, address, and responsibility of each manufacturer, including contractors, and each proposed production site or facility involved in manufacturing and testing shall be provided;

45.3 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 production process shall be included. These tests are essential for checking the conformity of the medicinal product with the formula when, exceptionally, a registration application submitter 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). This applies where the quality control of the finished product depends on in-process control tests, particularly if the medicinal product is essentially defined by its method of preparation;

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

46. Control of excipients:

46.1. 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 Annex 2 hereof, as well as the legislation concerning the colouring matters authorised for use in foodstuffs. Colouring matters shall meet purity criteria used for foodstuff colouring matters; Colour agents conform to such colouring substances as included into the list of the allowed food supplements as provided for in the normative acts regarding food supplements. The purity criteria for colouring agents conform to such purity criteria for food supplements as provided for in the normative acts regarding the obligatory safety (harmlessness) requirements to food supplements. 
46.2. For each excipient, the specifications and their justifications shall be detailed. The analytical procedures shall be described and duly validated;

46.3 Specific attention shall be paid to excipients of human and animal origin. Regarding the specific measures for prevention of the Transmission of animal Spongiform Encephalopathies the registration applicant must demonstrate also for excipients 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 European Commission in the Official Journal of the European Union. Demonstration of compliance with the aforementioned Note for Guidance can be done by submitting either a certificate of suitability to the relevant monograph of the European Pharmacopoeia or by the supply of scientific data to substantiate this compliance;

46.4. Novel excipients:

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

46.4.2 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;

46.4.3 Information on novel excipient(s) may be presented as a stand-alone document following the format described above.  Where the registration application submitter differs from the novel excipient manufacturer the said stand-alone document shall be made available to the applicant for submission to the competent authority (in Latvia - the State Agency of Medicines);

46.4.4 Additional information on toxicity studies with the novel excipient shall be provided in Module 4;

46.4.5 Clinical studies shall be provided in Module 5.

47. Control of the finished medicinal product:

47.1 For the control of the finished medicinal 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 continuous production process, all the units manufactured in a given period of time;

47.2 Unless there is appropriate justification, the maximum acceptable deviation in the active substance content of the finished product shall not exceed ±5 % at the time of manufacture;

47.3 Detailed information on the specifications, (release and shelf life) justification for their choice, methods of analysis and their validation shall be provided.

48. Reference preparations and standards used for testing of the finished medicinal product shall be identified and described in detail, if not previously provided in the section related to the active substance.

49. Container and closure system of the finished medicinal product:

49.1 A description of the container and the closure system(s) including the identity of each immediate packaging material and their specifications shall be provided. The specifications shall include description and identification. Non-pharmacopoeial methods (with validation) shall be included where appropriate;

49.2 For non-functional outer packaging materials only a brief description shall be provided. For functional outer packaging materials additional information shall be provided.

50. Stability of the finished medicinal product:

50.1 The types of studies conducted, protocols used, and the results of the studies shall be summarised;

50.2 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. In case of vaccines, information on cumulative stability shall be provided where appropriate;

50.3 The post authorisation stability protocol and stability commitment shall be provided.

  

5. Module 4. Non-clinical Reports
5.1. Format and Presentation
51. The general outline of Module 4 is as follows:

51.1 Table of contents:

51.2 Study reports:

51.2.1 Pharmacology;

51.2.2 Pharmaco-kinetics;

51.2.3 Toxicity;

51.2.4 Other Toxicity Studies;

51.3 List of References.

52. The pharmacology reports mentioned in Subparagraph 51.2.1 hereof shall include the following information:

52.1 Primary Pharmaco-dynamics;

52.2 Secondary Pharmaco-dynamics;

52.3 Safety Pharmacology;

52.4 Pharmaco-dynamic Interactions.

53. The pharmaco-kinetics reports mentioned in Subparagraph 51.2.2 hereof shall include the following information:

53.1 Analytical Methods and Validation Reports;

53.2 Absorption;

53.3 Distribution;

53.4 Metabolism;

53.5 Excretion;

53.6 Pharmaco-kinetic Interactions (non-clinical);

53.7 Other Pharmaco-kinetic Studies.

54. The toxicity reports mentioned in Subparagraph 51.2.3 hereof shall include the following information:

54.1 Single-Dose Toxicity;

54.2 Repeat-Dose Toxicity;

54.3 Genotoxicity;

54.3.1 In vitro;

54.3.2 In vivo (including supportive toxico-kinetics evaluations);

54.4 Carcinogenicity:

54.4.1 Long-term studies;

54.4.2 Short- or medium-term studies;

54.4.3 Other studies;

54.5 Reproductive and Developmental Toxicity:

54.5.1 Fertility and early embryonic development;

54.5.2 Embryo-fetal development;

54.5.3 Prenatal and postnatal development;

54.5.4 Studies in which the offspring (juvenile animals) are dosed and/or further evaluated;

54.6 Local Tolerance.

55. Other toxicity reports as mentioned in Subparagraph 51.2.4 hereof shall include the following information:

55.1 Antigenicity;

55.2 Immuno-toxicity;

55.3 Mechanistic studies;

55.4 Dependence;

55.5 Metabolites;

55.6 Impurities;

55.7 Other.

  

5.2 Content: Basic Principles and Requirements
56. Special attention shall be paid to the following selected elements:

56.1 Pharmacological and toxicological tests must show:

56.1.1 Potential toxicity of the product and any dangerous or undesirable toxic effects that may occur under the proposed conditions of use in human beings. These should be evaluated in relation to the pathological condition concerned;

56.1.2 Pharmacological properties of the product, in both qualitative and quantitative relationship to the proposed use. All results must be reliable and of general applicability. Whenever appropriate, mathematical and statistical procedures shall be used in designing the experimental methods and in evaluating the results;

56.1.3 Additionally, it is necessary for clinicians to be given information about the therapeutic and toxicological potential of the product;

56.2 For biological medicinal products (for example, immunological medicinal products and medicinal products derived from human blood or plasma), the requirements of Module 4 may have to be adapted for individual products; therefore the testing program carried out shall be justified by the applicant. In establishing the testing program, the following shall be taking into consideration:

56.2.1 All tests requiring repeated administration of the product shall be designed to take account of the possible induction of, and interference by, antibodies;

56.2.2 Examination of reproductive function, of embryo/foetal and peri-natal toxicity, of mutagenic potential and of carcinogenic potential shall be considered. Where constituents other than the active substance(s) are incriminated, validation of their removal may replace the study;

56.3 The toxicology and pharmaco-kinetics of an excipient used for the first time in the pharmaceutical field shall be investigated;

56.4 Where there is a possibility of significant degradation during storage of the medicinal product, the toxicology of degradation products must be considered.

57. Information on pharmacology:

57.1 Pharmacology study shall follow the two distinct lines of approach:

57.1.1 Actions relating to the proposed therapeutic use shall be adequately investigated and described. Where possible, recognised and validated assays, both in vivo and in vitro shall be used. Novel experimental techniques must be described in such detail as to allow them to be reproduced. The results shall be expressed in quantitative terms using, for example, dose-effect curves, time-effect curves, etc. Wherever possible, comparisons shall be made with data relating to a substance or substances with a similar therapeutic action;

57.1.2 Potential undesirable pharmaco-dynamic effects of the substance on physiological functions shall be investigated. These investigations shall be performed at exposures in the anticipated therapeutic range and above. The experimental techniques, unless they are standard procedures, must be described in such detail as to allow them to be reproduced, and the investigator must establish their validity. Any suspected modification of responses resulting from repeated administration of the substance shall be investigated.

57.2. For the pharmaco-dynamic medicinal product interaction, tests on combinations of active substances may be prompted either by pharmacological premises or by indications of therapeutic effect:

57.2.1 A pharmaco-dynamic study shall demonstrate those interactions, which might make the combination of value in therapeutic use;

57.2.2 Where scientific justification for the combination is sought through therapeutic experimentation, the investigation shall determine whether the effects expected from the combination can be demonstrated in animals, and the importance of any collateral effects shall be investigated.

58. Information on pharmaco-kinetics:

58.1 Pharmaco-kinetics means the study of the fate of the active substance, and its metabolites, within the organism, and covers the study of the absorption, distribution, metabolism (bio-transformation) and excretion of these substances;

58.2 The study described in Subparagraph 58.1 of this Annex may be carried out mainly by means of physical, chemical or possibly by biological methods, and by observation of the actual pharmaco-dynamic activity of the substance itself;

58.3 Information on distribution and elimination shall be necessary in all cases where such data are indispensable to determine the dosage for humans, and in respect of chemo-therapeutic substances (antibiotics, etc) and substances whose use depends on their non-pharmaco-dynamic effects (e.g. numerous diagnostic agents, etc.).

58.4 In vitro studies also can be carried out with the advantage of using human material for comparison with animal material (i.e. protein binding, metabolism, drug-drug interaction);

58.5 Pharmaco-kinetic investigation of all pharmacologically active substances is necessary. In the case of new combinations of known substances, which have been investigated in accordance with the provisions of these Regulations, pharmaco-kinetic studies may not be required, if the toxicity tests and therapeutic experimentation justify their omission;

58.6 A pharmaco-kinetic program shall be designed to allow comparison and extrapolation between animal and human.

59. Information on toxicity:

59.1 A single-dose toxicity test must be carried out in accordance with the relevant guidelines published by the European Medicines Agency.  A single-dose toxicity test shall mean a qualitative and quantitative study of the toxic reactions, which may result from a single administration of the active substance or substances contained in the medicinal product, in the proportions and physico-chemical state in which they are present in the actual product. 

59.2. Repeat-dose toxicity tests:

59.2.1 are intended to reveal any physiological and/or anatomo-pathological changes induced by repeated administration of the active substance or combination of active substances under examination, and to determine how these changes are related to dosage;

59.2.2 it is desirable that two tests be performed: one short term, lasting two to four weeks, the other long-term. The duration of the latter shall depend on the conditions of clinical use.  Its purpose is to describe potential adverse effects to which attention should be paid in clinical studies.  The duration is defined in the relevant guidelines published by the Agency.

59.3. Geno-toxicity: the purposes of the study of mutagenic and clastogenic potential is to reveal the changes which substance may cause in the genetic material of individuals or cells.  Mutagenic substances may present a hazard to health since exposure to a mutagen carries the risk of inducing germ-line mutation, with the possibility of inherited disorders, and the risk of somatic mutations including those leading to cancer.  These studies are obligatory for any new substance.

59.4 In relation to carcino-genicity generally the tests are necessary revealing the carcinogenic effects. The studies:

59.4.1 shall be performed for any medicinal product whose expected clinical use is for a prolonged period of a patient’s life, either continuously or repeatedly in an intermittent manner;

59.4.2 are recommended for some medicinal products if there is concern about their carcinogenic potential (e.g. from product of the same class or similar structure), or from evidence in repeated dose toxicity studies;

59.4.3 with unequivocally geno-toxic compounds are not needed, as they are presumed to be trans-species carcinogens, implying a hazard to humans. If such a medicinal product is intended to be administered chronically to humans a chronic study may be necessary to detect early tumorigenic effects;

59.5 reproductive and developmental toxicity:

59.5.1 investigation of possible impairment of male or female reproductive function as well as harmful effects on progeny shall be performed by appropriate test;

59.5.2 these tests comprise studies of effect on adult male or female reproductive function, studies of the toxic and teratogenic effect at all stages of development from conception to sexual maturity as well as latent effects, when the medical product under investigation has been administered to the female during pregnancy;

59.5.3 omission of these tests must be adequately justified;

59.5.4 depending on the indicated use of the medicinal product, additional studies addressing development when administering the medicinal product of the offspring may be warranted;

59.5.5 embryo/foetal toxicity shall normally be conducted on two mammalian species, one of which shall be other than a rodent. Peri- and postnatal studies shall be conducted in at least one species. If the metabolism of a medicinal product in particular species is known to be similar to that in man, it is desirable to include this species. It is also desirable that one of the species is the same as in the repeated dose toxicity studies;

59.5.6 the state to scientific knowledge at the time when the application is lodged shall be taken into account when determining the study design;

59.6 the purpose of local tolerance studies is to ascertain whether medicinal products (both active substances and excipients) are tolerated at site in the body, which may come into contact with the medicinal product as a result of its administration in clinical use. The testing strategy shall be such that any mechanical effects of administration or purely physico-chemical actions of the product can be distinguished from toxicological or pharmaco-dynamic ones. Local tolerance testing shall be conducted with the preparation being developed for human use, using the vehicle and/or excipients in treating the control group(s). Positive controls/reference substances shall be included where necessary. The design of local tolerance tests (choice of species, duration, frequency and route of administration, doses) will depend upon the problem to be investigated and the proposed conditions of administration in clinical use.  Reversibility of local lesions shall be performed where relevant. Studies in animals can be substituted by validated in vitro tests provided that the tests results are of comparable quality and usefulness for the purpose of safety evaluation. For chemicals applied to the skin (e.g. dermal, rectal, vaginal) the sensitising potential shall be evaluated in at least one of the test systems currently available (the guinea pig assay or the local lymph node assay).

6. Module 5. Clinical Study Reports
6.1. Format and presentation
60. The general outline of Module 5 is as follows:

60.1 Table of contents for clinical study reports;

60.2 Tabular listing of all clinical studies;

60.3 Clinical study reports;

60.3.1 Reports of Bio-pharmaceutical Studies;

60.3.2 Reports of Studies Pertinent to Pharmaco-kinetics Using Human Bio-materials;

60.3.3 Reports of Human Pharmaco-kinetic Studies;

60.3.4 Reports of Human Pharmaco-dynamic Studies;

60.3.5 Reports of Efficacy and Safety Studies;

60.3.6 Reports of Post-marketing Experience;

60.4 List of references.

61. The Reports of Bio-pharmaceutical Studies mentioned in Subparagraph 60.3.1 hereof are as follows:

61.1. Bio-availability Study Reports;

61.2. Comparative Bio-availability and Bio-equivalence Study Reports;

61.3. In vitro – In vivo Correlation Study Report;

61.4. Reports of Bio-analytical and Analytical Methods.

62. The Reports Pertinent to Pharmaco-kinetics Using Human Bio-materials mentioned in Subparagraph 60.3.2 hereof are as follows:

62.1. Plasma Protein Binding Study Reports;

62.2 Reports of Hepatic Metabolism and Interaction Studies;

62.3 Reports of Studies Using Other Human Bio-materials.

63. The Reports of Human Pharmaco-kinetic Studies mentioned in Subparagraph 60.3.3 hereof are as follows:

63.1. Healthy subjects Pharmaco-kinetics and Initial Tolerability Study Reports;

63.2. Patient Pharmaco-kinetics and Initial Tolerability Study Reports;

63.3. Intrinsic Factor Pharmaco-kinetics Study Reports;

63.4. Extrinsic Factor Pharmaco-kinetics Study Reports;

63.5. Population Pharmaco-kinetics Study Reports.

64. The Reports of Human Pharmaco-dynamic Studies mentioned in Subparagraph 60.3.4 hereof are as follows:

64.1. Healthy Subject Pharmaco-dynamic and Pharmaco-kinetics/Pharmaco-dynamic Study Reports;

64.2. Patient Pharmaco-dynamic and Pharmaco-kinetics/Pharmaco-dynamic Study Reports.

65. The Reports of Efficacy and Safety Studies mentioned in Subparagraph 60.3.5 hereof shall contain the following information:

65.1. Study Reports of Controlled Clinical Studies Pertinent to the Clinical Indication;

65.2. Study Reports of Uncontrolled Clinical Studies;

65.3. Reports of Analysis of Data from More than One Study including any formal integrated analyses, meta-analyses and bridging analyses;

65.4. Other Study Reports.

  

6.2. Content: Basic Principles and Requirements
66. Special attention shall be paid to the following selected elements:

66.1 The clinical particulars to be provided must enable a sufficiently well-founded and scientifically valid opinion to be formed as to whether the medicinal product satisfies the criteria governing the granting of a registration. The results of all clinical trials should be provided, both favourable and unfavourable;

66.2 Clinical trials must always be preceded by adequate pharmacological and toxicological tests, carried out on animals in accordance with the requirements of Module 4 of this Annex. The investigator must familiarize him/herself with the conclusions drawn from the pharmacological and toxicological studies. The applicant must provide him at least with the investigator's brochure, consisting of all the relevant information known prior to the onset of a clinical trial including chemical, pharmaceutical and biological data, toxicological, pharmaco-kinetic and pharmaco-dynamic data in animals and the results of earlier clinical trials, with adequate data to justify the nature, scale and duration of the proposed trial. The complete pharmacological and toxicological reports shall be provided on request.  For materials of human or animal origin, all available means shall be employed to ensure safety from transmission of infectious agents prior to the commencement of the trial;

66.3. In relation to clinical studies documentation the following requirements performance shall be secured:

66.3.1 The holder of the medicinal product registration certificate (owner) must arrange for essential clinical trial documents (including case report forms) other than subject's medical files, to be kept by the owners of the data:

66.3.1.1 For at least 15 years after completion or discontinuation of the trial;

66.3.1.2 Or for at least two years after the granting of the last registration in the European Economic Area countries and when there are no pending or contemplated registration applications;

66.3.1.3 Or for at least two years after formal discontinuation of clinical development of the investigational product;

66.3.2 The subject’s medical files should be retained in accordance with applicable legislation and in accordance with the maximum period of time permitted by the hospital, institution, including private practice;

66.3.3. The documents can be retained for a longer period, however, if required by the applicable requirements or by agreement with the sponsor. It is the responsibility of the sponsor to inform the hospital, institution or practice as to when these documents no longer need to be retained;

66.3.4 The sponsor or other owner of the data shall retain all other documentation pertaining to the trial as long as the product is registered and this documentation shall include:

66.3.4.1 The protocol including the rationale, objectives and statistical design and methodology of the trial, with conditions under which it is performed and managed, and details of the investigational product, the reference medicinal product and/or the placebo used; 

66.3.4.2 Standard operating procedures;

66.3.4.3 All written opinions on the protocol and procedures;

66.3.4.4 The investigator’s brochure;

66.3.4.5 Case report forms on each trial subject;

66.3.4.6 Final report;

66.3.4.7 Audit certificate(s), if available;

66.3.5 The medicinal product registration owner shall make any additional arrangements for archiving of documentation in accordance with the provisions of legislation regarding medicinal products clinical trials;

66.3.6 Any change of ownership of the data shall be documented;

66.3.7 All data and documents shall be made available if requested by relevant authorities;

66.4 The particulars of each clinical trial must contain sufficient detail to allow an objective judgement to be made:

66.4.1 The protocol including the rationale, objectives and statistical design and methodology of the trial, with conditions under which it is performed and managed, and details of the investigational medicinal product used; 

66.4.2 Audit certificate(s), if available;

66.4.3 The list of investigator(s), and each investigator shall give his name, address, appointments, qualifications and clinical duties and the place where the trial was carried out. Investigators shall assemble the information in respect of each patient individually, including case report forms on each trial subject;

66.4.4 Final report shall be signed by the investigator. For multi-centre trials, it shall be signed by all the investigators or the co-ordinating (principal) investigator;

66.5 The particulars of clinical trials referred to above shall be forwarded to the State Agency of Medicines. In agreement with the State Agency of Medicines the registration application submitter may omit part of this information, however a complete documentation shall be provided forthwith upon request. The investigator shall, in his conclusions on the experimental evidence, express an opinion on the safety of the product under normal conditions of use, its tolerance, its efficacy and any useful information relating to indications and contra-indications, dosage and average duration of treatment as well as any special precautions to be taken during treatment and the clinical symptoms of over dosage.  In reporting the results of a multi-centre study, the principal investigator shall, in his conclusions, express an opinion on the safety and efficacy of the investigational medicinal product on behalf of all centres;

66.6 Clinical observations shall be summarised for each trial. Each trial study shall include:

66.6.1 The number and gender of the treated subjects;

66.6.2 The selection and age-distribution of the groups of patients being investigated and the comparative tests;

66.6.3 The number of patients withdrawn prematurely from the trials and the reasons for such withdrawal;

66.6.4 Where controlled trials were carried out under the above conditions, whether the control group:

66.6.4.1 Received no treatment;

66.6.4.2 Received a placebo;

66.6.4.3 Received another medicinal product of known effect;

66.6.4.4 Received treatment other than therapy using medicinal products;

66.6.5 The frequency of observed adverse reactions;

66.6.6 Details concerning patients who may be at increased risk (e.g. elderly people, children, women during pregnancy or menstruation), or whose physiological or pathological condition requires special consideration);

66.6.7 Parameters of evaluation criteria of efficacy and the results in terms of these parameters;

66.6.8 A statistical evaluation of the results when this is called for by the design of the trials and the variable factors involved;

66.7 The investigator shall indicate his observations on:

66.7.1 Any signs of habituation, addiction or difficulty in weaning patients from the medicinal product;

66.7.2 Any interactions that have been observed with other medicinal products administered concomitantly;

66.7.3 Criteria determining exclusion of certain patients from the trials;

66.7.4 Any death which occurred during the trial or within the follow-up period;

66.8 Particulars, concerning a new combination of medicinal substances must be identical to those required for new medicinal products and must substantiate the safety and efficacy of the combination;

66.9 Total or partial omission of data must be explained. Should any unexpected results occur during the course of the trials, further pre-clinical toxicological and pharmacological tests must be undertaken and reviewed;

66.10 If the medicinal product is intended for long-term administration, particulars shall be given of any modification of the pharmacological action following repeated administration, as well as the establishment of long-term dosage.

67. For bio-pharmaceutical studies reports the bio-availability study reports, comparative bio-availability, bio-equivalence study reports, reports on in vitro ad in vivo correlation study, and bio-analytical and analytical methods shall be provided. An assessment of bio-availability shall be undertaken where necessary to demonstrate bio-equivalence for the medicinal products.

68. For reports on studies pertinent to pharmaco-kinetics using human bio-materials (human origin proteins, cells, tissues and related materials derived from human sources that are used in vitro or ex vivo to assess pharmaco-kinetics properties of drug substances) the reports of plasma protein being study, hepatic metabolism and active substance interaction studies and studies using other human bio-materials shall be provided.

69. Reports of human pharmaco-kinetics studies:

69.1 The following pharmaco-kinetics shall be described:

69.1.1 Absorption (rate and extent);

69.1.2 Distribution;

69.1.3 Metabolism;

69.1.4 Excretion;

69.2 Clinically significant features including the implication of the kinetic data for the dosage regiment especially for patients at risk, and differences between man and animal species used in pre clinical studies, shall be described;

69.3 In addition to standard multiple-sample pharmaco-kinetics studies, population pharmaco-kinetics analysis based on sparse sampling during clinical studies can also address questions about the contributions of intrinsic and extrinsic factors to the variability in the dose-pharmaco-kinetics response relationship. The following shall be provided:

69.3.1 Reports on pharmaco-kinetic and initial tolerability studies in healthy subjects and in patients;

69.3.2 Reports of pharmaco-kinetic studies to assess effects of intrinsic and extrinsic factors;

69.3.3 Reports of population pharmaco-kinetic studies;

69.4 If the medicinal product is normally to be administered concomitantly with other medicinal products, particulars shall be given of joint administration tests performed to demonstrate possible modification of the pharmacological action;

69.5 Pharmaco-kinetic interactions between the active substance and other medicinal products or substances shall be investigated.

70. Reports of human pharmaco-dynamic studies:

70.1 must show the pharmaco-dynamic action related to the efficacy, including the dose-response relationship and its time course, justification for the dosage and conditions of administration, the mode of action, if possible. The pharmaco-dynamic action note related to efficacy shall be described. It should be taken into account that the demonstration of pharmaco-dynamic effects in human beings shall not in itself be sufficient to justify conclusions regarding any particular potential therapeutic effect;

70.2 If the medicinal product is normally to be administered concomitantly with other medicinal products, particulars shall be given of joint administration tests performed to demonstrate possible modification of the pharmacological action; Pharmaco-dynamic interactions between the active substance and other medicinal products or substances shall be investigated.

71. Reports of efficacy and safety studies:

71.1 are Study Reports of Controlled Clinical Studies Pertinent to the Clinical Indication:

71.1.1 A clinical trial shall be done as a controlled clinical trial. If possible, randomised and as appropriate versus placebo and versus an established medicinal product of proven therapeutic value. Any other design shall be justified. The treatment of the control groups will vary from case to case and also will depend on ethical considerations and therapeutic area. Thus it may, in some instances, be more pertinent to compare the efficacy of a new medicinal product with that of an established medicinal product of proven therapeutic value rather than with the effect of a placebo;

71.1.1.1 As far as possible, and particularly in trials where the effect of the product cannot be objectively measured, steps shall be taken to avoid bias, including methods of randomisation and blinding;

71.1.1.2 The protocol of the trial must include a thorough description of the statistical methods to be employed, the number and reasons for inclusion of patients (including calculations of the power of the trial), the level of significance to be used and a description of the statistical unit. Measures taken to avoid bias, particularly methods of randomisation, shall be documented. Inclusion of a large number of subjects in a trial must not be regarded as an adequate substitute for a properly controlled trial;

71.1.2 The safety data shall be reviewed with particular attention to events resulting in changes of dose or need for concomitant medication, serious adverse events, events resulting in withdrawal and deaths. Any patient or patient groups at increased risk shall be identified and particular attention paid to potentially vulnerable patients who may be present in small numbers, e.g., children, pregnant women, frail elderly, people with marked abnormalities of metabolism or excretion, etc. The implication of the safety evaluation for the possible uses of the medicinal product shall be described;

71.2 Study reports of uncontrolled clinical studies reports of analyses of data from more than one study and other clinical study reports shall be provided.

72. If the medicinal product is already registered in third countries, information shall be given in respect of adverse reactions of the medicinal product concerned and medicinal products containing the same active substance(s), in relation to the usage rates if possible.

73. Case report forms and individual patient data listings shall be provided and presented in the same order as the clinical study reports and indexed by study. These shall be submitted in accordance with the relevant Guideline published by the European Medicines Agency.

In place of the Minister of Health – Minister of Culture H.Demakova
 
Annex 4

The Cabinet of Ministers

Regulations No.376 of 9 May 2006

Specific Registration Documentation Requirements to Medicinal Product Registration Applications
I. General Issue
1. This Annex shall define the specific requirements to the registration documentation:

1.1 Well-established medicinal use products;

1.2 Essentially similar medicinal products;

1.3 Additional data required in specific situations;

1.4 Similar biological medicinal products;

1.5 Fixed combination medicinal products;

1.6 Mixed registration applications.

  

II. Well-established Medicinal Products
2. For well-established medicinal products, the following registration documentation requirements shall apply:

2.1 For Annex 3 hereof:

2.1.1 Modules 1, 2 and 3 – included;

2.1.2 Modules 4 and 5 - a detailed scientific biography shall address non-clinical and clinical characteristics;

2.2 The following shall apply to demonstrate the well-established medicinal use:

2.2.1. factors which have to be taken into account in order to establish a well-established medicinal use:

2.2.1.1. the time over which a substance has been used;
2.2.1.2. quantitative aspects of the use of the substance;
2.2.1.3. the degree of scientific interest in the use of the substance (reflected in the published scientific literature);
2.2.1.4. coherence of scientific assessments;
2.2.2. different periods of time may be necessary for establishing well-established use of different substances. In any case, however, the period of time required for establishing a well established medicinal use of a constituent of a medicinal product must not be less than one decade from the first systematic and documented use of that substance as a medicinal product in the European Economic Area Member States;
2.2.3. all aspects of the safety and/or efficacy assessment and must include or refer to a review of the relevant literature:
2.2.3.1. taking into account pre and post-marketing studies and published scientific literature concerning experience in the form of epidemiological studies and in particular of comparative epidemiological studies. All documentation, both favourable and unfavourable, must be communicated;
2.2.3.2. it is in particular necessary to clarify that ‘bibliographic reference’ to other sources of evidence (post marketing studies, epidemiological studies, etc.) and not just data related to tests and trials may serve as a valid proof of safety and efficacy of a product if an application explains and justifies the use of these sources of information satisfactorily;
2.2.4. Particular attention must be paid to any missing information and justification must be given why demonstration of an acceptable level of safety and/or efficacy can be supported although some studies are lacking;
2.2.5. The non-clinical and/or clinical overviews must explain the relevance of any data submitted which concern a product different from the product intended for marketing. A judgement must be made whether the product studied can be considered as similar to the product, for which application for a marketing authorisation has been made in spite of the existing differences;
2.2.6. Post-marketing experience with other products containing the same constituents is of particular importance and applicants should put a special emphasis on this issue.
  

III. Essentially Similar Medicinal Products
3. Registration documentation requirements to essentially similar medicinal products (generics):

3.1 Where the registration application is substantiated (Part III of these Regulations), it shall include the information described in Module 1, 2 and 3 hereof, provided the applicant has been granted the consent of the holder of the original registration authorisation to cross refer to the content of Modules 4 and 5;

3.2 It shall contain the data described in Modules 1, 2 and 3 together with data showing bioavailability and bio-equivalence with the original medicinal product provided the latter is not a biological medicinal product;
3.3 Non-clinical/clinical overviews/summaries shall particularly focus on the following elements:
3.3.1 The grounds for claiming essential similarity;
3.3.2 A summary of impurities present in batches of the active substance(s) as well as those of the finished medicinal product (and where relevant decomposition products arising during storage) as proposed for use in the product to be marketed together with an evaluation of these impurities;
3.3.4 An evaluation of the bio-equivalence studies or a justification why studies were not performed with respect to the guideline on ‘Investigation of Bio-availability and Bio-equivalence’;
3.3.5 An update of published literature relevant to the substance and the present application. It may be acceptable for articles in ‘peer review’ journals to be annotated for this purpose;
3.3.6 If applicable, additional data in order to demonstrate evidence on the equivalence of safety and efficacy properties of different salts, esters or derivatives of an authorised active substance should be provided by the applicant when he claims essential similarity.
  

IV. Additional Data Required in Specific Situations
4. The specific situations where the additional data is required on registration documentation are the following:

4.1. Where the active substance of an essentially similar medicinal product contains the same therapeutic moiety as the original authorised product associated with different salt/ester complex/derivative evidence that there is no change in the pharmaco-kinetics of the moiety, pharmaco-dynamics and/or in toxicity which could change the safety/efficacy profile shall be demonstrated. Should this not be the case, this association shall be considered as a new active substance;
4.2. Where a medicinal product is intended for a different therapeutic use or presented in a different pharmaceutical form or to be administered by different routes or in different doses or with a different posology, the results of appropriate toxicological and pharmacological tests and/or of clinical trials shall be provided.
  

V. Similar Biological Medicinal Products
5. If the information required in the case of essentially similar products (generics) does not permit the demonstration of the similar nature of two biological medicinal products, additional data, in particular, the toxicological and clinical profile shall be provided.
6. When a biological medicinal product refers to an original medicinal product having been granted registration in the European Economic Area Community, is submitted for a registration application by an independent applicant after the expiry of data protection period, the following approach shall be applied:

6.1. Information to be supplied shall not be limited to Modules 1, 2 and 3 of Annex 3 (pharmaceutical, chemical and biological data), supplemented with bio-equivalence and bio-availability data. The type and amount of additional data (i.e. toxicological and other non-clinical and appropriate clinical data) shall be determined on a case by case basis in accordance with relevant scientific guidelines;
6.2. Due to the diversity of biological medicinal products, the need for identified studies foreseen in Modules 4 and 5, shall be required by the competent authority, taking into account the specific characteristic of each individual medicinal product;
6.3. The general principles to be applied are addressed in a guideline taking into account the characteristics of the concerned biological medicinal product published by the European Medicines Agency. In case the originally authorised medicinal product has more than one indication, the efficacy and safety of the medicinal product claimed to be similar has to be justified or, if necessary, demonstrated separately for each of the claimed indications.
  
VI. Fixed Combination Medicinal Products
7. Registration applications for fixed combination products relate to such new medicinal products which contain at least two active substances not previously authorised as a fixed combination medicinal product:

7.1. information shall be compliant to these Module 1 to 5, Annex 3 of these Regulations;
7.2. where applicable, information regarding the manufacturing sites and the adventitious agents, safety evaluation shall be provided.
  

VII. Mixed Registration Applications
8. For mixed registration applications:
8.1 Modules 4 and 5 described in Annex 3 hereof consist of a combination of reports of limited non-clinical and/or clinical studies carried out by the applicant and of bibliographical references;
8.2. All other Module(s) are in accordance with the structure as described in Annex 3 hereof.
In place of Minister of Health – Minister of Culture H.Demakova
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Specific Requirements to Registration Documentation of Particular Medicinal Products
I. General Provisions
1. This Annex shall define the specific requirements to the registration documentation of the following particular medicinal products:

1.1. biological medicinal products (human blood and plasma-derived medicinal products and vaccines);

1.2. radio-pharmaceutical products;

1.3. radio-pharmaceutical precursors (further – precursors);

1.4. homeopathic medicinal products;

1.5. herbal medicinal products;

1.6. medicinal products intended for the treatment of the infrequent diseases.

  

II. Radiopharmaceuticals
2. The registration documentation for radiopharmaceuticals shall include the following information:

2.1. Module 3 as described in Annex 3 hereof (hereinafter referred to as Module 3) – in accordance with Clause 3 hereof;
2.2. Module 4 as described in Annex 3 hereof (hereinafter referred to as Module 4) – in accordance with Clause 4 hereof;
2.3. Module 5 as described in Annex 3 hereof (hereinafter referred to as Module 5) – in accordance with Clause 5 hereof;

3. Module 3 shall contain:
3.1 In the context of a radio-pharmaceutical kit, which is to be radio-labelled after supply by the manufacturer, the active substance is considered to be that part of the formulation which is intended to carry or bind the radionuclide. The description of the manufacturing method of radiopharmaceutical kits shall include details of the manufacture of the kit and details of its recommended final processing to produce the radioactive medicinal product. The necessary specifications of the radionuclide shall be described in accordance, where relevant, with the general monograph or specific monographs of the European Pharmacopoeia. In addition, any compounds essential for the radio-labelling shall be described. The structure of the radio-labelled compound shall also be described. For radionuclides, the nuclear reactions involved shall be discussed. In a generator, both mother and daughter radionuclides shall be considered as active substances;
3.2. details of the nature of the radionuclide, the identity of the isotope, likely impurities, the carrier, the use and the specific activity shall be provided;
3.3. starting materials include irradiation target materials;
3.4. considerations on chemical/radiochemical purity and its relationship to bio-distribution shall be provided;
3.5. radionuclide purity, radiochemical purity and specific activity shall be described;
3.6. for generators, details on the testing for mother and daughter radionuclides are required. For generator-eluates, tests for mother radio-nuclides and for other constituents of the generator system shall be provided;
3.7. the requirement to express the content of active substances in terms of the mass of active entities shall only apply to radio-pharmaceutical kits. For radionuclides, radioactivity shall be expressed in Becquerel’s at a given date and, if necessary, time with reference to time zone. The type of radiation shall be indicated;
3.8. For kits, the specifications of the finished product shall include tests on performance of products after radio-labelling. Appropriate controls on radiochemical and radionucleic purity of the radiolabelled compound shall be included. Any material essential for radiolabelling shall be identified and assayed;
3.9. Information on stability shall be given for radio-nuclide generators, radio-nuclide kits and radiolabelled products. The stability during use of radio-pharmaceuticals in multi-dose vials shall be documented.
4. Module 4 shall provide the toxicity that may be associated with a radiation dose. In diagnosis, this is a consequence of the use of radio-pharmaceuticals; in therapy, it is the property desired. The evaluation of safety and efficacy of radio-pharmaceuticals shall, therefore, address requirements to medicinal products and radiation dosimetry aspects. Organ/tissue exposure to radiation shall be documented. Absorbed radiation dose estimates shall be calculated according to a specified, internationally recognised system by a particular route of administration.

5. In Module 5, where relevant, the results of clinical trials shall be provided where applicable otherwise justified in the clinical overviews.

  

III. Precursors
6. In the registration documentation In the specific case of a radio-pharmaceutical precursor intended solely for radio-labelling purposes, the primary objective shall be to present information which would address the possible consequences of poor radio-labelling efficiency or in vivo dissociation of the radio-labelled conjugate, i.e. questions related to the effects produced in the patient by free radio-nuclide. In addition, it is also necessary to present relevant information relating to occupational hazards, i.e. radiation exposure to hospital staff and to the environment. In particular, the following information where applicable shall be provided:
6.1. in Module 3 - in accordance with Clause 7 of this Annex;

6.2. in Module 4 - in accordance with Clause 8 of this Annex;

6.3. in Module 5 - in accordance with Clause 9 of this Annex;

7. The provisions of Module 3 shall apply to the registration of radio-pharmaceutical precursors as defined in Clause 3 above.
8. Module 4. Concerning single dose and repeat dose toxicity, the results of studies carried out in conformity with the provisions related to good laboratory practice laid down in Council Directives 87/18/EEC and 88/320/ EEC shall be provided, unless otherwise justified. Mutagenicity studies on the radio-nuclide are not considered to be useful in this particular case. Information relating to the chemical toxicity and disposition of the relevant ‘cold’ nuclide shall be presented.
9. In Module 5 the clinical information generated from clinical studies using on the precursor itself is not considered to be relevant in the specific case of a radio-pharmaceutical precursor intended solely for radio-labelling purposes. However, information demonstrating the clinical utility of the radio-pharmaceutical precursor when attached to relevant carrier molecules shall be presented
  

IV. Homeopathic medicinal products
10. In Module 3:
10.1. shall apply to the documents submitted in accordance with the simplified registration of homeopathic medicinal products as well as to the documents for authorisation of other homeopathic medicinal products;
10.2. terminology:
10.2.1. The Latin name of the homeopathic stock described in the marketing authorisation application dossier must be in accordance with the Latin title of the European Pharmacopoeia or, in absence thereof, by an official pharmacopoeia of a Member State; 

10.2.2 where relevant the traditional name(s) used in each Member State shall be provided;
10.3. control of starting materials:
10.3.1. data and documents on starting materials (all starting materials used including raw materials and intermediates up to the final dilution to be incorporated into the finished medicinal product), accompanying the application shall be supplemented by additional data on the homeopathic stock;

10.3.2. The particulars and documents on the starting materials, i.e. all of the materials used including raw materials and intermediates up to the final dilution to be incorporated into the finished medicinal product, accompanying the application shall be supplemented by additional data on the homeopathic stock;
10.3.3. the general quality requirements shall apply to all of the starting and raw materials as well as intermediate steps of the manufacturing process up to the final dilution to be incorporated into the finished medicinal product. If possible, an assay is required if toxic components are present and if the quality cannot be controlled on final dilution to be incorporated because of the high dilution degree. Every step of the manufacturing process from the starting materials up to the final dilution to be incorporated into the finished medicinal product must be fully described. In case dilutions are involved, these dilution steps should be done in accordance with the homeopathic manufacturing methods laid down in the relevant monograph of the European Pharmacopoeia or, in absence thereof, by an official pharmacopoeia of a Member State;
10.4. Control tests on the finished medicinal product:
10.4.1. the general quality requirements shall apply to the homeopathic finished medicinal products, any exception needs to be duly justified by the applicant;

10.4.2. the general quality requirements shall apply to the homeopathic finished medicinal products, any exception needs to be duly justified by the applicant. Identification and assay of all the toxicologically relevant constituents shall be carried out. If it can be justified that an identification and/or an assay on all the toxicologically relevant constituents is not possible e.g. due to their dilution in the finished medicinal product the quality shall be demonstrated by complete validation of the manufacturing and dilution process;
10.5. stability tests:
10.5.1. the stability of the finished medicinal product must be demonstrated. Stability data from the homeopathic stocks are generally transferable to dilutions/triturations obtained thereof;
10.5.2. If no identification or assay of the active substance is possible due to the degree of dilution, stability data of the pharmaceutical form may be considered.
11. The provisions of Module 4 shall apply to the simplified registration of homeopathic medicinal products with the additional specifications. Any missing information must be justified, e.g., justification must be given why demonstration of an acceptable level of safety can be supported although some studies are lacking.
  

V. Herbal Medicinal Products
12. The provisions of Module 3, including compliance with monograph(s) of the European Pharmacopoeia, shall apply to the authorisation of herbal medicinal products. The state of scientific knowledge at the time when the application is lodged shall be taken into account.

13. The following aspects specific to herbal medicinal products shall be considered:
13.1. herbal substances and herbal originating preparations:
13.1.1. For the purposes of the Part ‘Terminology' the terms ‘herbal substances and preparations’ shall be considered equivalent to the terms ‘herbal drugs and herbal drug preparations’, as defined in the European Pharmacopoeia;
13.1.2. with respect to the nomenclature of the herbal substance, the binomial scientific name of plant (genus, species, variety and author), and chemo type (where applicable), the parts of the plants, the definition of the herbal substance, the other names (synonyms mentioned in other Pharmacopoeias) and the laboratory code shall be provided;
13.1.3. With respect to the nomenclature of the herbal preparation, the binomial scientific name of plant (genus, species, variety and author), and chemo type (where applicable), the parts of the plants, the definition of the herbal preparation, the ratio of the herbal substance to the herbal preparation, the extraction solvent(s), the other names (synonyms mentioned in other Pharmacopoeias) and the laboratory code shall be provided;
13.1.4. To document the section of the structure for herbal substance(s) and herbal preparation(s) where applicable, the physical form, the description of the constituents with known therapeutic activity or markers (molecular formula, relative molecular mass, structural formula, including relative and absolute stereo-chemistry, the molecular formula, and the relative molecular mass) as well as other constituent(s) shall be provided;
13.1.5. to document the section on the manufacturer of the herbal substance, the name, address, and responsibility of each supplier, including contractors, and each proposed site or facility involved in production/collection and testing of the herbal substance shall be provided, where appropriate;
13.1.6 To document the section on the manufacturer of the herbal preparation, the name, address and responsibility of each manufacturer, including contractors, and each proposed manufacturing site or facility involved in manufacturing and testing of the herbal preparation shall be provided, where appropriate;  
13.1.7 With respect to the description of manufacturing process and process controls for the herbal substance, information shall be provided to adequately describe the plant production and plant collection, including the geographical source of the medicinal plant and cultivation, harvesting, drying and storage conditions;
13.1.8 With respect to the description of manufacturing process and process controls for the herbal preparation, information shall be provided to adequately describe the manufacturing process of the herbal preparation, including description of the processing, solvents and reagents, purification stages and standardisation;
13.1.9 With respect to the manufacturing process development, a brief summary describing the development of the herbal substance(s) and herbal preparation(s) where applicable shall be provided, taking into consideration the proposed route of administration and usage. Results comparing the phyto-chemical composition of the herbal substance(s) and herbal preparation(s) where applicable used in supporting bibliographic data and the herbal substance(s) and herbal preparation(s), where applicable, contained as active substance(s) in the herbal medicinal product applied for shall be discussed, where appropriate;
13.1.10 With respect to the elucidation of the structure and other characteristics of the herbal substance, information on the botanical, macroscopical, microscopical, phyto-chemical characterisation, and biological activity if necessary, shall be provided;
13.1.11 With respect to the elucidation of the structure and other characteristics of the herbal preparation, information on the phyto- and physicochemical characterisation, and biological activity if necessary, shall be provided;
13.1.12 the specifications for the herbal substance(s) and herbal preparation(s) where applicable shall be provided;
13.1.13 the analytical procedures used for testing the herbal substance(s) and herbal preparation(s) where applicable shall be provided;
13.1.14. with respect to the validation of analytical procedures, analytical validation information, including experimental data for the analytical procedures used for testing the herbal substance(s) and herbal preparation(s) where applicable shall be provided;
13.1.15. with respect to batch analyses, description of batches and results of batch analyses for the herbal substance(s) and herbal preparation(s) where applicable shall be provided, including those for pharmacopoeial substances;
13.1.16. justification for the specifications of the herbal substance(s) and herbal preparation(s) where applicable shall be provided;
13.1.17. information on the reference standards or reference materials used for testing of the herbal substance(s) and herbal preparation(s) where applicable shall be provided;
13.1.18. where the herbal substance or the herbal preparation is the subject of a monograph, the applicant can apply for a certificate of suitability that was granted by the European Directorate for the Quality of Medicines;
13.2. with respect to the formulation development, a brief summary describing the development of the herbal medicinal product should be provided, taking into consideration the proposed route of administration and usage. Results comparing the phyto-chemical composition of the products used in supporting bibliographic data and the herbal medicinal product applied for shall be discussed, where appropriate.
  

VI. Orphan Medicinal Products
14. In the case of an orphan medicinal product in the meaning of the European Parliament and the Council Regulation (EC) No 141/2000 of 16 December 1999 the general provisions of Clause 90 described cases. In this case: 

14.1. The applicant shall then justify in the non-clinical and clinical summaries the reasons for which it is not possible to provide the complete information; 
14.2. shall provide a justification of the benefit/risk balance for the orphan medicinal product concerned, which means the therapeutic effect of the medicinal product satisfactory assessment taking into account all risks which relate to the medicinal product quality, safety or efficacy in relation to the patients health or public health protection (public health). 

15. Where the registration application relating to the orphan medicinal product includes the provisions of the well-established medicinal use, the systematic and documented use of the concerned substance can refer —as way of derogation —to the use of that substance in accordance with the provisions of this Annex. 

In place of the Minister of Health – the Minister of Culture H.Demakova
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Special Requirements to Registration Documentation for Medicinal Products Pertaining to Newly Introduced Therapy 
1. General Issues
1. Registration documentation for medicinal products pertaining to newly introduced therapy shall be prepared in accordance with the format requirements as provided for in Modules  1, 2, 3, 4 and 5 of Annex 3 hereof. Medicinal products of biological origin are subject to the technical requirements described in Modules 3, 4 and 5 of Annex 3 hereof.

2. The special requirements to medicinal products of newly introduced therapy as described in Sections 2, 3 and 4 of the present Annex are meant to explain in what way to apply the requirements of Modules 1, 2, 3, 4 and 5 of Annex 3 hereof to medicinal products of newly introduced therapy, and set forth additional requirements, to be used wherever necessary, in view of the specific properties of medicinal products pertaining to newly introduced therapy.

3. As regards medicinal products pertaining to a newly introduced therapy, one can apply a risk-based approach to determine the quality and volume of non-clinical and clinical data to be included into the registration documentation in view of any fundamental scientific findings referring to the medicinal product’s quality, safety and efficacy since medicinal products of newly introduced therapies have specific properties. Risk analysis may cover all the course of development. The risk factors to be considered may be as follows: cell origin (autologous, allogenic, xenogenic), multiplication and differentiation ability, and the ability of causing immune reaction, cell manipulation level, cell combination with bioactive molecules or structural materials, type of gene therapy medicinal products, the replication ability of viruses or micro-organisms used in vivo, the degree of integration of a nucleic acid sequence or gene in the genome, long-term effects, risk of oncogenesis and type of administration or use. Risk analysis may include consideration of relevant available non-clinical and clinical data or experience with any other related medicinal products of the newly introduced therapy.

4. Registration documentation of Module 2 is scientifically grounded norms, which do not meet the requirements of Annex 3 hereof and the present Annex. The risk analysis mentioned in Paragraph 3 above, if applied, must be included and described in Module 2, which discusses the applied methods, established risk types and the impact of the risk-based approach on the development and assessment program and describes any of the risk analysis norms that do not meet the requirements of Annex 3 hereof and the present Annex..

2. Special Requirements to Registration Documentation of Module 3

2.1 All Medicinal Products Pertaining to Newly Introduced Therapy

5. Module 3 of the registration documentation of all medicinal products of newly introduced therapy must describe the traceability system planned to be worked out and kept to ensure the traceability of an individual product, its raw or source materials, including all substances that are in contact with the cells or tissues it may contain during the time of its generation, production, packing, storage, transportation and delivery to the medical institution, which is supposed to use the product.

6. The traceability system mentioned in Paragraph 5 above with regard to human cells and tissues, other than blood cells, must meet the normative acts regulating human tissue accumulation, storage and using procedure, and with regard to human blood cells – the normative acts regulating human blood and blood components collection, testing, processing, storage and distribution quality and safety standards, and supplements the traceability requirements provided for in the said normative acts.

2.2 Gene Therapy Medicinal Products 

7. Ready-made medicinal products, active substance and raw materials:

7.1 Gene therapy medicinal products containing any recombinant nucleinic acid sequence or any genetically modified micro-organism or virus:

7.1.1 A ready-made medicinal product consists of a nucleic acid sequence or a genetically modified micro-organism or a virus, and it is in the final direct packaging meant for use in the sphere of medicine. Ready-made medicinal products may be combined with a medical device or an active implantable medical appliance;

7.1.2 An active substance consists of a nucleic acid sequence or a genetically modified micro-organism or a virus;

7.2 Gene therapy medicinal products containing genetically modified cells are in direct packaging meant for use in the sphere of medicine. Ready-made medicinal products may be combined with a medical device or an active implantable medical appliance. The active substance consists of genetically modified cells which are modified by any of the medicines mentioned in Subparagraph 7.1.1 of the present Annex;

7.3 If a medicinal product consists of viral vectors, the raw materials are components generating a viral vector, i.e., basic virus vector’s germs or plasmids used for contaminant cell transfection, and the basic cells bank of the contaminant cells line.

7.4 If a medicinal product consists of plasmids, non-viral vectors and genetically modified micro-organisms, other than viruses or viral vectors, the raw materials are components used for virus-generating cell production, i.e., the basic cells bank of plasmids, host bacteria and recombinant microbial cells.

7.5 In case of genetically modified cells, raw materials are components used to gain genetically modified cells, i.e., to produce raw substances for vector production, vector and human or animal cells. Good manufacturing principles shall be in effect starting from the production stage when the bank system is used to gain a vector.

8. In addition to the requirements listed in Subsections 4.2.2 and 4.2.3 of Annex 3 hereof, the following specific requirements must be met:

8.1 Information must be provided about all the raw materials used in the active substance production, including products required for genetic modification of human or animal cells, and, if necessary, for consecutive cultivation and storage of genetically modified cells, in view of the fact that there may be no purification phase;

8.2 As regards medicinal products containing micro-organisms or viruses, data must be provided about genetic modification, sequence analysis, virulence reduction, tropism with regard to any specific tissue and cell types, cell cycle dependence on the micro-organism or virus and the parent strain’s pathogenic properties and characteristic values;

8.3 The relevant section of registration documentation describes any admixtures related to the production process and the medicinal product, especially any admixtures of viruses capable of replicating if the resultant vector is meant to be unable of replicating;

8.4 As regards plasmids, quantifications of different plasmid types are carried out during the whole storage period of the medicinal product;

8.5 As regards genetically modified cells, they test characteristic values of the cells before and after genetic modification, as well as before and after the subsequent freezing and storage procedures.

9. Apart from the special requirements applying to gene therapy medicinal products, as regards genetically modified cells, one must also meet the quality requirements to somatic cell therapy medicines and tissue engineering products as provided for in Subparagraph 2.3 hereof.

2.3 Somatic Cell Therapy Medicines and Tissue Engineering Products

10. Ready-made medicinal products, active substance and raw materials:

10.1 A ready-made medicinal product consists of an active substance, and it is in direct packaging meant for use in the sphere of medicine, and in case of combined newly introduced therapy medicinal products, as defined in the European Parliament and Council Regulation No.1394/2007, Clause 2, Paragraph 1, Subparagraph d), - in its final combination;

10.2 An active substance consists of engineering cells and tissues. Cells and tissues shall be deemed as ‘engineering’ ones if they comply with the provisions of the European Parliament and Council Regulation No.1394/2007, Clause 2, Paragraph 1, Subparagraph c);

10.3 Additional substances (e.g., cellular skeletons, matrices, appliances, biomaterials, bio-molecules and other components), which are combined with cells that have undergone manipulations, and which are constituents of those cells, shall be deemed as source materials even if they are not of biological origin;

10.4 Materials used in production of the active substance (e.g., nutrition and growth factors), which are not part of the active substance, shall be deemed as raw substances.

11. In addition to the requirements of Annex 3, Subparagraphs 4.2.2 and 4.2.3 hereof, the following special requirements must be met:

11.1 As regards the raw materials:

11.1.1 A summary must be provided regarding the donation, purveyance and testing of human tissues and cells, which are used as source substances, in accordance with the normative acts regulating human cells accumulation, storage and application procedures. If the source materials are unhealthy cells or tissues (e.g., cancer tissues), their application must be reasoned;

11.1.2 In case of uniting of allogenic cell populations, one must describe the uniting strategy and the measures for ensuring traceability;

11.1.3 Possible variability shown by human or animal cells and tissues must be described as part of the production process validation; a description of the active substance and the ready-made medicinal product shall be provided, verifications shall be worked out; specifications and stability shall be determined;

11.1.4 As regards medicinal products, which are formed on a xenogenic cell base, information shall be provided about the source of animals (e.g., geographical origin, cattle-breeding, age), special selection criteria, infection prophylaxis and surveillance measures with respect to the source (donor) animals, testing the animals for infection agents, incl. vertically transmitted micro-organisms and viruses, as well as the evidence concerning the applicability of the equipment used on animals;

11.1.5 As regards medicinal products, which are developed on the basis of genetically modified animal cells, one must describe the cells’ specific characteristic values related to the genetic modification. One must provide a detailed description of the development method and characteristics of the transgenic animal;

11.1.6 As regards genetic modification of cells, the technical requirements mentioned in Subparagraph 2.2 of this Section must be met;

11.1.7 One must describe and substantiate a testing regime for all additional substances (cellular skeletons, matrices, appliances, biomaterials, bio-molecules or other components), which are combined with engineering cells containing auxiliary substances;

11.1.8 As regards cellular skeletons, matrices and appliances, which comply with the definition of an active implantable medical device, one must provide such information as requested by Subparagraph 2.4 of this Annex regarding assessment of combined newly introduced therapy medicinal products;

11.2 As regards the production process:

11.2.1 The production process is validated in order to ensure homogeneity of the batch and the process, the integrity of cells’ action during the production and transportation process up to the use or administration and the relevant cell differentiation degree.

11.2.2 If cells are grown directly in the matrix, cellular skeleton or appliance or directly on them, one must provide information about the validity of the cell cultivation process in view of cell growth, effect and combination integrity;

11.3 As regards characteristics and control strategy:

11.3.1 Provision of significant information is required concerning the cell population or cell mixture characteristics, indicating the identity, purity (e.g., accidental microbe carrier and cell admixtures), viability, effect, karyology, tumor genesis and applicability to the proposed application in the sphere of medicine. The cells’ genetic stability must be substantiated;

11.3.2 Qualitative and, if possible, quantitative information must be provided about any admixtures related to the medicinal products and production process, as well as all the materials that could create degradation products in the course of production. One must substantiate the admixture determination degree;

11.3.3 If an active substance or a ready-made medicinal product cannot undergo some of the tests that must be conducted prior to their release, however, such tests are conducted on the most important intermediary products and in the course of production, one must give reasons for such a course of actions;

11.3.4 If cell-based medicinal products contain biologically active molecules as components (e.g., growth factors, cytokines), one must characterize their impact on and interaction with other active substance components;

11.3.5 If the proposed effect includes a 3-dimensional structure, then a part of the description must contain indication of the degree of cell differentiation, cell structural and action organization and, if necessary, a matrix created outside the cells. Wherever necessary, the physicochemical description is supplemented with non-clinical studies;

11.4 As regards, for example, transport medium components used in tissue-based medicinal products, one must meet the requirements to new auxiliary substances as provided for in Annex 3 hereof, except for cases of availability of data on interactions between cells or tissues and the  auxiliary substance;

11.5 As regards elaboration studies, a description of the elaboration program must indicate the choice of materials and process. Specifically, one must describe the integrity of cell population in the ready-made preparation;

11.6 As regards reference materials, they document and characterize the reference standard, which refers to and is especially supportive of the active substance and the ready-made medicinal product.

2.4 Newly Introduced Therapy Medicinal Products Consisting of Medical Devices or Active Implantable Medical Appliances

12. With regard to medicinal products pertaining to newly introduced therapy, which included devices mentioned in the European Parliament and Council Regulation No.1394/200, Clause 7:

12.1 One must provide the physical characteristics of the medicinal products, as well as describe the development methods;

12.2 One must describe the interaction and compatibility of genes, cells, tissues and structural components.

13. Regarding combined newly introduced therapy medicinal products as defined in the European Parliament and Council Regulation No.1394/2007, Clause 2, Paragraph 1, Subparagraph d):

13.1 With respect to cells and tissues being part of combined newly introduced therapy medicinal products, one must meet the special requirements mentioned in Subparagraph 2.3 of this Annex regarding somatic cell therapy medicinal products and tissue engineering products, and in case of genetically modified cells – the special requirements to gene therapy medicinal products as provided for Subparagraph 2.2 of this Annex;

13.2 A medical device or an active implantable medical appliance may be an integral part of an active substance. If a medical device or an active implantable medical appliance is combined with cells during the production, use or administration of the final product, the cells are regarded as constituent of the final product;

13.3 Information must be provided regarding the medical device or active implantable medical appliance (parts of an active substance or a ready-made medicinal product), which is significant for the process of evaluation of the combined newly introduced therapy medicinal product. Such information is as follows:

13.3.1 Information about the choice and intended action of the medical device or active implantable medical appliance, as well as evidence of the compatibility of the device with other components of the medicinal products;

13.3.2 Evidence of the compliance of a part of a medical device with the significant requirements, which are provided for in the normative acts regarding medical device registration, conformity assessment, distribution, maintenance un technical surveillance procedure, or the compliance of the part of par active implantable medical appliance to such essential requirements as provided for in the normative acts regarding medical appliance registration, conformity assessment, distribution, maintenance un technical surveillance procedure;

13.3.3 If necessary – evidence of the compliance of the medical device or active implantable medical appliance with the requirements to geographical LSE risk and TSE infection risk as provided for in the normative acts regarding medical device registration, conformity assessment, distribution, maintenance un technical surveillance procedure;

13.3.4 The results of assessment of a part of medical device or a part of active implantable medical appliance (if available), which was performed by an authorised institution as provided for in the normative acts regarding medical appliance registration, conformity assessment, distribution, maintenance un technical surveillance procedure.

3. Special Requirements to Registration Documentation of Module 4

3.1 Medicinal Products Pertaining to Newly Introduced Therapy

14. In view of the uniqueness of medicinal products pertaining to newly introduced therapy and the distinction in their structural and biological properties, the requirements of Module 4, Annex 3 hereof as to testing pharmacological and toxicological medicinal products are not applicable in all cases. The technical requirements described in Section 3 of this Annex explain the application procedure of the requirements of Annex 3 hereof with regard to newly introduced therapy medicinal products. Wherever necessary and in view of the specific properties of medicinal products pertaining to newly introduced therapy, extra requirements have been established.

15. A non-clinical study report must include a logical substantiation of non-clinical development and description of the selection criteria for the relevant species and models (in vitro and in vivo). The selected animal test model may be an animal with immunodeficiency, a humanized animal, an animal with an inactivated gene or a transgenic animal. One may consider the use of a homologue model (e.g., to analyse mouse cells instead of a mouse) or a disease-imitating model, especially with regard to immunogenicity and immunotoxicity studies.

16. Apart from the requirements of Annex 3 hereof, one must describe the harmlessness, applicability un biocompatibility of all the structural components (e.g., matrix, cellular skeleton and appliances) and all additional substances (e.g., cell product, bio-molecule, bio-substance and chemical substance), which are contained in the ready-made medicinal product. Their physical, mechanical, chemical and biological properties must be taken into consideration. 

3.2 Gene Therapy Medicinal Products

17. Planning for the volume and type of a non-clinical study, which is necessary to determine sufficiently strict requirements to non-clinical harmlessness data, one must take into account the course and type of development of gene therapy medicinal products.

18. Pharmacology:

18.1 One must ensure such in vitro and in vivo studies with regard to the activities related to the proposed therapeutic application (namely, pharmacodynamic studies aimed at substantiating the concept efficacy), using models and relevant animal species, which are worked out to prove that the nucleic acid sequence has achieved the proposed aim (target organs or cells) and ensured the designed effect (expression level and impact activity). One must specify the length of the nucleic acid sequence effect and the proposed dosage regimes by conducting clinical studies;

18.2 Target selectivity, if a gene therapy medicinal product is meant for selective or restricted target action, studies must be described that confirm the specificity and duration of the effect and activity in the target cells and tissues.

19. Pharmacokinetics:

19.1 Biological dispersion studies include verifications of durability, interval and mobilisation. Biological dispersion studies are also meant to examine gamete line transmission risk;

19.2 One must describe tests on distribution and transmission risks to third organisms, as well as provide an assessment of environmental hazard, except for such cases when, depending on the relevant type of medicinal products, the reasons of non-fulfilment of such tests are duly specified in the relevant application;

20. Toxicology:

20.1 The toxicity of ready-made gene therapy medicinal products shall be evaluated. Besides, depending on the medicinal product type, one must consider individual testing of active substances and auxiliary substances and evaluation of medicinal products related to nucleic acid sequence expression and not meant for physiological action, in vivo action;

20.2 Single-dose toxicity tests may be combined with harmlessness pharmacology and pharmacokinetic studies, for example, durability tests;

20.3 Repeated-dose toxicity tests shall be described if a patient is supposed to use several doses.  The administration type and procedure will precisely indicate the planned clinical dosage. In cases when the administration of a single dose to a patient may create a long-term nucleic acid sequence effect, one must consider repeated toxicity tests. The tests may be longer than standard toxicity tests depending on the durability of the medicinal product pertaining to the newly introduced therapy and the foreseeable possible risks. The length of the tests must be justified;

20.4 Genotoxicity tests are performed. However, standard genotoxicity tests shall only be performed when required to test concrete admixture or transmission system components;

20.5 Carcinogenity tests are performed. Standard carcinogenity tests on rodents during lifetime are unnecessary. However, depending on the type of medicinal products, one must evaluate the tumorogenetic potential for the relevant in vivo and in vitro models;

20.6 Reproductive and ontogenesis toxicity. The impact on fertility and general reproductive function must be tested. Embryofetal and perinatal toxicity studies and gamete line transmission studies must be described except for such cases when, depending on the medicinal product type, the reasons of non-fulfilment of the studies are duly specified in the relevant application;

20.7 As regards additional toxicity tests:

20.7.1 Integration studies are performed for all gene therapy medicinal products except for such cases when non-fulfilment of such studies is scientifically justified, for example, nucleic acid sequence cannot penetrate into the cell nucleus. As regards gene therapy medicinal products, which are not supposed to have an integration capacity, integration tests shall only be performed if any data on biological dispersion point out the existing gamete line transmission risk;

20.7.2 Imnunogenicity and immunotoxicity tests are aimed at studying the potential immunogenic and immunotoxic effect.

3.3 Somatic Cell Therapy Medicines and Tissue Engineering Products 

21. Pharmacology:

21.1 Initial pharmacological studies are the ones that verify the concept. One must test the interaction between the cell-based medicinal product and the surrounding tissues;

21.2 One must specify the quantity or effective dosage of the medicinal product required to achieve the desirable effect, and the dosage frequency – depending on the type of medicinal product;

21.3 Any further pharmacological studies must be taken into account in order to evaluate any possible physiological influence, which is not related to somatic cell therapy medicinal product and gene engineering product or any extra substances’ desired therapeutic action, since there may be a hidden biologically active molecule, which is not the required protein, or the required protein may contribute to an undesirable effect.

22. Pharmacokinetics:

22.1 Traditional pharmacokinetic studies related to absorption, dispersion, metabolism and excretion are unnecessary. However, such parameters as viability, life cycle, dispersion, growth, differentiation and migration, must be studied, except such cases when, depending on the medicinal product type, the applicant gives substantiated reasons for not conducting a study;

22.2 As regards somatic cell therapy medicinal products and tissue engineering products, which form systemically active bio-molecules, studies must be conducted with regard to the molecules’ dispersion, duration and expression volume.

23. Toxicology:

23.1 Evaluation of toxicity of ready-made medicinal products. One must consider individual testing of the active substance, auxiliary substance, additional substance and all admixtures related to the production process;

23.2 The length of the study may exceed the standard length of a toxicity test; besides, one must take into account the expected shelf-life of the medicinal product and its pharmacodynamic and pharmacokinetic characteristics. The study duration must be reasoned;

23.3 Traditional carcinogenity and genotoxicity tests are unnecessary; only the medicinal product tumorogenetic potential study shall be performed;

23.4 Potential impact of immunogenicity and immunotoxicity is studied;

23.5 If a cell-based medicinal product contains animal cells, one must describe the associated special risks related to harmlessness (safety), e.g., xenogenic pathogenic factor’s transfer to humans.

4. Special Requirements to Registration Documentation for Module 5

4.1 Medicinal Products Pertaining to Newly Introduced Therapy

24. These special requirements of Subsection 4.1 supplement the requirements of Module 5 of Annex 3 hereof.

25. If the clinical use of a medicinal product pertaining to a newly introduced therapy requires another special simultaneous therapy, which includes surgical procedures, the whole therapeutic procedure must be studied and described. During the clinical elaboration period, one must provide information about the procedure standardisation and optimisation. If some medical devices are sued during the surgical procedure with the aim of using, implantation or injection of the medicinal product of the newly introduced therapy, which may influence the efficacy or safety of the action of the medicinal product pertaining to the newly introduced therapy, information about such devices must be provided. One must define the special skills and expertise required to carry out the administration, implantation, injection or control measures. If necessary, one must submit a training plan for healthcare specialists concerning the use, administration, implantation or injection procedures.

26. The characteristic values of medicinal products of newly introduced therapy are such that the relevant production process may vary in the course of clinical development; therefore, extra studies may be required to prove the comparability.

27. During the time of clinical elaboration, they try to avoid the risks posed by potential infection transmitters or use of substances, which are gained from animals, and describe the measures aimed at reducing the said risks.

28. Choice of dosage and application frequency is made by conducting dosage tests.

29. The efficacy with regard to the proposed indications must be justified by the results of the relevant clinical studies using clinically substantiated characteristic values pertaining to the intended application. Some clinical conditions require evidence of long-term efficacy. On must work out a strategy for determination of long-term efficacy.

30. A risk management plan must include a strategy for harmlessness (safety) and efficacy long-term control measures.

31.  Harmlessness (safety) and efficacy tests are worked out for combined newly introduced therapy medicinal products, and they are conducted with regard to combined medicinal products as a whole.

4.2 Gene Therapy Medicinal Products

32. Pharmacokinetic tests on humans cover the following aspects:

32.1 Dispersion studies examining gene therapy medicinal product excretion;

32.2 tests on biological dissipation;

32.3 pharmacokinetic tests for medicinal products and gene expression functional groups (e.g., expressed proteins or genome signature).

33. Pharmacodynamic tests on humans focus on the nucleic acid sequence expression and action upon administration (injection) of medicinal products pertaining to gene therapy.

34. Harmlessness tests examine such aspects as follows:

34.1 Development of a vector capable of replicating;

34.2 New strain development;

34.3 New arrangement of the existing genome sequences;

34.4 Malignant growth caused by insertion mutagenesis.

4.3 Somatic Cell Therapy Medicinal Products

35. As regards somatic cell medicinal products, whose type of action is based on production of certain active bio-molecules, the studies look at the said molecules’ pharmacokinetic characterization (especially dispersion, duration and volume of expression).

36. During the period of clinical development, they examine biological scattering, stability and durability and long-term link with somatic cell therapy medicinal product components.

37. Harmlessness tests are meant to study such aspects as:

37.1 Dissipation and link to the medicine’s components upon injection (administration);

37.2 Ectopic link;

37.3 Oncogenetic transformation and cell or tissue reproduction precision.

4.4 Tissue Engineering Medicinal Products

38. If tissue engineering products are not liable to traditional pharmacokinetic tests, clinical development studies shall be applied to identify the biological dissipation, stability and disintegration of the tissue engineering product components.

39. Pharmacodynamic tests have been worked out and adjusted to the specific requirements to tissue engineering products. One must provide evidence of the concept verity and prove the product’s kinetics, which is meant to achieve regeneration, improvement or substitution. The applicable pharmacodynamic markers, which are related to the proposed effect and structure, must be taken into account.

40. As regards harmlessness tests, the aspects of a harmlessness test as provided for in Paragraph 37 of this Annex shall be applicable.

Annex 7

The Cabinet of Ministers

Regulations No.376 of 9 May 2006

Broadening Of Medicinal Product Registration
Changes in the registration documentation in respect of which the medicinal product registration owner submits the application for the medicinal product registration broadening application shall be the following:

1. Changes in respect of the active substance(s):

1.1. substitution of active substance(s) with another salt or ester combination or its derivatives (with the same therapeutical compounds), where the effect and safety characteristics do no differ significantly;

1.2. substitution of active substance(s) with another isomer or mixtures of isomers, substance of mixture with isolated isomer (e.g. where racemate is substituted with one enantiomer) where the effect and safety characteristics do not differ significantly;

1.3. biological substance or bio-technological product substation with a substance which molecule has a slightly different structure. Vector modification which is used in antigen as well as starting material preparation (including new material (main) cell bank from another source), where the effect and safety characteristics do not significantly differ;

1.4. new ligand or compound mechanics for radio-pharmaceutical preparations;

1.5. modifications in the extragen diluent or herbal medicinal product relationship where the effect and safety characteristics do not differ significantly.

2. Changes in strength, pharmaceutical form or administration method of the medicinal product:

2.1. changes in bio-availability;

2.2. changes in pharmaco-kinetics (e.g. the degree of extraction rate);

2.3. changes or new strength as well as additional effect;

2.4. changes or new pharmaceutical forms addition;

2.5. changes in administration method or new method addition. Where the medicinal product is applied parentherally the administration method shall be described (e.g. intra-arterial, intravenous, intramuscular, hypodermically).

In place of the Minister of Health – the Minister of Culture H.Demakova
 
Annex 8

The Cabinet of Ministers

Regulations No.376 of 9 May 2006

Small I A and I B type Changes in Registration Documentation
For medicinal products registered within the national registration procedure (does relate to medicinal products which are registered in the mutual-recognition procedure and decentralised procedure) small I A and I B type changes shall be the following:

	No.

Clause
	Name of the change Conditions to observe
	Type

	1.
	Changes to the name or address of the owner of the medicinal product registration certificate
	I A

	
	Conditions: the owner of the medicinal product registration certificate remains the same legal entity
	

	2.
	Changes to the name of the medicinal product
	I B

	
	Conditions: the name shall be designed so as to prevent the possibility of confusing the existing name of the medicinal product with other medicinal products or the international non-proprietary name
	

	3.
	Changes to the name of the active substance
	I A

	
	Conditions: the active substance remains the same
	

	4.
	Changes to the name or address of the active substance manufacturer where there is no European Pharmacopoeia compliance certificate
	I A

	
	Conditions: the site of manufacturing remains the same

	5.
	Changes to the name and/or address of the finished product manufacturer
	I A

	
	Conditions: the site of manufacturing remains the same
	

	6.
	Changes to the Anatomical Therapeutic Code (ATK)
	I A

	
	Conditions: changes following the World Health Organisation issue of or changes to the ATK code 

	7.
	The finished medicinal product location of the whole manufacturing process or of its part is changed 

	
	7.1. secondary packaging site for all types of pharmaceutical forms
	Conditions: 1., 2. (see further)
	I A

	
	7.2. primary packaging site

	
	7.2.1. solid pharmaceutical forms (e.g. tablets and capsules)
	Conditions: 1., 2., 3., 5.
	I A

	
	7.2.2. soft (half-liquid) or liquid pharmaceutical forms
	Conditions: 1., 2., 3., 5.
	I B

	
	7.2.3. liquid pharmaceutical (suspensions, emulsions)
	Conditions: 1., 2., 3., 4., 5.
	I B

	
	7.3. all other manufacturing procedures except for production of batches
	Conditions: 1., 2., 4., 5.
	I B

	
	Conditions:

1. Performed inspection with satisfactory results in the period of last three years performed by respective competent authority of the European Economic Area Member State, which has the European Community mutual-recognition agreement on good manufacturing practice.

2. The manufacturing site has the relevant license (certificate to manufacture pharmaceutical form or respective product).

3. The respective product is not sterile.

4. The new manufacturing site has the validation scheme or the manufacturing validation has been successful in accordance with the current protocol for at least three production batches.

5. The respective product is not a biological medicinal product.

	8.
	Changes to the batch production conditions and finished product quality verification.

	
	8.1. batch verification (testing) in changing site or in new involvement
	Conditions: 2., 3., 4. (see further)
	I A

	
	8.2. changes of or addition to the manufacturer who is responsible for production

	
	8.2.1. without batch verification 
	Conditions: 1., 2.
	I A

	
	8.2.2. with batch verification
	Conditions: 1., 2., 3., 4.
	I A

	
	Conditions:

1. For batch production the responsible manufacturer shall be located in one of the Member States.

2. The manufacturing site has been issued the respective license (authority).

3. The respective product is not a biological medicinal product.

4. Verification methods transfer from the old to the new site or new control laboratory has been successfully completed.

	9.
	Any cancellation of the manufacturing site (including active substance, intermediate or finished product, packaging site or batch production responsible manufacturer site and manufacturing site where the batch verification is performed)
	I A

	
	No conditions

	10.
	Small changes in the manufacturing process of the active substance
	I B

	
	Conditions:

1. There are no changes to the qualitative or quantitative impurities compound or to its physical or chemical characteristics.

2. The active substance is not a biological substance.

3. The method of synthesis, its meaning and intermediate products remain the same. Where the medicinal product is a herbal medicinal product there are no changes in the geographical origin, herbal origin substance manufacturing and manufacturing process

	11.
	Changes to the active substance or intermediate product volume of batch
	
	

	
	11.1. increase up to 10 times in comparison to the initial batch volume approved and licensed
	Conditions: 1., 2., 3., 4. (see further)
	I A

	
	11.2. decrease
	Conditions: 1., 2., 3., 4., 5.
	I A

	
	increase up to 10  times in comparison to the initial batch volume approved and licensed
	Conditions: 1., 2., 3., 4.
	I B

	
	Conditions:

1. Changes to the manufacturing methods shall only apply where the increase is necessary (e.g. different size of equipment used).

2. The required batch volume shall have at least two batch analysis results available conforming to certifications.

3. The active substance is not a biological substance.

4. Changes shall not affect the reproduction of the process.

5. Changes did not produce unforeseeable results during the manufacturing process or the reasons of these results is not correlated to the stability considerations.

	12.
	Changes to the specification of active substance or changes to the specifications of the starting material/intermediate product/ reagent of the active substance

	
	12.1. determination of the stronger specification limitation
	Conditions: 1., 2., 3. (see further)
	I A

	
	
	Conditions: 2., 3.
	I B

	
	12.2. addition of the new verification parameters for specification of such substances

	
	12.2.1. active substance
	Conditions: 2., 4., 5.
	I B

	
	12.2.2. starting material/intermediate product/reagent used in the manufacturing process of the active substance
	Conditions: 2., 4.
	I B

	
	Conditions:

1. No appearance of changes in performing one of the other aforelisted requirements resultant assessments, in reviewing specification limitations (e.g. this is not done during the registration application procedures or during Type II changes procedure).

2. Changes have not produced unforeseen results during manufacturing.

3. All changes must conform to the approved limitations. 

4. New testing methods do not relate to the new non-standard approaches or standard approaches used in the new way.

5. The active substance is not a biological substance.

	13.
	Changes to the verification methods of the active substance or in the starting material, intermediate product or reagent verification methods used in the manufacturing process of the active substance

	
	13.1. small changes to the approved verification method
	Conditions: 1., 2., 3., 5. (see further)
	I A

	
	13.2. other changes to the verification method including substitution or new implementation of the verification methods 
	Conditions: 2., 3., 4., 5.
	I B

	
	Conditions:

1. The analyses method must remain the same (e.g. allowed length of the column or temperature changes, but not other columns or methods). No new impurities are detected.

2. In accordance with respective guidelines the relevant (repetitive) validation studies are performed.

3. Method validation results must prove that the new verification method is at least equivalent to the previous.

4. New testing methods do not relate to the new non-standard approaches or standard approaches used in the new way.

5. The active substance, starting material, intermediate product or reagent is not a biological substance.

	14.
	Changes pertaining to the active substance manufacturer or to the manufacturer of the used in the manufacturing process starting material/reagent/intermediate product where there is no conformity certificate

	
	14.1. changes pertaining to already approved manufacturing site (substitution or establishment of the new site)
	Conditions: 1., 2., 4. (see further)
	I B

	
	14.2. new manufacturer (substitution or inclusion of the new manufacturer)
	Conditions: 1., 2., 3., 4.
	I B

	
	Conditions:

1. Specifications (including verifications during the manufacture, all methods of materials analyses), manufacturing method (including batch volume) and developed in detail method of synthesis is identical to already approved.

2. Where human or animal origin derived materials are used in the process the manufacturer is not starting a new relationship with the supplier who is to be verified in relation to viral safety or conformity to the European Commission Guidelines on the Transmission of Animal Spongiform Encephalopathies risk reduction in intended for humans or veterinary medicinal products (last publication).

3. Current or new active substance manufacturer is not using the Active Substance Master File. 

4. Changes do not relate to the medicinal products containing biological active substance.

	15.
	New or renewed European Pharmacopoeia compliance certificate submission on active substance or starting material, reagent or intermediate product used in the active substance manufacturing process

	
	15.1. from currently approved manufacturer
	Conditions: 1., 2., 4. (see further)
	I A

	
	15.2. from new manufacturer (substitution or addition of new manufacturer)

	
	15.2.1. sterile substance
	Conditions: 1., 2., 3., 4.
	I B

	
	15.2.2. other substances
	Conditions: 1., 2., 3., 4.
	I A

	
	Conditions:

1. Specifications of the finished product quality in releasing the finished product, and during the storage period there is no changes to specifications.

2. Unchanged additional specifications (additional European Pharmacopoeia) of impurities and product specification requirements (e.g. size of parts, polymorphic form).

3. Where the European Pharmacopoeia conformity certificate does not contain the repetition verifications period or there is no information confirming the period for repetitive verification the active substance must be tested prior to the use.

4. The manufacturing process of the active substance, starting material, reagent or intermediate product is not using human or animal origin derived materials which must be verified as to the virus safety.

	16.
	New or renewed European Pharmacopoeia TSE compliance certificate submission to the approved manufacturer and approved manufacturing process on active substance or starting material, reagent or intermediate product used in the active substance manufacturing process

	
	16.1. substances
	No conditions
	I A

	17.
	Changes:

	
	17.1. pertaining to the active substance repetitive verification period
	Conditions: 1., 2., 3. (see further)
	I B

	
	17.2. pertaining to the active substance storage conditions
	Conditions: 1., 2.
	I B

	
	Conditions:

1. Stability studies are performed in accordance with the approved protocol. Study information must be proved as to the fact that the relevant conditions of the specifications are complied with.

2. Changes did not produce unforeseeable results during the manufacturing process or the reasons of these results are not correlated to the stability considerations.

3. The active substance is not a biological substance.

	18.
	Substitution of excipient with the comparison substance.
	I B

	
	Conditions:

1. The excipient has the same functional characteristics.

2. The solubility profile of the new product determined by at least two experimental batches is comparable to the previous (comparability does not have substantial differences, see the  Reports on bio-availability and bio-equivalence (Annex II); in respective situations of these reports the human intended medicinal products described principles must be taken into account in relation to the veterinary medicinal products). Where the herbal medicinal product solubility tests cannot be performed the new product dissolution period is comparable to the previous.
3. Human or animal origin derived materials which must be verified for the viral safety are not used in the new excipient.

4. Does not relate to the medicinal products containing biological active substance.

5. For at least two of the experimental batches or manufacturing batches the stability studies are commenced and the registration applicant has satisfactory information available for at least three months period on stability confirming that these studies are finished. The information without delay (specifying commenced activity) must be submitted to the competent authorities where there is a possibility of approved storage period not conforming to specifications.

	19.
	Changes to excipient specifications

	
	19.1. determination of the stronger specification limitation
	Conditions: 1., 2., 3. (see further)
	I A

	
	
	Conditions: 2., 3.
	I B

	
	19.2. new verification parameters addition to the specification
	Conditions: 2., 4., 5.
	I B

	
	Conditions:

1. No appearance of changes in performing one of the other aforelisted requirements resultant requirements (e.g. this is not done during the registration application procedures or during Type II changes procedure).

2. Changes have not produced unforeseen results during manufacturing.

3. All changes must conform to the approved limitations. 

4. New testing methods do not relate to the new non-standard approaches or standard approaches used in the new way.

5. Changes do not relate to the vaccine excipient or biological excipient.

	20.
	Changes pertaining to the excipient verification method

	
	20.1. small changes to the approved verification method
	Conditions: 1., 2., 3., 5. (see further)
	I A

	
	20.2. small changes to the approved biological excipient verification method
	Conditions: 1., 2., 3.
	I B

	
	20.3. other changes to verification methods including approved verification methods substitution with the new verification method
	Conditions: 2., 3., 4., 5.
	I B

	
	Conditions:

1. The analyses method must remain the same (e.g. allowed length of the column or temperature changes, but not other columns or methods). No new impurities are detected.

2. In accordance with respective guidelines the relevant (repetitive) validation studies are performed.

3. Method validation results must prove that the new verification method is at least equivalent to the previous method.

4. New testing method does not relate to the new non-standard approaches or standard approaches used in the new way.

5. The substance is not a biological excipient.

	21.
	New of renewed European Pharmacopoeia compliance certificate submission on excipient

	
	21.1. from currently approved manufacturer
	Conditions: 1., 2., 3. (see further)
	I A

	
	21.2. from new manufacturer (substitution or addition of new manufacturer)

	
	21.2.1. sterile substance
	Conditions: 1., 2., 3.
	I B

	
	21.2.2. other substances
	Conditions: 1., 2., 3.
	I A

	
	Conditions:

1. Specifications of the finished product quality in releasing the finished product, and during the storage period there is no changes to specifications.

2. Unchanged additional specifications (additional to European Pharmacopoeia) to the product specific requirements (e.g. size of parts, polymorphic form).

3. Human or animal origin derived materials which must be verified for the viral safety are not used in the manufacturing process.

	22.
	New of renewed European Pharmacopoeia TSE compliance certificate submission on excipient

	
	22.1. from currently approved manufacturer or new manufacturer (substitution or new establishment)
	No conditions
	I A

	23.
	Changes pertaining to the excipient or reagent origin: substitution of the product which can produce TSE risk with the herbal or synthetic material

	
	23.1. excipient or reagent used in production of biological active substance or finished product which contains biological active substance
	Conditions: (see further)
	I B

	
	23.2. other occasions
	Conditions: (see further)
	I A

	
	Conditions: There are no changes to specifications of the excipient and finished product quality in releasing the finished product, and during the storage period.

	24.
	Changes in the synthesis or retrieval of non-included in pharmacopoeia excipients (if specified in documentation)
	I B

	
	Conditions:
1. The specifications are not unfavourably influenced, there are no changes to the qualitative or quantitative impurities compound or to its physical or chemical characteristics.

2. The excipient is not a biological substance.

	25.
	Changes performed in order to gain compliance with the European Pharmacopoeia or with the national pharmacopoeia of the Member State

	
	25.1. changes to substance specification(s) previously not included in the European Pharmacopoeia in order to gain compliance with the European Pharmacopoeia or the national pharmacopoeia of the Member State

	
	25.1.1. active substance
	Conditions: 1., 2. (see further)
	I B

	
	25.1.2. excipient
	Conditions: 1., 2.
	I B

	
	25.2. Changes performed in order to gain compliance with the European Pharmacopoeia or with the national pharmacopoeia of the Member State for respective updated monographs

	
	25.2.1. active substance
	Conditions: 1., 2.
	I A

	
	25.2.2. excipient
	Conditions: 1., 2.
	I A

	
	Conditions:

1. The change is performed only in order to gain compliance with pharmacopoeia.

2. Unchanged specifications (additional to pharmacopoeia) of the product specifications characteristics (e.g. size of parts, polymorphic form).

	26.
	Changes to the finished product primary packaging specification

	
	26.1. determination of the stronger specification limitation
	Conditions: 1., 2., 3. (see further)
	I A

	
	
	Conditions: 2., 3.
	I B

	
	26.2. new verification parameters addition 
	Conditions: 2., 4.
	I B

	
	Conditions:

1. No appearance of changes in performing one of the other aforelisted requirements resultant assessments, in reviewing specification limitations (e.g. this is not done during the registration application procedures or during Type II changes procedure).

2. Changes have not produced unforeseen results during manufacturing.

3. All changes must conform to the approved limitations. 

4. Non of the new testing methods relate to the new non-standard approaches or standard approaches used in the new way.

	27.
	Changes relating to the finished product primary packaging verification method

	
	27.1. small changes to the approved verification method
	Conditions: 1., 2., 3. (see further)
	I A

	
	27.2. other changes to the verification method including substitution or new implementation of the verification methods 
	Conditions: 2., 3., 4.
	I B

	
	Conditions:

1. The analyses method must remain the same (e.g. allowed length of the column or temperature changes, but not other types of columns or methods).

2. In accordance with respective guidelines the relevant (repetitive) validation studies are performed.

3. Method validation results must prove that the verification method is at least equivalent to the previous method.

4. None of the new testing methods relate to the new non-standard approaches or standard approaches used in the new way.

	28.
	Changes correlated to any (primary) packaging parts of material not related to the finished product (e.g. colour of removable lid, colour code rings on ampoule, change of the needle safety (other type of plastic material used)).
	I A

	
	Conditions: changes are not related to the packaging material main components which influence the finished product supply, use, safety or stability

	29.
	Changes related to the qualitative and/or quantitative composition of the primary packaging material 

	
	29.1. soft (half-liquid) and liquid pharmaceutical forms
	Conditions: 1., 2., 3., 4. (see further)
	I B

	
	29.2. all other pharmaceutical forms
	Conditions: 1., 2., 3., 4.
	I A

	
	
	Conditions: 1., 3., 4.
	I B

	
	Conditions:

1. The respective product is not biological or sterile product.

2. Changes relate only to the same packaging type and material (e.g. tablet plate (blisters) substituted with another tablet plate).

3. The proposed packaging material characteristics must be at least equivalent to the approved material.

4. The respective studies on stability have been commenced for at least two experimental or manufacturing batches in accordance with the relevant Guidelines, and the registration applicant has stability data for at least three months period available. The warranties are provided that the studies will be finished and the information (specifying commenced activity) will be submitted without delay to the competent authorities where there is a possibility of approved storage period not conforming to specifications.

	30.
	Changes pertaining to the packaging component or supplier of equipment (substitution, new supplier establishment or cancellation) (if specified in documentation), except dosaged inhaling collectors

	
	30.1. supplier cancellation
	Conditions: 1. (see further)
	I A

	
	30.2. supplier substitution or new supplier establishment
	Conditions: 1., 2., 3., 4.
	I B

	
	Conditions:

1. The component or device of the packaging is not cancelled.

2. The qualitative and quantitative composition of the packaging component or device is not changed.

3. The specification and quality verification method is at least equivalent. 

4. There is no change to the sterilisation method (in relevant cases).

	31.
	In the differential tests performed during production process or limitations which applied in the medicinal product manufacturing period

	
	31.1. determination of stronger manufacturing process limitations 
	Conditions: 1., 2., 3. (see further)
	I A

	
	31.2. addition of new verifications and limitations
	Conditions: 2., 3.
	I B

	
	
	Conditions: 2., 4.
	I B

	
	Conditions:

1. No appearance of changes in performing one of the other aforelisted requirements resultant requirements (e.g. this is not done during the registration application procedures or during Type II changes procedure).

2. Changes did not produce unforeseeable results during the manufacturing process or the reasons of these results are not correlated to the stability considerations.

3. All changes must conform to the approved limitations. 

4. New testing methods do not relate to the new non-standard approaches or standard approaches used in the new way.

	32.
	Changes to the batch volume of the finished product

	
	32.1. increase up to 10 times in comparison to the initial batch volume approved at the time of issuing the license
	Conditions: 1., 2., 3., 4., 5. (see further)
	I A

	
	32.2. reduction up to 10 times
	Conditions: 1., 2., 3., 4., 5., 6.
	I A

	
	32.3. other occasions
	Conditions: 1., 2., 3., 4., 5., 6., 7.
	I B

	
	Conditions:

1. Changes do not influence the reproduction and/or homogeneity of the product.

2. Changes relate only to pharmaceutical forms with rapid excretion of the active substance intended for internal use and to non-sterile fluid forms.

3. During manufacturing methods as well as during the production performed verification changes can only be the ones which are necessary for changes in the batch volume (e.g. different size of equipment).

4. The validation scheme exists or manufacturing validation has been satisfactory in accordance with the current protocol for at least three batches, the volume of these batches is compliant with respective Guidelines and conforms to the new implemented batch volume.

5. Does not relate to the medicinal products containing biological active substance.

6. Changes did not produce unforeseeable results during the manufacturing process or the reasons of these results are not correlated to the stability considerations.

7. The respective studies on stability have been commenced for at least one experimental or manufacturing batch in accordance with the relevant Guidelines, and the registration applicant has stability data for at least three months period available. The warranties are provided that the studies will be finished and the information (specifying commenced activity) will be submitted without delay to the competent authorities where there is a possibility of approved storage period not conforming to specifications.

	33.
	Small changes to the manufacturing of the finished product
	I B

	
	Conditions:

1. Overall the manufacturing principles do not change.

2. The new process provides an identical product from the point of both quality, safety and efficacy. 

3. The medicinal product does not contain biologically active substance.

4. Where there are changes correlating to sterilisation process this should only relate to the pharmacopoeia cycle.

5. The studies on stability have been commenced for at least one experimental or manufacturing batch in accordance with the relevant Guidelines, and the registration applicant has stability data for at least three months period available. The warranties are provided that the studies will be finished and the information (specifying commenced activity) will be submitted without delay to the competent authorities where there is a possibility of approved storage period not conforming to specifications.

	34.
	Changes in the colouring system or flavouring system currently used for the finished product.

	
	34.1. one or more components reduction or cancellation
	
	

	
	34.1.1. colouring system
	Conditions: 1., 2., 3., 4., 7. (see further)
	I A

	
	34.1.2. flavouring system
	Conditions: 1., 2., 3., 4., 7.
	I A

	
	34.2. one or more components increase, addition or substitution
	
	

	
	34.2.1. colouring system
	Conditions: 1., 2., 3., 4., 5., 6., 7.
	I B

	
	34.2.2. flavouring system
	Conditions: 1., 2., 3., 4., 5., 6., 7.
	I B

	
	Conditions:

1. Functional characteristics of the pharmaceutical form are not changed (e.g. dissolution time, solubility profile).

2. All small corrections to the composition performed in order to maintain the total weight must be performed using the excipient which currently makes up the largest part of the finished product composition.

3. The specification of the finished product has just been renewed in terms of appearance, smell, taste and in relevant cases in terms of identification test cancellation or addition. 

	
	4. For at least two of the experimental batches or manufacturing batches the stability studies (long-term or short-term) are commenced and the registration applicant has satisfactory information available for at least three months period on stability confirming that these studies are finished. The information without delay (specifying commenced activity) must be submitted to the competent authorities where there is a possibility of approved storage period not conforming to specifications. In addition where relevant the photo-stability testing must be performed.
5. All new components must comply with the Colouring substances, which are on the List of Allowed Food Supplements as provided in the normative acts regarding the obligatory safety (harmlessness) requirements to Food Supplements.   
6. New components do not contain human or animal derived materials which must be verified in relation to the safety and compliance of viruses Guidelines on the Transmission of Animal Spongiform Encephalopathies risk reduction in intended for humans or veterinary medicinal products (last publication).

	35.
	Tablet or capsule membrane weight changes

	
	35.1. pharmaceutical forms for internal use with rapid substance excretion
	Conditions: 1., 3., 4. (see further)
	I A

	
	35.2. dissolving in the intestines, modified or long-term effect pharmaceutical forms
	Conditions: 1., 2., 3., 4.
	I B

	
	Conditions:

1. Solubility profile of the new product determined in at least two experimental batches are identical to previous. Where the herbal medicinal product solubility tests cannot be performed the new product dissolution period is comparable to the previous.

2. The membrane does not have a different factor of mechanics action.

3. The finished product specifications has just been renewed in relation to the weight and size.

4. For at least two of the experimental batches or manufacturing batches the stability studies are commenced and the registration applicant has satisfactory information available for at least three months period on stability confirming that these studies are finished. The information without delay (specifying commenced activity) must be submitted to the competent authorities where there is a possibility of approved storage period not conforming to specifications.

	36.
	Changes to the packaging or closure forms or changes to the size

	
	36.1. sterile pharmaceutical forms and biological medicinal products
	Conditions: 1., 2., 3. (see further)
	I B

	
	36.2. other pharmaceutical forms
	Conditions: 1., 2., 3.
	I A

	
	Conditions:

1. There is no changes to the qualitative or quantitative composition of the packaging.

2. Changes are not related to the packaging material main components which influence the finished product supply, use, safety or stability.

3. Where the changes relate to the gas capacity or surface area and volume ratio there must be at least two (in respect of biological medicinal products – three) experimental or production batches in accordance with the relevant Guidelines where the stability studies have been commenced, and the registration applicant has the stability data available for at least three months period (for biological medicinal products – six months period). The warranties are provided that the studies will be finished and the information (specifying commenced activity) will be submitted without delay to the competent authorities where there is a possibility of approved storage period not conforming to specifications.

	37.
	Changes to the finished product specifications

	
	37.1. determination of the stronger specification limitation
	Conditions: 1., 2., 3. (see further)
	I A

	
	
	Conditions: 2., 3.
	I B

	
	37.2. new verification method parameters addition 
	Conditions: 2., 4., 5.
	I B

	
	Conditions:

1. No appearance of changes in performing one of the other aforelisted requirements resultant assessments, in reviewing specification limitations (e.g. this is not done during the registration application procedures or during Type II changes procedure).

2. Changes have not produced unforeseen results during manufacturing.

3. All changes must conform to the approved limitations. 

4. None of the new testing methods relate to the new non-standard approaches or standard approaches used in the new way.

5. Verification method does not relate to the biological active substance or biological excipient medicinal products.

	38.
	Changes relating to the finished product verification method

	
	38.1. small changes to the approved verification method
	Conditions: 1., 2., 3., 4., 5. (see further)
	I A

	
	38.2. small changes in approved biological active substance or biological excipient verification method
	Conditions: 1., 2., 3., 4.
	I B

	
	38.3. other changes to the verification method including substitution or new implementation of the verification methods 
	Conditions: 2., 3., 4., 5.
	I B

	
	Conditions:

1. The analyses method must remain the same (e.g. allowed length of the column or temperature changes, but not other columns or methods).

2. In accordance with respective guidelines the relevant (repetitive) validation studies are performed.

3. Method validation results must prove that the new testing procedure is at least equivalent to the previous method.

4. None of the new testing methods relate to the new non-standard approaches or standard approaches used in the new way.

5. Verification method does not relate to the biological active substance or biological excipient medicinal products.

	39.
	Changes pertinent to the imprints, relief or other labelling or the implementation of such changes (except division lines) on tablets or painting on capsules including medicinal product used for labelling colouring substances substitution or addition
	I A

	
	Conditions:

1. Specifications of the finished product quality in releasing the finished product, and during the storage period there is no changes to specifications (except for appearance).

2. All new colouring substances must comply with respective legislation.

	40.
	Changes pertinent to the size of tablets, capsules, suspensions or pessary without any changes to the qualitative and quantitative composition and total mass

	
	40.1. dissolving in the intestines, modified or long-term effect pharmaceutical forms and dividing tablets
	Conditions: 1., 2. (see further)
	I B

	
	40.2. all other tablets, capsules, suppositors and pessary
	Conditions: 1., 2.
	I A

	
	Conditions:

1. Changed solubility profile of the product is comparable to the previous. Where the herbal medicinal product solubility tests cannot be performed the new product dissolution period is comparable to the previous.

2. There are no changes to specifications (except for appearance) of the medicinal product in releasing the finished product and during the storage period.

	41.
	Changes to the packaging size of the finished product

	
	41.1. changes pertinent to the number of units (e.g. tablets, ampoules) in one package

	
	41.1.1. changes pertinent to the approved size of the packaging
	Conditions: 1., 2. (see further)
	I A

	
	41.1.2. changes pertinent to the size of the packaging which has not been approved
	Conditions: 1., 2.
	I B

	
	41.2. changes to the weight and volume of the filling for the non-parenteral multi-dosage product 
	Conditions: 1., 2.
	I B

	
	Conditions:

1. The size of the new packaging must conform to the medicinal product dosage and therapy length which is approved in the medicinal product description.

2. There are no changes to the primary packaging materials.

	42.
	Changes:

	
	42.1. storage period of the finished product

	
	42.1.1. packaged for retail
	Conditions: 1., 2., 3. (see further)
	I B

	
	42.1.2. after the first opening
	Conditions: 1., 2.
	I B

	
	42.1.3. after dilution or dissolution 
	Conditions: 1., 2.
	I B

	
	42.2. storage conditions of the finished product or diluted/dissolved product
	Conditions: 1., 2., 4.
	I B

	
	Conditions:

1. Stability studies are performed in accordance with the approved protocol. Study information must be proved as to the fact that the relevant conditions of the specifications are complied with.

2. Changes did not produce unforeseeable results during the manufacturing process or the reasons of these results are not correlated to the stability considerations.

3. Storage period does not exceed five years.

4. The respective product is not a biological medicinal product.

	43.
	Measuring device or administration device which are not an integral part of the immediate packaging, addition, substitution or cancellation (except dosaged inhaling collectors)

	
	43.1. medicinal products intended for human use

	
	43.1.1. addition or substitution
	Conditions: 1., 2. (see further)
	I A

	
	43.1.2. cancellation
	Conditions: 3.
	I B

	
	Conditions:

1. The proposed measuring device must precisely measure the required dose of the respective product in accordance with the approved medicinal product dosages, and results of such studies must be available.

2. New device is compatible with the medicinal product.

3. The medicinal product can still be precisely measured.


Notes.

1. Conditions in relation to specific changes to be performed in order to introduce type I A or I B changes procedures, are specified for each subcategory and numbered after each change.

2. For all other changes the application must be submitted requesting the approval of change on all consequent or parallel changes which can be related to the changes in respect of submitted request for approval of change a correlation between these changes must be a clearly demonstrated.

3. In relation to reports annexing the European Pharmacopoeia compliance certificates and in cases where the change relates to the documentation which is provided for the obtaining of certificate, the necessary documentation for this change must be submitted to the European Directorate for the Quality of Medicines (EDQM). Where after the assessment of these changes the certificate is modified all respective registration authorisations must be renewed (registration documentation). In many cases this can be done by informing of type I A changes.
4. Biological medicinal product is a preparation the active substance of which is a biological substance. The biological substance is manufactured or extracted from the biological source and its specifications and determination of quality must be performed physically, chemically and using biological tests, as well as its manufacturing process must be controlled. As biological medicinal products are considered immunological preparations and human blood and plasma derived medicinal products.
5. Changes in non-containing proteins components manufacturing process due to the implementation of the biotechnological stage can be performed in accordance with type I change Condition No.15 or 20. These specific changes do not relate to other changes described in this Annex which can be used in a concrete situation. The described does not relate to the protein containing components inclusion into the medicinal product composition obtained through the biotechnological process centralised registration included medicinal products which relates to the Commission Regulation (EC) No.1234/2008.
6. The State Agency of Medicines does not need to be informed of the renewal of the European Pharmacopoeia or Member State pharmacopoeia monographs, where the compliance with the renewed monograph is reached within six months period following its release and the registered medicinal product documentation has the reference to the current publication.

7. The test procedure described in this Annex shall have the same meaning as the analytical procedure and the limitations shall mean the same as the acceptance criteria.

In place of the Minister of Health – the Minister of Culture H.Demakova
Annex 9
The Cabinet of Ministers

Regulations No.376 of 9 May 2006

Iesniegums

saskaņā ar Ministru kabineta 2006.gada 9.maija noteikumu Nr.376 "Zāļu reģistrēšanas kārtība" 125.punktu*

Application in Accordance with Clause 125 of the Cabinet of Minister's Regulation No.376 "Medicinal Product Registration Procedure"*
	Reģistrācijas apliecības īpašnieks/Marketing authorization holder

	Nosaukums/Name

	Adrese/Address
	Pasta indekss/Postal code
	Pilsēta/City

	Kontaktpersona/
Contact person
	Valsts/Country

	Tālruņa numurs/Phone
	Elektroniskā pasta adrese/E-mail address


Zāles, kuras trīs gadus nav bijušas Latvijas tirgū ar vismaz vienu iepakojumu

The medicinal product that has not been placed on the Latvian market within three years with at least one packaging

	Informācija par zālēm/Information on medicinal product

	Zāļu nosaukums/
Medicinal product name
	Zāļu stiprums, forma/
Strenght, form
	Reģistrācijas Nr./ Marketing authorization No.

	 
	 
	 


 

	Izņēmuma tiesību pamatojums
(saskaņā ar Ministru kabineta 2006.gada 9.maija noteikumu Nr.376 "Zāļu reģistrēšanas kārtība" 125.3.apakšpunktu)/

Justification for exemption/(in accordance with sub-clause 125.3 of the Cabinet of Minister's Regulation No.376 "Medicinal Product Registration Procedure"
	Pagarinājuma termiņš/ 
Possible extension
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Izņēmuma tiesības var piemērot zālēm, kuru neesība var radīt risku sabiedrības veselībai un kurām Latvijas zāļu reģistrā ir divi vai mazāk analogi (ņemot vērā ATĶ kodus, indikācijas, ievadīšanas veidu)

There is lack of suitable alternative medicinal products which means that there is a potential for adverse impact on public health and the medicinal product has two or fewer analogues in the Register of Medicinal Products of the Republic of Latvia (in view of ATC codes, indication, route of administration
	3 gadi/ 3 years
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Izņēmuma tiesības var piemērot zālēm, kas ir daļa no valsts materiālo rezervju medikamentiem saskaņā ar normatīvajiem aktiem par neatliekamās medicīniskās palīdzības nodrošināšanu un pretepidēmijas pasākumiem, medikamentu nodrošinājuma sistēmas sagatavošanu un darbu valsts apdraudējuma gadījumā

The medicinal product is a part of national reserves of medicinal products in accordance with regulatory enactments on ensuring emergency medicinal aid and anti-epidemic measures, development of medicinal product provision system and work in case of threat to state security
	3 gadi/ 3 years
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Izņēmuma tiesības var piemērot zālēm, kas paredzētas tiesiskam eksportam uz trešajām valstīm

The medicinal product is intended for certified export to non-EEA countries (third countries)
	3 gadi/ 3 years

	[image: image4.png]


Izņēmuma tiesības var piemērot zālēm, kas reģistrētas savstarpējās atzīšanas (MR) vai decentralizētajā (DC) reģistrācijas procedūrā ar Latviju kā atsauces valsti (zāļu izplatīšanas iespējas nodrošināšanai iesaistītajās dalībvalstīs)

The medicinal product has been mutually recognised through the mutual recognition (MR) or decentralized(DC) procedure with Latvia as RMS (to ensure supply of medicinal products in participating Member States)
	3 gadi/ 3 years
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Izņēmuma tiesības var piemērot zālēm gadījumos, ja tiek plānotas ražošanas vietas vai procesa izmaiņas, un spēkā esoša zāļu reģistrācijas apliecība ir nepieciešama, lai pacientus nodrošinātu ar zālēm

The medicinal product for which there is an on-going planned change in manufacturing site or process and valid marketing authorization is required to ensure patients with the medicinal product
	1 gads/ 1 year


Iesnieguma iesniedzējs apliecina, ka iesniegumā norādītā informācija ir pareiza un to apstiprinošs pamatojums tiks iesniegts nedēļas laikā pēc Zāļu valsts aģentūras pieprasījuma.

The applicant declares that the above information is correct and that evidence justifying the above claims will be provided within one week of any request by the State Agency of Medicines

	Paraksts/Signature
	Vārds, uzvārds/Name, surname
	Datums/Date


Piezīmes/Notes:
1. * Atbilst Eiropas Parlamenta un Padomes 2001.gada 6.novembra direktīvas 2001/83/EK 24.panta 4., 5. un 6.punktam (In accordance with Clause 4, 5 and 6 of Article 24 of Directive 2001/83/EC of the European Parliament and the Council as of 6 November 2001).

2. Dokumenta rekvizītus "paraksts" un "datums" neaizpilda, ja elektroniskais dokuments ir sagatavots atbilstoši normatīvajiem aktiem par elektronisko dokumentu noformēšanu.(The ‘signature’ and ‘date’ boxes in the Document details shall not be filled in if an electronic document is prepared as required by the normative acts regulating electronic documents).

