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Regulations No.376
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Medicinal Product Registration Procedure
Issued pursuant to the Pharmacy Law, Clause 3, Paragraph 5   
  

I. General Provisions 
1. These Regulations provide for medicinal product registration procedures (including mutual acknowledgement procedure and decentralisation procedure).

2. These Regulations apply to:

2.1 medicaments for humans that are manufactured or prepared using methods which include manufacturing process;

2.2 medicaments of herbal origin;

2.3 homeopathic medicaments and anthroposophy medicaments;

2.4 medicaments of biological origin;

2.5 radiopharmaceutical products, kits, radionuclide generators and radionuclide precursors;

2.6 mineral waters if they comply with the definition of medicinal products and are recognised as such by the State Agency of Medicines;

2.7 medicinal gases.

3. These Regulations do not apply to:

3.1 veterinary medicaments; 

3.2 registration procedures of such medicaments that are registered by the centralised registration procedure according to the Regulation (EC) No.726/2004 of the European Parliament and of the Council of 31 March 2004, which provides for human veterinary medicine registration and EC surveillance procedures and establishes the European Agency for Evaluation of Medicinal Products (hereinafter – the European Parliament and Council Regulation No.726/2004);

3.3 medicines that are prepared at a pharmacy based on the prescription issued by the doctor-on-charge to the specific patient or based on the request of the doctor-in-charge (formula magistralis);

3.4 medicines that are prepared at a pharmacy in accordance with pharmacopoeia monographs and intended for distribution to patients that are serviced by the respective pharmacy (formula officinalis);
3.5 medicines, which are intended for research and manufacturing studies, and medicines under trial that are defined in the regulation on procedures of clinical trials and observation of administration of medicines;

3.6 intermediate products that are intended for further processing performed by a licensed manufacturer of medicinal products;

3.7 radio nuclides (radioactive isotopes) in the form of a closed radiation source;

3.8 radiopharmaceutical products that in accordance with the manufacturer's instructions of the medicine are prepared in a medical institution (which in accordance with the regulations is permitted to use radiopharmaceutical products) from the registered generators, sets and any other radionuclide, which is manufactured for radiological marking of any other substance prior to use and from which a radiopharmaceutical product is obtained;

3.9 whole human blood, plasma or blood cells, excluding industrially-made plasma;

3.10 medicines that comply to the provisions of the Pharmacy Law, Clause 7, Paragraph 10, in one of the following cases:

3.10.1 non-registered medicines used for individual patients if the registered medicaments based on their clinical indications are not suitable for the use of patients and the medicaments are supplied by order of a health care specialist who assumes direct legal responsibility (professional responsibility); 

3.10.2 medicaments which are intended for pathogenic, chemical substance or radionuclide distribution for possible prevention of damage and for use in catastrophes, natural disasters, epidemics, as well as during pandemics. 

3.11. any such medicinal products pertaining to a newly introduced therapy as provided for in the European Parliament and Council’s Regulation (EC) No.1394/2007 of 13 November 2007 regarding medicinal products of improved therapy, which amends Directive 2001/83/EC and Regulation (EC) No.726/2004end_of_the_skype_highlighting (hereinafter referred to as the European Parliament and Council Regulation No.1394/2007), Clause 28, Subclause 2, Paragraph One.
4. For the purpose hereof:

4.1 medicinal products of herbal origin are products obtained through processing of substances of herbal origin, e.g. by extracting, distilling, squeezing, fractioning, cleaning, condensing or fermenting. This also includes granulated or powdered substances of herbal origin, tinctures, extracts, essential oils, herbal juices and processed herbal fluxes; 

4.2 substances of herbal origin are predominantly whole, as well as granulated or cut herbs, herb parts, including seaweed, mushrooms and lichens, in unprocessed form, usually dried, sometimes also fresh. As herbal origin substances are taken also separate herbal extracts that are not specially processed. Substances of herbal origin must be precisely defined depending on the used herbal part and herbal binomial scientific name (genus, species, variety and author); 
4.3 medicaments of herbal origin are the medicaments whose active ingredients is only one or more of the herbal origin substances, or one or more herbal origin products, or one or more herbal origin substances combined with one or more herbal origin products;

4.4 reference medicaments are those registered in Latvia in accordance with these Regulations or in a member state of the European Economic Area, or by the centralised registration procedure as provided by the European Parliament and Council Regulation No.726/2004;

4.5 medicaments of biological origin are as follows:

4.5.1 immunological medicinal products – any medicaments that form vaccines, serums or allergens:

4.5.1.1 vaccines, toxins or serums relate to:

4.5.1.1.1 stimulators which are used for the active immunity development (for example the cholera vaccine, the Calmette-Guèrin anti-tuberculosis vaccine BCG, the poliomyelitis vaccine, Jen-neruan vaccination);

4.5.1.1.2 agents used to diagnose the state of immunity, including tuberculin and tuberculin PPD, toxins for the Schick test and Dick test, brucellin;

4.5.1.1.3 agents used to produce passive immunity (such as diphtheria antitoxin, anti-smallpox globulin, antilymphocytic globulin);

4.5.1.2 allergen product shall mean any medicinal product that is intended to identify or induce a specific acquired alteration in the immunological response to an allergising agent;

4.5.2 medicinal products derived from human blood – country or private enterprise manufactured medicinal products based on the blood components including such medicinal products as the albumin, coagulating factors and immunoglobulin of human origin;

4.5.3 medicinal products that are registered in accordance with the European Parliament and Council Regulation No.726/2004;

4.5.4 medicinal products pertaining to a newly introduced therapy as provided for in the European Parliament and Council Regulation No.1394/2007, Clause 2.
4.6 generic medicinal products are medicinal products containing the same active substances quality and quantity ingredients and the same medicinal product form as the reference medicinal products and whose bioequivalence with the reference medicinal products is proved by the respective bioavailability studies. Different salts, esters, ethers, isomers, mixtures of isomers, complexes or derivatives of any active substance shall be deemed as the same active substance, unless they differ significantly in properties with regard to safety or efficacy (in such cases the additional information providing proof of the safety or efficacy of the various salts, esters, or derivatives of the authorised active substance must be supplied by the applicant). Various immediate-release pharmaceutical forms shall be regarded as one and the same pharmaceutical form;

4.7. Plasma Master File means a stand-alone documentation, which is submitted separately from the registration documentation and used as a starting material for the manufacture of sub/intermediate fractions, constituents of the excipients and active substance(s), which are a part of medicinal products or medical devices as regards medical devices incorporating stable derivatives of human plasma;

4.8. radiopharmaceutical precursors are all other radionuclides produced for the radio-labelling of another substance prior to administration;

4.9. radionuclide generator is any other system from which radiopharmaceutical products are obtained, which includes a fixed primary ("parent”) radioactive isotope from which a secondary (“daughter”) radioactive isotope is obtained, which is separated by the elution method or any other method;

4.10. radiopharmaceutical product is any other medicinal product used in radiology, which in ready-to-use form contain one or more radionuclides - radioactive isotopes, except isotopes from restricted sources intended for medical use;

4.11. set (kit) is any preparation which is renewable or combined with radionuclides in order to obtain the finished radiopharmaceutical product (usually before its use);

4.12. risk-benefit balance is an evaluation of the positive therapeutic effects of the medicinal product, taking into account all risks relating to the quality, safety or efficacy of the medicinal product as regards patients’ health or public health protection (public health);

4.13. Vaccine Antigen Master File is a separate part of the registration application documentation, which contains all relevant information of biological, pharmaceutical and chemical nature concerning each of the active substances, which are a part of the medicinal product. The documentation may relate to one or more monovalent and/or combined vaccines presented by the same registration applicant or registration holder;

4.14. The name of the medicinal product, which may be as follows:

4.14.1. Assigned name, which should not be confused with the general name (the international non-proprietary name (INN) recommended by the World Health Organisation, or if such does not exist, the common name);

4.14.2. Common name or scientific name with a trade mark or the name of the registration authorisation holder (holder).

5. Where a product, taking into account all its properties, falls within the definition of a medicinal product by opinion of the State Agency of Medicines (See Paragraph 6 hereof), the product is subject to medicinal product registration by such procedure as provided. 

6. The State Agency of Medicines is entitled to give its opinion regarding the conformity of a product (e.g. food product, medical device, cosmetic preparation, biocide) to the definition of a medicinal product as provided for in the Pharmacy Law (Act) upon request of an applicant, or on the initiative of the State Agency of Medicines or another competent state authority. 
7. The State Agency of Medicines shall assess and register medicinal products in accordance with these Regulations and the Pharmacy Law. 

8. The fact of registration and re-registration of medicinal products (including new or initial registrations) fact in the Republic of Latvia is certified by the valid State Agency of Medicines’ resolution on registration or re-registration of medicinal products and the issued medicinal product registration certificate, which is registered in accordance with Annex 1 hereof. The State Agency of Medicines shall pass a resolution based on the medicinal product registration or re-registration application and the annexed documents (hereinafter referred to as - registration application).

9. The decision of the State Agency of Medicines on new medicinal product registration (initial registration) shall be valid for five years after announcing the decision on medicinal product registration. 

10. After five years from deciding on the registration of the medicinal product, the State Agency of the Medicines, based on a repeated evaluation of the risk-benefit balance, is entitled to decide on re-registration of the medicinal product. If the medicinal product is re-registered once, the State Agency of Medicines can decide on the medicinal product re-registration for an unlimited time period (which is specified in the medicinal product registration certificate), except such cases when re-registering the medicinal product, the State Agency of Medicines, in view of the evidence gained by medicinal product side-effects monitoring (pharmacovigilance), decides on repeated re-registration of the medicinal product for a five years’ period. 

11. Upon the decision mentioned in Paragraph 8 hereof regarding any other changes in the registration documentation and registration extension, the State Agency of Medicines has decided on medicinal product registration, the State Agency of Medicines shall make one of the following decisions: 

11.1. Such a decision as mentioned in Subparagraph 68.1 hereof regarding registration of the medicinal product (registration extension case);

11.2. Such a decision as mentioned in Subparagraph 68.2 hereof regarding approval of the changes (incl. introduction of a new marketing packaging). The said decision shall be deemed as an integral part of the resolution mentioned in Paragraph 8 hereof;

11.3. A decision rejecting registration of the medicinal product;

11.4. A decision rejecting validation of changes.
111 Such decisions as mentioned in Paragraphs 9, 10 and 11 hereof shall have an immediate effect.

112 If any changes take place in the details indicated in the medicinal product registration certificate (e.g, the medicinal product’s name, registration holder, packaging information) when such a decision is being made as mentioned in Paragraph 11.1 or 11.2 hereof, the State Agency of Medicines shall ensure the issue of a new medicinal product registration certificate within three working days of the day of decision (Annex 1).

113 A medicinal product shall be deemed as registered in Latvia if the decision mentioned in Paragraphs 9, 10, Subparagraph 11.1 and Paragraph 14 is in effect.

114 Paragraph 11 hereof does not apply to phytogenic medicines, which are registered by a simplified registration procedure as described in Part VII hereof.
12. When making such decisions as mentioned in Subparagraphs 11.1 and 11.2 hereof, the State Agency of Medicines shall take into account all requirements, incl. those provided for in Part III hereof, which must be taken into consideration when making the resolution mentioned in Paragraph 9 hereof. 

13. The registered office of the entity in whose name the medicinal product is registered shall be located in a member state of the European Economic Area (the entrepreneur has a registered business, central administration or the actual workplace).

14. The fact of registration and re-registration fact in the Republic of Latvia of the parallel imported medicinal products is certified by the State Agency of Medicines current decision on the issue of distribution permits for parallel imported medicinal products. The State Agency of Medicines shall be taking the decision in accordance with the distribution of medicinal products regulations.

15. The medicinal products registered in the Republic of Latvia by the State Agency of the Medicines, centrally registered medicinal products and parallel imported medicinal products are entered in the Medicinal Products Register of the Republic of Latvia. 

151. On validation of such decisions as mentioned in Paragraphs 9, 10, 11 and 14 hereof, the State Agency of Medicines shall ensure public availability of the below listed data from the Latvian Register of Medicinal Products in the State Agency of Medicines’ homepage in the Internet (http://www.zva.gov.lv) (hereinafter referred to as the Internet homepage (http://www.zva.gov.lv)):

151. 1. The name, officinal form, strength or concentration of the medicinal product, number of package units;

151. 2. International non-patent name (INN) of active substances;

151. 3. The registration holder’s name, surname or corporate name, but for medicinal products imported in parallel − name of the holder of the permit for distribution of medicinal products imported in parallel in the Republic of Latvia and name of the country;

151. 4. The manufacturer’s name and country;

151. 5. Anatomical, therapeutical and chemical (ATC) classification code;

151. 6. Registration date and number. For medicinal products imported in parallel – the number of the permit for distribution of medicinal products imported in parallel in the Republic of Latvia;

151. 7. The approved medicinal product description, user instructions and marking model;

151. 8. Designation of the medicinal product classification group, which is assigned in accordance with the normative acts regulating the medicinal product classification procedure.
152. The State Agency of Medicines shall exclude a medicinal product from the Latvian Register of medicinal products if:

152. 1. Decision on cancellation of registration as provided for in Paragraph 114 hereof has come into effect;

152. 2. Decision on registration of the medicinal product as provided for in Paragraph 125 hereof becomes invalid.
II. Medicinal products registration criteria
16. In order to register medicinal products, the person in whose name the medicinal products is to be registered (hereinafter - the submitter), shall submit a registration application to the State Agency of Medicines, which conforms with the sample published by the European Commission in Volume 2 of The rules governing medicinal products in the European Community and which is also published on the internet homepage of the State Agency of Medicines (hereinafter referred to as – the European Commission Sample). The registration application for the medicinal product registration in two or more members states of the European Economic Area must be submitted in accordance with Part XIII hereof. 

17. The registration application referred to in Paragraph 16 hereof and the annexed documents must contain data in compliance with the European Commission Sample and Paragraphs 23, 24, 25, 26 and 27 hereof. The application and the registration documentation must specify the following information:

17.1 Name of the person or name of the legal entity and the registered office of the registration application submitter and, if necessary, the manufacturer's company name and registered office;

17.2 Name of the medicinal product;

17.3 Full qualitative and quantity formulation of the medicinal product, including a reference to the international non-proprietary name (INN) which is recommended for use by the World Health Organisation, if such name has been assigned to the medicinal product, or a reference to the relevant chemical name;

17.4 Evaluation of the possible environmental risk causes (or risk factors associated with undesirable environmental impact) of the medicinal product. In each case the environmental impact is assessed separately and the specific risk limitation procedures are determined;

17.5 Description of production methods;

17.6 Therapeutic indications, contraindications and undesirable side-effects;

17.7 Dosages and method of use, pharmaceutical form, route and method of administration, specified shelf life;

17.8 Reasons for its precautionary and safety measures to be taken for storage of the medicinal product, its administration to patients and disposal of waste products, together with an indication of any potential risks to the environment caused by the medicinal product;

17.9 Description of the control methods employed by the manufacturer;

17.10 The results of:

17.10.1 Pharmaceutical (physico-chemical, biological or microbiological) tests;

17.10.2 Non-clinical (toxicological and pharmacological) tests;

17.10.3 Clinical trials;

17.11 A detailed description of the monitoring system for the caused side-effects by the medicinal product and, if necessary, the detailed description of the risk control system that will be implemented by the application submitter;

17.12 Notification on the compliance of clinical trials with the laws and regulations on medicinal products clinical trials and observation use procedures of the aforesaid ethical principles; 

17.13 Description of the medicinal product composed in accordance with Paragraph 21 hereof. If the medicinal product is registered by mutual recognition or decentralised procedure, the registration application submitter must submit a copy of the medicinal product’s description that conforms to Paragraph 21 hereof, or in the event described in Subparagraph 89.1 hereof – a copy of the medicinal product’s description authorised by the competent authorities of the European Economic Area governments. The aforesaid information must be regularly updated by the registration application submitter;
17.14 Labelling – secondary and primary packaging mock-ups which contain specific information relating to secondary and primary labelling determined by the requirements to the medicinal products labelling procedures and medicinal products user instructions;

17.15 User instructions containing specific information as required by the medicinal products labelling procedures and medicinal products user instructions; If the medicinal products are registered by mutual recognition or decentralised procedure, it is necessary to attach a copy of the registration application submitter's user instructions or a copy of the user instructions certified by the European Economic Area government’s competent authority;

17.16 Document certifying the manufacturer’s rights to produce the relevant medicinal product in the manufacturer’s country:

17.16.1 If the medicinal product manufacture is located in a member state of the European Economic Area – a copy of a special permit (licence) for production of medicinal products as provided for in the regulations regarding pharmaceutical industry licensing or a reference to the production licence in the European Union database of production and import licences and certificates of good manufacturing practice.  In addition, one must submit the latest certificate of good manufacturing practice issued by a competent authority of a member state in the European Economic Area (if available) or a reference to the good manufacturing practice certificate number in the European Union’s database of production and import licences and good manufacturing practice certificates;
17.16.2 If the medicinal product manufacture is located outside the European Economic Area – a document, which is equivalent to the special permit (licence) for production of medicines as mentioned in Subparagraph 17.16.1 hereof, which is submitted together with a competent authority’s notification of the conducted good manufacturing practice verifications (if available) or the latest good manufacturing practice certificate if the conformity of the place of the medicinal product manufacture to the good manufacturing practice was verified by:
17.16.2.1 A competent authority of a member state in the European Economic Area or a competent authority of the country in question under the mutual recognition agreement regarding good manufacturing practice between the European Union and a third country or under another agreement, which regulates procedures in the European Union (hereinafter referred to as ‘mutual recognition agreement’).  In such cases, the date of notification of the good manufacturing practice verifications must not be earlier than three years ago, and instead of the good manufacturing practice certificate one may indicate the number of the good manufacturing practice certificate in the European Union’s database of production and import licences and good manufacturing practice certificates; 
17.16.2.2 Another competent authority (other than the one mentioned in Subparagraph 17.16.2.1 above) subject to the application of the mutual recognition agreement mentioned in Subparagraph     17.16.2.1 and provided that the verification is performed within a territory where the said agreement is inapplicable. In such cases, instead of a notification, one may submit a summary of the conducted good manufacturing practice verifications.
17.17 Medicinal product registration certificates (copies), which are obtained in another member state(s) of the European Economic Area or countries which are not members of the European Economic Area (hereinafter – third countries), together with the list of the European Economic Area countries reviewing registration applications;

17.18 Information on any refusals to issue a permit as may be received in a member state of the European Economic Area or third country and the grounds for such refusal. The aforesaid information must be regularly updated by the registration application submitter;

17.19 A document (copy) on determining medicinal products for the treatment of rarely occurring diseases in accordance with the European Parliament and the Council Regulations (EC) No.141/2000 of 16 December 1999 on medicinal products for the treatment of rare diseases, with an appended copy of the European Medicines Agency’s statement;

17.20 Certification that the services to the submitter are rendered by a qualified person who is responsible for monitoring of side-effects caused by the medicinal product and who has necessary resources to report on all undesirable side-effects suspected to be possibly observed within the European Economic Area or any third country; 

17.21 As regards a radionuclide generator, the following information must be included in addition to the requirements described in this Paragraph:

17.21.1 A general description of the system together with a detailed description of the components of the system which may affect the formulation or quality of the secondary (daughter) nuclide preparation;

17.21.2 Qualitative and quantitative particulars of the eluate or the sublimate.

17.22 Should a medicinal product contain any such active matters as gained from the specific sources, which are mentioned in the 1973 Washington Convention on International Trade with Endangered Wildlife Species of Animals and Plants and the Council Regulation (EC) No.338/97 of 9 December 1996 on Protection of Wildlife Animal and Plant Species, which regulate trading with the said species in the annexes thereof, the applicant must also submit a written statement to certify that the relevant specific substances in the country of origin were gained in conformance with the requirements of the aforesaid Convention.
17.1 Additional information in the marking on the primary and secondary packaging of medicinal products pertaining to a newly introduced therapy must conform to the European Parliament and Council Regulation No.1394/2007, Clause 11. Additionally, the primary packaging must bear such information as required by the European Parliament and Council Regulation No.1394/2007, Clause 12, Subclauses ‘a’ and ‘b’.

17.2 The information included into the User Instructions to medicinal products pertaining to a newly introduced therapy must conform to the European Parliament and Council Regulation No.1394/2007, Clause 13.
18. Any colour agents contained in the medicinal product formulation and referred to in the registration documentation shall comply with the allowed foodstuff colouring agents, and are subject to the same special purity criteria and tests used to verify the compliance with the said criteria as used for the allowed foodstuff colouring agents as provided for in the normative acts regarding the obligatory safety requirements to food supplements. Other colouring matters may be added to medicinal products manufactured for export if the use of such colouring matters is authorised in the importing country. 

19. Besides, the submitter of the registration application must specify the reference medicinal products if a shortened version of the registration application is submitted as described in Part III hereof, and the date of initial registration of the reference medicinal products in the European Economic Area. 

20. The detailed summaries described in Subparagraph 17.10 hereof of the pharmaceutical, non-clinical tests and clinical trials results are attached to the documents and information. The summary is executed and signed by experts who have necessary technical or professional qualifications (which are specified in the short description of their education and work experience (Curriculum Vitae)). The experts must substantiate any use of scientific literature in accordance with Subparagraph 28.2 and Annex 4 hereof.
21. The following information is provided on the medicinal product in the following sequence:

21.1. name, strength and the pharmaceutical form of the medicinal product;

21.2. qualitative and quantitative formulation of the medicinal product active substances and auxiliary substances, its general name or chemical description;

21.3. pharmaceutical form;

21.4. clinical data:

21.4.1. therapeutic indications;

21.4.2. dosage, doses and use for adults and, if necessary, also for children;

21.4.3. contra-indications;

21.4.4. special warnings and precautions for use. For immunological preparations - information regarding special measures to be observed by the person storing and administering such preparations to patients as well as information on all measures to be observed by the patient;

21.4.5. interaction with other medicinal products and other forms of interaction;

21.4.6. use during pregnancy and lactation;

21.4.7. effect of the medicinal product on the ability to drive and to service machinery;

21.4.8. undesirable side-effects;

21.4.9. symptoms, emergency assistance and antidotes in case of overdose;

21.5. pharmacological properties:

21.5.1. pharmacodynamic properties;

21.5.2. pharmacokinetic properties;

21.5.3. preclinical information on safety;

21.6. pharmaceutical information:

21.6.1. list of auxiliary substances; 

21.6.2. major incompatibility cases;

21.6.3. shelf life after preparation of the product (e.g. after dilution or mixing) or after the first opening of the immediate packaging;

21.6.4. special storage conditions;

21.6.5. type and formulation of the packaging;

21.6.6. special precautionary measures (if necessary) for medicinal product waste disposal;

21.7. the registration holder;

21.8. registration number(s) of the medicinal product (certificate number(s) of the medicinal product);

21.9. date of initial registration or re-registration of the medicinal product;

21.10. date of reviewing of the medicinal product description;

21.11. as regards radiopharmaceutical products:

21.11.1. detailed information regarding radiation dosimetry;

21.11.2. further instructions regarding the preparation for immediate use and quality control of such product and, if necessary, the maximum shelf life during which any intermediately prepared products, e.g. eluate or ready-for-use medicinal product, comply with the specifications.

21.1 The description of medicinal products pertaining to a newly introduced therapy must contain information as required by the European Parliament and Council Regulation No.1394/2007, Clause 10.
22. If the medicinal product is registered according to conditions described in Part III hereof, the indications and dosages of the medicinal product relating to the patent protection of the reference medicinal products are not included in the description.

23. Registration documentation is prepared in view of:

23.1. the European Commission recommendation (guidance) described in Clause 281 of the Pharmacy Law, which was published by the European Commission in The rules governing medicinal products in the European Community, Volume 2 B Notice to applicants, Medicinal products for human use, Presentation and content of the dossier, Common Technical Document (CTD), and the information on which is publicly available in the State Agency of Medicines internet home page. Joint technical documents relate to all type of registration applications irrespective of applied to procedures and products or whether a full or shortened medicinal product registration application is submitted;

23.2. scientific guidance on quality, safety and effectiveness for human use accepted by the Medicinal Products Committee and published by the European Medicines Agency, other European Pharmacopoeia viewpoint which the European Commission has published different from the ones published in the European Pharmacopoeia Medicinal Products State Agency internet home page;

23.3. the fact that the production process complies with the medicinal products good manufacturing practice in accordance with the legal requirements on medicinal products manufacturing and control and the Directions of the European Commission on medicinal products and researched medicinal products good manufacturing practice, which are published by the European Commission in The rules governing medicinal products in the European Community, Volume 4, the information on which is publicly available in the internet home page of the State Agency of Medicines;

23.4. the fact that all information has been submitted for specific medicinal product assessment whether it is beneficial or adverse to this medicinal product registration, and that all details regarding incomplete or terminated pharmaco-toxicological or clinical tests or studies of the medicinal product and finished studies on medicinal product therapeutic indications that are not relevant for the registration application have bee submitted;

23.5. the fact that the clinical trials performed in the European Economic Area comply with the regulations on the medicinal products clinical trials and observation of the employed procedures for the ethical principles of the aforesaid. The clinical trials of the medicinal products outside of the European Economic Area, for the medicinal products that are intended for use in the European Economic Area, were scheduled, performed and publicized in accordance with the good clinical trials practice and ethical principles, which is of equal value to the regulations on the medicinal products clinical trials and observation of procedures for the aforesaid principles. Clinical trials have been performed in accordance with the ethical principles, which are determined for example by the World Medicine Association Declaration of Helsinki (adopted by the World Medicine Association 18 General Assembly, published in the internet home page of the State Agency of Medicines);
23.6. the fact that clinical trials (pharmaco-toxicological studies) are performed in accordance with the legal requirements to the quality and inspections of laboratories included in the good laboratories practice provisions; 

23.7. the fact that all animal tests were conducted in accordance with the animal protection laws. 

24. The registration documentation must be formatted in accordance with Annex 3 hereof. The registration documentation must specify:

24.1. administrative data (Module 1);

24.2. summary (of the quality, non-clinical and clinical) (Module 2);

24.3. chemical, pharmaceutical and biological information regarding medicinal product, which contains both chemically and biologically active substances (Module 3);

24.4 report on non-clinical study (Module 4);

24.5 report on the clinical trial (Module 5).

25. Registration documentation according to Annex 4 hereof is prepared for the following medicinal products:

25.1. medicinal products which are widely used in medicine - medicinal products, the active substance(s) of which are widely used in medicine and that are regarded as effective and of acceptable safety level;

25.2 medicinal products similar in substance (generic medicinal products);

25.3. medicinal products of similar biological origin.

26. Registration documentation according to Annex 5 hereof is prepared for the following specific medicinal products:

26.1. medicinal products of biological origin;

26.2. radiopharmaceutical products;

26.3. radiopharmaceutical precursors; 

26.4. homeopathic medicinal products;

26.5. medicaments of herbal origin;

26.6. medicinal products meant for treatment of rare diseases.

27. Registration documentation for such medicinal products pertaining to a newly introduced therapy as mentioned in the European Parliament and Council Regulation No.1394/2007, Clause 2, shall be prepared as provided for in Annex 6 hereof in view of the following:

27.1 Medicinal products pertaining to gene therapy are biological medicines (other than vaccines against infectious diseases), which have the following properties: 
27.1.1 Their formulation consists of an active substance which is a recombinant nucleic acid or consists of the same, and which is administered or injected to persons in order to regulate, improve, replace or cancel a gene sequence;

27.1.2 Their therapeutic, prophylactic or diagnostic effect is closely related to their constituent recombinant nucleic acid sequence or the genetic expression product of the said sequence;

27.2 Medicinal products pertaining to somatic cell therapy are biological medicines with the following properties: 
27.2.1 They consist of cells or tissues, which have undergone significant manipulations (other than those mentioned in the European Parliament and Council Regulation No.1394/2007, Annex I), with the aim of changing biological values, physiological functions or structural properties, which are significantly related to the proposed clinical application, or such cells or tissues that are not meant for use for the same biological function in the recipient’s body or the donor’s body;

27.2.2 They are positioned as medicinal products to be administered or injected to people for the purposes of treating, preventing or diagnosing diseases using the pharmacological, immunological or metabolic effect of the cells or tissues of the medicinal products, or medicinal products having the necessary properties.
27.1 As regards assessment of the registration documentation for medicinal products of a newly introduced therapy, which include medical devices or active implantable medical appliances, the authorised institution, which has evaluated parts of medical devices or active implantable medical appliances as mentioned in Subparagraph 13.3.4 of Annex 6 hereof, (at the request of the competent body, which reviews the registration application) shall ensure availability of all the information related to the results of the assessment of the part of a medical device or an active implantable medical appliance. The aforesaid assessment shall be done in line with the normative acts regarding medical device registration, conformity assessment, distribution, operation (maintenance) and technical surveillance procedures. This refers to the information included in the relevant request for conformity assessment and documents related to the combined assessment of medicinal products of newly introduced therapy in general.
III. Special requirements to shortened application for medicinal product registration
28. Registration application submitter has the right not to submit non-clinical test and clinical trial results (not taking into account Subparagraph 17.10 hereof aforementioned requirements, but not in breach of legislations which relate to the manufacturing and commercial property protection), if he can prove that:

28.1. the medicinal product is the generic product of the reference medicinal product which is registered in one of the European Economic Area countries for no less than eight years. In this event the registration of the generic medicinal product becomes valid not earlier than after 10 years from the reference medicinal product registration date in the European Economic Area countries. If the reference medicinal product is not registered in Latvia, the registration application must specify the European Economic Area country where the reference medicinal product is registered or has been registered before. If within the first eight years of the aforesaid ten years the registration holder has registered one or more new therapeutic indications, which during the scientific assessment prior to its registration certified clinically substantial benefit, in comparison with the current therapies, the aforesaid 10 years protection period is prolonged for maximum one year;
28.2. that the active substance(s) contained in the medicinal products are widely used in the European Economic Area country medicine in already registered medicinal product content for at least 10 years with the recognised efficacy and acceptable safety level in accordance with Annex 4 hereof.  In this event the results of the tests and trials are replaced by the reference to the relevant scientific literature.

29. The State Agency of Medicines:

29.1. requests certification from the respective government competent authorities regarding the current or past registration of the reference medicinal products in one of the European Economic Area countries together with the full reference medicinal product formulation and, if necessary, other corresponding documents;

29.2. at the request of the competent authority of another European Economic Area country, where the registration application is submitted, within one month period, the State Agency of Medicines shall forward a certification to the respective competent authority regarding the current registration or past registrations of the reference medicinal product in Latvia, together with the complete formulation of the reference medicinal product and, if necessary, other corresponding documents.

30. The results of non-clinical or clinical trials are submitted in one of the following cases:

30.1. the medicinal product does not correspond to the generic medicinal product;

30.2. bioequivalence cannot be proved with bio-availability studies;

30.3. there is a change in the active substance(s), therapeutic indications, strength, pharmaceutical form or its method of use in relation to the reference medicinal product;

30.4. the medicinal product of biological origin does not correspond to the generic medicinal product, but is equivalent to the reference medicinal product (taking into account the differences in relation to raw materials or manufacturing process of the reference medicinal product). The additionally submitted data type and volume corresponds with the criteria specified in Annex 4 hereof. The results of other tests and trials specified in the registration documentation on the reference medicinal products do not have to be submitted. 
31. If the registration application is for new indication of the widely used in medicine substance, in addition to the specified protection period by Paragraph 28 hereof one year of non-cumulative period is granted in relation to the data protection rights with requirement that significant non-clinical or clinical trials are performed on the new indication. 

32. The performance of the necessary studies and trials (in relation to Paragraphs 28 and 30 hereof) and consequent practical activities are not viewed as such where there is a contradiction with the patent rights or additional protection certificates of the medicinal product. 

33. If the formulation of the medicinal product contains active substances used in the registered medicinal product formulation, which, however, have not been previously used in therapy in such formulation, then in accordance with Subparagraph 17.10 hereof the results of new non-clinical or clinical trials must be submitted on this formulation, but no scientific references on each active substance need to be submitted. 

34. After the registration of the medicinal product the medicinal product registration holder can allow to use the pharmaceutical, non-clinical and clinical documentation, which is included in the registration documentation in order to verify further registration applications which relate to other medicinal products with the same active substances qualitative and quantitative formulation and the same pharmaceutical form. 

IV. Special documentation requirements to medicinal products derived from human blood or plasma
35. The requirements on documentation in relation to the medicinal products derived from human blood or plasma, as well as raw materials manufactured from human blood and plasma, is determined by the Plasma Master File which is approved in the sequence determined by this Part. 

36. Every centre or establishment for fractionation/processing of human plasma shall prepare and keep updated the set of detailed relevant information referred to in the Plasma Master File.  The Plasma Master File shall contain the following information:

36.1. plasma origin:

36.1.1. information on centres or establishments in which blood/plasma collection is carried out, including inspection and approval, and epidemiological data on blood transmissible infections;

36.1.2. information on centres or establishments in which testing of donations and plasma pools is carried out, including the data on inspections and approvals;

36.1.3. selection/exclusion criteria for blood/plasma donors;

36.1.4. system in place which enables the path taken by each donation to be traced from the blood/plasma collection establishment through to finished products and vice versa; 

36.2. plasma quality and safety:

36.2.1. compliance with European Pharmacopoeia Monographs determined requirements;

36.2.2. testing of blood and plasma donations and pools for infectious agents, including information on test methods and, in the case of plasma pools, validation data on the tests used;

36.2.3. technical characteristics of bags for blood and plasma collection, including information on anticoagulants solutions used;

36.2.4. plasma storage and transportation requirements;

36.2.5. procedures for any inventory hold and quarantine period;

36.2.6. characterisation of plasma pool;

36.3. system in place between the plasma-derived medicinal product manufacturer and plasma fractionator or processor on the one hand, and blood and plasma collection and testing centres or establishments on the other hand, which defines the conditions of their interaction and their agreed specifications;

36.4. a list of the medicinal products for which the Plasma Master File is valid, whether the medicinal products have been granted a marketing authorisation or are in the process of being granted such an authorisation, including medicinal products relating to the implementation of good clinical practice in the conduct of clinical trials on medicinal products for human use. 

37. The Plasma Master File shall be submitted to the State Agency of Medicines by the registration application submitter or the holder of registration. If the registration application submitter or the holder of the registration and the holder of the Plasma Master File are two different entities, the Plasma Master File shall be available to the registration application submitter or the registration holder in order to be able to submit it to the State Agency of Medicines.  In any event the registration application submitter or the registration holder is taking the responsibility for the medicinal product. 
38. In relation to the component which is derived from human plasma there is a reference in the registration application to Plasma Master File on plasma that is used as the raw material or starting material. 

39. The decision of the State Agency of Medicines about registration is taken after the European Medicines Agency has provided the certificate of the Plasma Master File. 

40. Evaluation and certification of Plasma Master File:

40.1. for medicinal products not yet authorised, the registration application submitter supplies to the State Agency of Medicines complete documentation and separately a separate Plasma Master File where one does not already exist; 

40.2. the scientific and technical evaluation of the Plasma Master File is performed by the European Medicines Agency. A positive assessment shall result in a certificate of compliance with European Union legislation for the Plasma Master File, which shall be appended with the evaluation report.  The certificate issued shall apply in all of the European Economic Area countries;
40.3. the Plasma Master File shall be updated and re-certified on an annual basis;

40.4. changes subsequently introduced to the terms of a Plasma Master File must follow evaluation procedure laid down on 3 June 2003 by the European Commission Regulation (EC) No.1234/2008 dated 24 November 2008 regarding the procedure of reviewing any changes in the Regulations concerning marketing permits for medicinal products of human and veterinary use (hereinafter – Commission Regulation No.1234/2008). 

41. Based on the evaluation described by Paragraph 40 hereof in deciding about the registration of the medicinal products the State Agency of Medicines takes into account the certification, re-certification or variation of the Plasma Master File on the concerned medicinal product. 

42. Where a Plasma Master File corresponds only to blood and plasma-derived medicinal products that are registered within the national procedure (the registration is valid only within Republic of Latvia), the scientific and technical evaluation of the said Plasma Master File shall be carried out by the State Agency of Medicines.

V. Specific documentation requirements on vaccines for human use
43. For vaccines for human use, the following requirements shall apply when based on the use of a Vaccine Antigen Master File system:

43.1. a vaccine may contain one or several distinct vaccine antigens.  There are as many active substances as vaccine antigens present;

43.2. a combined vaccine contains at least two distinct vaccine antigens aimed at preventing a single or several infectious diseases;

43.3. a monovalent vaccine is a vaccine, which contains one vaccine antigen aimed at preventing a single infectious disease.

44. The attached documentation to the registration applications for vaccines (excluding influenza virus vaccine) shall include each Vaccine Antigen Master File which is this vaccine's active substance. 

45. Vaccine Antigen Master File (3 Module of 3 Annex hereof) on active substances quality data shall include the following information:

45.1. general information, including compliance with the relevant monograph of the European Pharmacopoeia; 

45.2. information on the manufacture of the active substance. This heading must cover the manufacturing process, information on the starting and raw materials, specific measures on TSEs and adventitious agents safety evaluation and facilities and equipment; 

45.3. active substance characteristics;

45.4. active substance quality control;

45.5. reference standard and materials;

45.6. container and closure system of the active substance;

45.7. active substance stability.

46. Evaluation and Certification:

46.1. for novel vaccines, which contain a novel vaccine antigen, the registration application submitter shall provide to the State Agency of Medicines a complete registration documentation including all the Vaccine Antigen Master Files corresponding to each single vaccine antigen that is part of the novel vaccine where no master file already exists; 

46.2. a scientific and technical evaluation of each Vaccine Antigen Master File shall be carried out by the European Medicines Agency.  A positive assessment shall result in a certificate of compliance with European Union legislation requirements to each Vaccine Antigen Master File, which shall be appended with a evaluation report.  The certificate is valid in all of the European Economic Area countries. Changes to the content of a Vaccine Antigen Master File for a vaccine authorised in the European Union shall be subject to a scientific and technical evaluation carried out by the European Medicines Agency in accordance with the procedure laid down in the Commission Regulation No.1234/2008;
46.3. the provisions of Subparagraphs 45.1 and 45.2 hereof shall also apply to every vaccine, which consists of a novel combination of vaccine antigens, irrespective of whether or not one or more of these vaccine antigens are a part of vaccines already authorised in the European Union;

46.4. The State Agency of Medicines in granting the registration of the medicinal product shall take into account the certification, re-certification or variation of the Vaccine Antigen Master File on the concerned medicinal product.

47. Where a Vaccine Antigen Master File corresponds only to a vaccine which is the subject of a registration which has not yet been or will not be granted according to the European Parliament and the Council Regulation No 726/2004, and provided the authorised vaccine includes vaccine antigens which have not been evaluated in accordance with the European Union procedure described Subparagraph 45.2 hereof, the scientific and technical evaluation of the said Vaccine Antigen Master File and its subsequent changes shall be carried out by the State Agency of Medicines.

VI. Specific medicinal products registration criteria applicable to homeopathic and anthroposophic medicinal products
48. This section sets out specific provisions to homeopathic medicinal products which is prepared from substances described as homeopathic stock in accordance with the homeopathic medicinal products manufacturing procedure, which is described in the European Pharmacopoeia or, in the absence thereof, by an official pharmacopoeia of the European Economic Area country. A homeopathic medicinal product may also contain several substances.

49. A registration application shall be submitted to the State Agency of Medicines in order to register homeopathic medicinal product.  The registration application and the attached documents shall be prepared in accordance with these registration documentation requirements and the European Commission’s Sample. 

50. The State Agency of Medicines establishes a special, simplified registration procedure for the homeopathic medicinal product registration described in Paragraph 51 hereof. 

51. The State Agency of Medicines has the right to apply the specific, simplified registration procedure only to registration of such homeopathic medicinal products which comply with all of the hereinafter described requirements:

51.1. medicinal products are intended for oral use or external use only;

51.2. labelling and instructions for use of the medicinal product or any other related information does not have specific therapeutic indications; 

51.3. dilution degree is sufficient in order to guarantee the safety of the medicinal product.  The medicinal product shall not contain more than 1/10000th part of the mother tincture (original tincture) or 1/100th part of the smallest dose used in allopathic medical substance issued against the written by the treating doctor prescription. 

52. Homeopathic medicinal products shall be registered in accordance with the special simplified registration procedure, where the homeopathic medicinal product registration application shall include the homeopathic degree of dilution, which are obtained from one and the same homeopathic starting material(s).  In order to prove the pharmaceutical quality and series uniformity (homogeneity) of the product, the registration application shall include the following documents and data:

52.1. homeopathic raw material(s) scientific name or other name provided in pharmacopoeia, with a notification of the various registered administration types, pharmaceutical forms and degree of dilution;

52.2. documentation where there is a description of particulars of the starting materials or raw materials obtained and controlled, and which substantiate this homeopathic type of use (providing references to the relevant bibliography);

52.3. a description of each pharmaceutical form manufacturing and control documentation and dilution and patenting methods;

52.4. relevant medicinal product special permit (license) for manufacturing;

52.5. Any other document copies issued in other European Economic Area countries, which confirms the registration of this medicinal product;

52.6. one or more secondary and primary packaging mock-ups of the medicinal product to be registered;

52.7. information on stability of the medicinal product.

53. Other homeopathic medicinal products (excluding the ones determined by Paragraph 50 hereof) shall be registered in accordance with Part II and Part III hereof. 

54. The State Agency of Medicines has the right to use the exceptions for homeopathic medicinal products non-clinical trials in accordance with the practiced within Latvia homeopathic principles and guides based on the view of respective professional association. 

55. Anthroposophic medicinal products described in the officially used pharmacopoeia and produced using homeopathic methods shall be registered in accordance with determined by these Regulations homeopathic medicinal products registration procedures. 

VII. Specific medicinal products registration criteria applicable to traditionally used medicinal products of herbal origin
56. Simplified registration procedure is applicable to the herbal origin medicinal products (traditionally used herbal origin medicinal products), which correspond to all of the following criteria:

56.1. that they have indications exclusively appropriate to traditional herbal medicinal products which, by virtue of their formulation and purpose, are intended and designed for use without the supervision of a medical practitioner for diagnostic purposes or for prescription or monitoring of treatment;

56.2. they are exclusively for administration in accordance with a specified strength and posology;

56.3. they are an oral, external or inhalation preparations;

56.4. the specific period of traditional use as laid down in Subparagraph 61.3 hereof;

56.5. The data on the traditional use of the medicinal product are sufficient, in particular the product proves not to be harmful in the specified conditions of use and the pharmacological effects or efficacy of the medicinal product are plausible on the basis of long-standing use and experience. 

57. The presence in the herbal medicinal product of vitamins or minerals for the safety of which there is well-documented evidence shall not prevent the product from being eligible for registration in accordance with Paragraph 56 hereof, provided that the action of the vitamins and minerals is ancillary to that of the herbal active ingredients regarding the specified claimed therapeutic indication(s).

58. The herbal origin medicinal products, which are registered under simplified registration procedure are registered within the mutual-recognition procedure or decentralised procedure if at least one of the following specifications apply:

58.1. herbal monograph has been established in accordance with Subparagraph 63.2 hereof;

58.2. The herbal medicinal product consists of herbal substances, preparations or combinations thereof contained in the list (hereinafter – the list), which is approved by the European Commission’s resolution and contains specified indications, strength, dosage, administration types and other information for each herbal origin substance, which is necessary in order that herbal origin substances are safely used as traditional medicinal products.

59. For other herbal medicinal products as referred to in Paragraphs 56, 57 and 60 hereof, the State Agency of Medicines shall, when evaluating an application for registration, take due account of registration granted by another country of the European Economic Area in accordance with Part XIII hereof.

60. Where the State Agency of Medicines recognises that traditionally used medicinal products of herbal origin comply with the requirements of Paragraph 51 hereof or the medicinal products registration criteria as provided for in Part II, or correspond to medicinal products, which are subject to  centralised registration procedure as provided for in Regulation No.726/2004 of the European Parliament and the Council, the requirements laid down in this Part are not applicable to these medicinal products. 

61. In order to register a medicinal product of herbal origin within the simplified registration procedure (or traditional-use herbal-origin medicinal product registration procedure), the application for registration shall be submitted to the State Agency of Medicines. In accordance with these Regulations and in conformity with the European Commission sample, the application shall be appended with:

61.1. particulars and documents (in accordance to Annex 3 and 5 hereof):

61.1.1 those referred to in Subparagraphs 17.1, 17.2, 17.3, 17.4, 17.5, 17.6, 17.7, 17.8, 17.9, 17.13, 17.14, 17.15 and 17.16 hereof;

61.1.2. results of the pharmaceutical tests referred to in the second indent of Subparagraph 17.10.1 hereof;

61.1.3. a summary of medicinal product characteristics, without the data specified in Subparagraph 21.4 hereof;

61.1.4. In case of combinations, as referred to in Subparagraph 4.3 or Paragraph 57 hereof, the information referred to in Subparagraph 56.5 shall apply. If any individual active ingredients are not sufficiently known, the data shall also relate to the individual active ingredients;

61.2. any authorisation or registration obtained by the applicant in another member state of the European Economic Area, or in a third country, to place the medicinal product on the market, and details of any decision to refuse to grant an authorisation or registration, whether within the European Economic Area or in a third country, and the reasons for any such refusal;

61.3. bibliographical or expert evidence to the effect that the medicinal product in question, or a corresponding product has been in medicinal use throughout a period of at least 30 years preceding the date of the application, including at least 15 years within the European Economic Area;

61.4. a bibliographic review of safety data together with an expert report.

62. If an application for registration refers to a substance, preparation or combination of herbal origin, which is on the list of Subparagraph 58.2 hereof: 

62.1 the data mentioned in Subparagraphs 61.2 and 61.3 are not required for submission;

62.2 the provisions of Subparagraphs 94.3 and 94.4 hereof are inapplicable.

63. The State Agency of Medicines:

63.1 in relation to Subparagraph 61.3 hereof:

63.1.1 on receipt of the registration the application requests an opinion from the European Medicines Agency Herbal Medicinal Products Committee on the corresponding product or similar product proof of long use conformity;

63.1.2 if a medicinal product has been used for less than 15 years, and it meets the simplified registration procedure criteria as provided hereof, the issue shall be reviewed by the Committee for Herbal Medicinal Products of the European Medicines Agency upon submission of relevant documentation supporting the referral;

63.1.3 evaluate whether a corresponding product is characterised by having the same active ingredients, irrespective of the excipients used, the same or similar intended purpose, equivalent strength and posology and the same or similar route of administration as the medicinal product applied for;

63.1.4 verifies, if the requirement to show medicinal use throughout the period of 30 years is satisfied even where the registration of the product has not been based on specific registration. It is likewise satisfied if the number or quantity of ingredients of the medicinal product has been reduced during that period;

63.2 in assessment of registration application and making the final decision on the registration of the medicinal product the European Medicines Agency Herbal Medicinal Products Committee prepared European Community herbal monograph observing the requirements described by Subparagraph 25.2 hereof, as well as the compliance for traditional-use herbal origin medicinal products.  If the European Community herbal monograph is not yet established it is possible to refer to other relevant monographs, publications and data.

64. The registration holder:

64.1 shall consider whether it is necessary to modify the registration documentation when the new European Community herbal monograph is established;

64.2 shall notify the State Agency of Medicines or to the relevant competent authority of the European Economic Area country of any such modification to the submitted information and documents. 

VIII. Registration documentation amendments and registration extension
65. In order to introduce changes in the registration documentation, the registration holder shall submit an application for or a notice of the approval of relevant change attaching information and documents in accordance to the European Commission sample and which is established in compliance with the requirements hereof for registration documentation:

65.1 To the State Agency of Medicines – as provided for in the Commission’s Regulation No.1234/2008 and Paragraph 142 hereof if the medicinal product is registered by the national registration procedure, which is not the mutual recognition procedure or decentralised procedure;

65.2. to the State Agency of Medicines and respective competent authority of the European Economic Area country – in accordance with the European Commission Regulation (EC) No.1234/2008 (if the medicinal product is registered within the mutual-recognition procedure or decentralised procedure);

65.3. to the European Medicines Agency – in accordance with the Commission Regulation No.1234/2008, where the medicinal products are registered within the centralised registration procedure.

65.1 Paragraph 65 hereof does not apply to such homeopathic (incl. antroposophic) and traditionally used phytogenic medicines, which were registered by a simplified registration procedure. 
66. The State Agency of Medicines shall in accordance with its competency perform described by the Commission Regulation No.1234/2008 competent monitoring authority responsibilities.

67. In order to make the decision on extension of registration for registered within the national registration procedures medicinal products (including medicinal products which are registered within the mutual-recognition procedure or decentralised procedure), the registration holder submits to the State Agency of Medicines an application in accordance with the European Commission sample, which is published in the internet home page of the State Agency of Medicines. The application shall include and be appended with the specified information and documents.

68. As regards medicinal products registered by the national registration procedure, including medicinal products registered by the mutual recognition procedure or the decentralized procedure, the State Agency of Medicines shall evaluate the conformity of the relevant application or notice to the provisions of Subparagraphs 65.1 and 65.2 hereof and decide on:

68.1 Registration of the medicinal product (cases of extension of registration) if the submitted data and documents certify the conformity to Annex 1 of the Commission’s Regulation No.1234/2008 (or Annex 7 hereof – in such cases as mentioned in Paragraph 142) or refusal of registration. In case of changes, the name of the medicinal product shall conform to the name of the medicinal product as indicated in the initial decision on registration of the medicinal product;

68.2 Approval or disapproval (rejection) of the changes in case of non-observance of these provisions.
68.1 In addition to Clauses 2 and 3 and Annex II of the Commission Regulation No.1234/2008, Annex 7.1 hereof provides detailed information about classification of changes (amendments) by such categories as defined in Clause 2 of the Commission Regulation No.1234/2008 – minor changes of Type IA, minor changes of Type IB, major changes of Type II – and in the relevant case, provides additional information regarding such scientific data, which are to be submitted in connection with specific changes, as well as the procedure required to document the said data.
68.2 Annex 7.1 hereof shall not apply to:

68.2 1 Extension of registration mentioned in Subparagraph 68.1 above;

68.2 2 Cases mentioned in Paragraph 142 hereof.

68.3 General documents, which are to be enclosed in all applications for making amendments to the medicinal product registration documentation, are described in the Commission Regulation No.1234/2008, Annex IV, and the Commission’s basic guidelines regarding the Commission Regulation (EC) No.1234/2008 about the consideration of changes in the marketing authorization provisions for medicinal products for human use and veterinary medicinal products, Sections II, III and IV (Commission’s notice (2009/C 323/04)), which is publicly available on the Internet homepage of the State Agency of Medicines (http://www.zva.gov.lv).
68.4 Each Section of Annex 7.1 hereof (A – administrative changes, B – quality changes, C – safety, efficacy and pharmacovigilance changes, and D – specific changes of plasma ground substances and vaccine antigen ground substances) provides a list of changes, which are:

68.41 Classified as minor changes of Type IA or major changes of Type II in accordance with the definitions of the Commission Regulation No.1234/2008, Clause 2, and the classification of Annex II, and it also indicates which minor changes of Type IA must be immediately reported as required by the Commission Regulation No.1234/2008, Clause 8, Paragraph 1;

68.42 Considered as an example of minor changes of Type IB (as mentioned in the Commission Regulation No.1234/2008, Clause 3, Paragraph 2), and this category is applicable on default as provided for in the Commission Regulation No.1234/2008, Clause 3 (consequently, Annex 7.1 hereof does not provide a full list of this category of changes).
68.5 If one or several requirements of Annex 7.1 hereof are not met as regards minor changes of Type IA, the relevant changes may be specified as changes of type IB unless they are specifically classified as major changes of Type II.

68.6 Specific certifying data for changes of Types IB and II (Annex 7.1 hereof) depend on the nature of changes.

68.7 If the necessary changes (amendments) require reconsideration (updating) of the medicinal product’s description, marking or user instructions (information about the medicinal product), such reconsideration shall be deemed as part of the said changes (amendments).  In such cases the updated information about the medicinal product shall be submitted as part of the application.
IX. Small I A and I B type changes in the registration documentation
69. For registered medicinal products within the national registration procedure (which are not registered within mutual-recognition procedure or decentralised procedure) small I A and I B type changes in the registration documentation are prescribed in Annex 8 hereof. The relevant changes are assessed and approved in accordance with this Part. 

70. For medicinal products described by Paragraph 69 hereof:

70.1. the application of I type changes shall specify only the I type changes;

70.2. one application specifying therein the connection between all subsequent changes shall be submitted if:

70.2.1. one of the I A type changes subsequently results in one or more other I A type changes;

70.2.2. one of the I B type changes subsequently results in I A type or I B type changes;

70.3. if several I type changes are performed a separate application shall be submitted for each one.  Each application shall have the reference to the other applications if these are:

70.4. from I type changes resulting, that the medicinal products description, labelling or instructions for use must be changed, it shall be viewed as a part of change.

71. The State Agency for Medicines verifies whether the application complies with Paragraph 69 and 70 hereof, evaluates submitted data and documents (performs document expertise) and in the order determined by the Administrative Law decides on approval of changes in the registration documentation or refusal of changes, taking into account that the information and documents evaluation (expertise) is performed:

71.1. for small I A type changes within 14 days period after the receipt of the application in the State Agency of Medicines;

71.2. for small I B type changes within 30 days period after the receipt of the application in the State Agency of Medicines;

72. The State Agency of Medicines shall have the right to request from the holder of registration to submit additional information. In such case the procedure described by Paragraph 71 hereof shall be suspended until submission of the requested additional information to the State Agency of Medicines.

73. If following the application for I B type changes and accompanying information, documents and other information assessment the State Agency of Medicines views that the aforesaid application is not acceptable, in the order determined by the Administrative Process Law, but not longer than in 30 days period the specified in Paragraph 70 hereof application receipt the State Agency of Medicines shall provide to the holder of registration submitting the relevant application a substantiated statement. The registration holder shall have the right within 30 days time after the receipt f the substantiated statement from the State Agency of Medicines to make changes in the application on I B type changes, taking into account the State Agency of Medicines specified substantiations in the statement.  The registration holder shall inform the State Agency of Medicines on performed changes within 30 days period. 
74. If the registration holder in the application for I B type changes has not performed changes in accordance with Paragraph 73 hereof, it shall be viewed as turned down, and the State Agency of Medicines inform the registration holder of the decision on the refusal of changes in the order determined by the Administrative Process Law, but not later than within 30 days period. 

75. If the State Agency of Medicines has not informed the registration holder of the decision on changes refusal in accordance with Paragraph 73 hereof specifications, it shall be viewed that the State Agency of Medicines has accepted the changes and the registration submitter can implement the planned changes. 

X. Significant II type changes in the registration documentation and the change in the company or address of the registration holder
76. For registered within the national registration procedure medicinal products (which are not registered within mutual-recognised procedure or decentralised procedure) significant II type changes shall be viewed as changes, where:

76.1. do not conform to Annex 7 and Annex 8 hereof;

76.2. are related to the registration holder change of company (new registration holder and current holder are not one and the same person/entity) or a change of address.

77. For medicinal products described by Paragraph 76 hereof:

77.1. the application on II type changes shall specify only II type changes, except such cases when:

77.1.1. on one of the medicinal products more than one II type changes are done. In this event on each II type change a separate application shall be submitted. Each application shall have the reference to the other applications if these are:
77.1.2. one of II type changes subsequently results in other changes. On all such changes there can be one application submitted and specify the relevance between all subsequently resulting changes;

77.2. if in resulting changes, the medicinal products description, labelling or instructions for use must be changed, it shall be viewed as a part of the change.

78. The State Agency for Medicines verifies whether the application complies with Paragraph 76 and 77 hereof, evaluates submitted data and documents (performs document expertise) and in the order determined by the Administrative Law decides on approval of changes in the registration documentation or refusal of changes, taking into account that the information and documents evaluation (expertise) is performed:

78.1. not longer than in 60 days period after the receipt of the application in the State Agency of Medicines. The aforesaid terms can be reduced taking into account the urgency of the question, especially if it is related to the safety;

78.2. in no longer than 90 days period, if the application relates to the therapeutic indications changes or the enhancement of new indications. 

79. The State Agency of Medicines shall have the right to request from the holder of registration to submit additional information. In such case the procedure described by Paragraph 78 hereof shall be suspended until submission of the requested further information to the State Agency of Medicines.

80. If there are changes in the registration documentation for the influenza virus vaccine the following procedure shall apply:

80.1. The State Agency of Medicines in the order determined by the Administrative Process Laws within 30 days period after the receipt of the application based on the quality certifying documents (Module 3 of Annex 3), shall prepare the assessment report and draft decision, and shall send those to the registration holder;

80.2. the registration holder within 12 days period in accordance with Subparagraph 80.1 hereof specified document receipt shall submit to the State Agency of Medicines clinical data and, if necessary, the medicinal product stability data;

80.3. State Agency of Medicines:

80.3.1. within a seven days’ time of receipt of the data shall evaluate submitted information, prepare the final decision and issue a decision to the registration holder;

80.3.2. shall issue the registration holder with user instructions and description of the medicinal product. 

81. In relation to human influenza virus pandemics (which also relate to the other human pandemic diseases), which has been recognised as such by the World Health Organisation or by the European Union, the State Agency of Medicines in order of exception shall have the right to recognise the changes in intended for humans influenza vaccine medical product registration documentation in the timeframe from the receipt of the application until end of procedure described in Paragraph 80 hereof, should the registration holder submit complete information on clinical safety and efficacy.

82. Where changes are made to the registration holder company (which is related to the registered within the national registration procedure medicinal products (which are not registered within the mutual recognition procedure or decentralised procedure) or to the address and the registration holder is not one and the same person/entity, the current registration holder shall submit the application to the State Agency of Medicines. The application shall be appended with the following documents and specify the following information:

82.1. documents certifying the change of the registration holder;

82.2. the name of the medicinal product, medicinal product registration certificate number and registration date;

82.3. current registration holder company and address, as well as the name and address of the person, who is planned to receive the medicinal product registration certificate;

82.4. document certifying complete and prior to transfer of the renewed medicinal product registration files (documentation) or the availability of its copies and transfer to the person, who receives the registration certificate;

82.5. the date on which the person, who is planned to receive the medicinal product registration certificate, will be able to overtake from the previous registration holder all his duties;

82.6. document certifying that a person, who receives the medicinal product registration certificate is capable to secure the registration holder obligations in accordance to the requirements laid down by legislation on medical products manufacture and control, import, export and distribution of medicinal products,  advertising of medicinal products, undesirable side-effects and medicinal products clinical trials.  The document shall specify:

82.6.1. person responsible for activities related to the side-effect of the medicinal products monitoring system, the address, telephone number and facsimile number of this person. Attached short activity and experience description;

82.6.2. the service, which shall be responsible for the advertising and distribution of the medicinal product, and, the relevant service address, telephone number and facsimile number;

82.6.3. description of the medicinal product, instructions for use and labelling mock-ups;

82.6.4. document certifying the payment for the assessment in accordance with Paragraph 85 hereof.

83. The date when the registration certificate is transferred to the new registration holder shall be determined by the State Agency of Medicines, and it shall be recorded in the agreement between the current and new registration holder. The shelf-life of the medicinal product shall not change.

XI. Re-registration
84. The re-registration application shall be submitted to the State Agency of Medicines in order to re-register the medicinal product.  The re-registration application shall include and be appended with information and documents in accordance with the European Commission samples, which are published in the internet homepage of the State Agency of Medicines, and in accordance with the requirements hereof on registration documentation. The application shall include the following information:
84.1 As regards the medicinal product’s quality, safety and efficacy – relevant registration documentation, which is submitted for making such a decision as provided for in Paragraph 9 or 10 or Subparagraph 11.1, and contains all the changes made following the said decision (a consolidated version the registration documentation);
84.2 As the medicinal products must be re-registered, based on the risk and benefits balance assessment, the application shall have attached:

84.2.1 Proof and clinical expert’s opinion regarding the risk and benefit balance is favourable. The clinical expert’s opinion shall be based on the information gathered since the registration or re-registration of the medicinal product;

84.2.2 Regularly updated safety report as required by the normative acts regulating surveillance over adverse side-effects of the medicinal product, and, if applicable, a summary of all the regularly updated safety reports issued since the registration.

84.1 The registration holder shall file such an application as mentioned in Paragraph 84 hereof to the State Agency of Medicines at least six months before the end of the period of the decision mentioned in Paragraph 9 or 10 or Subparagraph 11.1 hereof.

84.2 If a medicinal product is registered by a national registration procedure, and an application was filed before the expiration of the application submission deadline mentioned in Paragraph 84.1 hereof, the registration holder is entitled to arrange for a re-registration date with the State Agency of Medicines.
XII. Related to medicinal product registration procedures

85. The expenses on evaluation, registration, validation of changes, re-registration and after-registration surveillance (hereinafter referred to as ‘Service’) (annual costs related to medicinal product registration) shall be covered by the person, in whose name it is intended to register the medicinal product (but in relation to the assessment of the documentation on compliance with the medicinal product definition - by the submitter of the application) as provided for in the Cabinet Regulations of 17 January 2006 No.61 ‘Regulations the State Agency of Medicines’ pricelist of public paid services’ (hereinafter referred to as ‘the State Agency of Medicines’ pricelist of public paid services’).
851 Before provision of the Service, the recipient of the Service shall make an advance payment in full amount for the services mentioned in Items 1, 2, 3, 4, 5, 6, 7, 8, 9, 10, 11 and 13 of the Annex to the State Agency of Medicines’ pricelist of public paid services. The Service is paid for by cashless payments.

852 When submitting the documents necessary for receipt of the Service, the submitter must enclose a payment order certified by a credit institution or a payment printout from the Internet bank of the credit institution to certify the prepayment made as provided for in Paragraph 851 hereof, if a payment printout legibly indicates the payer’s name, surname or corporate name and bears the payer’s signature, or, if the cashless clearing was made using a payment card, - the State Agency of Medicines’ cash voucher for cashless clearings.

853 The provision of the Service:

853 1. begins upon submission of the payment certifying documents listed in Paragraph 852 hereof and crediting of the relevant money amount to the State Agency of Medicines’ clearing account;

853 2. may be terminated by decision of the State Agency of Medicines in such cases and by such a procedure as provided for in the Pharmacy Law, Clause 31, and Paragraphs 88 and 114 hereof, as well as at the request of the Service recipient refusing from the Service.
85.4 When  terminating the provision of the Service, the State Agency of Medicines shall cover the expenses of the actually fulfilled works before the termination of the Service provision from the prepayment mentioned in Paragraph 851 hereof, by the following sequence:

85.4 1. in case of the accomplished primary expertise of an application for medicinal product registration or re-registration mentioned in Subparagraph 86.1 hereof, - at the rate of 10 per cent of the fixed price;

85.4 2. in case of the accomplished primary expertise as provided in Subparagraph 854 1 and the commenced assessment of the data and documents appended to the application (documentation expertise) for such services as provided for in the Cabinet’s Regulations of 17 January 2006, No.61 ‘Regulations the State Agency of Medicines’ pricelist of public paid services’, Items 1, 2, 3, 4, 5, 6, 7, 8, 9, 10 and 11 of the Annex, - at the rate of 50 per cent of the fixed price;

85.4 3. in case of the accomplished assessment of the data and documents appended to the application (documentation expertise) for the services mentioned in Items 1, 2, 3, 4, 5, 6, 7, 8, 9, 10 and 11 of the Annex to par the State Agency of Medicines’ pricelist of public paid services, - at the rate of 90 per cent of the fixed price.

85.5 In such cases as provided for in Paragraph 854 hereof and on the ground of the Service recipient’s request for money reimbursement, the State Agency of Medicines shall make up an estimate and repay the relevant amount of money by remittance through the agency of a credit institution within 30 calendar days of receipt of the Service recipient’s request by the State Agency of Medicines. The Service recipient is entitled to submit an application for reimbursement in such cases as provided for in Subparagraph 853.2 hereof. In his request for reimbursement, the Service recipient indicates the credit institution’s details and the account number, where the State Agency of Medicines shall remit the money to.
85.6 The annual fee for medicinal product after-registration surveillance is charged in the next calendar year after the date of the decision made as provided in Paragraph 9 or 10 or Subparagraph 11.1 hereof.

85.7 On the ground of the medicinal product registration holder’s application, the State Agency of Medicines is entitled to decide on exemption from the annual fee for after-registration surveillance of the medicinal product provided that the following prerequisites are met:

857 1. The medicinal product selling price is declared to the State Agency of Medicines as required by the normative acts regulating the pricing principles with respect to medicinal products;

857 2. The medicinal products are distributed in Latvia but the medicinal product turnover for the previous calendar year does not exceed LVL 1500;

857 3. The registration holder has informed the State Agency of Medicines about the date of commencement of the actual distribution (trading) of the medicinal product in Latvia or about any medicinal products which are no longer supplied to the Latvian market (temporarily or permanently) in accordance with the normative acts regulating the medicinal product distribution procedure.
86. In order to verify the registration application, the State Agency of Medicines:

86.1. shall perform the primary expertise which determines the compliance of the registration and re-registration application to the requirements hereof (the primary expertise is not performed when validating changes):
86.1.1. within 30 days period of submission of registration application to the State Agency of Medicines;

86.1.2. within 14 days period following the application receipt by the State Agency of Medicines in the event where the medicinal product is registered within the mutual recognition procedure or decentralised procedure;

86.1.3. within 10 days period of submission of re-registration application to the State Agency of Medicines;
86.2. shall verify if there are compliant circumstances for granting registration to a medicinal product and take all necessary actions pending the decision to ensure the procedure. The decision shall be made by such a procedure as required by the Administrative Proceedings Law, providing for assessment of information and documents within 210 days of submission of the respective registration application to the State Agency of Medicines (if the medicinal product is registered only within the national registration procedure, but not registered with the mutual recognition procedure or decentralised procedure). If a decision is made with regard to any generic medicinal products, which are subject to the national registration procedure, the registration decision shall be made within 90 days by such a procedure as provided for in the Administrative Proceedings Law. The State Agency of Medicines is not competent to verify any patent/copyright-related information;
86.3. shall have the right to subject medicinal product, its raw materials and its intermediate products or other formulation materials to testing in the State Agency of Medicines laboratory or other laboratory, which is entitled to control medicinal products, in order to make sure that the control methods, which are used by the manufacturer and described in the documents attached to the registration application (Paragraph 17) as required by Subparagraph 17.9 hereof, are satisfactory;

86.4. if necessary, shall have the right to request that the application submitter provides additional information to the application. In this event the period specified by Paragraph 86.2 hereof shall be suspended until submission of the requested further information to the State Agency of Medicines. Similarly the described time period can be suspended by submitting an explanation orally or in writing. 
87. State Agency of Medicines:

87.1. in cooperation with other competent authorities shall certify, that the medicinal product manufacturer and the importer of the medicinal product (where medicinal product is imported from a third country (persons, who have special permit (license) for manufacture/importing of medicinal products) the medicinal product conform to the data submitted in accordance with Subparagraph 17.5 hereof, and its control is performed in accordance to methods prescribed in accordance with the Subparagraph 17.9 hereof;

87.2. Shall have the right to make a substantiated decision to grant to the manufacturer of the medicinal product and importer of the medicinal product a permit for the various production stages and to grant the right to third parties to perform control activities specified in Subparagraph 87.1 hereof. In this event the relevant competent authorities shall perform the assessment of compliance.

88. The State Agency of Medicines shall refuse to review an application:

88.1. if the primary expertise has confirmed that the registration application does not comply with the requirements hereof or the information prescribed by Paragraph 19 hereof is not submitted. The State Agency of Medicines shall inform the application submitter of refusal and shall have the right to return the registration application;

88.2. within the national registration procedure:

88.2.1. if the State Agency of Medicines has information that other registration applications on this same medicinal products have already been assessed by other European Economic Area country; In this event the State Agency of Medicines shall inform the registration application submitter that in relation to the registration application submission the conditions described in Part XIII hereof are applicable, if the registration application is not submitted in accordance with Part XIII and medicinal products must be registered within decentralised procedure;

88.2.2. if in accordance with Subparagraph 17.17 hereof the State Agency of Medicines is informed that the medicinal products for which the application is submitted to the State Agency of Medicines, is registered in another European Economic Area country. In this event the State Agency of Medicines shall inform the registration application submitter that in relation to the registration application submission the conditions described in Part XIII hereof are applicable, if the registration application is not submitted in accordance with Part XIII and medicinal products must be registered within mutual-recognition procedure.

89. State Agency of Medicines:

89.1. shall inform the registration holder of the medicinal product description acceptance after the decision grant on the registration of the medicinal product;

89.2. shall ensure that the information provided in the medicinal product description comply with the approved information, and decide on the medicinal product registration (or respective decision on re-registration or approval of changes, or extension of registration);

89.3 shall work out, in accordance with the registration documentation, an assessment report and comments on the pharmaceutical and non-clinical tests and clinical trials of the medicinal product. The aforesaid does not apply to homeopathic, anthroposophic and phytogenic medicines, which are registered by a simplified registration procedure. The assessment report is renewed in the light of new information, which is significant for the respective medicinal product’s quality, safety or efficacy assessment;
89.4. immediately publish in the Agency’s internet homepage:

89.4.1 the fact on the registration of medicinal product and approved description of the medicinal product;

89.4.2. assessment report and its substantiation, providing the reference to information on each submitted indication based on which any confidential character information deletion is made in the report (in cooperation with medicinal product registration holder);

89.5. shall decide on belonging of medicinal products to a such group, for the use of which the written report of the medical practitioner is necessary (prescription medicinal products), or to the group, which does not require the written instructions of the medical practitioner for the use (non-prescription medicinal products).

90. The State Agency of Medicines shall have the right, in exceptional circumstances following consultations with registration application submitter due to the objective and verifiable reasons, to decide on the registration of medicinal products, requesting from the submitter to meet certain requirements, especially as regards the medicinal product’s safety, notification of a competent authority about any incident related to the use of the medicinal product and the measures to be taken in view of the aforesaid, if one of the following circumstances arise:
90.1. the application submitter can prove that he cannot submit comprehensive data on efficacy and safety correct circumstances of use, because:

90.1.1. Indications, for which the respective medicinal products are intended, are occurring so rarely, that it cannot be expected that the application submitter supplies comprehensive proof; 

90.1.2. comprehensive information cannot be submitted due to insufficient scientific experience;

90.1.3. collection of such information would be in contradiction with the generally accepted medical ethics principles;

90.2. Within the determined by the State Agency of Medicines timeframe the application submitter shall finalise specific study program, the results of which will be provided in the repetitive risk and benefits assessment;

90.3. the respective medicinal products will be distributed only with the prescription of the medical practitioner, in some cases it will be possible to use only under strict medical monitoring, if necessary, in the hospital.  Radiopharmaceutical preparations monitoring shall be performed by the authorised person:

90.4. instructions for use and medical information brings the attention of the medical practitioner to the respective medicinal product information being insufficient. 

91. State Agency of Medicines:

91.1. shall without delay publish in the internet homepage of the Agency the list of conditions, which is specified by Paragraph 90 hereof together with the specified performance terms and performance dates;

91.2. shall decide on re-registration of medicinal products, or in case if the medicinal products are re-registered for one more time and the medicinal product registration remained in force for unlimited time period, shall ensure the annual specified by Paragraph 90 hereof assessment of conditions performance. The results of fulfilment shall be taken into account when making a decision as provided for in Paragraphs 10, 93, 94 or 114 respectively;
91.3. in order to ensure the risk and benefit balance regular assessments, shall have the right to request at any time from the registration holder to provide to the State Agency of Medicines the information that the risk and benefit balance remained favourable.

92. If the State Agency of Medicines decides to grant the registration or re-registration the respective registration or re-registration number is issued and it is specified in the Latvian Medicinal Products Register and Medicinal Product Certificate.

93. The State Agency of Medicines shall decide to refuse registration or re-registration if:

93.1. after assessment of information and documents it is established that:
93.1.1. the risk and benefit balance is not determined as favourable;

93.1.2. the submitter of the registration application has not fully substantiated the therapeutic efficacy of the medicinal product. The request to substantiate the therapeutic efficacy does not relate to the homeopathic medicinal products, which are registered within the special simplified procedure;

93.1.3. the quality and quantity of the medicinal product formulation does not comply with the described in the registration documentation;

93.2. information and documents, which are submitted to substantiate the registration documentation, do not comply with the conditions hereof;
93.3. medicinal products are in the process of being registered or are registered within the centralised medicinal products registration procedure in accordance with the European Parliament and the Council Regulation No 726/2004. 

93.4. the registration applicant or holder fails to provide the State Agency of medicines with any extra requested documents or details without giving any reason for such a default;

93.5. the requirements of Paragraph 13 hereof are not observed.
94. The State Agency of Medicines decides to refuse the grant of herbal origin registration of traditional-use medicinal product within the procedure, if the registration application for herbal origin medicinal product does not comply with the requirements described in Paragraphs 13, 56, 57, 60 and 61 hereof or if one of the following criteria is met:

94.1. quantitative and qualitative formulation does not correspond to the declared;

94.2. indications do not comply with specified in Paragraphs 56 and 57 hereof circumstances;

94.3. the product can be harmful in the ordinary user circumstances;

94.4. information on traditional-use is not sufficient (do not comply with requirements hereof), especially, if based on the long-term use and experience, the pharmacological influence or efficacy is not credible;

94.5. quality of the medicinal product is not sufficient and is not regarded as proved. 

XIII. Mutual-recognition procedure and decentralised procedure
95. In order to register medicinal products in more than one of the European Economic Area countries, the registration application in accordance with the European Committee sample, which is published in the State Agency of Medicines internet homepage is submitted to the relevant competent authorities of the European Economic Area country (in Latvia – State Agency of Medicines) (hereinafter - Participating Member States). The application has attached specified information and documents.  The registration documentation comply with the following requirements:
95.1. it is identical to the registration documentation, which s submitted in other aforesaid countries;
95.2. it includes information in accordance with Part II, III, IV, V, VI and VII hereof;

95.3. it specifies a list of Participating Member States, where the registration applications are submitted or where the medicinal products are registered at the time of making application.

96. If the medicinal products are being registered in one of the aforesaid in Subparagraph 95.3 hereof countries at the time of registration application:

96.1. is registered in the Medicinal Products Register within the mutual-recognition procedure;

96.2. is not registered, but is in the process of registration, the medicinal product is registered within decentralised procedure. 

97. In order for State Agency of Medicines to register the medicinal product within mutual-recognition procedure:

97.1. the registration application submitter (the holder of the registration):

97.1.1. must specify, which of the aforesaid in Subparagraph 95.3 hereof countries has reference participating state which is a Participating Member State;

97.1.2. request from the competent authority of the reference Member State to prepare the assessment report on the relevant medicinal products or to renew such a report (if necessary) within 90 days period prepared in accordance with the requirements in the registration application receipt and asks to send it together with the approved medicinal product description, labelling and instructions for use to the registration application submitter and to the competent authorities of the involved European Economic Area country;

97.2. if Latvia is the reference Member State, the State Agency of Medicines:

97.2.1. shall prepare the assessment report for respective medicinal products, which is requested by the registration application submitter, or renew in the determined by the Administrative Process Law order, but not longer than within 90 days period after the registration application (which complies with the specific conditions) receipt:

97.2.2. shall send the assessment report with the approved medicinal product description, labelling and instructions for use to the registration submitter and to competent authorities of the involved European Economic Area countries.

98. In order for State Agency of Medicines to register the medicinal product within decentralised procedure:

98.1. the registration application submitter:

98.1.1. shall specify, which from the specified in Subparagraph 95.3 countries are the involved Member States and requests one of these to act as the reference Member State;

98.1.2. shall request from reference Member State to prepare the assessment report, medicinal product description, labelling and instructions for use draft on registered medicinal products and asks to send to the registration application submitter and to the competent authorities of the involved European Economic Area countries;

98.2. if Latvia is the reference Member State, the State Agency of Medicines shall prepare the documents described in Subparagraph 98.1.2 hereof by such procedure as specified by the Administrative Process Law, but not longer than within 120 days following the receipt by the State Agency of Medicines of registration application which complies with the requirements and shall send these to the registration application submitter and to the competent authorities of the involved European Economic Area countries. 

99. If Latvia is the involved Member State, the State Agency of Medicines by such procedure as determined by the Administrative Process Law, but no longer than in 90 days time following the receipt of the documents mentioned in Subparagraph 97.1.2 and 98.1.2 hereof shall approve the assessment report, medicinal product description, labelling text and instruction for use and without delay to inform of this the competent authority of the reference Member State. The reference Member State, following the receipt of information from the involved Member States, shall record all involved sides agreement, close the procedure and without delay to inform of it the registration application submitter. 
100. The State Agency of Medicines by such procedure as provided for in the Administrative Process Law, but no longer than in 30 days period after the referred to in Paragraph 99 hereof agreement confirmation in accordance with the approved assessment report, medicinal product description, labelling text and instructions for use decide to grant the medicinal product registration.
101. If during the timeframe determined by Paragraph 100 hereof the State Agency of Medicines cannot approve the assessment report, description of the medicinal product, labelling text and instructions for use, based on the possible serious risk for the public health, it shall:
101.1. provide a detailed explanation of its position to the reference Member State, involved Member States and to the registration application submitter;
101.2. queries, which are not agreed on, provided for the review of the European Medicines Agency Coordination Group, which is set up for the examination of any question relating to registration of medicinal products in two or more Member States (hereinafter - the Coordination Group). The activity of the Coordination Group secretariat is ensured by the European Medicines Agency.
102. If respective involved Member States within 60 days period following the question (which was not agreed on) submission to the Coordination Group:
102.1. come to an agreement, and Latvia is:
102.1.1. the reference Member State, the State Agency of Medicines shall record all involved parties agreement, shall close the procedure and respectively shall inform of this to the registration application submitter;

102.1.2. the involved Member State, the State Agency of Medicines shall ensure the performance of defined by Subparagraph 102.1.1 hereof;

102.2. fail to reach the agreement, and Latvia is the reference Member State, the State Agency of Medicines:

102.2.1. shall without delay inform the European Medicines Agency accordingly, so that they could commence the arbitration procedure in accordance with Paragraph 108 hereof;

102.2.2. shall submit to the European Medicines Agency a detailed report, specifying questions on which the decision was not reached by respective involved Member States and the reasons for it. A copy of the report shall be issued to the registration application submitter. 

103. The registration application submitter:

103.1. shall be entitled to apply to the Coordination Group for oral or written expression of his position;

103.2. in accordance with described by Subparagraph 102.2.2 hereof receipt of the report, shall submit to the European Medicines Agency specified in Paragraph 95 hereof document copies. 

104. If the State Agency of Medicines has approved the draft assessment report, medicinal product description, labelling text and user instructions, but the Member States involved in the Coordination Group failed to come to an agreement, the State Agency of Medicines shall be entitled to register medicinal product upon the request of the registration application submitter pending the committee report of the European Medicines Agency on the Human intended medicinal products (hereinafter – Medicinal Products Committee) as a result of described in Paragraph 108 hereof procedure. The decision shall not be limited by the result of the aforesaid procedure. 

105. The State Agency of Medicines (Member States and European Commission), registration application submitter or the registration holder shall have the right to apply for the review of the matter by the Medicinal Products Committee, so that they could commence the procedure described in Paragraph 108 hereof, provided that the following conditions are met:

105.1. for specific medicinal products there are two or more registration applications submitted in the involved Member States;

105.2. involved Member States have reached different decision on registration of the medicinal product, its suspension or annulling. 

106. The State Agency of Medicines (similarly as the other involved Member States and the European Commission) shall have the right:

106.1. Annually to send to the Coordination Group a list of medicinal products, for which the harmonised medicinal product description should be developed, in order to gain the harmonisation of the medicinal products registration within the European Economic Area;

106.2. on reaching the agreement with the European Medicines Agency, and observing the interested parties positions, to submit the matter for review by the Medicinal Products Committee in accordance with Paragraph 105 hereof.

107. in specific circumstances (if European Economic Area country interests are affected) prior to any decision on the issue of registration, registration suspension, registration annulling and any other changes to the registration documentation, especially, taking into account the information, obtained from the monitoring system on medicinal products side-effects in accordance with the legal norms on used medicinal products caused side-effect monitoring procedures:

107.1. registration application submitter or registration holder provides the Medicinal Products Committee with all available information, which is related with specific question;

107.2. The State Agency of Medicines in order to commence the procedure described in Paragraph 108 hereof:

107.2.1. shall submit for review of the Medicinal Products Committee all available information which is related to the aforesaid identified questions. If the passing over of the matter for review by the Medicinal Products Committee relates to the series of medicinal products or therapeutic group, it is taken into account that the European Medicines Agency may limit the procedure to a number of specific allowed parts;

107.2.2. shall inform the application submitter or the registration holder of the matter submission to the Medicinal Products Committee.

108. The registration application submitter or the registration holder and the State Agency of Medicines shall take into account that:

108.1. The Medicinal Products Committee:

108.1.1. Reviews the relevant question and within 60 days period following the receipt of the matter provides a substantiated report.  If the matter is urgent, the mentioned terms can be extended to 90 days, taking into account the registration application submitter's or registration holder's position, as well as it can reach the agreement on shorter term, which is based on the proposal made by the Chairman of the Medicinal Products Committee;

108.1.2. for review of the matter the expert can be used (one of the Medicinal Products Committee members) and independent experts to consult on specific questions. By appointing the experts the Medicinal Products Committee determines their tasks and specifies the period of term for completion of these tasks;
108.1.3. prior to the submission of report gives an opportunity to the registration application submitter or the registration holder in the determined period to provide written or oral explanations. The report has attached summary of medicinal product description, edited labelling text and draft instructions for use.  If necessary it can invite also other persons to provide information on respective question;
108.1.4. can suspend the specified by Subparagraph 108.1.1 hereof period term, allowing the submitter to prepare the explanations;
108.2. The European Medicines Agency:
108.2.1. shall without delay inform the relevant registration application submitter or registration holder if the Medicinal Products Committee report contain one of the following conclusions:

108.2.1.1. the application does not comply with the enabling the registration criteria;

108.2.1.2. description of medicinal product must have changes, which are proposed by the submitter;

108.2.1.3. medicinal products registered in accordance with various conditions, taking into account the conditions which are significant for the safe and effective use of the medicinal product, including used medicinal product caused side-effect monitoring;

108.2.1.4. registration must be suspended, changed or annulled;

108.2.2. within 15 day period after the Medicinal Products Committee final report acceptance sending to the Member States, the European Commission and the registration application submitter or the registration holder:

108.2.2.1. the report together with the information, which describes the assessment of the medicinal product and provided the basis for the report. If the report is favourable for respective medicinal product registration (issuing the permit of releasing to the market) or for storing, the report shall have the following documents attached:
108.2.2.1.1. draft description of the medicinal product (Paragraph 21);
108.2.2.1.2. Any conditions, which influence the grant of the permit for the purposes of Subparagraph 108.2.1.3 hereof;

108.2.2.2. detailed information on any conditions or limitations, which are recommended based on the safe and effective use of the medicinal product;

108.2.2.3. proposed editing of the text for labelling and instructions for use;

108.2.2.4. Information, which describes the assessment of medicinal product and provides the basis for the report;

108.3. Registration application submitter or registration holder shall have the right within 15 days period after the receipt of the Medicinal Products Commission report to inform the European Medicines Agency on the intent to request the Medicinal Products Commission to review the report for the second tie and within 60 days period after the receipt of the report to send to the European Medicines Agency the substantiated request;

108.4. Within 60 days following receipt of the grounds for the request, the Medicinal Products Committee shall re-examine its opinion in accordance with the fourth subparagraph of Article 62(1) of the European Parliament and Council Regulation No 726/2004 and the reasons for the conclusion reached shall be annexed to the assessment report referred to in Subparagraph 108.2.2.1 hereof;
108.5. The European Commission:
108.5.1 within 15 days after the receipt of the report mentioned in Subparagraph 108.2.2.1 hereof, shall prepare a draft resolution, which shall be passed in respect of the application in view of the European Union legislation;

108.5.2. if the draft resolution is intended for the registration of the medicinal product (granting of the trading permit), it should have annexed described in Subparagraph 108.2.2 documents;

108.5.3. in exceptional cases the draft resolution does not agree with the European Medicines Agency report, the European Commission annexes to it the detailed explanation on the reasons for deviations;

108.5.4. Draft resolution shall be sent to the competent authority of the involved country (in Latvia - the State Agency of Medicines) and the registration application submitter or the registration holder;

108.5.5. In accordance with the procedure the final resolution shall be passed, which is performed within 15 days period following the procedure closure ensured by the European Commission Permanent Committee (hereinafter – Permanent Committee). The procedure of the Permanent Committee includes the following conditions:
108.5.5.1. Permanent Committee report is submitted in writing, excluding described in Subparagraph 108.3.3 hereof circumstances;
108.5.5.2. the competent authority (in Latvia – the State Agency of Medicines) within 22 days forwards to the European Commission written observations on the draft resolution of the European Commission. If a resolution has to be passed urgently, a shorter time-limit may be set, which shall be not shorter than five days, unless in exceptional circumstances; 

108.5.5.3. the competent authority (in Latvia - the State Agency of Medicines) shall have the right to provide written request on the described draft resolution review in the plenary meeting of the Standing Committee;

108.6. Where in opinion of the European Commission the written observations of a member state raise important new questions of a scientific or technical nature which have not been addressed in the op9inion delivered by the European Medicines Agency, the Chairman of the Standing Committee shall suspend the procedure and refer the application back to the Agency for further consideration.

108.7. The European Commission resolution is addressed to all the member states, and the registration holder or registration application submitter shall be notified of the same for information purposes;
108.8. The concerned Member States and the reference Member State shall either grant or revoke the registration of the application, or vary its terms as necessary to comply with the decision within 30 days following its notification, and they shall refer to it, they shall inform the European Commission and the European Medicines Agency accordingly.
109. The registration holder submits all applications on changes in the medicinal product registration documentation in relation to the medicinal products, which are registered in accordance to these Regulations, submits to all competent authorities (in Latvia - the State Agency of Medicines), which have registered respective medicinal products in accordance with the Commission Regulation No.1234/2008. If the European Commission submits the request for arbitrate on performed in registration changes, the procedure described in Paragraph 110 hereof applies. 

110. If the State Agency of Medicines regards that:

110.1. registration of a medicinal product must be changed, suspended or revoked to protect public health, the State Agency of Medicines without delay forwards the relevant question to the European Medicines Agency so it could commence the procedure as provided for in Paragraph 108 hereof;

110.2. for protection of residents health urgent action is necessary (in exceptional circumstances excluding from account Paragraph 107 hereof), it shall have the right to make a decision for the period until the final decision is passed in relation to the suspension of the registration and suspending the use of medicinal product for a period. The State Agency of Medicines informs the European Commission and other Member States (competent authorities) about its actions no later than on the next working day after the day of decision.
111. The mutual-recognition procedure and decentralised procedure does not apply to applications for registration regarding:
111.1. Homeopathic medicinal products, which are applied:
111.1.1. Paragraph 51 hereof;
111.1.2. Paragraph 54 hereof described norm;
111.2. Traditional-use herbal origin medicinal products, which are registered in the simplified registration procedure and on which there is no compiled monograph described in Subparagraph 63.2 hereof or which are not included in the list described within Subparagraph 58.2 hereof. 

XIV. Monitoring and sanctions
112. The State Agency of Medicines shall:

112.1. Perform activities in order to ensure that the registration holder and the medicinal product manufacturer (if different from the registration holder) should submit a certification of the performed control of the medicinal product, its components and the intermediate phases of the manufacturing process providing descriptions of the applied control methods (Subparagraph 17.9 hereof);
112.2. Have the right to request the immunological preparations manufacturers to provide to the State Agency of Medicines all its control reports copies, which are signed by the qualified person.

113. Urgent related to safety limitations:

113.1. can be determined by the State Agency of Medicines;

113.2. Shall have the right determine the registration holder if the risk to the public health arise. In this event the registration holder shall without delay inform of this to the State Agency of Medicines. If the State Agency of Medicines within 24 hour period following the receipt of the aforesaid information has not provided objections, the urgent and safety related limitations can be viewed as approved;
113.3. shall be implemented by the registration holder (in order to comply with the requirements of Subparagraphs 113.1 and 113.2 hereof):

113.3.1. within the period in which the registration holder has reached the agreement with the State Agency of Medicines;

113.3.2. submit to the State Agency of Medicines an application for changes approval in the registration documentation in accordance with the specified urgency and safety related limitations no later than within 15 days period following the commencement of the urgency-and-safety-related limitation period.

114. By such procedure as provided for in the Pharmacy Law, the State Agency of Medicines shall pass a resolution on the medicinal product registration or re-registration suspension or cancellation or on validation of changes, as well as a resolution on suspension or medicinal product registration changes, in any of the following cases:

114.1 There is an opinion that the medicinal product is harmful for use in normal conditions;

114.2 A medicinal product has insufficient therapeutic efficacy. The therapeutic efficacy requirement does not apply to homeopathic medicines, which are registered by a simplified registration procedure;
114.3 The risk and benefits balance is not favourable (positive) in the normal use circumstances;

114.4 The qualitative or quantitative formulation of the medicinal product does not comply with the declaration in the registration documentation;

114.5 The registration holder has not paid the costs as described in Paragraph 85 hereof;

114.6 The information specified or annexed to the registration application is not correct or not changed or the required by Paragraph 112 hereof control has not been performed;

114.7 not provided the information on the medicinal product distribution suspension or for more than three months the permanent availability of the medicinal product has not been secured (rights to suspend the registration).
114.8. An application from the registration holder has been received.
114.1 The decision mentioned in Paragraph 114 hereof shall have an immediate effect. 
115. The State Agency of Medicines takes the decision on medicinal product registration suspension or cancellation for preparations categories or all preparations, if not fulfilled or is not in force one of the requirements, which determined by legislation on medicinal products manufacturing and control, in order to obtain special permit (license) for manufacturing of medicinal products.

116. If herbal origin substance, preparation or its combination are no longer included in the list described by Subparagraph 58.2 hereof, the State Agency of Medicines shall decide on medicinal products registration cancellation for such herbal origin medicinal products, which contain described substances and preparations, if within three months time the described by Subparagraph 61.3 information and documents are not provided.

117. The State Agency of Medicines shall have the right to decide on urgent registration suspension of the medicinal product, based on medicinal product side-effects monitoring information analysis results.  In this event the State Agency of Medicines shall inform the European Medicines Agency, the European Commission and other Member States no later than on the next working day.

118. The Stare Agency of Medicines shall cancel the decision on suspension of the medicinal product registration or re-registration, which is mentioned in Paragraph 114 hereof, if the circumstances, which led to the said decision, have been removed.
119. The registration of the medicinal product is refused, suspended or cancelled only in accordance with the Pharmacy Law and in the guidelines provided within these Regulations.

120. The holder of registration:

120.1. is responsible for the medicinal product marketing and is not exempt from responsibilities. The holder of registration can appoint a person (registration holder local representative), so that the said person can represent the holder in the respective Member State;

120.2. is legally based in the European Economic Area (registered business, central administration or the actual place of activity);

120.3. pays the State Agency of Medicines all the costs in accordance with Paragraph 85 hereof;

120.4. following the decision of the State Agency of Medicines to grant the registration:

120.4.1. to keep up with the scientific and technical progress and to implement any changes, that may be necessary to grant the rights to produce medicinal products and to verify through the generally approved scientific manufacturing and control methods, the information for which is provided in accordance with Subparagraph 17.5 and 17.9 hereof;

120.4.2. without delay to provide the State Agency of Medicines any new information, which may result in changes in the registration documentation, as well as to inform about any prohibition or restriction that may be introduced by any competent authorities of other countries of distribution of the medicinal product and provide any other new information that may impact the benefit-and-risk assessment of the relevant medicinal product;

120.4.3. if the registration holder is not the manufacturer of the medicinal product, to sign the written agreement with the manufacturer, in order to guarantee that the manufacturing operations comply with the legal norms and to the specified in the registration documentation manufacturing conditions;

120.4.4. to ensure that there is a scientific service, who is managing the scientific information on the relevant medicinal products;

121. The registration application submitter or the holder of the registration is responsible for the submitted document and the accuracy and truthfulness of submitted information.

122. The State Agency of Medicines:

122.1 Places into the home internet page of the State Agency of Medicines the decision on grant of the medicinal product registration (including registration certificates additional ascriptions), re-registration, approval of changes, registration (re-registration) cancellations and suspensions (as well as cancellation of suspensions) and developed by the State Agency of Medicines Commission procedures;

122.2 Is responsible and performs all possible procedures in order to ensure that the professionals and workers, who are responsible and are involved in the decision taking in relation to medicinal product registration and monitoring, preparing information (secretaries) and experts do not have financial or interest of any other kind in pharmaceutical industry and that it does not affect their objectiveness.  The aforesaid persons in signing the agreement with the State Agency of Medicines for the performance of specific work submit to the State Agency of Medicines yearly declaration, the sample of which is annexed to the employment agreement;
122.3 Public procedures, including committee (commission) procedures, meetings agendas and minutes together with the decisions made, voting results and explanations of voting, including also the minority position;

122.4 Informs the Healthcare Economic Centre and the Healthcare Inspection about any decisions made as provided for in Paragraphs 9, 11, 14, 114 and 118 and any decisions that have lost its effect as provided for in Paragraph 125 hereof;
122.5 Immediately informs the State Pharmaceutical Inspection in writing about the decision on cancellation or suspension of the medicinal product registration;
122.6 Ensures that:
122.6.1 The European Medicines Agency received the information about:

122.6.1.1 Decisions on the registration of medicinal products (in accordance with the mutual-recognition procedure), registration refusal, cancellation, as well as the suspension or the cancellation of suspension of the registration appended with the substantiations for the reasons of the decision;

122.6.1.2. information provided to the State Agency of Medicines by the registration holder about any activity, which is performed in order to suspend the distribution of the medicinal product or to remove the medicinal product from the market, together with the respective substantiation for the performance of the activity, if it relates to the medicinal product effect or public health protection;

122.6.2. World Health Organisation receives respective information on the activity, which is commenced in accordance with the Subparagraph o122.6.1 hereof and which can influence public health protection in the third countries;
122.6.3. The European Commission and any competent authority receive information upon request about any decision made in relation to herbal origin medicinal product registration refusal within the simplified registration procedure and the basis for the said decision;
122.7. in the internet home page in Latvian language to publish the sample of the application for the registration of medicinal product (including for enhancing the registration), re-registration or approval of changes applications (Paragraphs 16, 49, 61, 67 and 84).
123. Decisions, taken by the State Agency of Medicines in accordance with these Regulations, do not affect the manufacturer and, respectively, the holder of registration and distributor civil and criminal liability.
124. The holders of registration, manufacturers of medicinal products, medical persons (medical treatment organisations) and the State Agency of Medicines officers and workers are not subject to civil, criminal or administrative liability for any of the consequences, which are caused by the use of the medicinal product, which is different from the one, which is it is intended for and specified in the registered medicinal product indications. The aforesaid relates to both medicinal products, which are registered in accordance with the European Parliament and the Council Regulations No 726/2004, and to the medicinal products, which are registered in accordance with the legislation within the national registration procedure, including the mutual-recognition or decentralised procedures. 

125. The decision of the State Agency of Medicines on registration of medicinal product is invalid if:

125.1. after three years from the registration grant for the respective medicinal product the product is not released to the Republic of Latvia market. The aforesaid does not refer to such cases when at least one marketing packaging of the medicinal product’s form is on sale in Latvia;
125.2. registered medicinal products which prior to this have been released to the Republic of Latvia market, in fact are not traded for three years in the row;
125.3. the registration holder has informed the State Agency of Medicines about termination of the product’s distribution in the Republic of Latvia;

125.4. a decision rejecting re-registration has come into effect.

125.1 The State Agency of Medicines is entitled to decide not to apply the norms provided in Subparagraphs 125.1 and 125.2 hereof for a period of one to three years in view of the registration holder’s application based on the public health protection considerations (Annex 9).

125.2 The registration holder must file the application mentioned in Paragraph 1251 to the State Agency of Medicines not later than three months before the expiration of such period as provided for in Subparagraphs 125.1 and 125.2 hereof.

125.3 Within 30 days of receipt of such an application as provided for in Paragraph 1251 hereof, the State Agency of Medicines shall assess as required by the Administrative Proceedings Law the reasoning contained in the application and decide on application or non-application of the norms mentioned in Subparagraphs 125.1 or 125.2 hereof, and informs the registration holder about its decision. The State Agency of Medicines shall immediately publish information about the said decision on its homepage in the Internet (http://www.zva.gov.lv).
126. The State Agency of Medicines and the State Pharmaceutical Inspection in accordance to their competence ensure the effective mutual information exchange in order to secure the performance of conditions hereof. 

127. To give such an opinion as provided for in Paragraph 6 hereof, the State Agency of Medicines is entitled to request from the manufacturer, distributor or their authorised persons such information and documents for the product’s assessment as listed below:
127.1. company name, registration number in the Company Register and the address of the manufacturer and distributor (distributors);

127.2. the name of the product, its components and the amount(s) in mass or volume units in one package unit;

127.3. certified technical norms documents of the manufacturer or the description of the product, where the properties of the product, its formulation, specific components and its amount is specified;

127.4. recommended daily dosage;

127.5. type and formulation of the packaging;

127.6. text of the label;

127.7. sample of the instructions for use.

127.8. other informational materials about the product to be assessed.
127.1 When assessing the product qualities, the State Agency of Medicines must take into account:

127.1 1. The product’s qualitative and quantitative content;

127.1 2. The product’s pharmacologic, immunologic and metabolic properties insomuch as the latest scientific findings allow such assessment; 
127.1 3. The product’s use (administration) types as well as the fact whether any similar (in terms of contents) products have been registered as a medicine;

127.1 4. Information about the product (e.g., marking, user instruction);

127.1 5. The product’s recognisability for consumers;

127.1 6. Any risks related to the use (administration) of the product.

127.2 The State Agency of Medicines shall assess the product and issue its opinion as provided for in Paragraph 6 hereof to the requester ensuring assessment of the data and documents within two months of receipt of such information as provided in Paragraph 127 hereof.
127.3 The State Agency of Medicines shall forward information in electronic form about the opinion provided in Paragraph 6 hereof not later than within a day after the issue of the opinion:

127.3 1. to the Healthcare inspection;

127.3 2. to the Food and Veterinary Service if the opinion is issued upon the request of the Food and Veterinary Service;

127.3 3. to the State Environmental Inspection if the opinion is issued upon the request the State Environmental Inspection.
128. If the State Agency of Medicines in assessment of Paragraph 127 hereof described information and documents about the product supplies with the notification that the product complies with the provided within the Pharmacy Law medicinal product definition, but the product is registered as the food supplement and its distribution is allowed in accordance with the Regulations of the Cabinet of Ministers No 725 "Regulations on mandatory harmlessness and labelling requirements to the food supplements and the procedures for food supplement registration" of 20 September 2005, the aforesaid product is to be registered as the medicinal product with the State Agency of Medicines, taking into account described in Paragraph 24 of the Regulations of the Cabinet of Ministers No 725 "Regulations on mandatory harmlessness and labelling requirements to the food supplements and the procedures for food supplement registration" of 20 September 2005 specific transitional period. 

129. If the State Agency of Medicines takes the decision on the described in Paragraph 127 hereof product compliance with the definition of the medicinal product and based on its formulation the similar products are registered in the medicinal products register, the aforesaid product looses its status as the food supplement starting from the date when the State Agency of Medicines has made the respective decision on the compliance with the medicinal products definition, and the product is removed from the market in accordance with the legislation regulating the distribution of medicinal products.

XV. Final provisions
130. These Regulations invalidate the Regulations of the Cabinet of Ministers No 381 “Medicinal Products Registration Requirements” of 31 October 2000 (Latvian Vēstnesis, 2000, #391/393, 2003, #116, 2004 #69). 

131. The requirements of Paragraph 53 above do not apply to homeopathic medicinal products registered in the European Economic Area prior to 31 December 1993. 

132. The requirement mentioned in Subparagraph 61.3 hereof regarding the use of product in medicine for at least 15 years within the European Economic Area shall also apply to all the countries which joined the European Union on 1 May 2004.

133. The requirement described in Subparagraph 65.2 hereof shall also apply to the advanced technology medicinal products authorized by the European Medicines Agency Medicinal Products Committee for the period till 1 January 1995. 

134. The provisions of Paragraphs 109 and 110 hereof shall apply, on the analogy, to medicinal products authorized by the Member States, in view of the notification on advanced technology medicinal products, which were authorized by the European Medicinal Agency Pharmaceutical Products Assessment Committee for the period till 1 January 1995. 

135. Regularly updated security notifications are submitted:

135.1. in accordance with regulations on the monitoring procedures side-effects caused by the use of medicinal products, registered prior to 30 October 2005. 

135.2. together with the application for the next re-registration of the medicinal product, which was re-registered before 30 October 2005;

135.3. each three years following the decision on medicinal product re-registration for medicinal products re-registered after 30 October 2005.

136. Medicinal product registration certificates, which were issued by the State Agency of Medicines prior to the day of enforcement hereof, shall be valid until expiration of the specified validity period of these Regulations, except for such cases as provided for in Paragraph 125 hereof.
137. The product, which complies with the traditional-use herbal origin medicinal product criteria as defined hereof:

137.1. and which is already in the market as of the day of validation of these Regulations, and if the product has been acknowledged by the legally required procedure, e.g., as a food supplement, cosmetics, can remain the market in such status no later than till 20 May 2011;

137.2 following 20 March 2011 it can remain in the market only if registered by the State Agency of Medicines as a traditional-use herbal origin product in accordance with these Regulations.

138. The protection period mentioned in Paragraph 28 hereof shall go into effect 10 years after the enforcement hereof. Prior to the end of the aforesaid period:

138.1. Medicinal products, for which the registration application is submitted, cannot substantially differ from the medicinal product, which has been registered for at least six years (and are permitted for distribution) within the European Economic Area country, but in relation to the advanced technology medicinal products, which are permitted until 1 January 1995 by the Medicinal Products Agency Committee in the Member States, this period is no less than 10 years;

138.2. in relation to the medicinal product component part(s), which are widely used in medicine, the medicinal product registration application submitter cannot be requested by the State Agency of Medicines to submit non-clinical and clinical trials results, if he can prove that the component part(s) use in medicine is wide (generally recognised), by recognised activity and acceptable security level, providing references to scientific literature.

139. If the registration application in relation to Part III of these Regulations is submitted before 30 October 2005, medicinal product (generic medicinal product) cannot substantially differ from the medicinal product, which has been registered within the European Economic Area country for at least six years. In relation to the advanced technology medicinal products, which the Medicinal Products Committee has allowed in Member States until 1 January 1995, the aforesaid period is no less than 10 years. 

140. When submitting such an application as provided for in Paragraphs 16, 49, 61, 65, 84, 95 and un 125.1 hereof and the related data and documents (registration documentation) in the form of an electronic document, one must prepare those in accordance with the normative acts regulating electronic documents. If the initial documentation was submitted in the form of an electronic document, the registration documentation mentioned in Paragraphs 16, 49, 61, 65, 84 and 95 hereof may be submitted in an electronic form as provided for in Subparagraph 23.1 hereof.

141. Valid notices as required by the Commission’s Regulation No.1084/2003, Clause 5, and applications regarding any changes in the mutual acknowledgement process and decentralized procedure of the registered medicinal products, that are submitted as provided for in Part XIII hereof not later than 1 January 2010, shall be reviewed in accordance with the Commission’s Regulation No.1234/2008, Clause 27, Paragraph 2.
142. Section IX, Paragraphs 76, 77, 78, 79, 80 and 81 hereof and Annexes 7 and 8 hereto are applicable to applications for changes in medicinal products, which were registered by the national registration procedure (i.e. which are not registered by the mutual recognition procedure or the decentralized procedure) or to notices which are filed to the State Agency of Medicines,  if no such decisions as mentioned in Paragraph 11 hereof have been made with respect to the said notices prior to 20 January 2011.
Informative Reference to European Union Directives
These regulations contain legal rules following from:

1) The European Parliament and Council Directive 2009/35/EC of 23 April 2009 regarding pigments added to medicinal products;
2) Directive 2001/83/EC of the European Parliament and the Council of 6 November 2001 on the Community code relating to medicinal products for human use;

3) European Commission Directive 2003/63/EC of 25 June 2003 amending Directive 2001/83/EC of the European Parliament and of the Council on the Community code relating to medicinal products for human use;

4) Directive 2004/24/EC of the European Parliament and of the Council of 31 March 2004 amending as regards traditional herbal medicinal products Directive 2001/83/EC on the Community code relating to medicinal products for human use;

5) Directive 2004/27/EC of the European Parliament and of the Council of 31 March 2004 amending Directive 2001/83/EC on the Community code relating to medicinal products for human use;
6) European Commission’s Directive 2009/120/EC of 14 September 2009, which, with regard to medicinal products pertaining to a newly introduced therapy, amends Directive 2001/83/EC of the European Parliament and of the Council on the Community code relating to medicinal products for human use.
7) Directive 2009/53/EC of the European Parliament and the Council of 18 June 2009, which amends Directive 2001/82/EC and Directive 2001/83/EC with regard to amendments to the provisions of medicinal products marketing authorizations.
Prime Minister A.Kalvitis
For and on behalf of the Minister of Health – Minister of Culture H.Demakova
Editorial note: These Regulations shall come into force on 23rd June 2006
