Ministry of Health of Ukraine

ORDER

Kyiv

26.08.2005









№426
	On Approval of Procedure for Conducting Expert Evaluation of Materials Pertinent to Medicinal Products which are Submitted for State Registration (Re-Registration) and Expert Evaluation of Materials about Introduction of Changes to the Registration Documents during the Validity Period of Registration Certificate 
	


According to the Decree of the Cabinet of Ministers of Ukraine dated 26.05.2005 № 376 “On Approval of Procedure of State Registration (Re-Registration) of Medicinal Products and Amounts of Fees for Their State Registration (Re-Registration)”
I ORDER:

1. To approve the Procedure for Conducting Expert Evaluation of Materials Pertinent to Medicinal Products, which are Submitted for State Registration (Re-Registration) and Expert Evaluation of Materials about Introduction of Changes to the Registration Documents during the Validity Period of Registration Certificate (attached).

2. To consider as void:

2.1 Order of the Ministry of Health of Ukraine dated 19.09.2000 № 220 “On Approval of Procedure for Conducting Expert Evaluation of Materials Pertinent to Medicinal Products which are Submitted for State Registration (Re-Registration) and Expert Evaluation of Materials about Introduction of Changes to the Registration Documents during the Validity Period of Registration Certificate”, registered with the Ministry of Justice of Ukraine on 05.10.2000 under № 685/4906 (amended).
2.2 Order of the Ministry of Health of Ukraine dated 03.05 2001 № 163 “On Approval of the Requirements to Information on the Use of Medicinal Product”, registered with the Ministry of Justice of Ukraine on 21.05.01 under № 434/5625 (amended).

3. To revoke the Order of the Ministry of Health of Ukraine dated 04.11.2004 № 536 “On some issues regarding arrangement of  registration certificates”.

4. To establish that this order shall come into force starting 01.01.2006.

5. That V.T. Chumak, Director of the State Pharmacological Center MoH Ukraine, submits the present order to the Ministry of Justice of Ukraine for state registration.

6. I hereby authorise V.O. Rybachuk, Deputy Minister of Health of Ukraine, to supervise execution of this order.

M.E. Polischuk

Minister

MINISTRY OF JUSTICE OF UKRAINE

	13, Gorodetsky St.

Kyiv, Ukraine 01001

Tel. (380-440 279-6664

Fax (380-44) 279-5631
	Ministry of Health of Ukraine

7, Hrushevsky St.

Kyiv 01201


22.09.05 № 24-26-3301

Ministry of Justice of Ukraine gives back after state registration the Order of MoH Ukraine of 26.08.2005 № 426 “On Approval of Procedure for Conducting Expert Evaluation of Materials Pertinent to Medicinal Products which are Submitted for State Registration (Re-Registration) and Expert Evaluation of Materials about Introduction of Changes to the Registration Documents during the Validity Period of Registration Certificate” registered with the Ministry of Justice of Ukraine on September 19, 2005  № 1069/11349.

Annex: 125 pages

	Deputy Director, Department of State Registration of Legislative Acts and Legal Affairs
	N.A. Zhelezniak


APPROVED

Order of the Ministry of Health 

of Ukraine dated 26.08.2005 № 426

Procedure

for Conducting Expert Evaluation of Materials Pertinent to Medicinal Products, which are  Submitted for State Registration (Re-Registration) and Expert Evaluation of Materials about Introduction of Changes to the Registration Documents during the Validity Period of Registration Certificate

1. General

1.1 This procedure has been developed in line with the Law of Ukraine “On Medicines” and Decree of the Cabinet of Ministers of Ukraine dated 26.05.2005 № 376 “On Approval of the Procedure for State Registration (Re-Registration of Medicinal Products and Amounts of Fees for their State Registration (Re-Registration)” with due consideration of clauses of the Directive of the European Parliament and of the Council 2001/83/EC dated 06.11.2001, 2004/24EC dated 31.03.2004, and European Commission Regulation (EC) № 1085/2003 dated 03.06.2003.

1.2 The Procedure applies to active ingredients (substances), finished dosage forms (except for immunobiological preparations, human blood and human plasma products, food supplements), as well as to other medicinal products, namely: medicinal cosmetic products, disinfectants and diagnostic products as specified by the Ministry of Health of Ukraine (hereinafter – MoH Ukraine).

2. Definition of Terms

2.1 Essentially similar medicinal product – medicinal product meeting the criteria of having the same quantitative and qualitative composition in terms of active substances, or their therapeutic active moiety, of having the same pharmaceutical form as the reference preparation, satisfies the requirements of the same or comparative standards, and is a therapeutic equivalent of the reference product that is to be established in accordance with the results of bioequivalence and other relevant studies (in vitro, pharmacological, toxicological or clinical). For products with immediate release of active substance the concept of essential similarity also applies to different oral forms (e.g., tablets and capsules) with the same active substances.

2.2 Reference preparation – medicinal product registered in Ukraine in due form based on the expert evaluation of full registration dossier, an essentially similar medicinal product with which comparison is made in order to perform abridged registration. 

2.3 Immunobiological medicinal product – products to be used in medical practice for treatment, specific prevention and diagnosis of infectious, parasitic diseases and allergic conditions, as well as to perform laboratory tests for presence of infectious and parasitic agents in the environment objects, obtained through culture of microorganisms and eucaryote cells, extraction of substances from biological tissues, including tissues of human beings, animals and plants (allergens), by using recombinant DNA technology, postfusional technology, by alive antigen reproduction in embryos or animals.

2.4 Homeopathic medicinal product – any medicinal product made of products, substances or compositions specified as homeopathic stocks in accordance with a homeopathic manufacturing procedure described by the State Pharmacopoeia of Ukraine (SPh Ukraine) or the European Pharmacopoeia, or in the absence of such description – in the German Homeopathic (GHP), United States Pharmacopeia (HPUS), British Homeopathic Pharmacopoeia (BHP), Schwabe’s Homeopathic Pharmacopoeia.

Homeopathic medicinal product may also contain a number of active substances (principles).

2.5. Radiopharmaceutical medicinal product – any medicinal product, when ready for use, contains one or more radionuclides (radioactive isotopes) included for medical purpose.

2.6 Radionuclide generator – any system incorporating a fixed parent radionuclide of which  daughter radionuclides are made through elution or any other method and used in a radiopharmaceutical product.

2.7 Radionuclide kit – any preparation to be reconstituted or combined with radionuclides in the final radiopharmaceutical product, usually prior to its administration.

2.8 Radionuclide precursor – any other radionuclide produced for radio-labelling another substance prior to its administration.

2.9 Medicinal products obtained from human blood or blood plasma – medicinal products based on blood constituents, manufactured industrially by the state (public) or private enterprises, such medicinal products including, in particular, albumin, coagulating factors and immunoglobulins of human origin.

2.10 Biotechnological product – medicinal product manufactured using genetic engineering and postfusional technology.

2.11 Herbal medicinal product – any medicinal product exclusively containing as active substances one or more herbal substances or one or more herbal preparations, or one or more such herbal substances in combination with one or more such herbal preparations.

2.12 Herbal substances – all, mainly whole, fragmented or cut plants, plants parts, algae, fungi, lichen in an unprocessed, usually dried, form, but sometimes fresh. Certain exudates from plants that have not been designed for specific treatment are also considered to be herbal substances. Herbal substances are to be precisely defined by the plant part used and the botanical name according to the binomial system (genus, species, variety and author).

2.13 Herbal preparations – preparations obtained by subjecting herbal substances to treatments such as extraction, distillation, expression, fractionation, purification, concentration or fermentation. These include comminuted or powdered herbal substances, tinctures, extracts, essential oils, expressed juices and processed exudates.”

2.14 Traditional herbal medicinal products – medicinal products that have been used over 30 years in the world, including over 15 years in Ukraine, to which the abridged registration procedure cannot be applied for lack of necessary scientific literature data confirming well studied medical use with recognized efficacy and appropriate level of safety; at the same time the preparations should comply with quality standards established by SPh Ukraine or European Pharmacopoeia or United States Pharmacopoeia.

2.15 Well studied medical application means medical use of active substance (-s) 
included in medicinal product is well studies, recognized are its efficacy and appropriate level of safety (confirmed by detailed literature references to published scientific data) and at least 10 years passed after the first systemic documented use of the substance (-s) in Ukraine.

2.16 Manufacture of medicinal products – activity related to serial production of medicinal products, which incorporates at least one stage of technological process and includes pre-packaging, packing, labeling, in-process quality control, quality control of finished products.

2.17 State registration of a medicinal product – procedure that is performed according to requirements of current legislation and this Procedure in order to approve medical use of a medicinal product.
2.18 State re-registration of a medicinal product - procedure that is performed according to requirements of current legislation and this Procedure in order to renew an approval of medical use of a medicinal product.
2.19 Adverse reaction (adverse effect) – unintended or noxious response to a medicinal product, which occurs during clinical studies or medical use of the registered medicinal product.

2.19.1 Periodic safety reports – reports on safe use of a medicinal product periodically prepared in the order specified by MoH Ukraine.

2.19.2 Post-registration safety study – a pharmaco-epidemiological study or a clinical trial carried out in accordance with the terms of the registration certificate issue to identify or quantify a risk of safety hazard of a registered medicinal product.
2.20 Manufacturer of medicinal product – a legal entity that performs at least one stage

of manufacture of a medicinal product, including packaging.

2.21  Applicant (holder of registration certificate) – legal entity or natural person  responsible for efficacy, quality and safety of a medicinal product according to the procedure approved by current legislation (hereinafter – Applicant).

2.22  Registration materials (registration dossier) – a set of documents related to pre-clinical trial, clinical study of a medicinal product and their expert evaluation; pharmacopoeial monograph or materials related to quality control of a medicinal product, draft of technological regulations or information about technology of production; samples of a medicinal product and its packaging; other materials describing efficacy, safety and quality of a medicinal product envisaged by this Procedure.
2.23  Bioequivalence – two medicinal products are bioequivalent if they are pharmaceutically equivalent or pharmaceutically alternative and if their bioavailabilities after administration in the same molar dose are similar to such degree that their effects, with respect to both efficacy and safety, will be essentially the same.
2.24  Bioavailability – the rate and extent to which the active substance or active moiety is absorbed from a pharmaceutical form and becomes available at the site of action.
2.25  Name of the medicinal product – the name given to a medicinal product, which may be either invented by applicant (manufacturer), or a common or scientific name, along with a trade mark or manufacturer’s name; the invented name should not be similar to the common name.
2.25.1 Common name – the international non-proprietary name (hereinafter INN), recommended by the World Health Organization (hereinafter WHO), or, in its absence, the usual common name.

2.26  Strength of the medicinal product – the content of the active substance (-s) expressed quantitatively per dosage unit, per unit of volume or weight according to the dosage form.

2.27  Immediate packaging – the container or other form of packaging immediately in contact with the medicinal product.

2.28  Outer packaging – the packaging into which the immediate packaging is placed.

2.29  “In bulk” production – any medicinal product, which passed all stages of manufacturing process, except for pre-packaging and/or final packaging and labeling.
2.30  Package leaflet – a leaflet containing officially approved instructions for medical use of the medicinal product and accompanies the medicinal product.
2.31  Health hazard – any risk associated with quality, safety and efficacy of the medicinal product.
2.32  Expert evaluation of materials related to medicinal product – verification, analysis and specialized assessment of registration materials and materials of additional expert evaluations (studies) of medicinal product in order to provide motivated conclusions for making a decision on its state registration (re-registration) or rejection of state registration (re-registration) of medicinal product.
2.33  Changes that may be made during the validity period of registration certificate - changes proposed by the applicant, which pertain to the registered  (re-registered) medicinal product.
2.34  Expert evaluation of changes – expert evaluation of the materials submitted by an applicant, which substantiate the proposed changes. Based on evaluation results, MoH Ukraine will recommend to introduce changes or amend the registration materials related to medicinal product or its new registration.
2.35  Conclusion of the State Pharmacological Center MoH Ukraine (hereinafter – Center) as to efficacy, safety and quality of medicinal product – a result of expert evaluation of registration materials about medicinal product with issuance of recommendations about its state registration (re-registration), expert evaluation of materials about introduction of changes to registration documents during the validity period of the registration certificate with recommendation about the need to introduce changes or amendments to registration documents related to medicinal product or its new registration.
2.36  Registration certificate – a document, which is issued to the applicant and is a permit for medical use of the medicinal product in Ukraine.
2.37  Registration number – a code mark, assigned to a medicinal product at state registration and reserved for the medicinal product unchanged throughout the whole period of stay of the medicinal product at the pharmaceutical market of Ukraine.
The content of other terms used in the present Procedure, complies with that specified by Ukraine’s legislation and accepted in the world practice.
3. Procedure for Conducting Expert Evaluation of Medicinal Product, 
Submitted for State Registration (Re-Registration)

3.1 Before conducting the expert evaluation the Center may give free consultations on problems associated with the state registrations (re-registration) of medicinal products as well as introduction of changes to registration materials during the validity period of the registration certificate.

3.2 Expert evaluation of registration materials related to medicinal product, which is submitted for state registration (re-registration) includes the following stages:

3.2.1 Preliminary expert evaluation to check-up a compliance of registration materials with the application type, clarification of compliance with the set requirements to be complete and accurate.

3.2.2 Specialized evaluation of registration materials and results of additional expert evaluations (studies) of the medicinal product in order to make a motivated conclusion pertinent to efficacy, safety, and quality of a medicinal product.

3.3 For conducting an expert evaluation the applicant shall submit to the Center:

- an application for conducting an expert evaluation related to state registration of a medicinal product and introduction of changes to registration documents that require a new registration of a medicinal product (Annex 1);

- an application  for conducting an expert evaluation of materials related to state registration of active substances (ingredients) (Annex 16);

- an application for state re-registration of a medicinal product (Annex 14).

Attached to the application should be the registration materials in accordance with item 6 of this Procedure.

The Center and the applicant shall arrange a contract for conducting expert evaluation, which cost shall be estimated in due course depending on application type and be the same for all economy subjects (residents and non-residents).

3.4 The Center shall perform the preliminary expert evaluation of submitted materials within 15 calendar days after submission of the application. Based on results of the preliminary expert evaluation the Center shall notify the applicant in writing.

3.5 In case the conclusions of preliminary evaluation are negative the Center shall inform the applicant in writing that the registration dossier could not be taken for evaluation indicating grounds, or the Center shall singly request the applicant to provide additional or missing data and/or information necessary to ensure compliance of registration dossier with requirements set by this Procedure.

The applicant shall finish off the registration dossier in accordance with the Center’s remarks within 90 calendar days in case of registration and within 15 calendar days in case of re-registration. The time necessary for finishing-off shall not be included in the time period for conducting expert evaluation.

If the applicant fails to provide the finished-off materials or a letter with substantiated  timeframe necessary for their finishing-off within the above periods, or if the applicant presented additional or missing data and/or information, which do not ensure compliance of the registration dossier with the established requirements the medicinal product shall be withdrawn from consideration. The Center shall inform the applicant about the its decision in writing.

With all this no registration fee and no cost of expert evaluation shall be reimbursed to the applicant. Further on, at applicant’s request, the materials shall be submitted for state registration (re-registration) of medicinal product in due course.

3.6 In case the conclusions of preliminary evaluation are positive the registration materials shall be subject to specialized evaluation.

3.7 The Center shall submit for expert evaluation to the State Agency for Medicinal Products and Medical Devices (hereinafter – the Agency) a draft of technological regulations or information about the technology of production of a medicinal product. The Agency shall send to the Center conclusions based on results of the expert evaluation of the draft of technological regulations or information about the technology of production of the medicinal product with its recommendation related to their reconciliation.

3.8  During the specialized assessment of registration materials, the Center may request the applicant to provide additional relevant materials in order to get additional data pertinent to efficacy, safety and quality of the medicinal product. The time necessary for their preparation shall not be included to the time period for conducting specialized assessment of the medicinal product.

In case the applicant fails to provide the requested additional materials or a letter with substantiated timeframe necessary for their preparation within 90 days, the medicinal product shall be withdrawn from consideration. The Center shall inform the applicant about decision taken in writing with no registration fee and cost of expert assessment being reimbursed to the applicant. Further on, at applicant’s request, the materials shall be submitted for state registration of medicinal product in due course.

3.9 If necessary, the Center shall perform additional study of medicinal products and/or additional expert evaluation in compliance with the procedure specified by MoH Ukraine.

Additional expert evaluation (study) shall be made after payment of the cost agreed upon by the contract between the applicant and the entity (institution), which shall perform such an expert evaluation (study). Materials based on results of additional expert evaluation (study) shall be sent to the Center.

The time needed for making additional expert evaluation (studies) and their cost shall not be included in the timeframe and cost of expert evaluation.

3.10 Based on results of expert evaluation of the medicinal product the Center shall prepare motivated conclusions pertinent to its efficacy, safety and quality and shall or shall not recommend the medicinal product for state registration (re-registration), shall recommend to approve instructions for medical use, pharmacopoeial monograph and methods for quality control of the medicinal product.

The applicant shall be informed in writing about decision taken by the Center within 10 days.

3.11 Medicinal product shall not be recommended for state registration if based on the results of expert evaluation it has been known that:

a) medicinal product is health harmful in the normal conditions of its use;

b) its therapeutic efficacy is lacking or is insufficiently substantiated by the applicant;

c) qualitative and quantitative composition of the medicinal product is not as declared in the documentation;

d) information  and documentation attached to the application do not comply with the requirements indicated in items 6.1 and 6.3 of this Procedure.

3.1 2 If there are objective and verifiable reasons and in cases mentioned in Part 4 (G) of Annex 4 to this Procedure after consultations with the applicant the medicinal product may be recommended for state registration provided the applicant shall assume the responsibility:

to carry out further studies related to the medicinal product after the registration;

to notify about adverse reactions to the medicinal product.

3.13  Medicinal product shall not be recommended for state re-registration if during the expert evaluation of registration materials it has been revealed not to meet the modern scientific and technical level; obtained are new data demonstrating the risk of using the medicinal product overbalances the expected benefit.

The applicant shall be informed in writing about decision taken by the Center within 10 days.

3.14  If the applicant doesn’t agree with the Center’s decision based on the expert evaluation results, he may appeal to the Center within 30 calendar days of receipt of the decision. The Applicant shall present to the Center relevant materials with grounds for appeal within 30 calendar days after the appeal submission.

The Center shall perform an expert evaluation of the materials presented by the applicant within 60 calendar days after their receipt in order to take an appropriate decision. The decision with appropriate grounds shall be sent in writing to the applicant.

The Applicant has the right to appeal against the Center’s decision in compliance with the procedure established by the current legislation.

4. Procedure for Expert Evaluation of Materials on Introduction of Changes in Registration Materials Related to Medicinal Product

4.1 During the validity period of registration certificate the applicant shall be responsible for efficacy, safety and quality of the registered  (re-registered) medicinal product, take action to increase scientific and technical level of the production and quality assurance of the registered medicinal product, which are established in Ukraine, as well as by the introduction of changes into the registration documents.

As to their nature, the changes are classified as follows:

Type I changes (IA or IB) – minor changes, listed in Annex 5 to the present Procedure;

Type II changes – major changes that cannot be considered as minor or an extension of application as well as do not relate to transference of all rights for the registered medicinal product (registration certificate) to other applicant.

Type II changes include “urgent safety restrictions”: temporary changes caused by the receipt of new information on the safe usage of the medicinal product; information about one or more items of instructions for medical use: indications, dosage, contraindications, warnings and withdrawal period.

Extension of usage – changes being in correspondence with conditions provided in Annex 6 to this Procedure, and to which the procedure envisaged for conducting the state registration is applied whether the name of medicinal product is changed compared to the registered or not.

4.2 Subject to expert evaluation is each certain change, even if they are introduced simultaneously.

4.3 To have the changes evaluated the applicant shall submit to the Center an application of due form:

for Type I or II – Annex 7;

for changes requiring a new registration – Annex 1.

Attached to the application should be:

materials which substantiate the introduction of changes;

relevant materials with amendments made in accordance with the application;

amended or updated existing expert reports (reviews, conclusions) taking into account the changes.

4.3.1 In case of introduction of Type IA or IB changes the application shall deal with only one Type IA or IB change. In case of simultaneous introduction of several Type IA or IB changes the application shall be submitted for every change, which shall refer to other applications for introduction of changes.

If Type IA change causes other successive Type IA changes one application may include all successive changes together with description of correlations between these successive Type IA changes.

If Type IB change causes other successive Type IA  or IB changes one application may include all successive changes together with description of correlations between these successive Type I changes.

If changes require successive check of instructions for medical use or labeling they are considered as a part of changes.

In case of introduction of major Type II changes the application may apply to only one Type I change. If several Type II changes are necessary to be introduced the separate (individual) application shall be submitted for every change; every such application shall refer to other application.

If Type II change causes other successive Type II changes one application may include all successive changes together with description of correlations between these successive Type II changes.

If changes require successive check of instructions for medical use or labeling they are considered as a part of changes.

4.3.3 If in case of human health risk the applicant introduces safety restrictions he shall immediately inform the Center about this so ever. If the Center has no objections within 24 hours after receipt of such information the safety restrictions shall be considered as approved.

Safety restrictions shall be valid within the period agreed upon with the Center.

Application for changes related to safety restrictions shall be submitted to the Center immediately but not later 15 days after the introduction of safety restrictions accompanied by relevant documentation.

4.4 Expert evaluation of propositions pertinent to introduction of changes shall be made by the Center after its cost, defined by the contract between the applicant and the center, will have been paid.

4.5 Expert evaluation of materials related to introduction of changes includes the following stages:

- preliminary expert evaluation to check-up the compliance of submitted materials with the type change declared, they are complete and accurate, shall be made within 15 days after the application submission;

- specialized evaluation of materials pertinent to the introduction of changes.

4.6 In case the conclusions based on results of preliminary evaluation are positive the materials pertinent to the introduction of changes shall be subject to specialized evaluation at the Center.

4.7 In case the conclusions based on results of preliminary evaluation are negative the Center shall inform the applicant in writing and give appropriately substantiated reasons with no cost of expert evaluation being reimbursed to the applicant. Further on, at the applicant’s request, the materials on introduction of changes in the registration dossier during the validity period of the registration certificate shall be submitted in due course.

4.8 During the performance of specialized expert assessment of materials pertinent to introduction of changes in order to obtain additional data on the influence of changes on efficacy, safety and quality of the medicinal product, the Center shall singly request the applicant to submit additional materials. The time necessary for their preparation shall not be included to the time period for conducting the specialized expert assessment.

If the applicant fails to submit the requested additional materials or a letter with substantiated timeframe necessary for their preparation within 60 calendar days, the Center shall take a decision on refusal to introduce changes. The Center shall inform the applicant about the decision taken in writing with no cost of expert evaluation to be reimbursed to the applicant. Further on, at applicant’s request, the materials on introduction of changes shall be submitted in due course.

4.9 Based on results of expert evaluation of the materials about introduction of changes, the Center shall give recommendations on introduction of changes to registration materials or on new registration of the medicinal product in due course

The applicant shall be informed in writing about decision taken by the Center.

5. Timeframe for Conducting Expert Evaluation

5.1 Expert evaluation of materials pertinent to medicinal product submitted for state registration according to full and independent/autonomous application shall take not more than 210 calendar days after the official receipt of application for state registration.

5.2 The expert evaluation of materials about:

medicinal products submitted for state registration in accordance with other types of applications defined in Annex 1 to this Procedure;

active substances; medicinal products submitted for state re-registration shall take not more than 90 calendar days.

5.3 The expert evaluation of materials about introduction of Type I or II changes in registration documents shall take not more than 60 calendar days.

This period may be reduced for the urgency if changes are pertinent to the safe use of the medicinal product.

5.4 The time needed for expert evaluations listed in items 5.1, 5.2 and 5.3 shall not include the time, during which the materials are with the applicant for finishing-off, as well as the time needed for conducting additional expert evaluations (studies).

6. Main Requirements to Registration Materials

6.1 Registration materials which accompany the application shall include information and documents about the following:

a) name, location of the manufacturer and the applicant;

b) name of medicinal product;

c) qualitative and quantitative particulars of all the constituents of the medicinal product in usual terminology, but excluding empirical chemical formulae, with mention of the international non-proprietary name recommended by the World Health Organization;

d) draft technological regulations or information about technology of production;

e) nosology, pharmaceutical form, method of use (administration) and expected shelf life;

f) if applicable, reasons for any precautionary and safety measures to be taken for the storage of the medicinal product, its administration to patients and for disposal of waste products, together with an indication of any potential risks that the medicinal product may have for the environment;

g) description of the quality control method employed for the medicinal product by the manufacturer (qualitative and quantitative analysis of the constituents and of the finished product);

h) materials of pre-clinical study and clinical trials of the medicinal product;

i) draft summary of product characteristics, instructions for medical use of the medicinal product with one or more specimens or mock-ups of the outer packaging and the intermediate packaging, requirements to which are specified in Annexes 8-10 to this Procedure;

j) copy of the license to produce medicinal products or document issued by the competent authority of the manufacturing country which certifies that manufacturer has the license to produce;

k) copy of registration certificate (marketing authorization) from the country  of the applicant and/or the manufacturer, a list of countries in which the medicinal product has been registered (re-registered) along with a list of countries in which an application submitted is under examination. Copy of the summary of the product characteristics approved by the competent authority of the applicant country (if available). Details of any decision to refuse authorization (registration certificate) and reasons for such a decision. This information shall be updated on a regular basis.

6.2 Materials pertinent to state registration of a radionuclide generator shall also contain the following information and particulars:

- general description of the system together with a detailed description of the components of the system which may affect the composition or quality of the daughter nuclide preparation;

- qualitative and quantitative particulars of the eluate or the sublimate.

6.3 The applicant shall not be required to provide the results of toxicological and pharmacological tests or the results of clinical trials if he can demonstrate:

6.3.1 either that the medicinal product is essentially similar to a reference medicinal product registered in Ukraine and that the applicant of the already reference medicinal product has consented to the data of toxicological, pharmacological and/or clinical studies contained in registration materials pertinent to the reference medicinal product being used for the purpose of examining the application about the similar medicinal product;

6.3.2 or that the constituent or constituents of the medicinal product have a well established medical use, with recognized efficacy and an acceptable level of safety (by means of a detailed scientific bibliography);

6.3.3 or that the medicinal product is essentially similar to a medicinal product, which has been registered in Ukraine in due course.

6.4 If the essentially similar medicinal product is intended for a different therapeutic use from that of the other medicinal products marketed or is to be administered by different routes or in different doses, the results of appropriate toxicological, pharmacological tests and/or clinical trials must be provided.

6.5 In the case of medicinal products containing known constituents not hitherto used in this combination for therapeutic purpose, the results of toxicological and pharmacological tests and/or clinical trials relating to that combination must be provided, but it shall not be necessary to provide references relating to each individual constituent.

6.6 If the medicinal products are homeopathic medicinal products, which comply with the requirements of Annex 11 to this Procedure, or traditional herbal medicinal products, which comply with the conditions provided by Annex 12 to this Procedure, and list of those the MoH Ukraine determines, the applicant shall not be requested to provide scientific clinical data. At the same time qualitative characteristics of the medicinal product shall be presented in corpore, and if questions related to its safety appear the information necessary to assess the medicinal product safety shall be presented on the Center’s demand.

6.7 If bibliographic references to published information are given according to item 6.3.2 Annex 4 shall be applied similarly.

6.8 Structure of registration materials shall be in compliance with Annexes 2 or 3 to this Procedure at applicant’s choice with obligatory references to the general technical document applied.

6.9 Scope of registration materials about the medicinal product submitted for state registration shall be determined by the application type (Annex 1).

6.10 Scope of registration materials pertinent to active ingredients (substances), medicinal products submitted for state re-registration shall be determined by Annexes 13 and 15 to this Procedure.

6.11 Registration materials shall be submitted to the Center in Ukrainian/Russian, or English in triplicate.

In case of submission of materials in English with translation to Ukrainian or Russian additionally submitted should be materials listed in Part I of Annex 2 or Module 1 of Annex 3 to this Procedure, information provided by Module 2 of Annex 3 to this Procedure, methods of quality control of finished medicinal product (in case of substance registration – methods of quality test of substance), technological regulations or information on technology of production.

Requirements to summary product characteristics of the medicinal product, instructions for medical use, samples of label with appropriate marks shall be provided in Annexes 8-10 to this Procedure.

Also submitted should be an electronic version of the application for state registration (re-registration) of the medicinal product, application for introduction of changes to registration documents during the validity period of registration certificate (3.5” diskette, Windows, Word 6.0/95 or more advanced version or in other format agreed with the Center).

If the medicinal product is recommended for state registration (re-registration) submitted should be an electronic version of the propositions related to introduction of changes to corresponding parts of registration materials pertinent to summary of product characteristics, methods of quality analysis.

7. Procedure of Payment

7.1 Subject to payment by the applicant is the preliminary expert evaluation and specialized assessment of materials for state registration (re-registration) of medicinal product, additional expert evaluation (study), expert evaluation of propositions related to introduction of changes to registration materials.

7.2 Payment for the above work shall be made according to conditions of the contract between the applicant and the Center or between the applicant and the entity (institution), which conducts additional expert evaluation (study).

	V.T. Chumak 
Director, 

State Pharmacological Center MoH Ukraine
	


