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PROCEDURE

for Conducting Expert Evaluation of Materials Pertinent to Medicinal Products of Limited Use which are Submitted for Sate Registration (Re-registration)

1. General
1.1. The procedure for conducting expert evaluation of materials pertinent to medicinal products of limited use which are submitted for state registration (re-registration) (hereinafter – Procedure) has been developed according to the Law of Ukraine “On Medicines” and the Decree of the Cabinet of Ministers of 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)” (hereinafter – Decree) and 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 approved by the order of the Ministry of Health of Ukraine of 26.08.2005 № 426 registered with the Ministry of Justice of Ukraine on 19.09.2005 under № 1069/11349 (hereinafter – Procedure for conducting expert evaluation).

1.2. The procedure shall be applied only to the finished medicinal products of limited use (orphan products) (hereinafter – orphan product).

The Procedure shall not be applied to any other medicinal products, radiopharmaceutical medicinal products produced exclusively from the licensed radionuclide generators, radionuclide kits or radionuclide precursors according to the manufacturer’s instructions at their use by a person or institutions authorized as per acting legislation in the accredited health care settings with an appropriate MoH permit.
1.3. The state registration (re-registration) of orphan products is performed by MoH based on the results of expert evaluation of registration materials (registration dossier) for such product, conducted by the State Pharmacological Center MoH Ukraine (hereinafter  – the Center)  according to item 2 of the Decree.
2. Definitions

In this Procedure the terms indicated below shall have the following meaning.

State registration of 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;
State re-registration of 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;

Expert evaluation of materials pertinent to medicinal product is a verification, analysis and specialised expert evaluation of registration materials and materials of additional assessments (studies) of a medicinal product which are performed based on the application for state registration of medicinal product to prepare substantiated conclusions aimed at taking a decision on state registration (re-registration) or refusal in state registration (re-registration) of a medicinal product;

Product of limited use (orphan product) is a medicinal product which is intended for the diagnosis, prevention or treatment of a rare life-threatening or debilitating condition affecting not more than five in 10 thousand persons when the application for state registration is submitted;
Registration materials (registration dossier) – a set of documents related to pre-clinical study, clinical trial of a medicinal product and their expert evaluations; pharmacopoeial monograph or materials related to quality control methods 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.

Other terms shall have the meaning given in the Law of Ukraine “On medicines” and Procedure for conducting expert evaluation.
3. Procedure

for conducting expert evaluation of materials pertinent to orphan products 
which are submitted for state registration

3.1. Before conducting the expert evaluation the Center may give free consultations on issues associated with the state registrations of orphan products.

3.2. Expert evaluation of registration materials which are submitted for state registration includes the following stages:
3.2.1. Initial expert evaluation of an application for a motivated conclusion concerning the possible registration of medicinal product from the viewpoint of its ascription to medicinal products prohibited for use in Ukraine, as well as appropriateness of determination of the type of application. 

3.2.2. Preliminary expert evaluation aimed at verifying the completeness and compliance of registration materials in terms of proving safety, efficacy and quality of a medicinal product, procedure of specialized assessment.

3.2.3. Specialized assessment of registration materials and results of additional expert evaluations (studies) of the medicinal product in order to make a substantiated 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 state registration of medicinal product according to Annex 1 to the Procedure for conducting expert evaluation and considering the requirements of the Procedure. 

The following registration materials shall support an application: 

а) Letter-justification of the orphan medicinal product designation:

Information on trade name, international non-proprietary name (INN), pharmaceutical form, strength, qualitative and quantitative compositions of a medicinal product;

Anatomical Therapeutic Chemical (ATC) Classification code, main pharmacological properties, main indications for use;
Information on patent protection of a medicinal product;

Details of the conditions that the given medicinal product is intended to treat or prevent (justification of belonging to rare diseases);
Details of the condition: proposed therapeutic indication; medical plausibility; justification of the life-threatening or debilitating nature of the condition;
Information on epidemiology/prevalence of the condition;
Details on any existing methods of diagnosis, prevention or treatment and substantiation if they are considered as unsatisfactory compared to the given medicinal product;

Summary of the development stages;

References (literature and sources used);

Confirmation of the orphan product status designated by the competent authorities of the applicant/manufacturer country or countries where the orphan medicinal product status was designated, and details on the registration status in other countries. 
The letter shall be not more than 5 pages long;

b) A written commitment to submit to the Center annually an information confirming the orphan product designation received from the competent authorities of the applicant/manufacturer country or countries where this status was designated to the medicinal product;
c) Registration materials according to Annex 2 or Annex 3 to the Procedure for conducting expert evaluation, and with due consideration of the requirements of this Procedure;
d) For state registration of medicinal products which are issued the patent issued according to the Ukrainian legislation the applicant shall submit a copy of the patent or license to manufacture or sell the registered medicinal product as well as a letter indicating that the rights of third parties being patent-protected are not violated because of the registration of the medicinal product

The Applicant shall assure that the reports submitted in registration materials on chemical, pharmaceutical, biological, pharmaco-toxicological and clinical studies are prepared by experts with an appropriate technical or professional qualification (such information to be given in brief curriculum vitae); moreover, experts should confirm any use of scientific literature by related references.

3.4. Based on results of the initial expert evaluation the Center shall respond the applicant in writing, and in case of positive conclusions the Center and the applicant shall arrange for a contract.
3.5. The registration materials shall be taken for consideration after applicant pays off the state fee for registration (re-registration) of the medicinal product, makes the contract with the Center, and pays for the works specified in the contract.
Expert evaluation by the Center may be allowed after submission of a letter guaranteeing payment of works specified by the contract and envisaged by paragraph 1 of this item, but the Applicant shall not be informed about the results of expert evaluation, including preliminary one, until all conditions of paragraph 1 are met.
3.6. 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 concerning acceptance or non-acceptance of the registration materials for examination.
3.7. In case the conclusions of preliminary expert evaluation are negative the Center shall inform the applicant in writing that the registration dossier could not be taken for examination 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 preliminary 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 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 its decision in writing.

With all this no registration fee and no cost of the works specified in the contract 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.

3.8. In case the conclusions of preliminary expert evaluation are positive the registration materials shall be subject to specialized assessment.
3.9. 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.

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.

3.10. Based on results of specialized assessment of the medicinal product the Center shall prepare substatiated conclusions pertinent to its efficacy, safety and quality, where 
shall or shall not recommend the medicinal product for state registration; 
shall recommend to approve instructions for medical use;

shall recommend graphic representation of package (-s), 
shall recommend methods for quality control of the medicinal product;

shall recommend the technological process for approval. 

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

Medicinal product is health harmful under the normal conditions of its use;

Its therapeutic efficacy is lacking or is insufficiently substantiated by the applicant;

Qualitative and quantitative composition of the medicinal product is not as declared in the documentation;

If during expert evaluation of a medicinal product the registration information pertinent to efficacy and safety of the medicinal product registered according to complete and stand-alone application is revealed to have been used or used as support or referenced at submission of an application for state registration of another medicinal product less than 5 years from the day of registration of the medicinal product submitted for registration according to complete and stand-alone application (regardless of the validity period of any patent related to the medicinal product) without permission obtained from a person or organization who submitted the information, or the information has been prepared by the applicant or for the applicant; 

If after the review of the notice of rights violation the court determines that such registration has caused violation of intellectual property rights protected by the patent of Ukraine including those pertinent to manufacturing process, use, marketing of medicinal products; in cases envisaged by paragraph 17, article 9 of the Law of Ukraine “On Medicines”.
3.12. 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 conclusion. 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 to the applicant in writing.

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

3.13. The state re-registration of orphan products, and introduction of changes into the registration materials pertinent to such medicinal products within the validity period of registration certificate shall be performed on common grounds according to the Procedure for conducting expert evaluation.
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