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MINISTRY OF PUBLIC HEALTH OF UKRAINE

O R D E R
February 13, 2006 







# 66

	
	Registered with the Ministry of Justice of Ukraine on March 10, 2006 # 252/12126


On the approval of the Procedures 

for the conduct of clinical trials

 of the medicinal products and the expertise 

of the clinical trials materials and 

the Standard provision on the Ethics Committee

In accordance with the articles 7, 8 of the law of Ukraine On medicines, the Directive of the European Parliament and the EU Council 2001/200/EU dated April 04, 2001 on the approximation of laws, by-laws and administrative acts of the member states relating to the implementation of good clinical practice in the conduct of clinical trials of medicinal products designed for human administration, and with the purpose of reaching harmonization with the international regulations on the conduct of clinical trials of medicinal products, I hereby ORDER:
1. To approve:

1.1. The procedures for the conduct of clinical trials and the expertise of the clinical trials materials (attached). 

1.2. Standard provision on the Ethics Committee (attached). 

2. To consider null and void the order by the Ministry of Public Health of Ukraine dated November 11, 2000 # 281 On the approval of Instruction for the conduct of clinical trials of medicinal products and the expertise of clinical trials materials and the Standard provision on the Ethics Committee, registered with the Ministry of Justice of Ukraine on November 17, 2000 under # 830/5051 (with changes and additions).

3. The section 4 The expertise of materials of non-clinical studies of medicinal product of the Procedures for the conduct of non-clinical studies of medicinal products, approved by the Order of the Ministry of Public Health of Ukraine dated November, 01, 2001 under # 441 and registered with the Ministry of Justice of Ukraine on November 20, 2001 under # № 972/6163 shall be excluded.

4. To establish that this Order shall come into legal effect starting from March 31, 2006. 

5. The section 4 The procedure for reporting of adverse reactions / clinical trial events with the Instruction on the monitoring of adverse events / effects of the medicinal products approved by the Order of the Ministry of Public Health of Ukraine dated December 19, 2000 under # 347 and registered with the Ministry of Justice of Ukraine on December 26, 2000 under # 947/5168 (with changes) shall be excluded. In connection with the above, the section 5 the procedure for reporting of adverse events of the medicinal product approved for medical use of the said Instruction shall be considered the section 4. 
6. Mr. V.T. Chumak, the Director of the State enterprise State Pharmacological center with the Ministry of Public Health of Ukraine shall ensure the submission of this Order for state registration with the Ministry of Justice of Ukraine.  

7. Mr. V.F.Snisar, the Deputy Minister shall execute control over the execution of this Order. 

Yu. V. Polyachenko


The Minister





              


	
	APPROVED

The Order ob the Ministry of Public Health of Ukraine 

February 13, 2006    # 66




Registered with the Ministry of Justice
 of Ukraine on March 10, 2006 under # 252/12126

PROCEDURES 

for the conduct of clinical trials

 of the medicinal products and the expertise of the clinical trials materials 
1. General provisions 
1.1. The pprocedures for the conduct of clinical trials of the medicinal products and the expertise of the clinical trials materials (hereinafter referred to as The Procedures)have been designed in accordance with Articles 7 and 8 of the Law of Ukraine On medicines, with due account for the requirements of the Directive of the European Parliament and the EU Council 2001/200/EU, ICH GCP, the Declaration of Helsinki: Recommendations Guiding Medical Doctors in Biomedical Research Involving Human Subjects (1964).  
1.2. The Procedures establish main requirements for the conduct of clinical trials of the medicinal products that may be performed in patients (volunteers) within long-term or short-term program, including the trials for bioavailability / bioequivalence, as well as international multicenter clinical trials. 

International standards may be applied for the organization and the conduct of clinical trials.  

1.3. The Procedures apply to all the kinds of clinical trials of the medicinal products, with the exception of non-interventional trials and clinical trials of the medicinal products that are duly registered in Ukraine acording to their indications and dosages and that are performed without participation of pharmaceutical companies. 

The Procedures do not apply to the clinical trials of immunological drugs, human blood specimen and blood plasma, medicinal additives to alimentary products.    

1.4. The State Pharmacological center with the Ministry of Public Health of Ukraine (hereinafter referred to as The Center) is responsible for carrying out the expertise of the clinical trials materials.  
2. Definition of terminology

For the purpose of these Procedures the following definitions shall apply: 

2.1. Multicenter clinical trial – a clinical trial of the medicinal product conducted according to a single protocol at more than one medical treatment site (by more than one investigator).  

2.2. Bioavailability – the rate and extent to which the active ingredient or its active component is absorbed (soaked) from a drug product and becomes available at the site of action.

2.3. Bioequivalence – two medicinal products are considered bioequivalent if they are pharmaceutically equivalent or pharmaceutically alternative and if their bioavalabilities after the administration in the similar molar dose are similar the extent when the effects of these drugs as to their efficacy and safety will be essentially the same. 

2.4. Investigator’s brochure – a reference summary of clinical and non-clinical data on the investigational medicinal product that are relevant to its study in human subjects. 

2.5. Manufacturer of medicinal product -  a legal entity that performs at least one of the stages in the manufacturing of the medicinal product, including packaging. 

2.6. Subject (trial subject) – a patient (a healthy volunteer) who participates in a clinical trial, either within a group receiving the investigational medicinal product, or within a group receiving a comparator drug. 

2.7. Investigational medicinal product – a pharmaceutical form of an active substance or placebo being tested or used as a reference in clinical trials, including medicinal products already with a marketing authorization, but used or assembled (formulated or packaged) in a way different the registered pharmaceutical form, or used under the unregistered indications, or used to gain further information on the authorized form of the medicinal product. 

The file of the investigational medicinal product – the information on the quality of each investigational medicinal product, including the comparator drugs and placebo, as well as the data from non-clinical trials and information on previous clinical trials or clinical use of the investigational medicinal product. 

2.8. Investigator – a doctor having an adequate scientific background and experience in patient care. The investigator is responsible for the conduct of a clinical trial of a medicinal product at a medical treatment site. If a trial at one treatment medical site is conducted by a group of individuals, the investigator shall be the leader of the research group and may be called a Principal investigator. 

2.9. Expertise of the clinical trials materials – is the verification, the expertise and the specific evaluation of the materials of the clinical trials of medicinal product with the purpose of preparation of consistent conclusions concerning the decision as to the conduct of the clinical trial or refusal to permit its conduct. 

2.10. Ethics Committee  - an independent body acting in a region, state or union of states, at medical and treatment institutions where clinical trials are conducted, consisting of healthcare and scientific professionals, as well as non-medical professionals, whose responsibility is to ensure the rights, safety, well-being of trial subjects and to provide public assurance, by, among other things,  the review and the approval of the trial protocol, the evaluation of the professionalism of investigators, suitability of facilities of a clinical site, as well as the methods and procedures of obtaining the informed consent from subjects based its familiarization and duly documental execution. 

2.11. Legal representatives – parents, adoptive parents, foster parents, guardians, carers, representatives from the care and guardian’s authorities.  

2.12. Clinical trial customer – an individual or legal entity (for instance, a sponsor, a contract research organization) that applies for the conduct of clinical trial with the Ministry of Public Health or the authority designated by it. The customer may apply for the conduct of clinical trial only if the Power of Attorney issued by the Sponsor with clearly stated delegated authorities is available.  

2.13. Clinical trial report – the clinical trial results and their analysis in submitted in written form.  

2.14. Case Report Form (hereinafter referred to as CRF) – printed, electronic or optical document  designed to record all of the clinical trial protocol  required information to be reported to the sponsor on each clinical trial  subject. 
2.15. Inspection of a clinical trial – the act by a Center of conducting an official review of documents, facilities, records, quality assurance arrangements, and any other resources that are deemed to be related to the clinical trial and that may be located at medical and treatment institution, at the sponsor's and/or contract research organization’s facilities, or at other establishments which the Center may consider to inspect.

2.16. Informed consent – decision, which must be written, dated and signed, to take part in a clinical trial, taken freely after being duly informed of its nature, significance, implications and risks and appropriately documented, by any

person capable of giving consent or, where the person is not capable of giving consent, by his or her legal representative; if the person concerned is unable to write, oral consent in the presence of at least one witness may be given in exceptional cases. 

2.17. Clinical trial (clinical study) of the medicinal product – any investigation in human subjects intended to discover or verify the clinical, pharmacological and/or other pharmacodynamic effects of one or more investigational medicinal products, and/or to identify any adverse reactions to one or more investigational medicinal products and/or to study absorption, distribution, metabolism and excretion of one or more investigational medicinal products with the purpose of ascertaining its (their) safety and/or efficacy.

2.18. Contract research organization – is an individual or a legal entity that under the agreement with the sponsor shall perform one or more of its functions (authorities) within the clinical trial and acts on the basis of Power of Attorney issued by the sponsor with clearly specified delegated authorities.   

2.19. Medical and treatment facility for the conduct of clinical trial of the medicinal product – specialized medical and treatment institution selected by the Ministry of Public Health by the application of the Center as such that is capable of conducting of clinical trials of a medicinal product.  

2.20. Trial site (hereinafter referred to as the site) – a site of a clinical trial conduct.

2.21. Monitor -  a person designated by the sponsor or the contract research organization who controls the conduct of a clinical trial in accordance with the protocol. 

2.22. Non-interventional trial – a study where the medicinal products are prescribed in the usual manner in accordance with the terms of the marketing authorization. The assignment of the patient to a particular therapeutic group is not decided in advance by a trial protocol, and the prescription of the medicinal product is guided by current practice and is not dependent on the decision to include the patient in the study. No additional diagnostic or monitoring procedures shall be applied to the patients and epidemiological methods shall be used for the analysis of collected data.

2.23. Unexpected adverse reaction - an adverse reaction, the nature or severity of which is not consistent with the applicable product information (e.g. investigator's brochure for an unauthorized investigational product or information-insert /summary of product characteristics for an authorized product).

2.24. Patient (healthy volunteer) – an individual who directly contact with public health institutions and is enrolled by voluntary consent as a subject of a clinical trial of the medicinal product. 

2.25. Source documents – Original documents, data, and records (e.g., case  records, ambulatory cards, laboratory notes, memoranda, subjects' diaries or questionnaires, pharmacy dispensing records, automated instruments printouts, copies or transcriptions certified after verification as being accurate copies, microfiches, photographic negatives, microfilm or magnetic media, x-rays, administrative documents, records kept at the pharmacy, at the laboratory and at department of instrumental diagnostics involved in the clinical trial).  
2.26. Adverse reaction – In the pre-approval clinical trial of the new medicinal product or investigation of its new indications, particularly as the therapeutic doses may not be established: all negative and unintended responses to a medicinal product related to any dose should be considered adverse drug reactions. The phrase ‘responses to a medicinal product’ means that a causal relationship between a medicinal product and an adverse event is at least a reasonable possibility, i.e., the relationship cannot be ruled out.

Regarding the marketed medicinal products this term means all the responses to a drug which are negative and unintended and which relate to the administration of the medicinal product at doses normally used for the prophylaxis, diagnosis, or therapy of diseases or for modification of physiological functions.   

2.27. Adverse event – Any untoward medical occurrence in a study subject which does not necessarily have a causal relationship with the administration of medicinal product (an abnormal laboratory finding, symptom or disease temporally associated with the use of a medicinal investigational product etc.).  
2.28. Protocol amendment – a written description of a changes to or formal clarification of a clinical trial protocol text.

2.29. Clinical trial protocol - a document that describes the objectives, methodology, design, statistical considerations, and the organization of a clinical trial, and, usually also provides the previously received data as to the investigational medicinal product and the rationale for the trial. 

2.30. Serious adverse event or serious adverse reaction: any untoward medical occurrence at administration of medicinal product (irrespective of dosage) that results in death, is life-threatening, requires hospitalization or prolongation of existing hospitalization, results in persistent or significant disability or incapacity, or is a congenital anomaly or a birth defect;

2.31. Sponsor – an individual or a legal entity which is the initiator of a clinical trial of the medicinal product and takes responsibility for its organization, control and/or financing. 

3. General principles for the conduct of clinical trials

3.1. As defined by the sponsor, clinical trials shall be conducted in specialized medical and treatment institutions (clinical sites) the list of which shall be approved by the Ministry of Public Health following duly executed application by the Center. If a clinical trial is scheduled to be conducted at treatment and medical institution not included in the list of sites approved by the Ministry of Public Health, the clinical trial in such treatment and medical institution shall be conducted only in the event of positive conclusions of the Center based upon the results of the expertise of materials submitted to the Center in accordance to sub par 4.1.16 par. 4.1 of these Procedures. 

3.2. All clinical trials shall be conducted in accordance with the ethical principles laid down in the Declaration of Helsinki with duly ensuring of the main requirements concerning the protection of study subjects (patients or healthy volunteers) as specified in the Appendix 1. Clinical trial should be conducted only if the anticipated benefits justify the risks.   
3.3. All clinical trials shall be conducted following the mandatory review of the trial materials by Ethics Committees established with the purpose of protection of rights, safety and well-being of study subjects, as well as the public guarantees of such protection.  

3.4. The planning, conduct and reporting procedures for all the clinical; trial phases, including the studies of bioavailability and bioequivalence, shall be carried out in compliance with the requirements of good medical practice approved by the Ministry of Public Health of Ukraine.

3.5. The organization, conduct, data collection, documenting and verification of the clinical trial results shall be carried out in compliance with the requirements outlined by these Procedures, in accordance with the standard operating practice. 

3.6. The recording, processing and keeping of the information obtained during the clinical trial shall ensure the correct presentation, interpretation and verification of data. The list of the main clinical trial documents to be kept at the clinical site and at the sponsor’s for a minimum of 15 years following the end of the clinical trial, is specified in the Appendix 2.   

3.7. The manufacturing and the storage of the investigational medicinal product, as well as its handling shall be executed in compliance with the requirements of the good manufacturing practice (GMP). The main requirements for the labeling of investigational medicinal products are specified in Appendix 3. The investigational medicinal product shall be used only in accordance with the approved trial protocol.  

3.8. The sponsor may delegate any or all of its functions to an individual or a legal entity (a company, institution or organization). At the same time, the sponsor remains responsible for the conduct of clinical trial and for the data collected as a result of the trial.  

3.9. If necessary, in accordance with previously designed standard operating procedures, the Center may carry out audit inspection at any time during the clinical trial according to the procedures specified in section 8 of these Procedures “The conduct of the audit inspection of clinical trial of medicinal products”. 

4. Obtaining of the Center’s decision concerning the conduct of clinical trial of medicinal product(s)
4.1. The decision as to the conduct of clinical trial shall be made by the Center. In order to obtain the decision as to the conduct of clinical trial of medicinal product (s) the customer should submit the following documents (clinical trial materials) to the Center: 

4.1.1. Supplementary letter in free form (the supplementary letter should contain the following information: identification number and code of the protocol, assigned by the sponsor, with the title of the clinical trial. The text should specifically concentrate upon the special issues relating to the application, such as special groups of subjects, first dosing of the new active substance in human subjects, unusual investigational medicinal products, unusual design of the clinical trial, conditions of remuneration and compensation for participation in the clinical trial etc., as with indication where the appropriate information is contained in the application materials). 

4.1.2. Standard form application (Appendix 4).
4.1.3. Clinical trial protocol of the medicinal product with all available amendments hereto. The structure of the protocol is specified in Appendix 5. 

4.1.4. Summary of the protocol contents in the Ukrainian and Russian languages (for international clinical trials). 

4.1.5. Case Report form (except for international clinical trials).

4.1.6. Investigator’s brochure or an equivalent document (Appendix 6).

4.1.7. Investigational medicinal product’s file or a simplified investigational medicinal product file, or a summary of the medicinal product characteristics (SmPC) (the complete file shall be submitted in the event when the investigational medicinal product is planned to be studied in Ukraine for the first time. The complete file shall include the information concerning the quality of each investigational medicinal product, including the comparator drugs and placebo, as well as the data from non-clinical studies and information on previous clinical trials or clinical use of the investigational medicinal product (if available). The Customer may submit an independent investigational medicinal product’s file or make cross reference to the investigator’s brochure. Information included in the main file of the investigational medicinal product is specified in the Appendix 7.  A simplified file may be submitted if the information related to the investigational product has already been evaluated by the Center as part of the registration file or as part of an application for the conclusion as to the conduct of clinical trial of the said medicinal product. In the latter case, a written confirmation may be needed that will enable a cross reference for the data submitted by other applicant. The information concerning the placebo may be submitted as a simplified file. In any case, appropriate chemical, biological and pharmaceutical data has to be provided.  The sponsor may provide current version of the summary of the medicinal product’s characteristics as the file for the investigational medicinal product if the medicinal product has already been approved in Ukraine).  
4.1.8. The results of the previous expert analyses and/or decisions by the Center relating to non-clinical investigation and clinical trial of the medicinal product (if available). 

4.1.9. The list of the competent authorities in other countries where applications have also been submitted for the said clinical trial, and detailed information concerning the decisions taken (if available).  
4.1.10. The copy of the Ethics Commission decision (if available). 
4.1.11. If the clinical trial customer is not a sponsor, a Power of Attorney issued by the sponsor with clearly stated delegated authorities should be presented.  

4.1.12. The informed consent form and other written information which is planned to be given to study subjects.  
4.1.13. The list of activities concerning the enrolment of study subjects, for instance, materials of informative and advertising nature that will be used to attract subjects for the clinical trial, if applicable. 
4.1.14. Summaries of all ongoing trials being conducted with this investigational medicinal product (if available). 
4.1.15. Expert review of the trial (if available). 
4.1.16. In the event when a clinical site is not in the list of approved medical and treatment institutions by the Ministry of Public Health of Ukraine where clinical trials can be conducted, a one-time inclusion of this site for the conduct of a clinical trial can be applied; for this purpose, an application letter in a free form by a responsible investigator should be submitted concerning the inclusion of the clinical site for the conduct of this clinical trial, the attestation card of the clinical site (the Appendix 8), the signed and dated current versions of professional CVs of investigators (the written presentation of the investigator’s information that may provide a chance to evaluate his/her professional qualification and capacity to conduct the clinical trial, signed and dated by the investigator). 
4.1.17. If the investigational medicinal product is not manufactured in Ukraine, a written confirmation should be provided stating that all the works at the manufacturing facilities are carried out in compliance with the principles of Good manufacturing Practice (GMP) or their equivalent. 

4.1.18. If the investigational medicinal product is manufactured in Ukraine, the following is needed: a copy of the manufacturing certificate (for serial production) or information as to where the medicinal product given for the clinical trial was manufactured, together with the certificate of origin of the medicinal product; the information on the manufacturing techniques (production) of the medicinal product and the documentation securing the manufacturing control and the quality of the medicinal product (attached should also be the certificate of the analysis methods of the Center’s pharmaceutical analysis laboratory. In order to perform the testing of the analysis methods the laboratories should be provided with samples of the medicinal product in the quantity needed for its conduct, reference substances with the batch certificates, including the manufacturing date, terms and conditions of storage). 

4.1.19. The labeling template of the investigational medicinal product (additionally, the information may be provided in a different language).  
4.1.20. The additional information concerning the investigational medicinal product (in exceptional cases). If necessary, the following should be provided: the certificate of analysis for the investigational products; studies of virus safety; appropriate approvals for the conduct of clinical trials or for products with special properties (if present), for instance, the products that are genetically modified microorganisms, radiopharmaceutical products; TSE-certificate (where TSE stands for: Transmissible Spongiform Encephalopathies); the declaration of the GMP-status of the manufacturing process of the active biological substance (to confirm that its production meets the requirements of the good manufacturing practice). 

4.1.21. The document confirming the life and health insurance of patients (healthy volunteers) in compliance with the procedures provided for by the law. If clinical trials are conducted under the international agreement, international insurance regulations shall be applied. 

4.1.22. The document that defines the conditions for remuneration and compensation payments to study subjects for their participation in a clinical trial (if allowed for by the clinical trial protocol). The information as to the conditions for remuneration and compensation payments to study subjects for their participation in a clinical trial may be provided in a supplementary letter with reference to the appropriate document stipulating the above.  
4.2. The clinical trial materials shall be submitted to the Center in three copies. The application should be attached in the electronic form (3.5” diskette, Windows, Word 6.0/95 or later versions).

4.3. The submitted clinical trial materials are subject to expert analysis at the Center, which include the following stages: 

primary expert analysis, its purpose being to verify the compliance of the application and the submitted clinical trial materials to the established requirements from the point of view of their completeness and the correctness of legal execution; 

specialized evaluation of the submitted materials with the purpose of drawing a consistent conclusion as to the feasibility of the clinical trial conduct under the given protocol.  
4.4. The agreement should be concluded between the Center and a customer for the performance of the expert analysis. The expert analysis of the clinical trial materials according to the given protocol is subject to payment (irrespective of the number of clinical sites and amendments to the given protocol attached to the application). 
4.5. The Center shall carry out the primary expert analysis of the submitted clinical trial materials within the period of 10 working days from the time of the application’s submission. The Center shall provide the customer with the written answer based on the primary expert analysis. 

4.6. In case of the positive conclusion by the results of the primary expert analysis, the clinical trial materials shall undergo specialized evaluation at the Center. 
4.7. If negative conclusions are received for the primary expert analysis, the Center shall inform the customer in writing that the clinical trial materials cannot be accepted for review, stating the reasons; or request from the customer additional or missing data and/or information necessary to ensure the compliance of the clinical trial materials to the legal and technical requirements.    

The customer shall complete the clinical trial materials according to the Center’s remarks within the period of 90 calendar days. The time necessary for the completion shall not be included into the period of the expert analysis.  

If the customer within the defined period of time does not provide the Center with the completed materials or the letter containing the terminology needed for their completion, and if the additional or missing data and/or information provided by the customer do not ensure the compliance of the clinical trial materials to the legal and technical requirements, then the clinical trial materials shall not be subject for review. The Center shall inform the customer on the decision taken in writing.   

4.8. During the course of the specialized review of the clinical trial materials with the purpose of drawing up a conclusion as to the feasibility of the clinical trial conduct, the Center may request additional materials from the customer. The time necessary for their preparation shall not be included into the period of the specialized review. 

If the customer within the period of 60 calendar days does not submit to the Center the requested additional materials or the letter containing the terminology needed for their completion, then the clinical trial materials shall not be subject for review. The Center shall inform the customer on the decision taken in writing. The cost of the performed expert analysis works shall not be returned to the customer. Thereafter, upon the customer’s wish, the materials shall be submitted to obtain the conclusion by the Center as to the conduct of the clinical trial according to the established procedures.   
4.9. The Center, based on the results of the expert analysis performed shall provide positive conclusion for the conduct of clinical trial or consistent refusal for the conduct of the given clinical trial.  

4.10. The period for the conduct of a specialized review and providing the conclusion as to the conduct of clinical trial shall not exceed 60 calendar days starting from the date the Center has given the positive conclusion based on the results of the primary expert analysis. 

If clinical trial involve the use of products for genetic engineering or medicinal products containing genetically modified organisms, the period for the conduct of a specialized review may be 90 days; if necessary, this period may be extended for another 90 days. In the event the xenogenic cells therapy is involved in the clinical trials or medicinal products containing genetically modified organisms, the period    for the conduct of a specialized review may be 90 days; if necessary, this period may be extended for another 90 days. In the event the xenogenic cells therapy is involved the period shall be indefinite. 

4.11. In the event that the customer does not agree with the decision by the center as to the refusal to allow the conduct of the clinical trial, the customer may appeal to the appeal commission with the Center during the period of 30 calendar days from the date the decision has been received. The appropriate rationale for the appeal should be submitted by the customer to the Center during the period of 30 days following the receipt of the appropriate decision as to the refusal to allow the conduct of the clinical trial. 

The Center shall review the submitted rationales for the period not exceeding 60 calendar days from the date of their receipt with the purpose of making a final decision. The final decision with the appropriate rationale shall be sent to the customer in writing. 

5. Obtaining of the approval by the Ethics Committee

5.1. The Ethics Committee
5.1.1. The approval of the clinical trial can be performed by the Ethics Committee that is established and functions at medical and treatment facilities where clinical trials are conducted (local Ethics Committee) or by the Central Ethics Committee established by the Ministry of Public Health of Ukraine. 

5.1.2. The Ethics Committee shall be guided in its activity by the generally accepted international regulations, the Declaration of Helsinki, the requirements of the good clinical practice, legal regulatory acts in force in Ukraine including these Procedures. 

5.1.3. The Ethics Committees shall be equal in their authorities for the approval of a clinical trial. If an Ethics Committee is not available at the medical and treatment facility or if its activity does not meet the requirements as specified in sub par. 5.1.2 of the par. 5.1 of these Procedures, and in the conduct of multicenter clinical trials, the customer shall address the Central Ethics Committee for the approval of a clinical trial. 

5.1.4. If a clinical trial has been approved by the Central Ethics Committee, and if a local Ethics Committee is available, the investigator should present the approval by the Central Ethics Committee to the local Ethics Committee. In doing so, the local Ethics Committee shall acknowledge the approval of the clinical trial by the Central Ethics Committee.  

5.1.5. In the event when a single Ethics Committee has given a consistent refusal for the conduct of a clinical trial for a specific clinical site, it is forbidden to apply to another Ethics Committee (with the exception of the Central Ethics Committee) for obtaining an approval for the same clinical trial and at the same clinical site. 

5.2. The approval of a clinical trial by the Ethics Committee
5.2.1. In order to obtain an approval of a clinical trial of the medicinal product, the customer shall submit to the Ethics Committee the documents in accordance with sub par. 4.1.1 – 4.1.4, 4.1.6, 4.1.9, 4.1.11 – 4.1.15, 4.1.21, 4.1.22 of the par. 4.1. In addition, the following documents should be submitted to the Ethics Committee: 

a copy of the conclusion by the Center regarding the clinical trial (if available);

signed and dated valid versions of professional CVs of responsible investigators for each clinical site. 

5.2.2. The clinical trial materials shall be submitted to the Ethics Committee in a single copy. The application shall be additionally submitted in the electronic form  (3,5” diskette, Windows, Word 6.0/95 or later versions).

5.2.3. the Ethics Committee shall review the submitted materials and approve the clinical trial or shall present a consistent refusal to approve the clinical trial. 

The Ethics Committee shall have the right to request at the same time the additional materials (information) necessary to make a decision or to make proposals as to the introduction of changes into the submitted materials. The time needed for the submission of the additional materials and their completion shall not be included to the period of time established for the review of the clinical trial materials.  

The Ethics Committee shall forward a written consistent conclusion to the customer and to the Center.

5.2.4. Тhe period of time for the review and for presenting a conclusion to the customer shall not exceed 60 days starting from the date the Ethics Committee has received the clinical trial materials. 

If the clinical trials are planned to involve the products of genetical therapy or medicinal; products containing genetically modified organisms, in this case, the period of time for the conduct of an expert analysis may be 90 days which may be extended for another 90 days. In the event the xenogenic cells therapy is involved the period shall be indefinite. 

5.2.5. In the event when the Ethics Committee should request additional information or make proposals regarding the changes to be introduced into the submitted materials, the customer shall during the period of 30 calendar days submit the necessary materials, introduce changes and forward a letter with a rationale of terminology needed for their preparation.  

In the event when the customer has not submitted the necessary information during the period of 30 days, the clinical trial materials shall not be subject for review. Thereafter, upon the customer’s wish, the materials shall be submitted for the expert analysis according to the established procedures.  

6. The conduct of clinical trial

6.1. The start of the clinical trial conduct

6.1.1. The clinical trial can be started provided the approval by the Ethics Committee and the positive conclusion by the Center as to the conduct of the trial are available. The customer may apply both to the Ethics Committee and to the Center simultaneously.   

6.1.2. If the conduct of the clinical trial requires the import into the territory of Ukraine of investigational medicinal products, supplementary expendable materials, the export from the territory of Ukraine of biological samples for laboratory analyses along with the supplementary expendable materials and unused investigational medicinal; products, it can be exercised according to the procedures allowed by the laws of Ukraine in force. 

6.1.3. Following the start of the clinical trial (enrolment of the first subject) in accordance with the approved protocol, the sponsor or its designated person (the designated person should acknowledge in writing the delegated authorities) shall inform about this the Center and the Ethics Committee that has provided its approval for the clinical trial within the period of up to 10 working days in accordance with the form specified in the Appendix 9. During the conduct of multicenter clinical trials, in the event when not all the approved clinical sites are involved into the trial, the sponsor or its designated person shall notify the Center and the Ethics Committee about this. 

6.1.4. During the course of the clinical trial and after its completion, if necessary, the Center may request any materials relating to the clinical trial from the investigator / the sponsor.   
6.2. Incorporation of amendments during the course of a clinical trial 

6.2.1. During the course of the clinical trial changes and additions can be introduced into the clinical trial materials. Such changes and additions shall be reviewed as amendments that can be significant and insignificant.  

6.2.2. The amendments for the clinical trial materials shall be considered significant if they can influence: 

the safety of physical or psychic well-being of the patient; 

the scientific significance of the trial;

the conduct of the trial or its management;

the quality or the safety of any of the investigational medicinal product that is used in the trial, and in case of the substitution of the principal investigator at a clinical site or in case of additional new clinical site is proposed to be included for the trial in Ukraine (the Appendix 10 presents the templates for the aspects of clinical trials to which the sponsor may introduce significant amendments).

6.2.3. If the amendments are of significant nature, the sponsor shall inform the center and the Ethics Committee that has provided its approval for the clinical trial protocol on the reasons and the content of the proposed amendments. With this purpose, the customer shall submit to the Center and to the Ethics Committee the following documents:  

a supplementary letter that includes the justification to classify the amendments as significant;  

an application in accordance with the Appendix 11;

extracts from the amended documents that contain both old and revised version of the wording or the new version of the amended documents that can be identified by its new number and date; 

additional information that includes the data summary (if possible), the revised total risk and benefit assessment (if possible), possible consequences fir the subjects already enrolled into the trial, possible consequences for the trial results evaluation. 

6.2.4. If a significant amendment applies to more than one protocol for a specific medicinal; product, the sponsor may produce a general notification to the Center and the Ethics Committee under the condition that the supplementary letter and the application should indicate the list of all the protocols to which the amendment is applied.  

6.2.5. The sponsor shall continue the clinical trial in accordance with the introduced amendments provided that a positive conclusion by the Center as to the proposed amendments and their approval by the Ethics Committee have been received. 

6.2.6. The Ethics Committee shall review the proposed amendments during the period of 35 days from the time the appropriate application has been received.  In case of a consistent refusal for the approval of the amendments, the sponsor shall review the amendments in a properly exercised form or annul them. 

If the sponsor has received the consistent refusal, it has the right to submit the proposed amendments to the Ethics Commission again with rationale of the necessity to approve these amendments presented in a supplementary letter. 

6.2.7. The Center shall present the conclusion as to the significant amendments on the basis of their expert analysis that shall include the following stages: 

the primary expert analysis, its purpose being to verify the compliance of the application and the submitted materials to the established requirements from the point of view of the completeness and correctness of their legal execution;  

specialized evaluation of the submitted materials with the purpose of drawing a consistent conclusion as to the feasibility of the clinical trial conduct under the given amendments.   
6.2.7.1. For the conduct of the expert analysis of the amendments the customer shall submit to the Center the application and the information in accordance with the requirements of the sub par. 6.2.3 par. 6.2 of these Procedures.  

The agreement should be concluded between the Center and a customer for the performance of the expert analysis of the amendments. The expert analysis of the changes presented in the amendments to the clinical trial materials attached to the application is subject to payment.  
6.2.7.2. The Center shall carry out the primary expert analysis of the submitted materials within the period of 5 working days from the time of the application’s submission. The Center shall provide the customer with the written answer based on the primary expert analysis. 

6.2.7.3. If negative conclusions are received for the primary expert analysis, the Center shall inform the customer in writing that the materials concerning the amendments cannot be accepted for review, stating the reasons; or request from the customer additional or missing data and/or information necessary to ensure the compliance of the submitted materials to the legal, technical and/or administrative requirements.     

The customer shall complete the amendments according to the Center’s remarks within the period of up to 30 calendar days. The time necessary for the completion shall not be included into the period of the expert analysis.  

If the customer within the said period does not submit to the Center the completed finalized amendments or the letter containing the rationale for the terminology needed for their completion, and if the additional or missing data and/or information submitted by the customer do not ensure the compliance by the amendments to the legal, technical and/or administrative requirements, then the clinical trial materials shall not be subject for review. The Center shall inform the customer on its decision taken in writing. 

Thereafter, upon the customer’s wish, the amendments can be submitted to obtain the conclusion by the Center according to the established procedures.   
6.2.7.4. In case of the positive conclusion by the results of the primary expert analysis, the clinical trial materials shall undergo specialized evaluation at the Center.  

6.2.7.5. During the course of the specialized review of the amendments with the purpose of drawing up a conclusion as to the feasibility of their introduction into the conduct of a clinical trial, the Center may request additional materials from the customer. The time necessary for their preparation shall not be included into the period of the specialized review. 

If the customer within the period of 30 calendar days does not submit to the Center the requested additional materials or the letter containing the terminology needed for their completion, then the clinical trial materials shall not be subject for review. The Center shall inform the customer on its decision taken in writing. The cost of the performed expert analysis works shall not be returned to the customer. Thereafter, upon the customer’s wish, the amendments shall be submitted to obtain the conclusion by the Center according to the established procedures.   
6.2.7.6. The Center, based on the results of the expert analysis performed may provide positive conclusion concerning the amendments or a consistent refusal for their approval.  

6.2.7.7. In the event that the customer does not agree with the decision by the center as to the refusal to approve the amendments submitted, the customer may appeal to the appeal commission with the Center in accordance with the par. 4.10 of these Procedures. 
6.2.7.8. The period for the conduct of a specialized review of the amendments and for providing the conclusion shall not exceed 35 calendar days starting from the date the Center has given the positive conclusion based on the results of the primary expert analysis for the completeness and the correctness of legal execution. 

6.2.8. If the amendments should not be classified as significant (the amendments should not be classified as significant (insignificant amendments) if, for instance, a contact telephone number is changed, the name of the customer is changed or a monitor or an investigator is changed in any country, except for Ukraine, etc.) in accordance to the criteria as specified in the sub par. 6.2.2 of the par. 6.2, and if such amendments do not relate directly for the conduct of clinical trial in Ukraine, such amendments shall not be subject to expert analysis at the Center. In such case, the customer shall submit to the Center and the Ethics Committee only the information letter on the incorporation of insignificant amendments into the trial documentation. 

6.2.9. If during the course of the trial an event should occur that is related to the trial conduct or the development of the investigational medicinal product which can influence the safety of the subjects, the sponsor and/or the investigator shall take every effort immediately to ensure the subjects’ safety. The sponsor shall inform the Center and the Ethics Committee on the event occurred and about the measures being taken to resolve it.  

6.3. The completion of clinical trial

6.3.1. The sponsor shall inform the Center and the Ethics Committee on the completion of the trial (the data of the last visit by the last subject) in Ukraine during the period of 90 days from the time of its completion in accordance to the form presented in the Appendix 12.   

6.3.2. In the event of international multicenter clinical trials, the sponsor shall additionally inform the Center and the Ethics Committee on the total completion of the trial in other countries. 

6.3.3. In the event of the premature termination of the trial, the sponsor shall inform the Center and the Ethics Committee during the period of 15 days stating the reasons for the premature termination of the trial. 

6.3.4. The investigator shall annually or more often (at the request of the Center or the Ethics Committee) inform these bodies in writing on the status of the clinical trial conduct. 

6.3.5. The investigational medicinal products unused during the course of the trial shall be disposed of in accordance with the established procedures or shall be returned to the sponsor. 

6.3.6. Not later than 1 year following the total completion of the clinical trial (the completion of the trial in all the countries, if international trials are conducted) the sponsor shall deliver the final report to the Center. The structure of the report on the clinical trial is presented in the Appendix 13. 

6.3.7. Along with the submission of the report the customer may submit the application for state registration of the medicinal product according to the established form and to obtain a warrant for the payment of the state duty for the state registration.  

6.3.8. The Center shall perform the expert analysis of the report on the competed clinical trial (except for the international clinical trials). 

Based upon the expert analysis results the Center may: 

recommend or not recommend to continue the conduct of the clinical trial of the medicinal product; 

express the remark or request additional materials and/or assign the inspectional audit of the clinical trial; 

on condition of positive results of the expert analysis of the clinical trial report, the results of the expert analyses carried out by the Center, the clinical trial materials as specified in section 4 of these Procedures, and other materials provided for by the registration file’s structure, recommend the medicinal product for the state registration following the payment of the state duty for the registration of the medicinal product. 

The Center shall inform the customer in writing on the decision taken. 

6.3.9. If necessary, the completion of the report shall be carried out by the customer during the period of up to 30 calendar days. The time during which the materials have been at the possession of the customer for their completion shall not be included into the period of the expert analysis. 

If the customer within the period of 30 calendar days does not submit the completed finalized report or the letter containing the rationale of the terminology needed for its completion, then the report shall not be subject for review. The Center shall inform the customer on its decision taken.

The cost of the performed expert analysis works shall not be returned to the customer.

Thereafter, upon the customer’s wish, the clinical trial materials can be submitted repeatedly according to the established procedures.   
7. Notification about the adverse events and reactions
7.1. Notifications delivered by the investigator
7.1.1. During the conduct of the clinical trial the investigator shall immediately notify the sponsor about all the serious adverse events, with the exception of those specified in the protocol or the investigator’s brochure as the events not requiring immediate reporting. In the primary and subsequent reports the subjects shall be identified by their individual code numbers assigned to them during the trial. 

7.1.2. The investigator shall notify the sponsor of all the adverse events and/or laboratory abnormalities specified in the protocol as critical for the safety evaluation, in accordance with the requirements on the reporting and within the period of time specified by the sponsor in the protocol. 

7.1.3. In the event when the reported negative medical occurrence can be classified as serious adverse event (except for the international clinical trials), the investigator shall notify the Center and the Ethics Committee within the period of 2 working days following its occurrence in accordance with the form presented in the Appendix 14 to these Procedures. The notifications on the consequences of the reaction or the complete additional information concerning the event the investigator may submit using the similar form. 
7.1.4. In the event of the subject’s death, the investigator shall submit to the sponsor, the Center and the Ethics Committee any additional information requested by them. 

7.2. Notifications submitted by the sponsor. 
7.2.1. The sponsor shall:

а) immediately record and, within the period of 7 working days from the time the information became known to him/her, notify the Center and the Ethics Committee upon all the suspected unexpected serious adverse reactions that caused death or were life-threatening. Additional information shall be provided during the period of the following 8 days. The requirements concerning the notification are presented in the Appendix 15; 

б) not later than a 15-day period report to the Center of the Ethics Committee upon all the suspected serious unexpected adverse reactions that have become known to him/her; 

в) inform all investigators that participate in the clinical trial conduct about all the recorded occurrences that may affect the subjects’ safety. The information may be collected in the form of the list of suspected serious unexpected adverse reactions and be delivered periodically depending upon the specialties if the clinical trial and the number of suspected unexpected serious adverse reactions which the sponsor has become know about; 

г) keep the documentation on all the adverse events as reported to him by the investigators. 

7.2.2. During the conduct of long-term clinical trials the sponsor shall submit to the Center and the Ethics Committee the list of all the suspected unexpected serious adverse events and the report as to the safety of the investigational medicinal product at least once a year in accordance with the requirements specified in the Appendix 16 to these Procedures. The reporting period shall start from the date of the receipt of the positive conclusion by the Center concerning the conduct of the clinical trial. 

7.2.3. In the event when a number of clinical trials are conducted with the same investigational medicinal product, the sponsor may submit to the Center and the Ethics Committee a summarized report as to the safety of the investigational medicinal product.  Along with the report, the sponsor shall in the supplementary letter present the list of all the clinical trials ongoing in Ukraine or where Ukraine is the participant, to which this report should apply to. The period of time for the submission of the annual report in such case shall start from the date of receipt of the positive conclusion by the center concerning the conduct of the first of the listed clinical trials. 

           7.3. Registration and analysis by the Center of notification reports on the suspected unexpected serious adverse reactions

7.3.1. The Center shall register all the events of the unexpected serious adverse reactions that became known to it, and shall carry out their analysis.  

7.3.2. On suspicion of the increased risk for the subjects, the Center may request additional information from the sponsor on the safety of the suspected medicinal product. Such information should be submitted within 7 days. 

If the sponsor during this period of time do not submit the requested information of the letter with the rationale of terminology needed for its preparation, the Center may take decision on the suspension or complete termination of the said clinical trial, of which the sponsor and the investigators shall be notified in writing. 

8. The conduct of the inspection audit of the clinical trial of medicinal products 

8.1. Documents, facilities, records, quality assurance system, and other resources that are related to the clinical trial and that may be located at medical and treatment institution, at the sponsor's and/or contract research organization’s offices, or at other establishments which the Center may consider to inspect shall be subject for inspection audit. 

8.2. The inspection audit of the clinical trial can be carried out upon schedule, purposefully (if necessary) or retrospectively after its completion. The planning and the conduct of the inspectional audit shall be conducted in accordance with the previously developed standard operating procedures which shall be reviewed and approved by the Director of the Center once a year.  

8.3. The inspection audit shall be carried out at least 14 calendar days after the dispatch of the prior notification and the agreement with the responsible investigator and/or the sponsor of the clinical trial for the date of the start and the duration of the audit, its purpose, the list of documents and facilities to be inspected.  

8.4. The inspection audit of the clinical trial conduct in accordance to the approved protocol shall be carried out by the specialists from the center who are familiar with the main principles for the development of the medicinal products, are experienced in the issues of the organization and conduct of clinical trials and do not participate in their conduct, and are not dependent upon the sponsor or the investigators.  

8.5. If necessary, the specialists from the State service of the medicinal products and products of medicinal use (if necessary to inspect the manufacturing conditions of medicinal products). 

8.6. The individuals who carry out the inspection audit shall maintain the confidentiality of the information they obtain during the course of the audit of the clinical trial materials, in accordance with the laws in force and international requirements. 

8.7. During the conduct of the inspection audit of the clinical trial at the clinical site, the presence of the responsible investigator is mandatory; the representatives of the sponsor may also be present.  

8.8. The statement shall be executed based on the results of the inspection audit, in which critical remarks (if available) and the period for their rectification shall be indicated. The statement of the inspection shall be sent by the Center to the sponsor and the responsible investigator of the clinical trial. 

8.9. If during the audit the drawbacks should be found that cannot influence the clinical trial results and do not require the suspension or complete termination of the clinical trial, the investigator and/or the sponsor should rectify them.   The schedule for rectification of drawbacks shall be established and the date indicated when the sponsor shall inform the Center about the course of its execution or completion. 

If the detected drawbacks have not been rectified within the specified period of time and the justified reasons have not been presented, the Center may completely terminate the conduct of the clinical trial.  

8.10. The Center may assign a repeated audit of the clinical trial of the medicinal product according to the established procedures in order to inspect the rectification of the drawbacks found during the previous inspection audit. 

8.11. If during the inspection audit the violations of the clinical trial conduct have been found that influence its results, the trial can be suspended (for instance, non-compliance with the conditions presented in the application for the conduct of clinical trial; violations of ethical nature; forgery of the clinical trial results).  If the abovementioned violations should be confirmed during the retrospective inspection audit, the results of the clinical trial shall not be acknowledged. 

The Center shall notify the sponsor about the decision taken and the reasons for taking a decision on the suspension of the clinical trial.  

8.12. The sponsor shall within a period of one week submit a written reply to the Center. If the sponsor within the specified period of time fails to submit the consistent reply to the Center concerning the detected violations, the capacity and the schedule of their rectification, the clinical trial may be completely terminated.   

9. Termination of clinical trial and rectification of violations

9.1. The clinical trial may be terminated by the sponsor, the investigator or the Center. 

9.2. If the sponsor has terminated or ended the clinical trial prematurely in the event of the increased risk for the health of the life of the subjects or in the event of significant violations in the conduct of the clinical trial, or for any other reason, he/she should notify the investigators, the Ethics Committee and the Center about this in accordance with the sup par.  6.3.3 of the par. 6.3 of these Procedures.

9.3. In the event of increased risk for the health of the life of the subjects the investigator should terminate the clinical trial and notify the Center, the sponsor and the Ethics Committee about this. 

9.4. If the Center has objective reasons to assume that the conditions presented in the application for obtaining the Center’s conclusion have not been complied with, or if the Center has at its disposal the data that challenge the safety of the subjects or the scientific justification for the clinical trial, it can suspend or completely terminate the clinical trial. The Center shall notify the sponsor, the investigators and the appropriate Ethics Committee about its decision and its reasons.   

With the exception of events presenting the imminent risk for the subjects, prior to taking the decision, the Center shall request the opinion of the sponsor and/or the investigator. The answer for the requested opinion shall be presented within the period of one week. 

In the event when the Center has the objective reasons to assume that the sponsor, the investigator or another person involved into the conduct of the trial do not comply with the established responsibilities, the Center may indicate measures which the sponsor should implement in order to rectify them. The schedule for implementation of these measures shall be established and the date shall be set when the sponsor should inform the Center about the course of its execution and its completion. In doing so, the Center shall immediately notify the Ethics Committee about these actions. 

V.T.Chumak

Director,

State Pharmacological Center,

Ministry of Public Health of Ukraine

Appendix 1

to par. 3.2 

of the Procedures for the conduct of clinical trials of the medicinal products and the expertise of the clinical trials materials 

                          MAIN REQUIREMENTS
                     for protection of research subjects
          1. General provisions on the protection of research subjects
1.1. The protection of research subjects shall be ensured by evaluation of the risks prior to the conduct of each clinical trial based on the previous trials, monitoring from the Ethics Committees and the Center, as well as the regulations for the protection of personal information. 
1.2. Special protection should be provided for patients who are unable of giving official consent for participation in the clinical trials. Such patients should not be enrolled into the clinical trials if similar results can be obtained from the participation of individuals who are able to provide their consent. AS a rule, such patients can be enrolled into the clinical trial only in the event when there are reasons to expect that the administration of the investigational medication will bring direct benefits to the patient, and such benefits will outweigh the risks. In addition, there is a need to conduct clinical trial involving children as research subjects in order to optimize the treatment they receive. The medicinal products for pediatric use should be tested scientifically prior to their broad use. This can be achieved only under condition that the medicinal products which can be of significant clinical value for children have been thoroughly investigated. The clinical trials needed for this purpose should be conducted in conditions that can provide the best protection level for the research subjects. 
Involving into the clinical trial other individuals who are incapable of providing their consent, for instance, persons with dementia, patients of psychic profile and others can only be possible when there are reasons to believe that the direct benefits for these patients outweighs the risks. In addition, in these cases, a written consent of the patient’s legal representative is mandatory. 
1.3. The clinical trial can be conducted if:

     the foreseeable risks and inconveniences have been weighed against the anticipated benefit for the individual trial subject and other present and future patients. A clinical trial may be initiated only if the Ethics Committee and/or the competent authority comes to the conclusion that the anticipated therapeutic and public health benefits justify the risks and may be continued only if compliance with this requirement is permanently monitored;; 
     the trial subject or, when the person is not able to give informed consent, his legal representative has had the opportunity, in a prior interview with the investigator or a member of the investigating team, to understand the objectives, risks and inconveniences of the trial, and the conditions under which it is to be conducted and has also been informed of his right to withdraw from the trial at any time; 
     the rights of the subject to physical and mental integrity, to privacy and to the protection of the data concerning him in accordance with the current regulatory legal requirements are safeguarded; 
     the trial subject or, when the person is not able to give informed consent, his/her legal representative has given his written consent after being informed of the nature, significance, implications and risks of the clinical trial; if the individual is unable to write, oral consent in the presence of at least one witness may be given in exceptional cases;  
     the life and health insurance of the patient (the healthy volunteer)has been provided; 
     the subject may without any resulting detriment withdraw from the clinical trial at any time by revoking his informed consent;

     provisions have been made for insurance or indemnity to cover the liability of the investigator and the sponsor.
1.4. The medical care given to, and medical decisions made on behalf of the trial subjects shall be the responsibility of an appropriately qualified doctor. 
1.5. The subject shall be provided with a contact point where he may obtain further information. 
                     2. Clinical trials involving minors
In addition to any other relevant restrictions, a clinical trial involving minors may be undertaken only if: 
     the informed consent of the parents or legal representative has been obtained; consent must represent the minor's presumed will and may be revoked at any time, without any detriment to the minor; 
     the minor has received information according to his/her capacity of understanding, from the staff with experience with minors, regarding the trial, and its relevant risks and the benefits; 
     the explicit wish of a minor who is capable of forming his/her own judgement and assessing this information to refuse participation or to be withdrawn from the clinical trial at any time is considered by the investigator or the principal investigator;
     no incentives or financial inducements are provided except compensation;
     some direct benefit for the group of patients is obtained from participation in the clinical trial and only in the event where such trial is essential to validate data obtained during the clinical trials on persons able to give informed consent (the adults)or to validate the data obtained by other research methods. Additionally, such research trial should either relate to a the disease from which the minor concerned suffers, or be of such a nature that it can only be carried out on minors;
     clinical trials have been designed in order to minimize pain, discomfort, fear and risk of any other origin in relation to the disease and its developmental stage. Both the risk threshold and the degree of distress have been specially defined and constantly monitored;
     the Ethics Committee that has approved the protocol, has paediatric expertise or has taken advice in clinical, ethical and psychosocial issues in the field of paediatrics; 
     the interests of the patient always prevail over those of science and society.
3. Clinical trials involving incapacitated

adult research subjects not able to give informed consent
     In the case of dealing with other persons incapable of giving informed  consent independently, all relevant requirements listed for persons capable of giving such consent shall apply. In addition to these requirements, the inclusion into clinical trials of incapacitated adults who have not given or not refused informed consent before the onset of their incapacity shall be allowed only if:

     the informed consent of the legal representative has been obtained; the consent must represent the subject's presumed will and may be revoked at any time, without detrimental consequences to the subject;
     the person not able to give informed legal consent independently, has received information according to his/her capacity of understanding regarding the trial, the risks and the benefits associated with it;
     the explicit wish of a subject who is capable of forming his/her opinion and assessing the information given to him/her in order to refuse participation in, or to be withdrawn from, the clinical trial at any time is considered by the investigator;
     no incentives or financial inducements are provided except compensation;

     such research is essential to validate the data obtained in clinical trials on persons able to give informed consent or by other research methods and relates directly to a life-threatening or debilitating clinical condition from which the incapacitated adult concerned suffers;
     clinical trials have been designed to minimize pain, discomfort, fear and any other foreseeable risk in relation to the disease and its developmental stage; both the risk threshold and the degree of distress have been specially defined and constantly monitored;
     the Ethics Committee that has approved the protocol, has expertise in the relevant field of medicine or has taken advice in clinical, ethical and psychosocial issues in the relevant field of medicine; 
     the interests of the patient always prevail over those of science and society;
     there are grounds for expecting that the administration of the medicinal product will produce a benefit to the patient outweighing the risks or produce no risk at all.
4. Providing information to patients

(healthy volunteers) on the clinical trial 

and obtaining written informed consent from them
1. The persons planned to be enrolled into the clinical trials should receive sufficient information on the purpose and the nature of the trial. The investigator (or the person designated by him/her) shall fully inform the patient (the healthy volunteer) or, if he/she is unable to give consent independently, his/her legal representative about all the aspects of the trial. 
2. Neither the investigator, nor any other person that participated in the trial should coerce the patient (the healthy volunteer) or unduly influence him/her to participate or to continue to participate in the trial. 
3. None of the oral or written information concerning the trial should contain any language that causes the patient (the healthy volunteer) or the patient’s legally acceptable representative to waive any legal rights, or that releases the investigator, the sponsor of the trial, or its representative from the liability for the inflicted damage. 
4. The language used in the oral information and written documentation about the trial, as practical, should not contain specialized terminology and should be understandable to the patient (the healthy volunteer)or the patient’s legally acceptable representative.

5. The investigator should provide the patient (the healthy volunteer)or the patient’s legally acceptable representative ample time to take decision about the participation in the trial. All the questions about the clinical trial should be answered to the satisfaction of the patient or the patient’s legally acceptable representative.

6. Both the oral and the written information provided to the patient (the healthy volunteer) should include the following:
     the research nature of the trial;  
     the purpose of the trial;
     information about the trial medicinal product and the probability for assignment to one of the trial groups; 
     the trial procedures, including invasive procedures;

     the trial subject’s responsibilities;

     the foreseeable risks and inconveniences to the trial subject; 

     expected benefits;

     if the trial is of non-treatment nature, the information should be provided about this;  
     other alternative treatment and non-treatment therapies that may be available to the trial subject; 
     the compensation and/or treatment available to the trial subject in the event of trial-related health injury; 
     the amount of payment to the trial subject if such payments are provided;     

     the expenses on the part of the trial subject, if anticipated, related to the patient’s participating in the trial;

     the participation in the trial is voluntary and the trial subject may refuse to participate or withdraw from the trial, at any time, without any penalty or loss of benefits;

     provisions specifying that the representatives of the State Pharmacological Center with the Ministry of Public Health of Ukraine, the Ethics Committee and the sponsor will be granted direct access to the trial subject’s original medical records for verification of clinical trial procedures and/or the clinical trial data, without violating the confidentiality of the subject. By signing a written informed consent form, the trial subject or the trial subject’s legally acceptable representative is authorizing such access to this documentation;

     the records identifying the subject that will be kept confidential;

     the subject or the subject’s legally acceptable representative will be informed in a timely manner if information becomes available that may be relevant to the subject’s willingness to continue participation in the trial;
     the list of persons to contact for further information regarding the trial and the rights of the trial subject (the healthy volunteer), and the medical specialists whom to contact in the event of trial-related injury;
     the possible circumstances and/or reasons under which the subject’s participation in the trial may be terminated;
     the expected duration of the subject’s participation in the trial;
     the approximate number of subjects to be involved in the trial.
7. Prior to participation in the trial, the patient (the healthy volunteer) or the patient’s legally acceptable representative, and the person responsible for the obtaining of the written informed consent, should sign and date the written informed consent form. It should be emphasized that the consent has been given voluntarily by the trial subject on the basis of the received full information about the clinical trial.  
8. When a clinical trial (therapeutic or non-therapeutic) includes persons who can only be enrolled in the trial with the consent of their legally acceptable representative (for instance, minors, persons with psychic disorders), these persons shall be informed about the trial to the extent compatible with their understanding and, if capable, thee shall sign and personally date the informed consent form.
9. The signed and dated informed consent forms shall be kept at the investigator’s (in the archive of the medical institution where the clinical trial is being conducted) for the period of at least 15 years.
10. The trials in which there is no anticipated direct clinical benefit to the subjects (non-therapeutic trials) should be conducted in patients (healthy volunteers) who personally give consent and date it (except for the cases described in par. 11).

11. Non-therapeutic trials may be conducted in patients with consent of their legally acceptable representatives provided the following conditions are fulfilled:
     the objectives of the trial require the recruitment of the patients whose condition prevents them to personally give their consent to participate in the trial;

     the foreseeable risks to the trial subjects are low; 
     the trial is not prohibited by law;

     the special written approval by the Ethics Committee shall be received on the inclusion of such trial subjects.

12. In the event when the trial subject is in a critical condition, and the consent of the subject for participation in the trial is not possible, the consent of the trial subject’s legally acceptable representative, if present, shall be obtained. When prior consent of the trial subject is not possible, and the trial subject’s legally acceptable representative is not available, this situation should be described in the clinical trial protocol and/or any other document approved by the Ethics Committee. The trial subject or the trial subject’s legally acceptable representative should be informed about the trial as soon as possible and the consent should be obtained from them for continuation of the participation in the clinical trial. 
The patients in critical condition shall be enrolled into the clinical trial only in cases when there are medical indications for the administration of the investigational medicinal product. The subjects’ condition in these trials shall be particularly closely monitored. 
13. The procedures of providing information to the subject about the clinical trial, and obtaining of the written informed consent from the latter may be verified by the State Pharmacological Center with the Ministry of Public health of Ukraine, the Ethics Committee and the sponsor.  
14. In the event of violation of the subject’s rights during the course of the clinical trial, he/she can contact the central Ethics Committee and lodge a complaint to the Ministry of Public Health of Ukraine or directly to court.   
V.T.Chumak

Director,

State Pharmacological Center,

Ministry of Public Health of Ukraine
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of the Procedures for the conduct of clinical trials of the medicinal products and the expertise of the clinical trials materials 

                                  THE LIST
of main documents of the clinical trial

 to be kept at the clinical site and by the sponsor
1. Prior to the beginning of the clinical trial the listed documents should be kept both at the clinical site and by the sponsor. The special conditions for the storage of documents are indicated in brackets, for instance, to be kept by the sponsor only:  
     the investigator’s brochure or the equivalent document;

     the protocol signed by the sponsor and the investigator and amendments to it (if applicable); 
     Case Report form template;

     materials to be given to patients (volunteers); 
     the written consent form (including all necessary translations); 

     other written information intended for patient (volunteer);  
     the advertisements for the recruitment of trial subjects, if applicable
(to be kept by the investigator/at the medical health institution);

     the insurance policy;

     the information concerning financial issues of the trial; 
     the signed agreement between the following parties:

     the investigator/medical health institution and the sponsor;

     the investigator/medical health institution and the contract research organization (to be kept by the sponsor, if necessary);

     the dated and properly executed conclusion by the Ethics Committee concerning the approval of the clinical trial materials; 
     the membership if the Ethics Committee (to be kept by the sponsor, if necessary); 
     the conclusion by the Center concerning the conduct of the clinical trial;

     the Curriculum vitae of the investigators and/or other documents validation their qualifications; 
     normal values/ranges for clinical/ laboratory/technical procedure/tests included in the protocol; 
     clinical/ laboratory/technical procedure/tests:

certification or accreditation, or internal and/or external laboratory equipment quality control, other verification (if necessary); 
     sample of labels attached to investigational medicinal product packaging (to be kept by the sponsor only); 
     the instruction on handling the investigational medicinal product and essential expendable materials (if not included in the protocol or the investigator’s brochure); 
     the documentation regarding the supply of the investigational medicinal product and the essential expendable materials; 
     the certificate of the quality analysis for the received investigational medicinal product (to be kept by the sponsor only); 

     the unblinding procedure for the blind trials (if necessary, to be kept also by the third party that, according to the agreement with the sponsor, executes one or more of its functions (authorities) in the clinical trial and acts on the basis of the Power of Attorney issued by the sponsor with clearly defined delegated authorities);   
     randomization list (to be kept by the sponsor only, if necessary, by the  third party that, according to the agreement with the sponsor, executes one or more of its functions (authorities) in the clinical trial and acts on the basis of the Power of Attorney issued by the sponsor with clearly defined delegated authorities);   
     report by the monitor on the previous visit (to be kept by the sponsor only); 

     report by the monitor on the initial visit.

     2. During the course of the clinical trial: 
     new versions of: the invesigator’s brochure, the protocol and the amendments to it (if available), the Case Report form; the written consent form and the written information for patients (healthy volunteers), advertisements for the recruitment of trial subjects (if applicable); 
     the dated and properly executed approval by the Ethics Committee of the amendments to the protocol and new versions of: the investigator’s brochure,

the Case Report form; the written consent form and the written information for patients (healthy volunteers), advertisements for the recruitment of trial subjects (if applicable), the results of the periodical review of the trial documentation; 
     the conclusion by the Center concerning the Amendments to the protocol and other documents;

     changes in the normal values/ranges for clinical/ laboratory/technical procedure/tests included in the protocol; 

     curriculum vitae for new investigators and/or new members of the research team; 
     changes in the procedures of clinical/ laboratory/technical tests/studies: certification or accreditation, or internal and/or external quality control, other verification methods; 
     documentation for the shipment of the investigational medicinal product and essential expendable materials;  
     certificates for the quality analysis of new batches of the investigational medicinal product (to be kept by the sponsor only); 

     reports by the monitors (to be kept by the sponsor only); 

     communications/correspondence related to the trial; 
     signed informed consent forms (to be kept by the investigator only/at the medical health institution); 

     original documents (to be kept by the investigator only/at the medical health institution); 

     completed, dated and signed Case report forms of the trial subjects (a copy to be kept by the investigator /at the medical health institution, the original to be kept by the sponsor); 

     documentation of corrections in the CRF (a copy to be kept by the investigator /at the medical health institution, the original to be kept by the sponsor); 

     notifications from the investigator addressed to the sponsor on the serious adverse events and the appropriate reports; 
     notifications on the serious unexpected adverse reactions addressed by the sponsor and/or the investigator to the Center or the Ethics Committee; 
     interim or annual reports to be addressed to the Ethics Committee or the Center (to be kept by the sponsor, if necessary);  
     notification sent by the sponsor to the investigator on the new safety information for the investigational product; 
     the trial subjects’ screening log book (to be kept by the sponsor, if necessary);  
     the list of identification codes of the trial subjects (to be kept by the investigator /at the medical health institution only); 
     registration log book for subjects enrolled into the trial (to be kept by the investigator /at the medical health institution only); 
     the accountability log book of the investigational medicinal product at the clinical site;  
     the signature sheet; 
     the inventory log book of the samples of biological substances/tissues retained for storage (if necessary); 
     3. After the completion of the trial: 
     The inventory of the investigational medicinal product at the clinical site; 
     the statement of the destruction of unused investigational medicinal product or the document certifying its return to the sponsor (to be kept by the investigator /at the medical health institution in case of the destruction at the clinical site); 
     final list of the trial subjects’ identification codes (to be kept by the investigator /at the medical health institution only); 

     the certificate of the audit inspection (to be kept by the sponsor, if available);  

     the statements of the inspection audit of the clinical trial by the Center (if the audit took place); 
     the monitor’s report of the final visit (to be kept by the sponsor only); 
     the information on the assigned treatment and unblinding (to be kept by the sponsor only);  
     the report on the clinical trial (to be kept by the investigator /at the medical health institution, if possible, and by the sponsor).            

V.T.Chumak

Director,

State Pharmacological Center,

Ministry of Public Health of Ukraine

Appendix 3

to par. 3.7 

of the Procedures for the conduct of clinical trials of the medicinal products and the expertise of the clinical trials materials 

MAIN REQUIREMENTS
on the labeling of the investigational

medicinal product
1. The labeling of the investigational medicinal product should be provided in order to guarantee the protection of the trial subjects and identify the product and the trial, and to facilitate the correct administration of the medicinal product. 
2. The essential information shall be presented in the Ukrainian or Russian language (additionally, the information can be presented in the other language).  

The labels shall contain the following information (the absence of any information should be justified by, for instance, the usage of the centralized randomization system. In case the outer packaging is not available, such information should be presented on the inner packaging): 
а) the name, address and the telephone number of the sponsor, the manufacturer or the contract research organization, or the investigator as contacts for the exchange if information on the medicinal product, the clinical trials and emergency “unblinding” (the address and the telephone number of the sponsor, the contract research organization, or the investigator concerning the information on the medicinal product, the clinical trial and the inblinding in emergency cases may not be put on the label if the trial subject is to be provided with the information leaflet or the special card containing this information, and the trial subject will be given instructions to always keep it with him/her).   
b) pharmaceutical dosage form, route of administration, quantity of dosage

units (in the case of open trials, the name/identifier and strength/potency);
c) batch and/or code number to identify the contents and packaging operation; 

d) a trial reference code allowing identification of the trial, site, investigator and the sponsor if not given elsewhere; 
e) the trial subject identification number/treatment number and where 

relevant,the visit number; 
f) the last and the first name of the investigator (if not included in (a) or (d)); 
g) directions for use (reference may be made to a leaflet insert or other 

explanatory document intended for the trial subject or the person administering the product); 
h) “For clinical trial use only” or similar wording;

i) the storage conditions;

j)period of use (“use-by” date, expiry date, re-test date as applicable), in month/year format and in a manner that avoids any ambiguity; 

k)“keep out of reach of children” (except when the product is for use 

in clinical trials where the product is not taken home by the trial subjects). 
3. When the product is to be provided to the trial subject or the person administering the medication within an immediate container together with 

outer packaging (these should remain together) and the outer packaging 

carries the particulars listed in paragraph 2, the following information shall 

be included on the label of the immediate container (or any sealed dosing device 

that contains the immediate container):
а) name of the sponsor, the contract research organization or the last name and the first name of the investigator;  
b) pharmaceutical dosage form, route of administration (may be excluded for oral 

solid dose forms), quantity of dosage units and in the case of open label trials, the name/identifier and strength/potency; 
c) batch and/or code number to identify the contents and packaging operation; 
d) a trial reference code allowing the identification of the trial, the clinical site, the investigator and the sponsor if not given elsewhere;
e) the trial subject identification number/assigned treatment number and where 

relevant,the visit number. 
4. If the immediate container takes the form of the blister packs or small units such as ampoules on which the particulars required in paragraph 2 cannot be displayed, outer packaging should be provided bearing a label with those particulars. The immediate container should nevertheless contain 

the following information: 
a) name of the sponsor, the contract research organization or the last name and the first name of the investigator;  

b) the route of administration (may be excluded for oral solid dose forms) and 
the strength/potency;
c) batch and/or code number to identify the contents and packaging operation;
d) a trial reference code allowing the identification of the trial, the clinical site, the investigator and the sponsor if not given elsewhere;
e) the trial subject identification number/assigned treatment number and where relevant, the visit number; 
     5. Symbols or pictograms may be included to clarify certain information 

mentioned above. Additional information, warnings and/or handling instructions 

may be displayed. 
     6. The simplified labeling of the investigational medicinal; products shall be allowed if these products are intended for clinical trials with the following characteristics: 
     the planning of the clinical trial does not require the implementation of special manufacturing or packaging processes; 
     the clinical trial is conducted with the medicinal products approved in Ukraine according to the established procedure; 
     the trial subjects have the same characteristics as the indications for use, in accordance to which the medicinal product has been approved in Ukraine. 
     In this case the labeling of the original packaging shall be added with the following information (however, it should not overlap the original labeling): 
a) name of the sponsor, the contract research organization or the last name and the first name of the investigator;  

б) a trial reference code allowing the identification of the clinical site, the investigator and the trial subject. 
     7. If it becomes necessary to change the “use-by” date, an additional label may be affixed to the investigational medicinal product. This additional label should state the new “use-by” date and repeat the batch number. It may be superimposed on the old “use-by” date, but for quality control reasons, not on the original batch number. This operation should be performed at appropriately authorized manufacturing facilities; however, when justified, it may be performed at the investigational site by or under the supervision of the clinical trial site pharmacist. Where this is not possible, it may be performed by the clinical trial monitor who has received an appropriate training. The operation should be performed in accordance with the principles of the good clinical practice, specific and standard operating procedures and under the contract (if applicable). The performance of this operation should be checked by a second person. This additional labeling should be properly documented in both 

the trial documentation and in the batch records. 
V.T.Chumak

Director,

State Pharmacological Center,

Ministry of Public Health of Ukraine

Appendix 4

to par. 4.1.2 

of the Procedures for the conduct of clinical trials of the medicinal products and the expertise of the clinical trials materials 

APPLICATION
for obtaining the conclusion by the 

State Pharmacological Center of the Ministry of

 Public Health of Ukraine and the Ethics Committee

 on the conduct of the clinical trial of the medicinal product
For internal use by the State Pharmacological Center of the Ministry of

Public Health of Ukraine and the Ethics Committee

------------------------------------------------------------------

|Date application|Date additional |Reasons for refusal           |

|received:       |information     |to process the application:   |

|                |requested:      |                              |

|Date information|                |        ---            ---    |

|requested       |                |    yes | |         no | |    |

|essential to    |                |        ---            ---    |

|process the     |                |                              |

|application:    |                |If ‘yes’, please, state  

                 |                 the date:
|----------------+----------------+------------------------------|

|Date application|Date additional/|Positive conclusion/approval: |

|admitted:       |updated         |                              |

|                |information     |        ---            ---    |

|                |received:       |    yes | |         no | |    |

|Date procedure  |                |        ---            ---    |

|initiated:      |                |                              |

|                |                |If ‘yes’, please, state       | 
|                |                | the date:                    |
|----------------------------------------------------------------|

|Registration number assigned by the State Pharmacological Center|

|of the Ministry of Public Health of Ukraine (the SPC of MoH of  |

|Ukraine  of the Ethics Committee:                               |

------------------------------------------------------------------

To be filled in by the Applicant:

This is a general form to obtain the conclusion from the SPC of MoH of  Ukraine and the Ethics Committee. Please, indicate the appropriate purpose below. 
                                                         ---

THE APPLICATION TO OBTAIN THE CONCLUSION BY 

THE SPC OF MOH OF  UKRAINE:                              | |

                                                         ---

                                                         ---

THE APPLICATION TO OBTAIN THE CONCLUSION BY 

THE ETHICS COPMMITTEE:                                   | |

                                                         ---

                  A. IDENTIFICATION OF THE TRIAL
------------------------------------------------------------------

|Full name of the trial:                                         |

|                                                                |

|Coded number of the protocol (assigned by the sponsor), version |

|and     1                                                           |

|date :                                                          |

|----------------------------------------------------------------|

|             2                                                  |

|EudraCT number                                                  |

|The title or an abridged title of the trial (if applicable):    |

|                                                                |

|----------------------------------------------------------------|

|            3                                                   |

|ISRCTN number (if available):                                   |

------------------------------------------------------------------

---------------

     1

For any translation of the protocol, the same date and version as indicated in the original document should be stated.  
     2

To be indicated , if available. 
     3

      ISRCTN (International Standard Randomized  Controlled  Trial

Number). 
                    B. IDENTIFICATION OF THE SPONSOR
------------------------------------------------------------------

|B1. Sponsor                                                     |

|----------------------------------------------------------------|

|Name of the institution:                                        |

|----------------------------------------------------------------|

|Full name of the contact person:                                |

|----------------------------------------------------------------|

|Address:                                                        |

|----------------------------------------------------------------|

|Telephone:                                                      |

|----------------------------------------------------------------|

|Fax:                                                            |

|----------------------------------------------------------------|

|E-mail address::                                                |

------------------------------------------------------------------

------------------------------------------------------------------

|B2. Official representative of the sponsor in Ukraine with the  |

|purpose of the conduct of this trial (if not the sponsor itself)|
|                                                                |

|----------------------------------------------------------------|

|Name of the institution:                                        |

|----------------------------------------------------------------|

|Full name of the contact person:                                |

|----------------------------------------------------------------|

|Address:                                                        |

|----------------------------------------------------------------|

|Telephone:                                                      |

|----------------------------------------------------------------|

|Fax:                                                            |

|----------------------------------------------------------------|

|E-mail address:                                                 |                 
------------------------------------------------------------------

                    C. INFORMATION ON THE APPLICANT
                 (please, indicate an appropriate box)
------------------------------------------------------------------

|C1. Application to the SPC | ---  |C2. Application to the  | ---  |

|of MoH of  Ukraine         | | |  |Ethics Committee        | | |  |

|                         | ---  |                        | ---  |

|-------------------------+------+------------------------+------|

|                         | ---  |                        | ---  |

|- the Sponsor            | | |  |- the Sponsor           | | |  |

|                         | ---  |                        | ---  |

|                         | ---  |                        | ---  |

|- the official represen- | | |  |- the official represen-| | |  |

|tative of the sponsor    | ---  |tative of the sponsor   | ---  |

|                         |      |                        |      |

|- the individual or the  | ---  |- the individual or the | ---  |

|institution authorized   | | |  |institution authorized  | | |  |

|by the sponsor to submit | ---  |by the sponsor to submit| ---  |

|this application.        |      |this application.       |      |                            |                         |      |                        |      |
|In this case, please,    |      |In this case, please,   |      |

|indicate:                |      |indicate:               |      |                                                          |                         |      |                        |      |                                     
|- the institution:       |      |- the institution:      |      |

|- full name of the       |      |- full name of the      |      |

|  contact person:        |      |contact person:         |      |

|- Address:               |      |- Address:              |      |

|- Telephone:             |      |- Telephone:            |      |

|- Fax:                   |      |- Fax:                  |      |

|- E-mail address:        |      |- E-mail address:       |      |

|                         |      |- The Investigator      |      |

|                         |      |responsible for         |      |

|                         |      |submissioin of          |      |

|                         |      |application:            |      |

|                         |      |- Research coordinator  | ---  |

|                         |      |(for multi-center       | | |  |

|                         |      |trials, if applicable)  | ---  |

|                         |      |- Responsible           | ---  |

|                         |      |investigator(for the    | | |  |

|                         |      |trial conducted at a    | ---  |

|                         |      |single clinical site)   |      |

|                         |      |If the application to   |      |

|                         |      |the Ethics Committee    |      |

|                         |      |is submitted by the     |      |

|                         |      |investigator, please,   |      |

|                         |      |indicate the following: |      |

|                         |      |- Full name:            |      |

|                         |      |- Residence address:    |      |

|                         |      |- Telephone:            |      |

|                         |      |- Fax:                  |      |

|                         |      |- E-mail address:       |      |

------------------------------------------------------------------

     D. INFORMATION ON THE INVESTIGATIONAL MEDICINAL PRODUCT (PRODUCTS) USED IN THE TRIAL: THE MEDICINAL PRODUCT IS INVESTIGATED OR USED AS A COMPARATOR  
This section requires providing information prior to the conduct of procedures that are specific for the clinical trial (procedures to ensure the blind nature of the trial, the packaging and labeling of the investigational product specially designed for the trial) for each ‘unpackaged product’ irrespective of the fact whether such product is one to be investigated, or it is a comparator.  
The section E should provide information concerning the placebo (if essential). If for the conduct of the trial, a number of investigational medicinal products are planned to be administered, please, use additional pages and assign a sequence number to each investigational medicinal product. The information should be provided for each investigational medicinal product; accordingly, if the investigational medicinal product is a compound, the information on each active substance within its composition should be provided. 
------------------------------------------------------------------

|Indicate what of the abovementioned is described below, then, if|

|necessary, repeat information on each numbered investigational  |

|medicinal product that will be used in the trial                |

|please, assign sequence number starting from 1):                |

|----------------------------------------------------------------|

|The information regarding the investigational medicinal product |

|by the number: (........)                                       |

|                                           ---                  |

|The medicinal product to be investigated   | |                  |

|                                           ---                  |

|                                           ---                  |

|The medicinal product used as the          | |                  |

|comparator drug                            ---                  |

------------------------------------------------------------------

     D.1. THE STATUS OF THE INVESTIGATIONAL MEDICINAL PRODUCT IN THE CLINICAL TRIAL
------------------------------------------------------------------

|D.1(a) Is registration  | Yes | No  |If ‘Yes’, please, indicate |

|certificate             |     |     |the following information  |

|available for the       |     |     |---------------------------|

|medicinal product:      |     |     | Trade  |  Name   |Number  |

|                        |     |     | name   |of the   |of re-  |

|                        |     |     |      4 | certifi-|gistra- |

|                        |     |     |        | cate’s  |tion 4  |

|                        |     |     |        | owner4  |certifi-|

|                        |     |     |        |         |cate    |

|------------------------+-----+-----+--------+---------+--------|

|- in Ukraine            | --- | --- |        |         |        |

|                        | | | | | | |        |         |        |

|                        | --- | --- |        |         |        |

|------------------------+-----+-----+--------+---------+--------|

|- in another country.   | --- | --- |        |         |        |

|If the answer is “Yes’, | | | | | | |        |         |        |

|indicate the country:   | --- | --- |        |         |        |

------------------------------------------------------------------

---------------

     4

This information is available in the Summary of the medicinal product.

------------------------------------------------------------------

|D.1(b) The cases when the investigational product  | Yes |  No  |

|to be used in the clinical trial has the registra- |     |      |

|tion certificate in Ukraine, but, in accordance    |     |      |

|with the protocol, the use of any other brand of   |     |      |

|the investigational medicinal product that has the |     |      |

|registration certificate in Ukraine is possible,   |     |      |

|and it is not possible to clearly identify the     |     |      |

|investigational medicinal product prior to the     |     |      |

|start of the clinical trial:                       |     |      |

|---------------------------------------------------+-----+------|

|In the protocol – is the pharmacotherapy indicated | --- |  --- |

|by the active substance only?                      | | | |  | | |

|                                                   | --- |  --- |

|- if ‘Yes’, please, go to sub section D.2.         |     |      |

|---------------------------------------------------+-----+------|

|In the protocol – the regimens of the pharmacothe- | --- |  --- |

|rapy allow the use of various combinations that are| | | |  | | |

|available in the market of medicinal products that | --- |  --- |

|are used in a number of or all the clinical sites  |     |      |

|- if ‘Yes’, please, go to section D.2.             |     |      |

|---------------------------------------------------+-----+------|

|The products that will be used as investigational  | --- |  --- |

|medicinal products, are presented by their         | | | |  | | |

|ATC system group classification                    | --- |  --- |

|- if ‘Yes’, please, indicate ATC group(the third   |     |      |

|or higher level that can be determined for the     |     |      |

|product) by using the appropriate field for the    |     |      |

|accepted АТС code in the section D.2 of this form  |     |      |

|---------------------------------------------------+-----+------|

|                                                   | --- |  --- |

|Other:                                             | | | |  | | |

|                                                   | --- |  --- |

|- if ‘Yes’, please, indicate in detail:            |     |      |

------------------------------------------------------------------

------------------------------------------------------------------

|Whether the clinical trials with the use of this medicinal      |

|product have been approved before?                              |

|                                                     ---    --- |

|                                                 Yes | | No | | |

|                                                     ---    --- |

------------------------------------------------------------------

------------------------------------------------------------------

|Whether this investigational medicinal product indicated for use|

|by these prescriptions, has been identified as the product for  |

|the treatment of rare diseases?                                 |

|                                                                |

|                                                     ---    --- |

|                                                 Yes | | No | | |

|                                                     ---    --- |

|If ‘Yes’, please, indicate the number assigned to it as the     |

|                              5                                 |

|product for the treatment of rare diseases:                     |

------------------------------------------------------------------

---------------

     5

In accordance with the database of the European Union of the medicinal products for the treatment of rare diseases
(Directive (ЕU)                     N                     141/2000

http://pharmacos.eudra.org/F2/register/orphreg.htm or another international database (please, indicate which). 
     D.2. THE DESCRIPTION OF THE INVESTIGATIONAL MEDICINAL PRODUCT
------------------------------------------------------------------

|                        6                                       |

|Name of the medicinal product:                                  |

|                                     7                          |

|Code of the medicinal product (if available):                   |
|                                                                |

|Name of each active substance (international non-proprietary    |

|name or suggested international non-proprietary name, if        |

|available, please,indicate whether it is suggested or approved):|

|                                                                |

|Other names of each active substance (CAS (Chemical abstracts   |

|service) number, code (-s) assigned by the sponsor, other       |

|descriptive names etc.: please, indicate all the known):        |

|                                     8                          |

|АТС code if officially registered:                              |

|                                                                |

|Pharmaceutical dosage form (please, use standard terminology):  |

|                                                                |

|Route of administration (please, use standard terminology):     |

|                                                                |

|Strength (please, indicate each strength that will be used in   |

|the trial):                                                     |

|                                                                |

|- concentration (numeric value):                                |

|                                                                |

|- unit of concentration:                                        |

|                                                                |

|- type of concentration (please, indicate the appropriate:      |

|”exact numeric value”, “range”, "more than” or “not more than”) |

------------------------------------------------------------------

------------------------------------------------------------------

|Type of the medicinal product                    |       |      |

|----------------------------------------------------------------|

|The investigational medicinal product contains the active       |

|substance of:                                                   |

|                                                   ---     ---  |

|- chemical origin?                             Yes | |  No | |  |

|                                                   ---     ---  |

|                                           9       ---     ---  |

|- biological/biotechnical origin?              Yes | |  No | |  |

|                                                   ---     ---  |

|This medicinal product is:                                      |

|                                                   ---     ---  |

|1) the medicinal product designed for          Yes | |  No | |  |

|                 9                                 ---     ---  |

|cell therapy?                                                   |

|                                                   ---     ---  |

|2) the medicinal product designed for          Yes | |  No | |  |

|       9                                           ---     ---  |

|gene therapy?                                                   |

|                                                   ---     ---  |

|3) radiopharmaceutical medicinal product?      Yes | |  No | |  |

|                                                   ---     ---  |

|                                   9               ---     ---  |

|4) immunological medicinal product?            Yes | |  No | |  |

|                                                   ---     ---  |

|                                                   ---     ---  |

|5) medicinal product of vegetable origin?      Yes | |  No | |  |

|                                                   ---     ---  |

|                                                   ---     ---  |

|6) homeopatic medicinal product?               Yes | |  No | |  |

|                                                   ---     ---  |

|                                                   ---     ---  |

|7) medicinal product containing genetically    Yes | |  No | |  |

|                      9                            ---     ---  |

|modified organisms ?                                            |

|                                                                |

|If ‘Yes’, please indicate if                                    |

|                                                                |

|- the approval has been obtained for the           ---     ---  |

|”limited” use or release into the environment  Yes | |  No | |  |

|of this product?                                   ---     ---  |

|                                                   ---     ---  |

|- or the approval is pending review?           Yes | |  No | |  |

|                                                   ---     ---  |

|                                                   ---     ---  |

|8) this is another medicinal product?          Yes | |  No | |  |

|                                                   ---     ---  |

|If ‘Yes’, please, indicate which:                               |

------------------------------------------------------------------

---------------

     6

If the trade name is not available, the name used by the sponsor used for the identification of the medicinal product in the clinical trial documentation (the protocol, the investigator’s brochure etc.)should be applied.  
     7

If the trade name is not available, this is the code assigned by the sponsor, being the name used by the sponsor for the identification of the medicinal product in the clinical trial documentation. This code can be used in the event of a combination of medicinal products or medicinal products and products of medicinal use. 
     8

      Indicated in the Summary of the medicinal product.

     9

      Please, also fill in sections D.3, D.4 or D.5.

     D.3. THE INVESTIGATIONAL MEDICINAL PRODUCTS OF BIOLOGICAL OR BIOTECHNOLOGICAL ORIGIN 
------------------------------------------------------------------

|                     Type of medicinal product                  |

|----------------------------------------------------------------|

|                                                   ---      --- |

|- extract                                      Yes | |   No | | |

|                                                   ---      --- |

|                                                   ---      --- |

|- recombinatory                                Yes | |   No | | |

|                                                   ---      --- |

|                                                   ---      --- |

|- contains genetically modified organisms      Yes | |   No | | |

|                                                   ---      --- |

|                                                   ---      --- |

|- blood product or blood plasma product        Yes | |   No | | |

|                                                   ---      --- |

|                                                   ---      --- |

|- other                                        Yes | |   No | | |

|                                                   ---      --- |

|If other, please, indicate:                                     |

------------------------------------------------------------------

     D.4. THE INVESTIGATIONAL MEDICINAL PRODUCT DESIGNED FOR SOMATIC CELL THERAPY(GENETICALLY NON-MODIFIED)

------------------------------------------------------------------

|                       Cell origin                              |

|----------------------------------------------------------------|

|                                                   ---      --- |

|- autologic                                    Yes | |   No | | |                                                   ---      --- |

|                                                   ---      --- |

|- аllogenic                                    Yes | |   No | | |                                                   ---      --- |

|                                                   ---      --- |

|- xenogenic                                    Yes | |   No | | |                                                   ---      --- |

|                                                                |

|If ‘Yes’, please, indicate from which biological type the cells |

|have been obtained:                                             |

------------------------------------------------------------------

------------------------------------------------------------------

|                           Type of cells                        |

|----------------------------------------------------------------|

|                                                   ---      --- |

|- stem cells                                   Yes | |   No | | |                                                   
|                                                   ---      --- |

|                                                   ---      --- |

|- differential cells                           Yes | |   No | | |                                                   |                                                   ---      --- |

If ‘Yes’, please, indicate the type of cells (ceratinocytes,     |

|fibroblasts, chondrocytes, etc..):                              |

|                                                   ---      --- |

|- other:                                       Yes | |   No | | |                                                   |                                                   ---      --- |

|If ‘other’, please, indicate which cells:                      |

------------------------------------------------------------------

     D.5. THE INVESTIGATIONAL MEDICINAL PRODUCTS DESIGNED FOR GENETIC
THERAPY
------------------------------------------------------------------

|The gene (-s) applied:                                          |

------------------------------------------------------------------

------------------------------------------------------------------

|                        ---                              ---    |

|Genetic therapy in vivo:| |   Genetic therapy ex vivo:   | |    |

|                        ---                              ---    |

------------------------------------------------------------------

------------------------------------------------------------------

| The type of medicinal product used for gene transfer           |

|----------------------------------------------------------------|

|                                                   ---      --- |

|- Nucleic acid (e.g., plasmid):                Yes | |   No | | |                                                   |                                                   ---      --- |

|If ‘Yes’, please, indicate                                      |

|                                                   ---      --- |

|- pure:                                        Yes | |   No | | |                                                   |                                                   ---      --- |

|                                                   ---      --- |

|- in the compound:                             Yes | |   No | | |                                                   |                                                   ---      --- |

|                                                   ---      --- |

|- Virus carried:                               Yes | |   No | | |                                                   |                                                   ---      --- |

|If ‘Yes’, please, indicate the type: adenovirus,                |

|retrovirus, adenoassociated virus, etc.:                        |

|                                                   ---      --- |

|- other:                                       Yes | |   No | | |                                                   
|                                                   ---      --- |

|If ‘other’/ please, indicate which:                             |

------------------------------------------------------------------

     E. THE INFORMATION CONCERNING PLACEBO (if more than one is used, please, repeat the information for each)
------------------------------------------------------------------

|                                                   ---      --- |

|The placebo is used:                   Yes | |   No | | |                                                   
|                                                   ---      --- |

|----------------------------------------------------------------|

|Information concerning the placebo under # (.........)          |

|----------------------------------------------------------------|

|For which investigational medicinal product the placebo is used?|

|(please, indicate number (s) of investigational product from the|

|section D):                                                     |

|Pharmaceutical dosage form:                                     |

|Route of administration:                                        |

|Composition, without considering the active substance (-es):    |

|                                                                |           
|                                                   ---      --- |

|- identical to the investigational product?    Yes | |   No | | |                                                   
|                                                   ---      --- |

|                                                                |

|- if ‘Yes’, please, indicate the main ingredients:              |

------------------------------------------------------------------

     F. INFORMATION ON THE MANUFACTURING SITE RESPONSIBLE FOR THE PRODUCTION OF THE INVESTIGATIONAL MEDICINAL PRODUCT 
This section applies to the investigational medicinal product and the comparator drug, especially prepared for the use in the clinical trial (manufactured, randomized, packaged, and labeled). If a number of manufacturing sites or a number of investigational medicinal products are available, please, use additional pages and indicate for each investigational medicinal product a number, specified in the section D or in the section E (the placebo) and indicate which product is manufactured at which site. 
------------------------------------------------------------------

|Who is responsible for the manufacturing of the ready-made      |

|investigational medicinal product for the clinical trial        |

|please, specify the appropriate information):                                                     |

|This manufacturing site is responsible for the production of    |

|the following investigational medicinal product (please,        |

|indicate the number (s))specified in the section D for the      |

|investigational medicinal product, and in section E for         |

|placebo):. . . . . . .                                          |  
|----------------------------------------------------------------|

|                                                   ---          |

|- Manufacturer                                     | |          |

|                                                   ---          |

|                                                   ---          |

|- Importer                                         | |          |

|                                                   ---          |

|                                                   ---          |

|- Manufacturer and importer                        | |          |

|                                                   ---          |

|----------------------------------------------------------------|

|- Name of the institution:                                      |
|- Address:                                                      |

|                                                                |

|- Please, indicate the license registration number of the       |

|manufacturer or the importer:                                   |                                         |                                                                |
|                                                                |

|If license is not available, please state the reason:           |

|                                                   ---      --- |

|Has this manufacturing site been audited       Yes | |   No | | |                                                   |by the regulatory authorities?                     ---      --- |

|                                                                |

|If ‘Yes’, please, indicate the authority, and state the date    |

|of the last inspection audit:                                                      |

------------------------------------------------------------------

     G. GENERAL INFORMATION ABOUT THE TRIAL
------------------------------------------------------------------

|        Investigated abnormal condition or the disease          |

|----------------------------------------------------------------|

|Please, indicate the abnormal condition (in a free format):     |

|                                                                |

|The code in accordance with the International Classification of |

|               10                                               |

|diseases (ICD-10)  :                                            |

|                                     11                         |

|The code in accordance MedDRA classification:                   |

|                                                                |

|                              12                   ---      --- |

|Has the disease been classified as rare?       Yes | |   No | | |                                                   
|                                                   ---      --- |

------------------------------------------------------------------

---------------
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       Source: World Health Organization.
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       The information in accordance with the ICD-10 and MedDRA

(Medical Dictionary for Regulatory Activities)classifications should be

indicated at option. If both classification codes are available, only one of them can be indicated; in this case it is recommended to indicate the code with MedDRA classification. 
     12

       The provisions that should be taken into consideration in the calculation and reporting concerning the advance and the abnormal condition with the purpose of assigning the status to the product prescribed for the treatment of rare diseases: COM/436/01 (www.int/htms/comp/orphaapp.htm).
------------------------------------------------------------------

|The trial objective                                             |

|----------------------------------------------------------------|

|The primary objective:                                          |

|The secondary objective:                                        |

------------------------------------------------------------------

------------------------------------------------------------------

|Main inclusion criteria (please, indicate the most important)   |

|----------------------------------------------------------------|

|                                                                |

------------------------------------------------------------------

------------------------------------------------------------------

|Main non-inclusion criteria (please,indicate the most important)|

|----------------------------------------------------------------|

|                                                                |

------------------------------------------------------------------

------------------------------------------------------------------

|Primary end point (s):                                          |

|----------------------------------------------------------------|

|                                                                |

------------------------------------------------------------------

------------------------------------------------------------------

|The trial range, - please, indicate all the appropriate         |

|----------------------------------------------------------------|

|                                                   ---          |

|- Diagnistics                                      | |          |

|                                                   ---          |

|                                                   ---          |

|- Prophylaxis                                      | |          |

|                                                   ---          |

|                                                   ---          |

|- Treatment                                        | |          |

|                                                   ---          |

|                                                   ---          |

|- Safety                                           | |          |

|                                                   ---          |

|                                                   ---          |

|- Efficacy                                         | |          |

|                                                   ---          |

|                                                   ---          |

|- Pharmacokinetics                                 | |          |

|                                                   ---          |

|                                                   ---          |

|- Pharmacodinamics                                 | |          |

|                                                   ---          |

|                                                   ---          |

|- Bioequivalence                                   | |          |

|                                                   ---          |

|                                                   ---          |

|- Dose-dependent effect                            | |          |

|                                                   ---          |

|                                                   ---          |

|- Pharmacogenomics                                 | |          |

|                                                   ---          |

|                                                   ---          |

|- Pharmacoeconomics                                | |          |

|                                                   ---          |

|                                                   ---          |

|- Other                                            | |          |

|                                                   ---          |

|If ‘other’ is indicated, please, clarify:                       |

------------------------------------------------------------------

------------------------------------------------------------------

|---               |---          |---            |---            |

|| |Pharmacological|| | Pilot    || |Confirmatory|| | Trial      |

|---               |---          |---            |---            |

|trial             |therapeutic  |therapeutic    |for therapeutic|

|involving humans  |trial        |trial          |use of the drug|

|(phase I)         |(phase II)   |(phase III)    |(phase IV)     |

|                  |             |               |               |

|Is the study:     |             |               |               |

|---               |             |               |               |

|| | The first     |             |               |               |

|---               |             |               |               |

|administration    |             |               |               |

|of the drug to    |             |               |               |

|humans            |             |               |               |

|---               |             |               |               |

|| | The study     |             |               |               |

|---               |             |               |               |

|of bioequivalence |             |               |               |

|---               |             |               |               |

|| |The comparative|             |               |               |

|---               |             |               |               |

|pharmacodymanical |             |               |               |

|study             |             |               |               |

|----------------------------------------------------------------|

|---                                                             |

|| | Comparative clinical trial (of genetical products)          |

|---                                                             |

|---                                                             |

|| | Other: please, specify the type of the trial:                                          |

|---                                                             |

------------------------------------------------------------------

------------------------------------------------------------------

|                      The trial design                          |

|----------------------------------------------------------------|

|                   ---      ---                                 |

|Randomized:    Yes | |   No | |                                 |

|                   ---      ---                                 |

|                   ---      ---                                 |

|Controlled:    Yes | |   No | |                                 |

|                   ---      ---                                 |

|If ‘Yes’, please, clarify:                                      |

|                                                                |

|                   ---      ---                                 |

|Open-labeled: Yes | |   No | |                                  |

|                   ---      ---                                 |

|                   ---      ---                     ---      ---|

|Simple blind:  Yes | |   No | | Double blind:   Yes | |   No | ||                    

|                    ---      ---                    ---      ---|

|                                                    ---      ---|

|                                Cross-over:     Yes | |   No | ||                                                     

|                                                    ---      ---|

|                              ---      ---                      |

|Parallel-grouped:         Yes | |   No | |                      |

|                              ---      ---                      |

|                              ---      ---                      |

|Other:              Yes | |   No | | If ‘Yes’,please clarify    |   

|                              ---      ---                      |  

|                                                                |

|Please, indicate the comparator drug:                           |

|                                                   ---      --- |

|- other medicinal product (s)                  Yes | |   No | | |                                                        

|                                                   ---      --- |

|                                                   ---      --- |

|- placebo                                      Yes | |   No | | |
|                                                   ---      --- |

|                                                   ---      --- |

|- other                                        Yes | |   No | | |                                                    

|                                                   ---      --- |

|  if ‘Yes’, please, clarify:                                    |

|----------------------------------------------------------------|

|                                   ---      ---                 |

|Single-center                  Yes | |   No | |                 |

|(see also section I):              ---      ---                 |

|                                   ---      ---                 |

|Multi-center                   Yes | |   No | |                 |

|(see also section I):              ---      ---                 |

|                                   ---      ---                 |

|International trial:           Yes | |   No | |                 |

|                                   ---      ---                 |

------------------------------------------------------------------

------------------------------------------------------------------

|Maximum duration of the trial subject’s treatment in accordance |

|with the trial protocol:                                        |

|----------------------------------------------------------------|

|Maximum allowed dose of the investigational medicinal product   |

|(please, clarify: per day or a total dose for the entire trial  | 

|period:                                                         |
------------------------------------------------------------------

------------------------------------------------------------------

|The definition of the timing for the end of the trial and       |

|justifications in case when this is not the final visit of the  |

|last                                                            |

                             13                                 |

|participating in the trial:                                    |

|----------------------------------------------------------------|

|                                                       14       |

|Primary estimate of the trial duration (in years and months):   |

|                                                                |

|- in Ukraine                         years         months       |

|                                                                |

|- in all other countries,                                       |

|where the trial is conducted         years         months       |
------------------------------------------------------------------

---------------
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       If not specified in the protocol.
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       From the time the of the enrollment of the first trial subject to the last visit of the last trial subject.

     H. GROUPS OF TRIAL SUBJECTS
------------------------------------------------------------------

|Age range:                                                      |

|----------------------------------------------------------------|

|---                              |---          |---             |

|| | Below 18 years of age        || | Adults   || | Elderly     |

|---                              |---          |---             |

|If ‘Yes’, please, clarify:       |(18-65 years)|(> 65 years)    |

| ---                             |             |                |

| | | Pre-natal                   |             |                |

| ---                             |             |                |

| --- Premature babies            |             |                |

| | | (born at pregnancy term of  |             |                |

| ---  <= 37 weeks)               |             |                |

|                                 |             |                |

| ---                             |             |                |

| | | Newborns                    |             |                |

| --- (0-27th day of life)         |             |                |

| ---                             |             |                |

| | | Newborns                    |             |                |

| --- (28th day if life-24 months  |             |                |

| ---                             |             |                |

| | | Children (2-11 years)       |             |                |

| ---                             |             |                |

| ---                             |             |                |

| | | Other minors (12-16 years   |             |                |

| ---                             |             |                |

| ---                             |             |                |

| | | The underaged (16-18 years  |             |                |

| ---                             |             |                |

|----------------------------------------------------------------|

|Gender:                                                         |

|----------------------------------------------------------------|

| ---                                   ---                      |

| | | Female                            | | Male                 |

| ---                                   ---                      |

------------------------------------------------------------------

------------------------------------------------------------------

|Groups of trial subjects                                        |

|----------------------------------------------------------------|

|                                                   ---      --- |

|Healthy volunteers                             Yes | |   No | | |

|                                                   ---      --- |

|                                                   ---      --- |

|Patients                                       Yes | |   No | | |
|                                                   ---      --- |

|Specially vulnerable groups of trial subjects                   |

|                                                   ---      --- |

|- women of childbearing potential              Yes | |   No | | |
|                                                   ---      --- |

|                                                   ---      --- |

|- pregnant women                               Yes | |   No | | |
|                                                   ---      --- |

|                                                   ---      --- |

|- breast-feeding women                         Yes | |   No | | |
|                                                   ---      --- |

|                                                   ---      --- |

|- trial subjects in critical condition         Yes | |   No | | |
|                                                   ---      --- |

|- trial subjects incapable of providing            ---      --- |

|personal informed consent for                  Yes | |   No | | |
|participation in the trial                         ---      --- |

|                                      If ‘Yes’, please, clarify:|

|                                                   ---      --- |

|- other                                        Yes | |   No | | |
|                                                   ---      --- |

|                                      If ‘Yes’, please, clarify:|
------------------------------------------------------------------

------------------------------------------------------------------

|Scheduled number of subjects to be enrolled into the trial:     |

|- in Ukraine                                                    |

|For the international trial:                                    |

|- for the whole clinical trial                                  |

------------------------------------------------------------------

------------------------------------------------------------------

|Scheduled treatment or follow up of the subjects who completed  |

|                     15                                         |

|their participation in the trial (if different from the         |

|estimated routine treatment for this abnormal condition):       |

|----------------------------------------------------------------|

|Please, clarify:                                                |

------------------------------------------------------------------

---------------
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       If not specified earlier in the protocol. 
     I. PROPOSED CLINICAL SITES IN UKRAINE
------------------------------------------------------------------

|I.1. Clinical site, responsible investigator (for a single-site |

|trial) and/or research coordinator (for multi-center trial)     |

|(see comments in the section С2)                                |

|----------------------------------------------------------------|

|  Name and address of the     |  Responsible investigator or    |

|        clinical site         |      research coordinator       |

|------------------------------+---------------------------------|

|                              |       Full name   |Qualification|

------------------------------------------------------------------

------------------------------------------------------------------

|I.2. Responsible investigators (for multi-center trial;         |

|if necessary, please use other forms)                           |

|----------------------------------------------------------------|

| Name and address of the      |  Responsible investigator       |

|        clinical site         |                                 |

|                              |---------------------------------|

|                              |       Full name   |Qualification|

------------------------------------------------------------------

------------------------------------------------------------------

|I.3. Centralized facilities that will be used for the conduct of|

|clinical trial                                                  |

|(the laboratory or other facilities), where the main assessment |

|criteria will be centrally measured or evaluated (if a number of|

|institutions is available, please, complete information for all |

|of them)                                                        |

|----------------------------------------------------------------|

|Institution:                                                    |

|Full name of the contact person:                                |

|Address:                                                        |

|Telephone:                                                      |

|Responsibilities to be fulfilled according to the subcontract:  |

------------------------------------------------------------------

------------------------------------------------------------------

|I.4. Institutions to which the sponsor or its official          |

|representative has delegated its responsibilities and functions |

|associated with the conduct of the trial (if a number of|

|institutions is available, please, complete information for all |

|of them)                                                        |

|----------------------------------------------------------------|

|Has the sponsor or its official representative delegated any of |

|the main or all of its responsibilities and functions           |

|associated with the conduct of the trial to other institution or|

|a third party?                                                  |

|----------------------------------------------------------------|

|                                                   ---      --- |

|                                               Yes | |   No | | |

|                                                   ---      --- |

|If ‘Yes’, please, clarify:                                      |

|The institution:                                                |

|Full name of the contact person:                                |

|Address:                                                        |

|Telephone:                                                      |

|Responsibilities/functions fulfilled according to the           |

|subcontract:                                                    |

------------------------------------------------------------------

     J. THE SPC OF MOH OF UKRAINE/THE ETHICS COMMITTEE IN UKRAINE
------------------------------------------------------------------

|If this application is addressed to the SPC of MoH of Ukraine,  |

|please, indicate the box "The Ethics Committee” and provide     |

|information on the Ethics Committee appropriate to the trial,   |

|and vice versa.                                                 |

|----------------------------------------------------------------|

|                                             ---                |

|The SPC of MoH of Ukraine                    | |                |

|                                             ---                |

|                                             ---                |

|The Ethics Committee                         | |                |

|                                             ---                |

|----------------------------------------------------------------|

|The name and the address:                                       |

|The date of the documents submission:                           |

|                              ---               ---             |

|Conclusion/approval:          | | will be       | | pending     |

|                              --- inquired     --- review       |

|                              ---                               |

|                              | | issued                        |

|                              ---                               |

|If the conclusion/approval                                      |

|has been issued, please indicate: The Date of the conclusion/   |

|                                  approval                      |    

|                ---                                             |

|                | | permitted/approved:                         |

|                ---                                             |

|                ---                                             |

|                | | not permitted/not approved.                 |

|                ---                                             |

|                        If not permitted/not approved,          |

|                        please, indicate:                       |

|                        - the reasons                           |

|                        - possible date of repeated application |

------------------------------------------------------------------

     K. CHECK LIST OF INFORMATION ATTACHED TO THE APPLICATION FORM 
------------------------------------------------------------------

|The information required by the SPC of MoH of Ukraine (SPC)and  |

|the Ethics Committee (EC) of Ukraine, in accordance with par.   |

|4.1 and sub par. 5.2. of these Procedures                                       |

|----------------------------------------------------------------|

|    |   16|                                                     |

| EC |SPC  |                                                     |

|----------------------------------------------------------------|

|---   ---                                                       |

|| |   | |  The supplementary letter                             |

|---   ---                                                       |

|---   ---                                                       |

|| |   | |  The established application form                     |

|---   ---                                                       |

|----------------------------------------------------------------|

|---   ---                                                       |

|| |   | |  Written confirmation for obtaining the EudraCT       |

|---   ---  number (if applicable)                               |

|                                                                |

|---   ---                                                       |

|| |   | |  The protocol with all the current amendments         |

|---   ---                                                       |

|---   ---                                                       |

|| |   | |  The investigator’s brochure or the equivalent        |

|---   ---  document                                             |

|---   ---                                                       |

|| |   | |  The investigational medicinal product dossier        |

|---   ---                                                       |

|---   ---                                                       |

|| |   | |  The abridged dossier of the investigational medicinal|

|---   ---  product (for the investigated medicinal products)    |

|---   ---                                                       |

|| |   | |  The summary of the medicinal product (for medicinal  |

|---   ---  products registered in Ukraine)                      |

|      ---                                                       |

|      | |  The Case Report form (except for international       |

|      ---  clinical trials)                                     |

|---   ---                                                       |

|| |   | |  The copy of the Ethics Committee conclusion          |

|---   ---  (if available)                                       |

|---   ---  the Power of Attorney issued by the sponsor with     |
|| |   | |  clearly defined authorities (in case when the        |

|---   ---  sponsor is not the customer)                                             |

|----------------------------------------------------------------|

|ADDITIONAL INFORMATION FOR SPECIAL SITUATIONS                   |

|----------------------------------------------------------------|

|      --- The copy of the permission for the restricted use     |

|      | | and the expected release into the environment of      |

|      --- genetically modified organisms (is applicable and     |

|          available)                                            |

|----------------------------------------------------------------|

|Information for the trial subjects                              |

|----------------------------------------------------------------|

|---   --- The subject information sheet and informed consent    |

|| |   | | form                                                  |

|---   ---                                                       |

|---   --- Other written information for the trial subject       |

|| |   | | (diary, questionnaires, subject cards, etc., please   |

|---   --- list the appropriate items):                          |

|---                                                             |

|| |       Activities for the recruitment of the trial subjects  |

|---                                                             |

|----------------------------------------------------------------|

|Information regarding the protocol                              |

|----------------------------------------------------------------|

|---   ---                                                       |

|| |   | | The summary of the protocol                           |

|---   ---                                                       |

|---   ---                                                       |

|| |   | | Expert evaluation of the clinical trial (if available)|

|---   ---                                                       |

|---                                                             |

|| |       Ethical evaluation of the trial performed by the      |

|---       responsible investigator/research coordinator         |

|                                                                |

|---       Signed and dated current versions of professional     |

|| |       curriculum vitae of responsible investigators at each |

|---       clinical site                                         |

|----------------------------------------------------------------|

|Information regarding the investigational medicinal product     |

|----------------------------------------------------------------|

|---   ---                                                       |

|| |   | | Labeling sample with information on the product in    |

|---   --- acceptable language                                   |

|                                                                |

|---   --- Appropriate authorizations relating to the trial or   |

|| |   | | to the products that have special characteristics (if |

|          available)                                            |    

|---   --- for instance, genetically modified microorganisms,    |

|          radiopharmaceutical products                          |

|      ---                                                       |

|      | | TSE certificate (if necessary)                        |

|      ---                                                       |

|---   --- Certificates of analysis of the investigational       |

|| |   | | medicinal product (s)                                 |

|---   ---                                                       |

|          If the investigational medicinal product is           |

|          manufactured outside Ukraine                          |

|                                                                |

|---   --- Written confirmation that the work at the             |

|| |   | | manufacturing site is performed in compliance with    |

|---   --- the principles of Good Manufacturing Practice (GMP)or |

|          equivalent to them                                    |

|                                                                |

|          If the investigational medicinal product is           |

|          manufactured in Ukraine                               |

|      ---                                                       |

|      | | the copy of the manufacturing license indicating the  |

|      --- field of activities of the license;                   |

|      ---                                                       |

|      | | Information concerning the manufacturing site of the  |

|      --- medicinal product provided for clinical trial         |

|      ---                                                       |

|      | | The certificate of origin of the medicinal product    |

|      ---                                                       |

|      --- Information on the manufacturing (production)         |

|      | | technology of the medicinal product and the           |

|      --- documentation of the manufacturing quality control    |

|          of the medicinal product;                             |

|                                                                |

|---   --- Written confirmation that the work at the             |

|| |   | | manufacturing site is performed in compliance with    |

|---   --- the principles of Good Manufacturing Practice (GMP)or |

|          equivalent to them                                    |

|----------------------------------------------------------------|

|In case the clinical site is not in the Ministry of Public      |

|Health of Ukraine’s approved list of medical health institutions|

|authorized to conduct clinical trials, and one-time inclusion   |

|for the conduct of clinical trials is planned:                  |                                

|----------------------------------------------------------------|

|---   --- A free format letter of application by the responsible|

|| |   | | investigator concerning the inclusion of the clinical |

|---   --- site into the conduct of the clinical trial           |

|---   ---                                                       |

|| |   | | the attestation card of the clinical site             |

|---   ---                                                       |

|---   ---                                                       |

|| |   | | Signed and dated valid versions of professional       |

|---   --- curriculum vitae of the investigators                 |

|----------------------------------------------------------------|

|Information concerning the funding                              |

|----------------------------------------------------------------|

|---   --- The document acknowledging the life and health        |

|| |   | | insurance of patients (healthy volunteers)            |

|---   ---                                                       |

|---   ---                                                       |

|| |   | | Other documents                                       |

|---   ---                                                       |

------------------------------------------------------------------

     L. THE SIGNATURE OF THE APPLICANT IN UKRAINE
------------------------------------------------------------------

|I, the undersigned, herewith confirm/confirm on behalf of the   |

|sponsor that (please, cross out the inappropriate information): |               
|- the information presented in this application is correct;     |

|- the trial will be conducted in accordance with the protocol,  |

|  national legislation and the principles of good medical       |

|  practice;                                                     |

|- believe that the conduct of this clinical trial is justified; |

|- not later than 1 year following the completion of the trial   |

|  (in all the countries, - for an international trial)          |
|  I pledge to submit a final report for this trial to the SPC of|

|  MoH of Ukraine and to the appropriate Ethics Committee;       |

|- pledge to notify the SPC of MoH of Ukraine and the Ethics     |

|                                        17                      |

|  Committee on the actual date for the start of the trial as    |

|  soon as it becomes known.                                     |

|----------------------------------------------------------------|

|The applicant submitting the  |The applicant submitting the     |

|application to the SPC of MoH |application to the Ethics        |

|of Ukraine                    |Committee                        |

|                              |                                 |

|Date:                         |Date:                            |

|                              |                                 |

|Signature:                    |Signature:                       |

|                              |                                 |

|Full name, in print:          |Full name, in print:             |

------------------------------------------------------------------

---------------
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       Please, indicate all the appropriate clinics in order to present

Information provided to the appropriate Ethics Committee and the SPC of

The MoH of Ukraine.
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       The inclusion of the first patient into the trial in Ukraine (the start of the trial shall be the moment the patient puts his/her signature in the informed consent form.
V.T.Chumak

Director,

State Pharmacological Center,

Ministry of Public Health of Ukraine

Appendix 5

to par. 4.1.3 

of the Procedures for the conduct of clinical trials of the medicinal products and the expertise of the clinical trials     

materials 

THE STRUCTURE
of the clinical trial protocol
     The contents of the clinical trial protocol include the following sections. Some of the sections presented below may be the integral part of other protocol-referenced documents such as the investigator's brochure.

                      1. General information
     1.1. The title of the trial, the trial protocol code, date. Any relevant amendments to the protocol, their number and date of issue should be indicated. 
     1.2. The information on the customer and the last name of the representative of the customer (monitor), and their addresses and contact telephone numbers (if different). 
     1.3. The last name and the position of the person who signs the protocol and the amendments to it, on the part of the customer. 
     1.4. The last name, position, residence address and contact telephones of the medical specialist responsible for the conduct of the trial on the part of the customer. 
     1.5. The last name and the position of the head of the clinical trial, the responsible investigator. The address and the telephone of the medical health institution (the clinical site or clinical sites). 
     1.6. The last name, the position and the telephone number of the head of the medical health institution responsible for medical decisions at the clinical  site (if this person is not the investigator). 
     1.7. The name and the address of clinical laboratories and other clinical, diagnostical departments and/or other medical institutions that participate in the trial. 
                  2. Rationale of the trial
     2.1. Name and description of the investigational medicinal product. 
     2.2. A summary of findings from non-clinical studies that potentially have clinical significance and from clinical trials that are essential to this trial.

     2.3. Summary of the known and potential risks and benefits to trial subjects.

     2.4. Description of and justification for the route of administration, dosage, dosage regimen, and treatment period for the investigational medicinal; product.

     2.5. A statement that the trial will be conducted in compliance with the protocol, GCP, and the applicable regulatory requirements.

     2.6. Description of the subject population. 

     2.7. References to publications and other sources of information used for planning and justification of the clinical trial. 

            3. The objective and purpose of the clinical trial
     3.1. A detailed description of the objectives and the purpose of the trial.

               4. Clinical trial design
     4.1. The scientific justification of the trial and the credibility of the data from the trial depend substantially on the trial design. A description of the trial design should include:
     4.1.1. The primary endpoints and the secondary endpoints, to be measured during the trial.

     4.1.2. A description of the type of the trial to be conducted (e.g., double-blind, placebo controlled, parallel design) and a schematic diagram of the trial design, procedures, and stages of the trial.

     A description of the measures taken to minimize/avoid a systemic error associated with the trial:

     а) randomization;

     б) application of the blinding method (the method when applied, the participants of the clinical trial have no information which of the investigational medicinal products is prescribed to the trial subjects: simple blind method – no information provided to the trial subjects on the treatment assigned to them; double blind method – no information provided on the treatment assigned to the trial subjects, the investigators, the monitors, and in some cases, to the persons who process the data).  
     4.1.3. A description of the investigational medicinal product, its dosage and the dosage regimen. The section also includes a description of the dosage form, packaging, and labeling of the investigational medicinal product.

     4.1.4. The expected duration of subject participation in the clinical trial, and a description of the sequence and duration of all trial periods, including the follow up (if planned). 

     4.2. A description of the conditions of termination or discontinuation for the entire trial, parts of the trial, or the participation of individual trial subjects. 

     4.3. Accountability procedures for the investigational product, including the placebo and the comparator (if planned). 

     4.4. Maintenance of the blind character of the clinical trial and the procedures for breaking of randomization codes.

     4.5. The identification of any data to be recorded directly on the Case Report form of the trial subject (i.e., no prior written or electronic record of data), and to be considered to be source data.

             5. Inclusion and exclusion of subjects into the clinical trial
     5.1. Subject inclusion criteria. 
     5.2. Subject exclusion criteria.

     5.3. Subject withdrawal criteria (i.e., criteria for terminating of  administration of the investigational medicinal product/treatment during the trial) and procedures specifying:

     5.3.1. Circumstances and procedures of withdrawal of subjects from the trial or termination of the administration of investigational medicinal product.

     5.3.2. The listing and timing of the data to be collected for withdrawn trial subjects.

     5.3.3. The methods for replacement of trial subjects.
     5.3.4. The follow up for trial subjects withdrawn from the trial 9or following early termination of the administration of the investigational medicinal product).  
                    6. Treatment of trial subjects

     6.1. For each group of subjects the information on all the medicinal products to be administered, their names, the doses, the dosing schedules, the routes of administration, the treatment periods, including the follow up period for trial should be provided. 
     6.2. Types of treatment/medicinal products permitted (including rescue medication) and not permitted before and/or during the course of the trial.

     6.3. Procedures for monitoring subject compliance.

         7. Assessment of the efficacy of the investigational product
     7.1. Specification of the efficacy parameters.
     7.2. Methods and timing for assessing, recording, and statistical analyzing of the efficacy parameters.

                        8. Assessment of Safety
     8.1. Specification of safety parameters.

     8.2. The methods and timing for assessing, recording, and statistical analyzing of the safety parameters.

     8.3. Requirements for reporting, recording and notifying on the adverse event and intercurrent diseases. 

     8.4. The type and duration of the follow up of trial subjects after the occurrence of negative medical events.

                          9. Statistics
     9.1. A description of all the methods of statistical data processing. The periods of the trial when interim analysis is performed. 
     9.2. The expected number of trial subjects planned to be enrolled. In case of multi-center trials, the number of enrolled trial subjects should be specified for each trial site separately. Reason for choice of sample size, including reflections on or calculations of the statistical power of the trial and clinical significance of deviations.

     9.3. The level of significance to be used.

     9.4. Criteria for the termination of the trial.
     9.5. Procedure for accounting for missing, unused, and spurious data.

     9.6. Procedures for reporting any deviations from the original plan of the statistical analysis (any deviations from the original plan of the statistical analysis should be described and justified in the protocol amendments and/or in the final report).

     9.7. The trial subjects’ categories whose data to be included in the statistical analysis (e.g., all the randomized subjects, all subjects who administered the investigational medicinal product at least once, or all  subjects who meet special criteria to be included into the analysis). 
        10. Direct access to source data/documents

     10.1. The sponsor should ensure that it is specified in the trial protocol or in other written agreement that the investigator/medical institution will permit the trial monitors, auditors, representatives of the Ethics Committee of the medical institution and the Center inspectors the direct access to the source data/documents related to the clinical trial.

            11. Quality Control and Quality Assurance
                  12. Ethical issues
     12.1. Description of ethical considerations relating to the trial.

                 13. Data collection and record keeping

                  14. Financing and Insurance
     14.1. Financing and insurance if not addressed in a separate agreement should be discussed. 

                          15. Publication Policy

     15.1. Publication of the data obtained during the conduct of the clinical trial should be discussed if not addressed in a separate agreement.

                           16. Supplements
NOTE: Since the trial protocol and the clinical trial report are closely related, further relevant information can be found in the ICH Guideline for the “Structure and Content of Clinical Study Reports”.
V.T.Chumak

Director,

State Pharmacological Center,

Ministry of Public Health of Ukraine
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                            THE STRUCTURE 
                        of the investigator’s brochure
     The investigator’s brochure should contain the following parts:
     1. Title page.

     2. Contents of the investigator’s brochure:

     2.1. Table of contents (typical contents).

     2.2. Summary.

     3. Introduction.

     4. Physical, chemical and pharmaceutical properties and the composition of the dosage form. 
     5. Non-clinical studies:

     5.1. Experimental pharmacology.

     5.2. Pharmacokinetics and metabolism of the investigational medicinal product in animals.

     5.3. Toxicology.

     6. Clinical studies.

     6.1. Pharmacokinetics and biotransformation of the investigational medicinal product in humans. 
     6.2. Safety and efficacy.

     6.3. Post-registration experience.

     6.4. Conclusion and recommendations for the investigator. 
     6.5. Appendices (if available). 
V.T.Chumak

Director,

State Pharmacological Center,

Ministry of Public Health of Ukraine
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                              THE DOSSIER
                of the investigational medicinal product
The dossier for the investigational medicinal product should contain information in the extent specified by the appropriate documents approved by the Ministry of Public Health of Ukraine in the following sections: 
The active substance (for medicinal products that contain more than one active substances, the information shall be provided in full regarding each of the substances) *:

     - general information *

     - manufacturing *

     - characteristics *

     - control test of the active substance *

     - standard samples or substances
     - way of packaging/sealing *

     - stability *

     Medicinal product:

     - description and composition of the medicinal product
     - pharmaceutical development
     - manufacturing
     - control test of excipients
     - control test of the medicinal product
     - standard samples and substances
     - way of packaging/sealing 
     - stability
---------------

     * Minimal amount of information to be submitted.

     Supplements:

     facilities
     evaluation of safety concerning foreign microorganisms
     new excipients
     solutions for regeneration and dissolvents
     Non-clinical pharmacological and toxicological data:

     - pharmacodymanics
     - pharmacokinetics
     - toxicology
     Data from clinical studies (if performed):

     - clinical pharmacology
     - clinical pharmacokinetics
     - effect on humans
     - evaluation of benefit and risks
If certain parts of the documents are not included in the materials, it has to be specified in an appropriate letter of the reason for the absence of the information of the appropriate section.  

For the medicinal products of animal origin the following additional information should be provided:

     data concerning the type, age, diet of the animals providing the raw material; 
     data on the nature (category) of the tissue used for the raw material for the manufacturing of the medicinal product, from the point of view of its hazard due to the contents of prions; 
     technological scheme for the processing of the raw material indicating the extragents, temperature regime etc.;   

     control methods of the finished material, including methods of prions detecting in the ready-made product (if necessary). 
V.T.Chumak

Director,

State Pharmacological Center,

Ministry of Public Health of Ukraine
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THE ATTESTATION CARD
of the clinical site of the State Pharmacological Center

with the Ministry of Public Health of Ukraine
     1. The name, address, telephone number and departmental subordination of the medical health institution where the clinical site is located*. Full name of the head of the medical health institution, telephone, fax numbers, e-mail address. 
---------------

     * If the clinical site is located in more than one medical health institution, all the institutions should be indicated, and information should be provided regarding the appropriate agreements indicating the specific medical health institution as the related clinical site. 
     1.1. The name, address and telephone number of the clinical site. 
Full name of the head, telephone, fax numbers, e-mail address. 

------------------------------------------------------------------

|                                                                |

------------------------------------------------------------------

     2. Main clinical research activities:

------------------------------------------------------------------

|                                                                |

------------------------------------------------------------------

     3. Personnel:
------------------------------------------------------------------

|Overall number of employees (permanently working      |         |

|at the clinical site):                                |         |

|------------------------------------------------------+---------|

|research specialists:                                 |         |

|------------------------------------------------------+---------|

|    Doctor of Science                                 |         |

|------------------------------------------------------+---------|

|    Candidate of Science                              |         |

|------------------------------------------------------+---------|

|    no scientific degree                              |         |

|------------------------------------------------------+---------|

|    post-graduate                                     |         |

|------------------------------------------------------+---------|

|doctors                                               |         |

------------------------------------------------------------------

     4. Number of publications prepared by the employees of the clinical site over the last 3 years in the subject of main activities of the clinical site:
------------------------------------------------------------------

|monographs                                            |         |

|------------------------------------------------------+---------|

|articles                                              |         |

|------------------------------------------------------+---------|

|report theses                                         |         |

------------------------------------------------------------------

     5. Bedspace and its characteristics (please, indicate the profile and the number of beds):

------------------------------------------------------------------

|stationary beds                                                 |

|----------------------------------------------------------------|

|                                                      |         |

|----------------------------------------------------------------|

|resuscitation beds                                              |

|----------------------------------------------------------------|

|                                                      |         |

------------------------------------------------------------------

                               ---      ---

     6. Polyclinic availability| | yes; | | no
                               ---      ---

------------------------------------------------------------------

|total number of appointments per shift:               |         |

|------------------------------------------------------+---------|

|number of profile patients per shift:                 |         |

|----------------------------------------------------------------|

|                  ---      ---                                  |

|daytime in-patient| | yea; | | no                               |

|department:       ---      ---                                  |

|                                                      ----------|

|number of beds:                                       |         |

|------------------------------------------------------+---------|

|average number of patients per month:                 |         |

------------------------------------------------------------------

     7. The number of profile patients who can be enrolled into the trial at the same time: 
------------------------------------------------------------------

|in-patient department                                 |         |

|------------------------------------------------------+---------|

|polyclinic                                            |         |

------------------------------------------------------------------

     8. The list of pharmacological groups of the medicinal products that can be studied at the clinical site: 
------------------------------------------------------------------

|                                                                |

------------------------------------------------------------------

     9. The list of the laboratory and clinical and instrumental investigation methods that can be used during the course of the clinical trials (hereinafter, - the CT). 
------------------------------------------------------------------

|                                                                |

------------------------------------------------------------------

     - availability of the accreditation certificate or the certificate of the laboratory (date, #) that will carry out laboratory studies during the CT:

------------------------------------------------------------------

|                                                                |

------------------------------------------------------------------

     10. Availability of facilities:

------------------------------------------------------------------

|Availability of functional imported       |metrological         |

|equipment(name, country, model,year       |control (date        |

|of manufacturing):                        |of the last check)   |

|------------------------------------------+---------------------|

|                                          |                     |

------------------------------------------------------------------

------------------------------------------------------------------

|Availability of functional domestic       |metrological         |

|equipment(name,model,year of              |control (date        |

|manufacturing):                           |of the last check)   |

|------------------------------------------+---------------------|

|                                          |                     |

------------------------------------------------------------------

     - availability of computers and other means of communication
(quantity, models) and the level of the personnel mastering of these means:

------------------------------------------------------------------

|                                                                |

------------------------------------------------------------------

     11. Information on the CT conduct at the clinical site for the last 3 years: 
     - medicinal products of domestic manufacturing
------------------------------------------------------------------

|Name of the medicinal   |Period of the    |Approval by the State|

|product/trial protocol  |CT conduct       |Pharmacological      |

|                        |                 |center with the      |

|                        |                 |Ministry of Public   |

|                        |                 |Health of Ukraine    |

|                        |                 |(SPC of MoH of       |

|                        |                 |Ukraine) for the CT  | 

|                        |                 |conduct (# and date  | 

|                        |                 |of approval)         |  

|------------------------+-----------------+---------------------|

|                        |                 |                     |

------------------------------------------------------------------

     - medicinal products manufactured outside Ukraine
------------------------------------------------------------------

|Name of the medicinal   |Period of the    |Approval by the SPC  |

|product/trial protocol  |CT conduct       |of MoH of Ukraine    |

|                        |                 |for the CT conduct   |

|                        |                 |(# and date of       |

|                        |                 |approval)            |

|------------------------+-----------------+---------------------|

|                        |                 |                     |

------------------------------------------------------------------

     - the conduct of international multicenter CT
------------------------------------------------------------------

|Name of the medicinal   |Period of the    |Approval by the SPC  |

|product/trial protocol  |CT conduct       |of MoH of Ukraine    |

|                        |                 |for the CT conduct   |

|                        |                 |(# and date of       |

|                        |                 |approval)            |

|------------------------+-----------------+---------------------|

|                        |                 |                     |

------------------------------------------------------------------

     12. Availability of facilities (space/premises0 for the storage of CT materials 
------------------------------------------------------------------

|                                                                |

------------------------------------------------------------------

     13. Availability and number of medical, research and supporting personnel trained for the work under the GCP system (please, indicate the place and date of training, availability of confirmatory documentation – certificate) 
------------------------------------------------------------------

|                                                                |

------------------------------------------------------------------

     14. Other information on the activity of the clinical site
------------------------------------------------------------------

|                                                                |

------------------------------------------------------------------

     15. Availability of the local Ethics Committee (date of establishment, # of the protocol) 
------------------------------------------------------------------

|                                                                |

------------------------------------------------------------------

     16. Information on the research specialists of the clinical site (professional curriculum vitae). 
     Signature of the head of the medical health institution     ________________________________

     Signature of the head of the clinical site
_________________________________

 Date ________________

 Seal
V.T.Chumak

Director,

State Pharmacological Center,

Ministry of Public Health of Ukraine
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LETTER OF NOTIFICATION
on the start of the clinical trial in Ukraine
     For internal use: 
------------------------------------------------------------------

|Date received:       |Registration number assigned by the State |

|                     |Pharmacological center with the Ministry  |

|                     |of Public Health of Ukraine (the SPC of   |

|                     |MoH of Ukraine):                          |

|                     |by the Ethics Committee:                  |

------------------------------------------------------------------

     To be completed by the applicant: 
   IDENTIFICATION OF THE CLINICAL TRIAL 
------------------------------------------------------------------

|Coded number of the protocol assigned by the sponsor:           |

|----------------------------------------------------------------|

|EudraCT (if available):                                         |

|----------------------------------------------------------------|

|Full title of the clinical trial:                                |

|                                                                |

|----------------------------------------------------------------|

|The approval by the SPC of MoH of Ukraine received:             |

|Date --/--/-- (DD/ММ/YY)                                        |

|----------------------------------------------------------------|

|The approval by the Ethics Commission received:                 |

|Date --/--/-- (DD/ММ/YY)                                        |

|Name of the Commission:                                         |

|Address:                                                        |

------------------------------------------------------------------

   IDENTIFICATION OF THE APPLICANT (please, indicate the appropriate items)
------------------------------------------------------------------

|Notification on the start   --- |Notification on the start  --- |
|of the trial sent to the SPC| | |of the trial sent to the   | | |

|of the MoH of Ukraine       --- |Ethics Committee           --- |

|--------------------------------+-------------------------------|

|                            --- |                           --- |

|- Sponsor                   | | |- Sponsor                  | | |

|                            --- |                           --- |

|- Official representative   --- |- Official representative  --- |

|  of the sponsor            | | |  of the sponsor           | | |

|                            --- |                           --- |

|                                |                               |

|- individual or institution --- |- individual or institution--- |

|  authorized by the sponsor | | |  authorized by the sponsor| | |

|  to submit such            --- |  to submit such           --- |

|  notification letter           |  notification letter          |

|                                |                               |

|In such case, please, indicate: |In such case, please, indicate:|

|- The institution:              |- The institution:             |

|- Full name of contact person:  |- Full name of contact person: |

|- Address:                      |- Address:                     |

|- Telephone:                    |- Telephone:                   |

|- Fax:                          |- Fax:                         |

|- E-mail address:               |- E-mail address:              |

|                                |- Research coordinator         |

|                                |  (for multi-center trial      |

|                                |- Responsible investigator     |

|                                |  (for the trial conducted at  |

|                                |  a single clinical site       |

|                                |                               |

|                                |If the notification letter is  |

|                                |submitted by the investigator: |

|                                |- Full name:                   |

|                                |- Address:                     |

|                                |- Telephone:                   |

|                                |- Fax:                         |

|                                |- E-mail address:              |

------------------------------------------------------------------

                                                     -------------

                Start of the trial in Ukraine       |(DD/ММ/YY):|

-----------------------------------------------------+-----------|

|The date of the first patient’s enrolment in Ukraine| --/--/--  |

|----------------------------------------------------+-----------|

|                                                    |           |

|----------------------------------------------------------------|

|Please, indicate the clinical site where the first patient      |

|has been enrolled                                               |                                   

|Name:                                                           |

|                                                                |

|Address:                                                        |

|                                                                |

|Responsible investigator:                                       |

------------------------------------------------------------------

------------------------------------------------------------------

|I, the undersigned, herewith certify/certify on behalf of the   |

|sponsor that the information provided is correct.               |

|                                                                |

|----------------------------------------------------------------|

|THE APPLICANT who submits       |THE APPLICANT who submits      |

|notification letter on the start|notification letter on the     |

|of the trial to the SPC of Moh  |start of the trial to the      |

|of Ukraine (as specified on the |Ethics Commission (as specified|

|first page):                    |on the first page):            | 

|                                |                               |

|Date:                           |Date:                          |

|                                |                               |

|Signature:                      |Signature:                     |

|                                |                               |

|Full name, in print:            |Full name, in print:           |
------------------------------------------------------------------

V.T.Chumak

Director,

State Pharmacological Center,

Ministry of Public Health of Ukraine
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THE LIST
of the clinical trial aspects where
 the sponsor may introduce significant amendments
The described below names of the sections are the examples of the clinical trial aspects that may require the introduction of amendments and of which only a few should be reported as significant. There may be other trial aspects the amendments to which can be classified as significant.
     1. Amendments related to the protocol: 
     trial objective;

     trial design;

     informed consent;

     patients enrolment procedure;

     efficacy parameters;

     schedule of sample collection for laboratory tests;

     addition or exclusion of tests or parameters;

     number of trial subjects;

     age range of trial subjects;

     inclusion criteria;

     exclusion criteria;

     monitoring of safety;

     duration of effect of the investigational medicinal product(s);

     dose adjustments of the investigational medicinal product(s);

     replacement of the comparator drug;

     statistical analysis.

     2. Amendments related to the organization of the clinical trial:

     substitution of the responsible investigator or the introduction of new responsible investigators; 
     substitution of the research coordinator; 
     substitution of the clinical site or the inclusion of additional clinical site; 
     substitution of the sponsor or the official representative of the sponsor;

     substitution of the contract research organization responsible for execution of important assignments within the study; 
     substitution of the definition regarding the completion of the trial. 
     3. Amendments related to the investigational medicinal product:

     amendments to the information concerning the quality of the investigational medicinal product related to: 
     changes in the name or the code of the investigational medicinal product;

     the primary packaging material;

     manufacturer (s) of the active substance;

     manufacturing process of the active substance;

     specifications of the active substance;

     manufacturing process of the medicinal product;

     specifications of the medicinal product; 
     specifications of the excipients in the events that can influence the effect of the medicinal product; 
     shelf life, including the shelf life after the first opening and dissolving; 
     significant changes in the composition of the medicinal product; 
     storage conditions; 
     study methods of the active substance; 
     study methods of the medicinal product; 
     study methods of non-pharmacopeia excipients. 
     4. The amendments to the data of non-clinical pharmacological and toxicological studies in the events relating to the ongoing clinical trials (i.e. the change in the risks/benefits ratio assessment). For instance, in relation to: 
     the results of the new pharmacological studies; 
     new interpretation of the ongoing pharmacological studies; 
     the results of the new toxicological studies; 
     new interpretation of the ongoing toxicological studies; 

     the results of the new studies on medication interactions. 
     5. The amendments to the clinical trial, as well as to the data that reflect the experience of the use of the medication in humans that is important for the ongoing trials (i.e. the change in the risks/benefits ratio assessment). For instance, in relation to: 

     the safety related to the clinical trial or the experience in the administration of the investigational medicinal product; 
     the results of the new clinical pharmacological studies; 
     new interpretation of the ongoing clinical pharmacological studies; 
     the results of the new clinical trials; 
     new interpretation of the ongoing clinical studies; 

     new data on the experience in the administration of the investigational medicinal product; 

     new interpretation of the current data concerning the experience in the administration of the investigational medicinal product; 
V.T.Chumak

Director,

State Pharmacological Center,

Ministry of Public Health of Ukraine
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APPLICATION
for obtaining the conclusion by the State Pharmacological Center with the Ministry of Public Health of Ukraine and the approval by the Ethics Committee of significant amendments to the clinical trial materials
     For internal use:
------------------------------------------------------------------

|Date application received:    |Reason for refusal               |

|                              |to process/negative conclusion:  |

|                              |  ---        ---                 |

|                              |available| | N/A | |             |

|                              |  ---        ---                 |

|                              |If ‘available’, please, indicate |

|                              |the date:                        |

|------------------------------+---------------------------------|

|Date of the process start:    |Conclusion/approval:             |

|                              |    ---      ---                 |

|                              |Yes | |   No | |                 |

|                              |    ---      ---                 |

|                              |Date:                            |

|----------------------------------------------------------------|

|Registration number assigned by the State Pharmacological center|

|with the Ministry of Public Health of Ukraine (the SPC of MoH of|

|Ukraine):                                                       |

|by the Ethics Committee:                                        |

------------------------------------------------------------------

     A. To be completed by the applicant: 
This is a general form for obtaining conclusion from the SPC of MoH of Ukraine and the approval from the Ethics Committee. Please, indicate the appropriate purpose in the box below.

------------------------------------------------------------------

|                                                    |    ---    |

|APPLICATION FOR OBTAINING THE CONCLUSION OF THE SPC |    | |    |

|OF MOH OF UKRAINE:                                  |    ---    |

|----------------------------------------------------+-----------|

|                                                    |    ---    |

|APPLICATION FOR OBTAINING THE APPROVAL BY THE ETHICS|    | |    |

|COMMITTEE:                                          |    ---    |

|----------------------------------------------------+-----------|

|NOTIFICATION WITH INFORMATION PURPOSES ONLY TO:     |           |

|                                                    |    ---    |

|- the SPC of MoH of Ukraine                         |    | |    |

|                                                    |    ---    |

|                                                    |    ---    |

|- the Ethics Committee                              |    | |    |

|                                                    |    ---    |

------------------------------------------------------------------

     A1. IDENTIFICATION OF THE TRIAL (if the amendments relate to a number of trials, please, complete the form again as many times as appropriate)
------------------------------------------------------------------

|Full title of the clinical trial:                               |

|----------------------------------------------------------------|

|                                                                |

|----------------------------------------------------------------|

|Coded protocol number assigned by the sponsor, version and date:|

|                                                                |

|----------------------------------------------------------------|

|                                                                |

|----------------------------------------------------------------|

|EudraCT number (if available):                                  |                              
|----------------------------------------------------------------|

|                                                                |

------------------------------------------------------------------

     A2. IDENTIFICATION OF THE AMENDMENT
------------------------------------------------------------------

|Amendments to “the     |      ---      |If this item is marked, |

|protocol”              |      | |      |please, indicate the    |

|                       |      ---      |coded number of the     |

|                       |               |amendment assigned      |

|                       |               |by the sponsor, version |

|                       |               |and date                |  

|-----------------------+---------------+------------------------|

|Corrections to the     |      ---      |If this item is marked, |

|”original application  |      | |      |please, indicate the    |

|for obtaining approval”|      ---      |coded number of the     |

|                       |               |correction, version and |

|                       |               |date                    |

------------------------------------------------------------------

     B. IDENTIFICATION OF THE SPONSOR SUBMITTING THIS APPLICATION
------------------------------------------------------------------

|B1. Sponsor                                                     |

|----------------------------------------------------------------|

|Institution:                                                    |

|----------------------------------------------------------------|

|Full name of the contact person:                                |

|----------------------------------------------------------------|

|Address:                                                        |

|----------------------------------------------------------------|

|Telephone:                                                      |

|----------------------------------------------------------------|

|Fax:                                                            |

|----------------------------------------------------------------|

|E-mail address:                                                 |

------------------------------------------------------------------

------------------------------------------------------------------

|B2. Official representative of the sponsor in Ukraine with      |

|the purpose of conducting this clinical trial (if different from|

|the sponsor)                                                    |

|----------------------------------------------------------------|

|Institution:                                                    |

|----------------------------------------------------------------|

|Full name of the contact person:                                |

|----------------------------------------------------------------|

|Address:                                                        |

|----------------------------------------------------------------|

|Telephone:                                                      |

|----------------------------------------------------------------|

|Fax:                                                            |

|----------------------------------------------------------------|

|E-mail address:                                                 |

------------------------------------------------------------------

     C. IDENTIFICATION OF THE APPLICANT (please, mark the appropriate boxes)
------------------------------------------------------------------

|                         | --- |                          | --- |

|C1. Application to the   | | | |C2. Application to the    | | | |

|SPC of MoH of Ukraine    | --- |Ethics Committee          | --- |

|-------------------------------+--------------------------------|

|                            --- |                           --- |

|- Sponsor                   | | |- Sponsor                  | | |

|                            --- |                           --- |

|- Official representative   --- |- Official representative  --- |

|  of the sponsor            | | |  of the sponsor           | | |

|                            --- |                           --- |

|                                |                               |

|- individual or institution --- |- individual or institution--- |

|  authorized by the sponsor | | |  authorized by the sponsor| | |

|  to submit this            --- |  to submit this           --- |

|  application                   |  application                  |

|                                |                               |

|In such case, please, indicate: |In such case, please, indicate:|

|- The institution:              |- The institution:             |

|- Full name of contact person:  |- Full name of contact person: |

|- Address:                      |- Address:                     |

|- Telephone:                    |- Telephone:                   |

|- Fax:                          |- Fax:                         |

|- E-mail address:               |- E-mail address:              |

|                                |- The investigator responsible |

|                                |for submission this application|

|                                |- Research coordinator         |

|                                |(for multi-center trial        |

|                                |- Responsible investigator     |

|                                |  (for the trial conducted at  |

|                                |  a single clinical site       |

|                                |                               |

|                                |If the application to the      |

|                                |Ethics Committee is submitted  |

|                                |by the investigator, please,   |

|                                |indicate:                      |

|                                |- Full name:                   |

|                                |- Residence address:           |

|                                |- Telephone:                   |

|                                |- Fax:                         |

|                                |- E-mail address:              |

------------------------------------------------------------------

     D. TYPE OF AMENDMENTS (please, mark the appropriate box)
------------------------------------------------------------------

|                                                    ---     --- |

|These changes belong predominantly to the       Yes | |  No | | |

|already accepted emergency activities to ensure     ---     --- |

|safety                                                          |

|                                                                |

|Reasons for the introduction of the amendment:                  |

|                                                    ---     --- |

|  amendments associated with the safety or      Yes | |  No | | |

|  well-being of the trial subjects                  ---     --- |

|                                                    ---     --- |

|  changes in the interpretation of research     Yes | |  No | | |

|  documentation/trial significance                  ---     --- |

|                                                    ---     --- |

|changes in the composition of the               Yes | |  No | | |

|investigational medicinal product(s)               ---     --- |

|                                                    ---     --- |

|changes in the conduct organization or the      Yes | |  No | | |

|management of the trial                             ---     --- |

|                                                                |

|  substitution of inclusion of additional           ---     --- |

|  clinical site, responsible investigator(s),   Yes | |  No | | |

|  research coordinator                              ---     --- |

|                                                    ---     --- |

|  change of the sponsor, its official           Yes | |  No | | |

|  representative, applicant                         ---     --- |

|                                                    ---     --- |

|changes in the distribution of the main         Yes | |  No | | |

|responsibilities in the course of the trial         ---     --- |

|conduct                                                         |

|                                                    ---     --- |

|changes in the distribution of the main         Yes | |  No | | |

|responsibilities in the course of the trial         ---     --- |

|                                                                |

|  if ‘Yes’, please, clarify:                                    |

|                                                    ---     --- |

|other changes                                   Yes | |  No | | |

|                                                    ---     --- |

|  if ‘Yes’, please, clarify:                                    |

|                                                    ---     --- |

|other cases                                     Yes | |  No | | |

|                                                    ---     --- |

|  if ‘Yes’, please, clarify:                                    |

|----------------------------------------------------------------|

|Contents of the amendment:                                      |

|                                                    ---     --- |

|  changes to the information in the             Yes | |  No | | |

|  application form                                  ---     --- |

|                                                    ---     --- |

|  amendments to the protocol                    Yes | |  No | | |

|                                                    ---     --- |

|                                                    ---     --- |

|  changes to other attached documents           Yes | |  No | | |

|                                                    ---     --- |

|  if ‘Yes’, please, clarify:                                    |

|                                                    ---     --- |

|other cases                                     Yes | |  No | | |

|                                                    ---     --- |

|  if ‘Yes’, please, clarify:                                    |

------------------------------------------------------------------

     E. AMENDMENT RATIONALE (in one or two sentences)
     F. SUMMARY OF AMENDMENTS
     G. LIST OF DOCUMENTS ATTACHED TO THE APPLICATION
Please, provide documents related to this notification letter, and/or (in the appropriate cases) clear references to other documents that already have been submitted. Please, provide clear references to all the changes in the sequence order of specific pages and the original and updated texts. Please, indicate the appropriate box (es).   
------------------------------------------------------------------

| ---  |Supplementary letter specifying the type of the amendment|

| | |  |and the reason (s) for its introduction                  |

| ---  |                                                         |

|------+---------------------------------------------------------|

| ---  |                                                         |

| | |  |Summary of the introduced amendment’s rationale          |

| ---  |                                                         |

|------+---------------------------------------------------------|

| ---  |                                                         |

| | |  |List of changed documents (identification, version, date)|

| ---  |                                                         |

|------+---------------------------------------------------------|

| ---  |If can be applied, pages with original and updated       |

| | |  |wording                                                  |

| ---  |                                                         |

|------+---------------------------------------------------------|

| ---  |                                                         |

| | |  |Additional information                                   |

| ---  |                                                         |

|------+---------------------------------------------------------|

| ---  |If can be applied, new version of the file in Word format|

| | |  |and the copy of the original application form with       |

| ---  |indicated changed data                                   |

------------------------------------------------------------------

       THE SIGNATURE AND THE NAME OF THE APPLICANT IN UKRAINE
------------------------------------------------------------------

|I, the undersigned herewith certify/certify on behalf of the    |

|sponsor that (please, cross out the inappropriate):             |

|- the information provided in this application is correct;      |

|- the trial will be conducted in accordance with the protocol,  |

|the national legislation and the principles of good clinical    |

|practice;                                                       |

|- consider that there are reasons to introduce the proposed     |

|changes                                                         |

|----------------------------------------------------------------|

|THE APPLICANT who submits       |THE APPLICANT who submits      |

|this application to the SPC of  |this application to the Ethics |

|MoH of Ukraine (as specified in |Committee (as specified in     |

|the section C1):                |the section C2):               |

|                                |                               |

|Date:                           |Date:                          |

|                                |                               |

|Signature:                      |Signature:                     |

|                                |                               |

|Full name, in print:            |Full name, in print:           |

------------------------------------------------------------------

V.T.Chumak

Director,

State Pharmacological Center,

Ministry of Public Health of Ukraine

Appendix 12

to par. 6.3.1 

of the Procedures for the conduct of clinical trials of the medicinal products and the expertise of the clinical trials     

materials 

                           LETTER OF NOTIFICATION
             for the completion or suspension of the clinical trial
     For internal use:
------------------------------------------------------------------

|Date received:       |Registration number assigned by the State |

|                     |Pharmacological center with the Ministry  |

|                     |of Public Health of Ukraine (the SPC of   |

|                     |MoH of Ukraine):                          |

|                     |by the Ethics Committee:                  |

------------------------------------------------------------------

   To be completed by the applicant: 

   IDENTIFICATION OF THE CLINICAL TRIAL 

------------------------------------------------------------------

|Coded number of the protocol assigned by the sponsor:           |

|----------------------------------------------------------------|

|EudraCT (if available):                                         |

|----------------------------------------------------------------|

|Full title of the clinical trial:                                |

------------------------------------------------------------------

        IDENTIFICATION OF THE APPLICANT (please, indicate the appropriate items)

------------------------------------------------------------------

|Notification on the         --- |Notification on the        --- |

|completion of the trial sent| | |completion of the trial    | | |

|to the SPC of the MoH of    --- |sent to the Ethics         --- |

|Ukraine                         |Committee                      |  

|--------------------------------+-------------------------------|

|                            --- |                           --- |

|- Sponsor                   | | |- Sponsor                  | | |

|                            --- |                           --- |

|- Official representative   --- |- Official representative  --- |

|  of the sponsor            | | |  of the sponsor           | | |

|                            --- |                           --- |

|                                |                               |

|- individual or institution --- |- individual or institution--- |

|  authorized by the sponsor | | |  authorized by the sponsor| | |

|  to submit such            --- |  to submit such           --- |

|  notification letter           |  notification letter          |

|                                |                               |

|In such case, please, indicate: |In such case, please, indicate:|

|- The institution:              |- The institution:             |

|- Full name of contact person:  |- Full name of contact person: |

|- Address:                      |- Address:                     |

|- Telephone:                    |- Telephone:                   |

|- Fax:                          |- Fax:                         |

|- E-mail address:               |- E-mail address:              |

|                                |- The investigator responsible |

|                                |for submission this            |

|                                |notification letter            |

|                                |- Research coordinator         |

|                                |  (for multi-center trial      |

|                                |- Responsible investigator     |

|                                |  (for the trial conducted at  |

|                                |  a single clinical site       |

|                                |                               |

|                                |If the notification letter is  |

|                                |submitted by the investigator: |

|                                |- Full name:                   |

|                                |- Residence address:           |

|                                |- Telephone:                   |

|                                |- Fax:                         |

|                                |- E-mail address:              |

------------------------------------------------------------------

                                                    --------------

               Completion of the trial              |    The date|

                                                    |of the trial|

                                                    |completion  |

                                                    |(DD/MM/YY): |

----------------------------------------------------+------------|

|                                |    --- |    ---  |            |

|- Has this trial been completed |Yes | | | No | |  |  --/--/--  |

|in Ukraine only?                |    --- |    ---  |            |

|                                |        |         |            |

|- Is this the trial completion  |    --- |    ---  |  --/--/--  |

|in all the countries where it   |Yes | | | No | |  |            |

|was conducted?                  |    --- |    ---  |            |

|--------------------------------+--------+----------------------|

|Has the completion of the        |    --- |    ---               |

|clinical trial been premature?  |Yes | | | No | |               |

|                                |    --- |    ---               |

|                                |        |                      |

|Has this been a suspension of   |    --- |    ---               |

|the trial course?               |Yes | | | No | |               |

|                                |    --- |    ---               |

|--------------------------------+--------+----------------------|

|If ‘Yes’, please, fill in the   |        |                      |

|appropriate boxes:              |        |                      |

|                                |        |                      |

|- What has been the reason (s)  |        |                      |

|for the premature termination   |        |                      |

|of the trial or its suspension? |        |                      |

|                                |    --- |    ---               |

|- safety                        |Yes | | | No | |               |

|                                |    --- |    ---               |

|                                |    --- |    ---               |

|- low efficiency                |Yes | | | No | |               |

|                                |    --- |    ---               |

|                                |    --- |    ---               |

|- the trial has not been started|Yes | | | No | |               |

|                                |    --- |    ---               |

|                                |    --- |    ---               |

|- other                         |Yes | | | No | |               |

|                                |    --- |    ---               |

|If ‘Yes’, please, clarify:      |        |                      |

|----------------------------------------------------------------|

|- The number of patients who continued the treatment until the  |

|time of the suspension of the trial or the trial’s premature    |

|discontinuation in Ukraine:                                     |

|----------------------------------------------------------------|

|- Please,provide a summary in the supplement (in a free format):|

|- justification for the suspension of the trial or the trial’s  |

|premature termination                                           |
|- expected monitoring of the patients who receive the treatment |

|at the time of the suspension of the trial or its premature     |

|discontinuation                                                 |

|- the effect of the trial’s premature termination upon the      |

|evaluation of the trial results and the overall assessment of   |

|risks and anticipated benefits from the administration of the   | 
|investigational medication                                      |
|----------------------------------------------------------------|

|I, the undersigned herewith certify/certify on behalf of the    |

|sponsor that the information provided in this application is    |

|correct.                                                        |

|----------------------------------------------------------------|

|THE APPLICANT who submits the   |THE APPLICANT who submits the  |

|notification letter on the      |notification letter on the     |

|completion of the trial to the  |completion of the trial to the |

|SPC of MoH of Ukraine:          |Ethics Commission:             |

|                                |                               |

|Date:                           |Date:                          |

|                                |                               |

|Signature:                      |Signature:                     |

|                                |                               |

|Full name, in print:            |Full name, in print:           |

------------------------------------------------------------------

V.T.Chumak

Director,

State Pharmacological Center,

Ministry of Public Health of Ukraine

Appendix 13

to par. 6.3.6 

of the Procedures for the conduct of clinical trials of the medicinal products and the expertise of the clinical trials     

materials 

                         THE STRUCTURE OF THE REPORT
           of the clinical trial of the medicinal product
The structure of the clinical trial report is generalized. It can be used for the description of the trial of any therapeutical, preventional or diagnistical product administered in patients (healthy volunteers), that contains clinical and statistical description, the data analysis accompanied by tables and pictures in the main text and after it. In addition, the supplements provide information on the trial subjects and detailed statistical information. Main principles of the report’s preparation and its structure can be applied to different types of trials (for instance, clinical and pharmacological trials). The following provisions is recommended to be incorporated into the report: 
     1. Title page.

     Name of the report; name of the medicinal product; identification of the trial; if not indicated in the title, the summary of the design, comparison, duration of the trial, dose of the medicinal product and the trial subject population; name of the sponsor; protocol identification; type/phase; start date of the trial; end date of the trial; provision that stipulates that the trial has been conducted in accordance with the GCP (if complied with); date of the report. The last name of the responsible investigator or the research coordinator, or the responsible representative of the sponsor. 
     2. The summary (of the abridged description of the clinical trial with attached numeric data for demonstration of results). 
     3. Contents of the report (including the list and location of supplements, tables, CRF).
     4. List of abbreviations and definitions of terms. 
     5. Ethical considerations.

     6. Investigators and administrative structure of the trial (name, address, contact telephone number). 
     7. Introduction.

     8. Trial objective.

     9. Design of the trial.

     9.1. Overall schedule (design) and a description of the trial schedule; 
Schematic layout of the stages and procedures of the trial. 
     9.2. Rationale for the trial schedule (design), including the assignment of reference groups. 
     9.3. The selection of the studied population:

     - inclusion criteria;

     - non-inclusion criteria; 
     - exclusion of subjects from the trial or from testing. 
     9.4. Treatment:

     - assigned treatment;

     - identification of the medicinal products that are investigated;

     - methods for the group assignment of trial subjects (randomization);

     - selection of doses for investigation;

     - selection of doses and timing for the administration of the medicinal product for each trial subject;

     - "blind" method (if applicable);

     - previous and concomitant treatment; 
     - compliance to the treatment schedule by the trial subject.

     9.5. Information concerning the efficacy and safety (evaluation and schedule for examination of efficacy and safety parameters). 
     9.6. Information concerning the quality assurance (certificate of audit, if performed). 
     9.7. Statistical methods scheduled by the protocol.

     9.8. Changes concerning the scheduled conduct of the trial or analysis. 

     10. Information concerning the trial subjects. 
     10.1. Assignment of trial subjects. 
     10.2. Deviation from the protocol.

     11. Efficacy assessment. 
     11.1. Sequences of data to be analyzed. 
     11.2. Demographic and/or other output characteristics. 
     11.3. Parameters concerning the compliance to the treatment schedule  by the trial subjects. 

     11.4. Results of efficacy assessment and data charts composition for each  patient:

     - efficacy analysis;

     - statistical/analytical issues;

     - providing individual data of the subjects’ response for the treatment, in charts; 
     - dosage, concentration of the medicinal product and their relation to the patient’s response to the medicinal product; 
     - interaction: drug-to-drug, drug-to-disease (if investigated);

     - conclusions concerning the efficacy. 
     12. Specification of safety.

     12.1. Adverse events:

     - summary concerning the adverse events;

     - providing information concerning the adverse events;

     - analysis of adverse events;

     - list of adverse events observed in each patients. 

     12.2. Death, other serious adverse events, as well as serious adverse reactions. 
     12.3. Evaluation of clinical and laboratory parameters:
     - list of individual laboratory parameters for trial subjects and the meaning of each abnormal laboratory parameter; 
     - evaluation of each parameter of laboratory studies;

     - laboratory values for entire trial period; 
     - individual changes in the patients’ parameters; 
     - individual clinically significant abnormal parameters. 
     12.4. Vital signs, physical examination data and other assessment information relating to the safety.  
     12.5. Conclusions regarding safety. 
     13. Discussions and generalized conclusions. 
     14. Charts, pictures, diagrams of reference outside the main text. 
     14.1. Demographic data (combined pictures, charts). 
     14.2. Efficacy data (combined pictures, charts). 
     14.3. Safety data (combined pictures, charts):

     - providing data on the adverse events;
     - list of serious adverse events occurrences; 
     - description of severe adverse events occurrences; 
     - list of abnormal laboratory parameters (for each trial subjects).
     15. List of references. 
     16. Appendices.

     16.1. Information relating to the trial:

     - the protocol and the protocol amendments; 
     - sample of the case report form; 
     - pages indicating ethical considerations and the conclusion of the Ethics Committee, samples of written patient information and the informed consent form;  
     - list and characteristics of the investigators and other responsible persons; 
     - signatures of the responsible investigator or the head of the clinical trial;

     - analytical documentation: certificates of analyses of the medicinal product being investigated; 
     - randomization scheme and codes (identification of patients and assigned treatment); 
     - audit certificates (if performed);

     - documentation concerning statistical methods; 
     - documentation concerning laboratory standardization of methods and quality assurance of procedures, if applicable; 
     - trial-related publications;

     - important publications referred to in this report. 
     16.2. List of data concerning the trial subjects: 
     - trial subjects withdrawn from the trial;

     - deviation from the protocol; 
     - trial subjects excluded from the efficacy analysis;
     - demographical data;

     - compliance with the treatment regimen and/or data on the medicinal product concentration levels (if available); 
     - individual efficacy data; 
     - list of adverse events (for each trial subject);

     - list of individual laboratory parameters in trial subjects, if required by the Center. 
     16.3. Case Report form (hereinafter referred to as CRF):

     - CRF for death cases, other serious adverse events and cases of withdrawal from the trial due to the development of adverse events; 
     - other CRF submitted for review. 
     16.4. List of data for each trial subject. 
V.T.Chumak

Director,

State Pharmacological Center,

Ministry of Public Health of Ukraine

Appendix 14
to par. 7.1.3 

of the Procedures for the conduct of clinical trials of the medicinal products and the expertise of the clinical trials     

                                                materials 
------------------------------------------------------------------

|              NOTIFICATION              |Notification addressed |

|   of the serious adverse reaction (SAR)|to (please, indicate): |

| of the medicinal product (MP) during   |--- SPC of MoH of      |

| the conduct of clinical trial          || | Ukraine            |

|                                        |--- Address:           |

|TYPE OF NOTIFICATION:                   |18, Chigorina Str.,Kiev|

|            ---          ---            |Tel.fax: 284-82-51     |

|            | | primary  | | additional |e-mail: clinic@ln.ua|

|            ---          ---            |---                    |

|                                        || |the Ethics Committee|

|                                        |---                    |

------------------------------------------------------------------

     I. INFORMATION CONCERNING THE CLINICAL TRIAL
------------------------------------------------------------------

|Trial title                                                     |

|                                                                |

|Code/number of the trial                                        |

------------------------------------------------------------------

     II. INFORMATION ON THE TRIAL SUBJECT
------------------------------------------------------------------

|Initials |Number/code   |Date of   |Age |   Gender   |Weight|Height|

|(Last,   |of the trial  |birth     |    |  ---   --- |(kg)  |(сm)  |

|first    |subject       |          |    |f | | m | | |      |      |

|name)    |              |          |    |  ---   --- |      |      |

|         |              |          |    |            |      |      |

|         |              |          |    |            |      |      |

------------------------------------------------------------------

     III. INFORMATION ON MP THAT CAUSED SAR
------------------------------------------------------------------

|Trade name of MP, INN or its code |                             |

|----------------------------------+-----------------------------|

|Pharmaceutical form               |                             |

|----------------------------------+-----------------------------|

|Batch number (if available)       |                             |

|----------------------------------+-----------------------------|

|Indications for use               |                             |

|----------------------------------+-----------------------------|

|Single dosage                     |                             |

|----------------------------------+-----------------------------|

|Number of daily dosages           |                             |

|----------------------------------+-----------------------------|

|Route of administration           |                             |

|----------------------------------+-----------------------------|

|Date and time of the treatment    |                             |

|start (time to be indicated only  |                             |

|for infusion route of MP)         |                             |

|----------------------------------+-----------------------------|

|Date and time of the treatment end|                             |

------------------------------------------------------------------

     IV. CONCOMITANT TREATMENT
------------------------------------------------------------------

|Trade name of MP  |           |           |           |         |

|INN, manufacturer |           |           |           |         |

|------------------+-----------+-----------+-----------+---------|

|Pharmaceutical    |           |           |           |         |

|form              |           |           |           |         |

|------------------+-----------+-----------+-----------+---------|

|Batch number(if   |           |           |           |         |

|available)        |           |           |           |         |

|------------------+-----------+-----------+-----------+---------|

|Indications for   |           |           |           |         |

|use               |           |           |           |         |

|------------------+-----------+-----------+-----------+---------|

|Single dose       |           |           |           |         |

|------------------+-----------+-----------+-----------+---------|

|Number of daily   |           |           |           |         |

|dosages           |           |           |           |         |

|------------------+-----------+-----------+-----------+---------|

|Route of          |           |           |           |         |

|administration    |           |           |           |         |

|------------------+-----------+-----------+-----------+---------|

|Date and time     |           |           |           |         |

|of the treatment  |           |           |           |         |

|start             |           |           |           |         |

|------------------+-----------+-----------+-----------+---------|

|Date and time of  |           |           |           |         |

|the treatment     |           |           |           |         |

|end               |           |           |           |         |

------------------------------------------------------------------

     V. INFORMATION ON SAR
------------------------------------------------------------------

|Started          |Ended            |---        |Date of         |

|-------------    |-------------    || | - still|detection       |

|| | | | | | |    || | | | | | |    |--- ongoing|-------------   |

|-------------    |-------------    |           || | | | | | |   |

|  (dd/mm/yy)     |  (dd/mm/yy)     |           |-------------   |
|                 |                 |           |  (dd/mm/yy)    |

|Time_____(hr/min)|Time_____(hr/min)|           |                |
|---              |---              |           |                |

|| | unknown      || | unknown      |           |                |

|---              |---              |           |                |

|----------------------------------------------------------------|

|     ---                ---                                     |

|SAR: | | expected, | | unexpected                               |

|     ---                ---                                     |

|Description of SAR(clinical description, laboratory and other   |

|assessment data):                                               |

|                                                                |

|                                                                |

|                                                                |

|Location the reaction occurred:                                 |

|        ---             ---       ---                           |

|clinic | | polyclinic   | | home  | | other (please, indicate)  |

|        ---             ---       ---                           |

|----------------------------------------------------------------|

|                          SAR category:                         |

|---            ---                  ---                         |

|| | death      | | life-threatening | | hospitalization         |

|---            ---                  --- its prolongation        |

|---                                                             |

|| | persistent or manifested incapacity/disability              |

|---                                                             |

|---                                                             |

|| | fetus development abnormalities/birth defects               |

|---                                                             |

|---                                                             |

|| | other clinically significant conditions, please indicate    |

| __________                                                     |

|---                                                             |

|----------------------------------------------------------------|

|SAR outcome:                                                    |

|---                        ---                                  |

|| | complete recovery      | | recovery with residual events    |

|---                        ---                                  |

|---                        ---             ---                  |

|| | ongoing                | | death       | | unknown          |

|---                        ---             ---                  |

|----------------------------------------------------------------|

|Causal relationship of SAR with suspected MP:                   |

|---                  ---                                        |

|| | - related        | | - likely                               |

|---                  ---                                        |

|---                  ---                                        |

|| | - possible       | | - unlikely                             |

|---                  ---                                        |

|----------------------------------------------------------------|

|Information regarding the change of the dose regimen for the    |

|suspected MP:

|---                 ---                     ---                 |

|| | complete        | | suspension          | | dose reduction  |

|--- withdrawal      ---                     ---                 |

|---                 ---                     ---                 |

|| | dose increase   | | dose unchanged      | | unknown         |

|---                 ---                     ---                 |

|----------------------------------------------------------------|

|Did the SAR intensity decrease following the withdrawal or dose |

|adjustment of the MP?                                           |

|---     ---    ---                                ---           |

|| | yes | | no | | not withdrawn/dose not adjusted| | unknown   |

|---     ---    ---                                ---           |

|----------------------------------------------------------------|

|Did the SAR resumed following the repeated prescription of the  |

|suspected MP?                                                   |

|---       ---      ---                          ---             |

|| | yes   | | no   | | not prescribed repeatedly| | unknown     |

|---       ---      ---                          ---             |

------------------------------------------------------------------

     VI. ADDITIONAL INFORMATION
------------------------------------------------------------------

|Concomitant diseases and other risk factors: allergy, pregnancy |

|alcohol, smoking etc.:                                          |

|                                                                |

|Therapy indicated to treat SAR:                                 |

------------------------------------------------------------------

    VII. MEDICAL HEALTH INSTITUTION            VIII. INVESTIGATOR
---------------------------------  -------------------------------

|Name of the institution           |  |Full name                 |

|-------------------------------|  |-----------------------------|

|Department(section)            |  |Telephone                    |

|-------------------------------|  |-----------------------------|

|Address                        |  |Fax                          |

|-------------------------------|  |-----------------------------|

|                               |  |e-mail                       |

|----------------------------------+-----------------------------|

|Date completed _____________      |Signature of the investigator

|                                  |                ____________ |

------------------------------------------------------------------

 Date received __________  Signature of the recipient _________ (Full name)
V.T.Chumak

Director,

State Pharmacological Center,

Ministry of Public Health of Ukraine
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                                                materials 

REQUIREMENTS
for the notification report on the suspected 

unexpected serious adverse reaction
     1. Identification of the clinical trial
     Identification of the clinical trial (sponsor’s protocol number, EudraCT number, if available).

     2. Information on the trial subject
     2.1. Identification number of the trial subject.

     2.2. Initials.

     2.3. Gender.

     2.4. Age and/or date of birth.

     2.5. Weight.

     2.6. Height.

     3. Information on the suspected medicinal product
     3.1. The name of the investigational medicinal product (or the trade/brand name).

     3.2. International non-proprietary name.

     3.3. Batch number.
     3.4. Indications for use or investigation.

     3.5. Pharmaceutical form, dosage.

     3.6. Daily dosage and prescription regimen.
     3.7. Route of administration.

     3.8. Date and time of the therapy start.

     3.9. Date and time of the therapy termination or the duration of the therapy.

     3.10. Unblinding:   yes/no/not provided,

results:
     - evaluation of causal relationship provided by the investigator; 
     - evaluation of causal relationship provided by the sponsor;

     - comments, if necessary (for instance, if the evaluation by the sponsor in connection with the serious adverse event does not match that of the investigator, suspicion that concomitant medications play a role in the development of the reaction directly or due to the interaction). 
     4. Concomitant treatment
For concomitant medicinal products (including over-the-counter medicinal products) and medication-free treatment types the same information should be provided as for the investigational medicinal product, including the manufacturer, if available. 
     5. Information on the suspected serious unexpected adverse reaction
     5.1. Complete description of the reaction.

     5.2. Date and time the reaction started.

     5.3. Date and time the reaction ended or the duration of the reaction. 
     5.4. Information on the withdrawal and repeated indication of the suspected medicinal product. 
     5.5. Location of the reaction  (clinic, polyclinic, home, etc). 

     5.6. Outcome: information on the recovery or any other outcomes, any performed specific tests and/or therapies and their results. 
In the event of lethal outcome, - the cause of the death and comments concerning the possible causal relationship with the investigational medicinal product. 
     5.7. Any other information that might be useful for the evaluation of the suspected serious adverse reaction (concomitant diseases, history of allergy, alcohol addiction etc.). 
     6. Information about the person providing primary information
     6.1. Full name
     6.2. Address.

     6.3. Telephone number.

     6.4. Occupation (specialty).

Information about the sponsor/applicant and administrative information
     7.1. The date of new notification report.

     7.2. Source of information: clinical trial (please, provide the full title of the clinical trial, if conducted outside Ukraine), list of reference (please, provide a copy), spontaneous reports, etc. 
     7.3. The date the notification report received by the sponsor/applicant. 
     7.4. The country the reaction occurred. 
     7.5. Notification type (primary, additional).

     7.6. The name and address of the sponsor (applicant)/manufacturer/company.

     7.7. The name, address, telephone and fax number of the contact person responsible for the submission of information on adverse reactions at the sponsor/applicant’s institution.  
     7.8. Identification number of the serious unexpected adverse reaction assigned by the sponsor/applicant (the number should be the same for both primary and subsequent notification reports on the same adverse reaction occurrence).

V.T.Chumak

Director,

State Pharmacological Center,

Ministry of Public Health of Ukraine
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Requirements

to the structure of periodic report

on the safety of the investigational medicinal product

The annual report on the safety of the investigational medicinal product shall consist of the following three parts: 

1. Safety analysis

The sponsor shall provide the summary analysis for the safety and the evaluation of the benefit/risk ratio applicable to the clinical trial. A summary shall be provided for all the new data concerning the safety of the treatment with the investigational medicinal product and their critical analysis shall be presented. 

2. The list of all the suspected serious unexpected adverse reactions detected during the course of the specific clinical trial. 
3. Generalized final charts

Generalized final charts shall systematize serious unexpected adverse reactions by their appearances, symptoms and/or diagnoses. They should reflect the number of notifications as follows: 

а) for each human body system;

б) for each adverse reaction appearance;

в) for each period and type of treatment.

If the sponsor is conducting a number of clinical trials with the same investigational medicinal product, a unified annual report for these clinical trials can be submitted. In this case, the general analysis for the safety profile of the investigational medicinal product shall be submitted, as well as the analysis of the benefit/risk ratio for each specific clinical trial. 
V.T.Chumak

Director,

State Pharmacological Center,

Ministry of Public Health of Ukraine
Translation from Ukrainian into English by V.Prihodko, VEDI translation agency, April 24, 2006
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