PROTOCOL OF CLINICAL RESEARCH  
 1. General information:

1) Name of protocol, identify N of protocol and date. Each of correction must be with number and date.

2) Name and address of sponsor and monitor (if they are different).

3) Name and surname, profession of persons representatives from a name of sponsor to sign protocol and corrections to it.
4) Name and surname, profession and number of phone of medical expert номер телефона медицинского эксперта appointed by the sponsor on the given research. 

5) Name and surname the researchers responsible for carrying out of research, and also address and phone numbers of clinical bases.

6) Name, the address and a phone number of the qualified doctor responsible for acceptance of all decisions of medical character (if the given person is not the researcher).
7) Names and addresses of clinical laboratories and other medical and-or technical services and-or the organizations involved in research.
 2. Substantiation of research:

1) The name and the description of researched products
2) Summary statement of results доклинических and clinical researches having the clinical importance.

3) The brief description of known and potential risks and advantage(benefit) for examinees if those are available.

4) The description and substantiation of a way of introduction, dosage, mode of batching and course of treatment.

5) The instruction on that research will be carried out according to the report, requirements of this standard and normative legal certificates.
6) The description of a researched population.

7) References to references and the data essential to research and representing a substantiation of the given research.

3. The purposes and research problems
The detailed description of the purposes and research problems.

           4. Design of research
1. Scientific validity of research and reliability of the data received in research essentially depend on design of research. The description of design of research should include:

1) the instruction of the basic and additional (in case of presence) researched parameters which will be estimated during research;

2) the description of type / design of spent research (for example, double blind, плацебо-controllable, parallel) and the graphic circuit of design of research, procedures and investigation phases;

3) the description of the measures directed on minimization/exception of subjectivity, including:

а) randomization;

б) blind methods/maskings;

4) the description of specific methods of research
5) the description of a medical product used in research, with the instruction(indication) of a dosage, the circuit of application, the medicinal form, packing and marks; 

6) Expected duration of participation of examinees in research, the description of sequence and duration of all periods of research, including the period of the subsequent supervision if those is stipulated;

7) The description of " rules of a stop " or " criteria of exception " for separate examinees, investigation phases or research as a whole;

8) Procedures of the account of researched medical products, switching, at presence, placebo and preparations of comparison;

9) Storage of  random codes and procedure of their disclosing;
10) The list of all data registered directly in the individual registration form (i.e. without preliminary record in a written or electronic kind) and considered as the primary data.
 
           5. Expected results
          6. Inclusion and exception of participants of research
The report of clinical research reflects the following criteria:

1) Criteria of inclusion of examinees in research. 

2) Criteria non-inclusion examinees in research.

3) Criteria of exception of examinees (the basis of phase-out of a researched medical product) and the procedures determining:

а) When and as tested to exclude from research;

б) What data and in what terms should be collected on the excluded patients;

в) Way of replacement of left examinees;

г) The subsequent supervision over the examinees excluded from research.

 
7. Treatment of participants of research
1. For each group of examinees data on all used are given during research and treatment medical products. Data should contain the information on the name all medical products, their dosages, frequency of reception, ways / ways of introduction, and also duration of treatment, including the periods of the subsequent supervision.
2. Medical products and ways of treatment, which application it is authorized the report (including urgent therapy) or their use up to is not authorized and-or during research.

3. Quality monitoring behind observance by examinees of a mode of treatment.

8. Estimation of efficiency
1. The list of parameters of efficiency.

2. Methods and terms of an estimation, registration and the analysis of parameters of efficiency.

9. Estimation of safety
1. The list of parameters of safety. 

2. Methods and terms of an estimation, registration and the analysis of parameters of safety. 

3. Requirements to the reporting, procedures of registration and messages on the undesirable phenomena and intercurrent diseases. 

4. Method and duration of supervision over examinees after occurrence of the undesirable phenomena. 


10. Statistics
1. The description of statistical methods which are supposed to be used, including terms of each planned intermediate analysis.

2. Planned amount of examinees. At multicentric researches the planned amount of examinees is determined in each clinical base. A substantiation of the size of sample or calculation for a substantiation of statistical capacity and the clinical importance of research. 

3. Used significance value. 

4. Criteria of the discontinuance of research. 

5. Procedures of the account absent, not subject to the analysis, the doubtful and forged data. 

6. Procedures of the message on any deviations from the initial plan of statistical processing (all deviations from the initial plan of statistical processing should be described and proved in the report and-or the final report on research).
7. Categories of examinees which data are included in the statistical analysis (for example, all randomized examinees, all examinees who have received even one doze of the researched medical product or all examinees, corresponding to criteria of selection which data are suitable for inclusion in the analysis).
11. Direct access to primary data / documentation
The sponsor provides a duty in the report or other written agreement It is stipulated Researchers to not interfere with direct access to primary data / documentation for carrying out for the monitoring connected to research, audit, ethical examination, and also inspections on the part of the authorized body

.

12. Quality assurance and maintenance of quality
13. Questions of ethical character
1. The general principles of protection of the rights and health of subjects of research, and also the positions concerning the given clinical research are stated 
2. Procedure of informing of subjects of clinical research and way of reception from them the written approval is described  

3. The reasons on which the patient can be included in research without the written approval  

4. Observance of confidentiality of the information on participants of research and the received data  

5. Questions of indemnification and insurance if they are  not submitted in the separate contract are discussed  

6. Questions of the publication of the data received at carrying out of clinical research are discussed  

14. Data gathering and conducting records
15. Financing and insurance
The instruction on financing and insurance if they are not submitted in the separate contract. 


16. Publications
The instruction on a politics concerning publications if it is not described in the separate contract

17. Appendices
The circuit of the report of research (for ethical examination)
I. The title page
1. The name (theme) of research, identification number, date. Any additions (change) also should be numbered and dated.

2. Name, surname of head of research
3. Name, surname и rank of the researcher; the name and the address of the organization where carries out research
II. The purpose of research and introduction
1. The purpose of research. Specify the scientific purposes and research problems.

2. Introduction. Here describe a substantiation of the purpose and the reference
III. Criteria for selection of participants of research
1. Amount of participants. Specify the common number of participants planned for the given research. In a case мультицентрового researches, specify the common number of participants for all research as a whole
2. Distribution on a floor. Describe prospective gender distribution. If there is any restriction for inclusion in research on a floor, explain essence of this restriction and a substantiation. Equal inclusion and men and women in research is important for uniform division of advantage(benefit) and burden of research. Therefore, participants of both floors should be included in research if there are no other corresponding medical and scientific reasons
3. Age. Specify an age range of participants. Give a substantiation for a choice of the given age borders. Participation of adults in research should not be limited on age if there are no other medical or scientific reasons.
4. A nationality (an ethnic accessory). Describe prospective racial and ethnic distribution of participants. If there is any restriction on a national / ethnic accessory, explain essence of restriction and give a substantiation. Research should include sufficient number of people living in the given region with a different national and ethnic accessory to be convinced, that the advantage and burden of research are distributed in regular 
 5. Criteria for inclusion. List criteria for inclusion in research. These criteria should be scientifically proved and define, who can be included in research.
6. Criteria for exception. List criteria for exception. They should be scientifically proved and to help to define more precisely a population of participants.
7.  Vulnerable groups. If vulnerable participants (with the limited opportunities for independent decision-making) will be included in research, there should be a substantiation for this purpose. Children, pregnant women, elderly, the students, the subordinated workers, the embryos, made are considered as vulnerable participants who require the greater protection.

IV. Methods and procedures
1. Methods and procedures. Briefly describe plan of research and all procedures which will be used for performance of the purposes of the project. Procedures which are experimental and-or used only for research should be determined and separated from what will be applied irrespective of research (i.e. for rendering medical aid). Allocate any procedures, situations or materials which can harm and assume application of safety measures. Define routine procedures which will be carried out only with the scientific purpose (additional tests).
2. The analysis and monitoring of the data. Briefly describe used  statistical / analytical methods. For tests with application of interventions which can cause potential risk, the committee/commission on monitoring the data for protection of safety and well-being of participants can be demanded. Give the detailed description of its management (membership, functioning, frequency of examination, a rule on the discontinuance, etc.). 
3.  Data storage and confidentiality.  Describe, where the received data will be stored during research and as they will be protected. The researcher should undertake necessary steps for maintenance of confidentiality of the data. It includes coding the data and selection of the corresponding mechanism of a data storage which will prevent an easy approach to the data. Specify, who will have access to the data and as they will be used.  

V. An estimation of a parity(ratio) risk / advantage
1.Degree of risk. Specify a degree of risk which represents research on the following categories: minimal, it is more than minimal. The minimal risk means, that probability and магнитуда harm or the discomfort, expected in research it is no more, than usually meets in a daily life or during reception of routine physical or psychological tests. The risk is the potential damage connected to research which will be regarded by the sane person as unhealthy.

2. Potential risk. Describe the potential risk connected to research. Risks not only physical, but also psychological, sociological, economic and legal. It includes any specific data on the toxicity, marked in the brochure of the researcher. If it is possible, estimate probability of occurrence of the given damage and specify potential convertibility
3.    Protection against risk
Describe, how the plan of research will protect and-or minimize potential risk or discomfort. The potential risk or discomfort should be minimized as far as it probably by use of such procedures, as training of the personnel, monitoring, exception of the participant after reception of proofs of negative reactions or by-effects; indications for treatment, consultations and other necessary subsequent steps. Specify, who will pay for it

4. Potential advantage for the participant. Describe potential advantage if is, for participants of research. If there is no expected advantage, specify it. The payment for participation is not considered as advantage
5. Alternatives of the participant. This section should include the description of alternatives which are given for the participant who has chosen not participation in research. If it is students who will receive the academic credits for participation, describe alternative ways of reception of equivalent credits.
6.  Definition of participants of research, a set and the consent
If the set and the preliminary consent are not applicable, in case of researches of the urgent and first help or in case of studying already available data / materials, you can answer only the first question on definition of a population of research and explain, why the set and the consent are not applicable in the given research
7. Methods of definition of participants and their set. Describe methods which will be applied for definition and a set of prospective participants. These are methods should provide confidentiality and to be free from compulsion. The set of students of the researcher, subordinates and patients is examined as potentially compulsory and steps for minimization of compulsion should be undertaken.
8. Process of reception of the consent. Describe, who will receive the consent and as process of the informed consent will be structured to promote rational and thoughtful decision-making by the participant / it by the legal representative without any elements of compulsion or violence. Only those people who is listed in the given section, have the right to receive the consent.
9. A condition of the participant. If not all participants will have an opportunity to give the informed consent, describe, how their condition will be estimated. Describe the expected damage rate, connected to their ability to agree to participate in research. Research with people having limited opportunities, are allowed only for researches with the minimal risk or direct benefit.
10.  Understanding. All researchers have a legal and ethical duty to be convinced, that prospective subjects or their representatives have sufficient knowledge and understanding of elements of the informed consent, allowing them to make the informed and realized decision to participate whether or not; or to allow participation in research. In this section describe, how it will be defined, that the subject or its legal representative has understood the submitted information. This section should reflect clearly the adequate plan to make sure of a comprehensible level of understanding before the consent will be received. If children and-or incapacitated adults I shall participate, this section should include also the special plan for an estimation of understanding during reception of the consent.
11. Forms of the consent. Study recommendations СВ under form of informed consent (ИС) and those items(points) ИС which are required for documenting. Title page ИС should be printed on the firm form of a department or institute.
12.  Documenting the consent. The executive bears the responsibility for reception and documenting of informed concent (IC) from all subjects. Describe process of documenting and storage IC if it is not made yet in other sections.

13.  The price of participation. Describe and prove cost of participation for the subject. This section should define clearly who will pay for the procedures connected to research. Usually, subjects should not pay for research procedures without direct benefit. Any payment on the part of participants should not be in case of the grant, the contract or other ways of financing of the project.

14.  A payment for participation. Describe compensation or payment which will be received by subjects for participation. List conditions which should be executed by subjects for reception of payment or compensation. The sum should be proved and should not force the subject for participation. For reception of payment the participant does not need to participate up to the end of research. It is necessary to leave for protection of its right from research without punishment. 

