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The necessity to provide an appropriate level of clinical trials ethics review is required due to the constantly growing number of clinical trials and involved study subjects. The purpose of such review is to prevent possible risk for study subjects and to monitor compliance with ethical, moral and legal principles within clinical trials conduct. Efficiency of ethics committees depends on the level of the panelists’ expertise in ethics review, resulting from their training and methodological support. 
Nowadays the world is facing an acute problem of training the experts for ethics review. Recently, particular attention is paid to implementation of the ethics review system: its elements, core principles of activity, criteria of proper ethics committees functioning; the process of ethics review requires constant improvement and concept-based methodological approach. 
This guideline has been developed for panelists of ethics committees under medical and preventive institutions, medical investigators (study doctors), sponsors, applicants and other parties concerned, participating in expert review of clinical trial materials.
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Introduction 
Clinical trials (CT) are critically important in development of new medicines, as the decision on medicinal products (MP) use may be made only after their systematic study in human subjects and subject to proven efficacy and safety findings. 
Good Clinical Practice (GCP) is an international generally accepted standard for designing, arrangement, conducting, recording and reporting CT that involve the participation of human subjects. This standard was developed under International Conference on Harmonization of Technical Requirements for Registration of Pharmaceuticals for Human Use (ICH GCP (Guideline for good clinical practice E6(R2)), the last addendum to which came into effect in 2016. The main principles of Good Clinical Practice are based on the ethics aspects of clinical trials conduct. 
General principles of CT conduct are described in ICH GCP: 
1. Clinical trials should be conducted in accordance with the ethical principles that have their origin in the Declaration of Helsinki, and that are consistent with GCP and the applicable regulatory requirement(s).
2. Before a trial is initiated, foreseeable risks and inconveniences should be weighed against the anticipated benefit for the individual trial subject and society. A trial should be initiated and continued only if the anticipated benefits justify the risks.
3. The rights, safety, and well-being of the trial subjects are the most important considerations and should prevail over interests of science and society.
4. The available nonclinical and clinical information on an investigational product should be adequate to support the proposed clinical trial. 
5. Clinical trials should be scientifically sound, and described in a clear, detailed protocol.
6. A trial should be conducted in compliance with the protocol that has received prior institutional review board / independent ethics committee approval/ favorable opinion.
7. The medical care given to, and medical decisions made on behalf of, subjects should always be the responsibility of a qualified physician or, when appropriate, of a qualified dentist.
8. Each individual involved in conducting a trial should be qualified by education, training, and experience to perform his or her respective task(s).
9. Freely given informed consent should be obtained from every subject prior to clinical trial participation.
10. All clinical trial information should be recorded, handled, and stored in a way that allows its accurate reporting, interpretation and verification.
This principle applies to all records referenced in this guideline, irrespective of the type of media used. 
11. The confidentiality of records that could identify subjects should be protected, respecting the privacy and confidentiality rules in accordance with the applicable regulatory requirement(s).
12. Investigational products should be manufactured, handled, and stored in accordance with applicable good manufacturing practice (GMP). They should be used in accordance with the approved protocol.
13. Systems with procedures that assure the quality of every aspect of the trial should be implemented.
Aspects of the trial that are essential to ensure human subject protection and reliability of trial results should be the focus of such systems.
Ethical principles, which are relevant in clinical trial conduct are first of all respect for the human subject, who has right of protection, and mercy; it means risk minimization, assessment of benefits and justice. Other international documents (see below) present more detailed interpretation of these principles: 
· World Medical Association Declaration of Helsinki “Ethical principles for medical research involving human subjects” 1964-2013 (http:// uacm.kharkov.ua/download/2014_11/22.pdf);
· International Ethical Guidelines for Health-related Research Involving Humans prepared by the Council for International Organizations of Medical Sciences (CIOMS) (http://cioms.ch/ethical-guidelines-2016/WEB-CIOMS- EthicalGuidelines.pdf.);
· The Belmont Report (National Commission for the Protection of Human Subjects of Biomedical and Behavioral Research (1978). The Belmont Report. Ethical Principles and Guidelines for the Protection of Human Subjects of Research. (http://www.hhs.gov/ohrp/humansubjects/guidance/belmont.html);
· The Nuremberg Code (1947) (https://history.nih.gov/research/downloads/nuremberg.pdf).
The above mentioned international documents determine that research and public interests should not prevail over interests and rights of each individual, including human rights to life, health and safety. Respect for individual and human rights protection justify the necessity to introduce comprehensively the study subject to the clinical trial conditions and to obtain the voluntary informed consent to participate in such a trial. 
Current Ukrainian laws and regulations on drug clinical trials comply with international standards regarding CT conduct and EU Directives. 
Notwithstanding availability of clear procedure for CT conduct and expert review of such trials in Ukraine, some organizational issues of Ethics Committees of medical and preventive institutions (MPI) are still pending. Therefore, there is a necessity to develop a Guideline, which will provide Ethics Committees (LEC) of medical and preventive institutions with support for ethics evaluation of the clinical trial materials and enable their independent decision on possibility to conduct CT in Ukraine. 
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Conducting drug clinical trials is contingent upon compliance adherence to special provisions on human rights protection. These provisions provide protection of study subject or population in general from unreasonable risks in clinical trial conduct. 
All studies with human subjects should be conducted in compliance with the following generally recognized ethical principles: 
· principle of autonomy (recognition of the person's ability to make a choice). In particular, the principle of autonomy is realized, through a procedure of voluntary informed consent, which can be withdrawn at any time and without any consequences for individual;
· principle of beneficence and holding subject harmless (it refers to the obligation to maximize benefits, while minimizing risk of harm);
· principle of justice (justice means impartiality and equality). Justice is particularly important, especially in enrollment of study subjects. Eligibility criteria should be related to the study purpose, and not be based on, for example, the ease with which informed consent could be obtained. 
These principles are stipulated in various guidelines on biomedical ethics and in legally binding documents related to protection of biomedical study subjects, e.g. in Convention for the Protection of Human Rights and Dignity of the Human Being with regard to the Application of Biology and Medicine. These principles are interrelated, and their correlation should be considered when they are being applied. This Guideline described application of basic principles and norms in real terms. 
The background for basic principles is the necessity to respect and ensure human dignity and, accordingly, the principle of human being primacy, life and health, honor and dignity, integrity and safety, protection of rights and freedoms is the core one. The principle of human primacy is directly related to the field of biomedical research. In accordance with this principle, the interests and well-being of the human study subject should always prevail over the interests of science and society.
An independent assessment of the research benefit of the study design (CT Protocol) and its expert evaluation in terms of ethical acceptability ensures compliance with the ethical and moral principles of conducting biomedical trials. Ethics Committees (LECs) are responsible for ensuring suman subjects’ rights, safety and well-being and for providing the society with appropriate guarantees.
The LEC's activities are based on compliance with the basic ethical principles. 
The terms used in this Guideline are determined in regulatory documents, which settle conducting of CT in Ukraine. 
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Currently, in Ukraine there is a regulatory framework, providing conduct of clinical trials in accordance with international standards. In particular, the following: 
· Constitution of Ukraine (1996);
· Family Code of Ukraine (2002);
· Law of Ukraine “Fundamental Principles of Legislation of Ukraine on Public Health” No. 2801-XII from 19 November 1992;
· Law of Ukraine “On Medicines” (1996);
· Law of Ukraine “On Personal Data Protection” No. 2297-VI from 01 June 2010;
· “Resolution. Medicinal Products. Good Clinical Practice. Standard – Resolution of the Ministry of Health of Ukraine 42-7.0:2008”, approved by the Order of the Ministry of Health of Ukraine No. 95 from 16 February 2009, as amended by the Order of the Ministry of Health of Ukraine No. 1169 from 26 September 2017. 
· Procedure for Conducting Clinical Trials of Medicinal Products and Expert Evaluation of Materials Pertinent to Clinical Trials and Model Regulations on Ethics Committees, approved by the Order of the Ministry of Health of Ukraine No. 690 from 23 September 2009, as amended;
· “Resolution. Medicinal Products. Bioequivalence Studies”. Standard – Resolution of the Ministry of Health of Ukraine 42-7.1:2016, approved by the Order of the Ministry of Health of Ukraine No. 22 from 12 January 2017;
· “Resolution. Medicinal Products. Biosimilar Medicinal Products with Monoclonal Antibodies – Non-Clinical and Clinical Issues”. Standard – Resolution of the Ministry of Health of Ukraine 42-7.4:2015, approved by the Order of the Ministry of Health of Ukraine No. 295 from 21 May 2015.
Constitution of Ukraine (1996) establishes: 
· principle of priority of individual, his life and health, honor and dignity, inviolability and security, rights and freedoms ensuring (Article 3); 
· human’s right to have his dignity respected; this provision additionally involves prohibition against conducting of medical, scientific, or other researches in human subject without his voluntary consent (Article 28); 
· prohibition on collection, storage, use, and dissemination of confidential information about a person without his or her consent (Article 32).
Article 45 of the Law of Ukraine "Fundamental Principles of Legislation of Ukraine on Public Health" states that "medical and biological experiments in humans are permissible for a socially useful purpose, provided that they are scientifically grounded, that the possible success would have advantage over risk of grave consequences for health or life, publicity of the experiment, complete awareness and free consent of the adult legally competent individual being subject to experiment regarding requirements of its application, as well as provided that the medical secrecy would be preserved where applicable. It is prohibited to conduct a research experiment on sick, prisoners or prisoners of war, as well as a therapeutic experiment in people whose disease is not directly related to the purpose of the trial".
The Law of Ukraine “On Medicines” (1996) is one of the legal acts regulating clinical trials of pharmaceuticals in Ukraine. According to Article 7 of the Law of Ukraine “On Medicines” (1996), “Clinical trials of medical products should be conducted after compulsory evaluation of ethical, moral and legal aspects of the clinical development program by Ethics Committees, which have been established and are acting under medical and preventive institutions, where the clinical trial is conducted”. 
That is, requirement to conduct ethics review of the clinical trial materials by Ethics Committees under MPI is stipulated by Ukrainian legislation. 
Article 8 of the Law of Ukraine “On Medicines” (1996) completely governs patient’s (volunteer) rights protection: “Clinical trials of medicinal products shall be conducted subject to written consent of the patient (volunteer) to participate in the clinical study, or of his legally accepted representative, if the study subject is minor or incapable. The patient (the volunteer) or his legally acceptable representative shall receive the information concerning the nature and possible consequences of the clinical trial, properties of the medicinal product, its expected efficacy and the level of risk”.
Pursuant to the Law of Ukraine “On Medicines” by Order of Ministry of Health of Ukraine No. 690 from 23 September 2009 (registered in the Ministry of Justice of Ukraine on 29 October 2009 with number 1010/17026 and number 1011/17027), as amended, the Procedure for Conducting Clinical Trials of Medicinal Products and Expert Evaluation of Materials Pertinent to Clinical Trials (hereinafter – the “Procedure”) and Model Regulations on Ethics Committees under Medical and Preventive Institutions, where clinical trials are conducted (hereinafter – “Model Regulations on Ethics Committees”). 
This Procedure was elaborated in compliance with articles 4, 44, 45 of the Law of Ukraine “Fundamental Principles of Legislation of Ukraine on Public Health”, articles 7, 8 of the Law of Ukraine “On Medicines”, the Law of Ukraine “On Personal Data Protection”, with due regard to the requirements of Directive of the European Parliament and of the Council 2001/20/EC from 04 April 2001, 2001/83/EC from 06 November 2001, Regulations of the European Parliament and of the Council 1901/2006 from 12 December 2006 and 1902/2006 from 20 December 2006, ICH GCP, international ethical principles of biomedical studies in human subjects and Physician's Code. 
In compliance with paragraph 3.5 of Section III of the Procedure: “All clinical trials should be initiated upon approval by central executive body (CEB) and receipt of the Minutes of the meeting of Ethic Committee(s) under MPI (where the clinical trials is planned to be conducted) regarding approval of the clinical study; and this is the ground for initiation of trial conduct and conclusion of contract for insurance of patient’s (subject’s) life and health in in the procedure prescribed by the laws”. 
The Procedure and Model Regulations on Ethics Committees” determine the following: “Ethics Committee under medical and preventive institution (hereinafter – the “Ethics Committee) is an independent authority acting under healthcare organization (medical and preventive institution), involved in clinical trials conducting, including medical / research or other professionals, member of the public, supervising adherence to the rights, safety and well-being of study patients (healthy volunteers), ethical, moral and legal principles of clinical study conduct”. 
Ethics Committees under healthcare organization (medical and preventive institution) agrees clinical trials conduct directly in place of its conduct, based at medical and preventive institution, under which this Committee is created and is operating, on the ground of ethics, moral and legal principles evaluation. 
Such definition is in full accord with generally accepted international principles of conducting the drug clinical trials in human subjects, in particular, with the following: 
· Guideline for Good Clinical Practice (ICH GCP), 1996;
· Directive 2001/20/EC of the European Parliament and of the Council of 4 April 2001 on the approximation of the laws, regulations and administrative provisions of the Member States relating to the implementation of good clinical practice in the conduct of clinical trials on medicinal products for human use;
· WMA Declaration of Helsinki “Ethical Principles for Medical Research Involving Human Subjects”, 1964–2013;
· International Ethical Guidelines for Health-related Research Involving Humans, CIOMS, 2016. 
All of the above-mentioned documents emphasize the independence of the activity of the Ethics Committees under MPI for the possibility to make unbiased decisions. Such a principle, adopted in generally accepted international documents, is the basis for clinical trials regulation in Ukraine. Ethics Committees should be independent and able to make decisions without political, professional, organizational or marketing influence. This essential requirement should be displayed in the procedures for appointing members of the Ethics Committee, in the requirements for membership in Ethics Committee and in the procedures for managing potential conflicts of interest (members of the Ethics Committee should claim potential conflicts of interest), as well as in funding sources of Ethics Committees.
Ethics Committees provide a detached judgment on the degree of compliance of biomedical research with recognized ethical standards, as well as its compliance with national legislation. Scientific validity and legitimacy of the study may be evaluated by both Ethics Committees and other competent authorities. Ethics Committees play an increasingly important role in communicating with society on the ethical aspects of biomedical research.
According to paragraph 3.1. of Section III of the Procedure: "All clinical trials are conducted in accordance with international ethical principles, providing protection of rights, security and well-being of study subjects. Clinical trial can only be conducted if the expected benefit justifies the risk".
According to paragraph 3.7. of Section III of the Procedure: "Planning, conduct and reporting of all clinical trials, including bioequivalence studies, are carried out in compliance with the requirements and principles of Good Clinical Practice (GCP)". That is, in its work an Ethics Committee shall adhere to the requirements and principles of GCP.
It is impossible to conduct any clinical trial in a medical preventive institution (MPI without a current acting Ethics Committee: "MPI is involved in conducting a clinical trial provided that there is an established and acting Ethics Committee" (paragraph 5.2 of Section V of the Procedure).
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Requirements to LEC composition are determined by Good Clinical Practice (GCP) (Section 3) and Model Regulations on Ethics Committees (approved by the Order of the Ministry of Health of Ukraine No. 690 from 23 September 2009, as amended). 
Ethics Committee under MPI (LEC) should consist of a reasonable number of members, who collectively have the qualifications and experience to review and evaluate the science aspects and ethics, and whose operations methods and general functioning should provide reliability and ability for efficient and independent discharge of committee's responsibilities. 
LEC should include at least five members, of which at least one member’s primary area of interest is in a nonscientific area, and at least one member is independent of the institution/ trial site. LEC should include reasonable number of healthcare professionals and public members (e.g. lawyers, religious leaders, representatives of non-governmental organization etc.), who have the qualifications and experience to review and evaluate the science, medical and ethical aspects of the clinical trial. 
LEC members should undergo appropriate primary and further training required for fulfilment of their responsibilities in LEC through participation in CT workshops, training schools and conferences on CT issues. 
LEC activity is governed by statutory and regulatory requirements LEC should ensure study scientific value and its compliance with national legislation. 
Conducting an ethical, moral and legal evaluation of the clinical trial materials, the Ethics Committee determines the ethical and scientific validity of the clinical trial, the qualification of the researchers, the possibility of the study site involvement, the methods and procedures for obtaining the informed consent from the study subjects (basing on the review of the consent form itself and its documentation), the completeness of written patients or healthy volunteers information regarding the study; the Committee examines all the information concerning procedure for study subjects enrollment, and the strategies for compensation and indemnification of losses to the study subjects.
As specified in the Additional Protocol to the Oviedo Convention on Human Rights and Biomedicine (1998), any study subject who has suffered damage resulting from participation in the study, has the right to just compensation in accordance with the national legislation. The conditions and procedure for compensation may vary from country to country, but in all cases, investigators should submit to the Ethics Committee the detailed information about any insurance or indemnity guarantees that appear during the study.
LEC members should evaluate the possibilities for minimizing risks and the expected benefits of participation in the study. In particular, they should pay attention to such issues as placebo-controlled studies design, inclusion to clinical trials of such vulnerable subjects, as children, disabled subjects, subjects with critical and emergency conditions, as well as an assessment study subject insurance in case of damage to their lives and health in a clinical trial.
Ethics Committees should be sure that investigators would not influence on people, coercing them to participate in the study. Pressure may be of a financial nature, but it may take another forms. For example, sick and weakened people may feel that they must agree to participate, even if it is contrary to their will. Patients' beliefs of physicians and other health professionals may also lead to inappropriate influence, especially if the attending physician is an investigator.
Some groups of people may be particularly vulnerable to compulsory participation in CT – for example, patients with incurable / disabling diseases, members of the armed forces, or persons who are sensitive in this society due to a dominant social hierarchy. These individuals are classified as vulnerable, so the Ethics Committee should pay attention to various sources of inappropriate influence.
For example, if employees (investigators) were coerced to feel that the possibility of their working career continuing depended on their participation in the study, or if the junior doctors were forced to feel that their career progress depended on patients’ enrollment to the study conducted by a senior colleague.
Ethics Committees should evaluate acceptability of the clinical trial materials in terms of the following: 
· Protection of rights, dignity, safety and well-being of the potential study subjects;
· Clinical trial conduct, expected study outcome and probable study consequences for the society. 
The term "society" may be interpreted in a narrow sense and more extensively, and may include the potential interests of future generations.
Ethics Committees should disclose enough information about their work, such as ethics review, study support and other activities, by means of appropriately structured periodic reports (which should not disclose confidential data) relating to the study or its participants. Such reports, whether they are comprehensive or presented in the form of an executive summary, should be publicly accessible, for example, through the website of the Ethics Committee or MPI etc.
There are also complementary activities of the Ethics Committees, such as public relations, ethics-related workshops, awareness-raising activities on ethical issues in the field of biomedical researches.
Ethics Committees provide public guarantees on non-prevention of unethical trials and promotion of ethically acceptable studies with an appropriate quality level. Thus, the Ethics Committees play one of the main roles in the process of evaluation of the CT materials and their conduct.
In their work Ethics Committees should be guided by principles of independence, competence, justice and transparency.
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The basic requirements for evaluation of the ethical, moral and legal aspects of CT, which may be conducted with patients (healthy volunteers), and for supervision over enforcement of their rights, safety and well-being within their participation in drug CT, are defined in the Procedure for Conducting Clinical Trials of Medicinal Products and Expert Evaluation of Materials Pertinent to Clinical Trials and Model Regulations on Ethics Committees, approved by the Order of the Ministry of Health of Ukraine No. 690 from 23 September 2009, as amended. 
Therefore, LEC should be established under each MPI, where the clinical trial is planned to be conducted. 
The composition of the Ethics Committee is set and approved by the chief of MPI (paragraph 3.2 of Section III of the Model Regulations). I.e. the chief of MPI shall make an order, approving the LEC composition. 
The next step in organizing the work of the Ethics Committee is its first meeting, at which LEC members elect the Chairman, his/ her deputy and executive secretary. In accordance with paragraph 3.3. of Section III of the Model Regulations: "The Ethics Committee is headed by the Chairman. The Chairman, his/ her deputy and the executive secretary are elected at the first meeting by open voting by a simple majority of votes". Then is it described in the relevant minutes of the LEC meeting.
The meeting determines the primary tasks for further organization of activities, in particular, development of LEC Provisions and Standard Operating Procedures (SOPs). Model Regulations on Ethics Committees should be taken as a basis when the provisions of a particular LEC are being drafted. In accordance with paragraph 3.4. of Section III of the Model Regulations: "Ethics Committees are acting in accordance with the law, the Regulations and Standard Operating Procedures, approved at the meeting of the Ethics Committee under MPI”.
Committee activities should be described in SOP, which are detailed written instructions, ensuring the uniformity of certain functions performance.
SOP ensures sequential, coordinated, predictable and reproducible process of expert review. Apparent advantages achieved in SOP application: clear assignment of duties according to competency, assurance of quality and logical sequence of actions.
SOPs are useful for training of new LEC members and are applied as a guideline for the review for compliance; they enable LEC members to work clearly under conditions determined by operating features of the LEC
Development of SOP is within the scope of the responsibility of specially assigned qualified LEC members. For the purpose of unification and adherence to the proper statement format, the following rules should be guided in SOP drafting:
· use of standard definitions and mandatory inclusion of the term interpretation to the SOP content;
· use of common formats with the subsequent presentation of the content;
· determination of SOP relation to the specific LEC activity;
· mandatory discussion of SOPs contents by LEC members and approval of SOPs at the meeting.
SOPs should unify the working procedures of LEC members. Therefore, it is important that they know and act in accordance with SOP.
At the initial stage of SOP drafting, it is advisable to frame a plan (list) of procedures used in the process of LEC operation. This plan should include a stepwise description of the procedures. The procedures should be written in plain language, complex statements and terms should be avoided. 
It would make sense to:
· use short sentences, lay terms and words;
· write in terms of instruction: e.g. use “perform” or “provide”;
· limit information contents on the page; e.g. describe maximum up to 10 actions;
· use charts and tables where possible and appropriate;
· reference to the sources at the end of SOP.
SOPs should be affirmed at the meeting of LEC, and this should be stated in the relevant minutes. The procedure for making amendments/ corrections to SOPs should be presented in a separate SOP. In addition, the time limitations of SOP revisions should be specified. SOP writing and approval is the initial stage of clear, systematic LEC operation. After SOP development and approval it is necessary to provide staff trainings on SOP, otherwise the effort spent for writing them will be useless, since these SOPs will not be executed.
SOPs are only useful when all LEC members understand them and act in accordance with these written binding procedures.
The organization of LEC operation is provided by the chief of MPI head (he or she should determine the permanent place of meetings, places for record retention and documents archiving, etc.). LEC should have a separate telephone/ fax (separate phone number) and Internet in its own use. 
Meetings are the most important element of LEC operations. At these meetings, LEC members analyze materials pertaining to studies and discuss their ethical acceptability. The agenda of the meeting should be announced in advance, and members of Ethics Committee should have enough time to analyze the relevant documents before the beginning of each such meeting.
At the LEC meeting, the investigator involved in the study may be present to provide explanations on CT features, if there are any questions regarding such peculiarities during the discussion.
The investigator, if he/ she is a LEC member, may take part in discussion of materials, but he/ she shall not participate in the voting.
The LEC decision is made if a quorum is present; this decision should be stated in the minutes of meetings. Possible decision options:
· approval of CT materials or significant amendment;
· necessity for making changes to CT in order to receive approval;
· rejection of CT materials approval with rationale;
· suspension of previous approval of CT materials (e.g. in case of change of IMP benefit/ risk ratio). 
After making decision, LEC prepares an extract from the minutes of the meeting, which is given to the applicant/ sponsor and investigator.
In accordance with the paragraph 8.7. of Section VII of the Procedure: "In evaluation of moral, ethical and legal aspects of clinical trial materials, the Ethics Committee may request (in writing, on a one-off basis) the applicant for additional materials and/ or invite the applicant's representative to the meeting for additional explanations. The term for providing additional materials/ explanations should not exceed 30 calendar days.
The term for ethical, moral and legal aspects evaluation should not exceed 30 calendar days from the date of application receipt by the Committee (without regard for the time required for the preparation of the requested additional materials/ explanations)". 
According to paragraph 3.3. of Section X of the Procedure: "The Ethics Committee should review substantial amendments within 15 calendar days from the date of receipt of the full set of documents ".
All materials, which LEC receives from or issues to interested parties, should be registered in relevant journals (in and outgoing documentation).



Chart of expert evaluation for CT materials by Ethics Committees
Conduct of expert review of the CT materials (protocols and significant amendments) by the Ethics Committee
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Expert review of CT materials and substantial amendments is performed in accordance with the general GCP principles, but necessarily with regard to the current legislative framework of the country where the CT is conducted.
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In the process of expert evaluation of CT materials, special attention should be paid to Subject’s Informed Consent.
According to Article 7 of the International Covenant on Civil and Political Rights: “No one shall be subjected without his free consent to medical or scientific experimentation”.
European Convention for the Protection of Human Rights and Dignity of the Human Being with regard to the Application of Biology and Medicine declares, that “an intervention in the health field may only be carried out after the person concerned has given free and informed consent to it”.
Informed consent is the decision to participate in the clinical trial, which should be made in writing, dated and signed by the person, who has been appropriately informed on the nature of the clinical trial, its significance, impact and risk; the consent should be given by a person, who is capable of doing that, or its legally acceptable representative/ close relative; in exceptional cases, if the person concerned is unable to write, he or she may give his/ her verbal consent in the presence of at least one witness, who certifies the consent of the study subject by written informed consent.
Obtaining informed consent is a procedure by which a study subject voluntarily confirms his or her consent to participate in a specific clinical trial after familiarizing with all the study peculiarities that may affect his/ her decision. LEC should pay particular attention to the way information is provided to potential study participants.
Participants of biomedical researches should understand right from the beginning that they are completely free in their decision to participate in the study, and they may refuse to participate (and subsequently withdraw their consent) without explaining the reason. A person who has not given his/ her consent or withdrew his/ her consent at any time should not be subjected to any form of discrimination, in particular regarding the right to medical care.
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The written and oral information provided to the patient (healthy volunteer) or legally acceptable representative/ close relative, should include explanations of the following:
· that the trial involves research;
· the purpose of the trial;
· the trial treatment(s), including the probability of side reactions and the probability for random assignment to each treatment;
· clinical trial procedures;
· study subject’s rights and duties;
· inconveniences for the study subject, and expected risks and benefits;
· non-therapeutic clinical trial;
· alternative therapeutic or non-therapeutic treatment which may be prescribed to the study subject;
· compensation and/ or treatment, which the study subject may count on in case of damage to his/ her health during a clinical trial, including information on the contract of life insurance and health of the patient (volunteer) with indication of the insurance company name and location, number and date of the contract;
· amounts and terms of payment to the study subject, if such are foreseen (except insurance);
· expenses of the study subject (if they are expected) related to his/ her participation in the clinical trial;
· voluntary participation in a clinical trial; the subject may drop out at any time without explanation, without any penalties or restrictions on his/ her rights;
· rights of the representatives of the study site, Ethics Committee and sponsor for direct access to the source medical information of the study subject for verification of procedures and/ or clinical trial data and/ or for documents processing, without violating subject’s anonymity therewith;
· timely study subject’s or his/ her legally acceptable representative with a new information, which may affect study subject’s willing to continue participation in the clinical trial;
· the use of study subject’s personal data clinical trial conducting in accordance with the Law of Ukraine "On Protection of Personal Data", namely: the purpose of personal data processing, personal data composition and contents, the owner of patient’s personal data, access of third parties to the personal data. Information about the subject is kept confidential and is processed in anonymized form for the purposes of the clinical study;
· persons who can be contacted for additional information about clinical trial and study subject’s rights, as well as natural and/ or legal entities whom the study subject may contact in case of damage to his/ her health during the clinical trial;
· the circumstances and/ or reasons why the study subject’s participation in the clinical trial may be discontinued;
· the duration of study subject’s participation in the clinical trial;
· approximate number of subjects involved in the clinical trial.
Written materials and oral information about clinical trial should not contain specific terms and should be understandable for the patient (healthy volunteer) or legally accepted representative/ close relative.
Neither oral nor written information about the trial, including the written informed consent form, shall contain any wording that directly forces the subject or his/ her legally accepted representative to waive its legal rights or allows such an interpretation. They should also not include statements (or formulations that allow such an interpretation) that relieve the investigator, medical institution, sponsor or its representatives from responsibility for damage.
For study subject’s benefit, the informed consent should be supplemented by another protocol-specific information.
The scope of the consent obtained should be clearly presented to the Ethics Committee and in general, should specifically relate to this study design. An unreasonable desire to obtain consent for use in future studies should be avoided. For example, biological samples and their associated data should be anonymous to the extent that it complies with the study.
It should be noted, that the informed consent form should include the space for the information about insurance company and contact person, which is entered by investigator himself/ herself.


[bookmark: _Toc498292237]5.2. Conditions for obtaining informed consent from patients and healthy volunteers
Before drug clinical trial initiation, the Ethics Committee should evaluate ethical, moral and legal aspects of the clinical trial design, including obtaining of informed consent from patients and healthy volunteers. The basic conditions for obtaining of informed consent from patients and healthy volunteers are listed below: 
1. Prior to participating in a clinical trial, the patient (healthy volunteer) or his/ her legally accepted representative/ close relative, as well as a responsible investigator/ investigator, responsible for obtaining informed consent, should sign and duly date two copies of the informed consent, one of which remains with the responsible investigator/ investigator, and the second is kept by the subject.
2. I n obtaining and documenting informed consent, the investigator should comply with the applicable regulatory requirements, and should adhere to GCP and to the ethical principles that have their origin in the Declaration of Helsinki.
3. Prior to the beginning of the trial, the investigator should have the review board/ independent ethics committee written approval/ favorable opinion of the written informed consent form and any other written information to be provided to study subjects.
4. Patients (healthy volunteers) planned to be included in the clinical trial should receive sufficient information about the purpose and nature of the clinical trial. The responsible investigator/ investigator responsible for informed consent obtaining should inform the patient (healthy volunteer), or his/ her legally accepted representative/ close relative (if the subject is unable to give the consent by himself/ herself) on all clinical trial aspects.
5. The investigator should provide the patient (healthy volunteer) or his/ her legally acceptable representative/ close relative ample time to decide whether to participate in the trial.
6. All questions about the clinical trial should be answered to the satisfaction of the patient (healthy volunteer) or his/ her legally acceptable representative/ close relative. 
7. The decision of the patient (healthy volunteer) or his/ her legally acceptable representative/ close relative to take part in or continue to participate in the clinical trial should be made by him/ her independently and voluntary, without any pressure. Neither the investigator, nor the trial staff, should coerce or unduly influence the patient (healthy volunteer) or his/ her legally acceptable representative/ close relative to participate or to continue to participate in a trial.
8. If a subject is unable to read or if a legally acceptable representative is unable to read, an impartial witness should be present during the entire informed consent discussion. After the written informed consent form and any other written information to be provided to subjects, is read and explained to the subject or the subject’s legally acceptable representative, and after the subject or the subject’s legally acceptable representative has orally consented to the subject’s participation in the trial and, if capable of doing so, has signed and personally dated the informed consent form, the witness should sign and personally date the consent form. By signing the consent form, the witness attests that the information in the consent form and any other written information was accurately explained to, and apparently understood by, the subject or the subject's legally acceptable representative, and that informed consent was freely given by the subject or the subject’s legally acceptable representative.
9. Information on insurance contract and insurance company (name, address, contact person, phone/ fax, e-mail, etc.) is written by the investigator (based on the relevant information from the applicant for a clinical trial) directly in the medical and preventive institution during the procedure of the informed consent signature by the patient. 
10. Subject or the subject's legally acceptable representative/ close relative should 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 notification of such information should be documented.
11. The written informed consent form and any other written information to be provided to subjects should be revised whenever important new information becomes available that may be relevant to the subject’s consent. Any revised written informed consent form (significant amendments) should be received at the meeting of LEC. 
12. In case when study involves participation of children under 14 and minors (from 14 to 18 years of age), it is required to obtain informed consent of both parents. A minor patient should personally sign and date the informed assent, designed in accordance with his/ her age and capacity of understanding.
13. In the of enrollment to study of the disabled subject, which is not able to consent by his/ her own, the informed consent should be obtained from his/ her legally acceptable representative/ close relative (according to the specifics of the study). If necessary, a witness may be involved in the informed consent form signing; this is a person, who does not participate in the CT. The procedure for the witness involvement to the informed consent signing should be specified in the CT protocol.
14. In case when subject’s rights have been violated during the study, the subject (his/ her legally acceptable representative/ close relative) may apply to the sponsor, the Study Site, the Ethics Committee under MPI, the Central Executive Body or to the Court in the manner prescribed by the laws.
15. The interests of the study subjects (patients/ healthy volunteers) are always prevalent over the interests of science and society. 


[bookmark: _Toc498292238]6. Ethical issues of clinical trials with children under the age of 14 years and minors 

Despite the fact that the pediatric population represents a significant segment of population, most medicinal products (MP) are developed and studied exclusively for use in adults.
It is believed that from 50% to 75% of all MP (depending on the field of medical use) used in pediatrics, were studied in clinical trials, which enrolled the adult subjects only. However, the child cannot be considered as a reduced copy of an adult. Children have a number of physiological and psychological characteristics associated with the body growth and development. In young children, specific reactions to drugs, both quantitative and qualitative, may occur. The efficacy of the same MP in children may vary, depending on the age of the child and the methods of treatment.
There are a number of diseases that have no analogues in adults, for example, perinatal diseases. Some of them are making rapid progress and may lead to irreversible changes in baby's body. Differences between the pediatric and adult population, as well as between children of different age groups, allow us discussing the necessity of conducting clinical trials of pediatric medicines, as there is a risk of ineffectiveness of MP for medical use in children.
Worldwide organizations such as WHO, the FDA, and the EMA, stimulate international drug manufacturers to develop medicines for children, conduct their clinical trials and subsequently register such drugs.
Therefore, all over the world, including Ukraine, there is a concern about development of new and detailed studies of existing marketed medicines for their use in pediatric practice.
Legal and regulatory documents of Ukraine identify those features that should be considered in planning and conducting of drug clinical trials with involvement of children.
Article 8 of the Law of Ukraine “On Medicines” states that: “Clinical trials of medicinal products on children under age 14 or minors shall be undertaken only if the medicinal product concerned is indicated to treat pediatric diseases or clinical trials aim at adapting doses or dosage regimen of a medicinal product to children under age 14 or minors.
Clinical trials of medicinal products on children under age 14 or minors aimed at adapting doses or dosage regimen of a medicinal product to such persons shall be conducted after the termination of the clinical trials of the respective medicinal products on capable adults.
Clinical trials of medicinal products involving child under age 14 may be conducted according to the procedure foreseen by the law of Ukraine “On Medicines” if the written consent of his/ her parents is available and a child under age 14 was provided with information about the clinical trial according to his/ her capacity of understanding, and involving a minor, if his/ her written consent and his/ her parents’ written consent are available. In case of clinical trials on children under age 14 and minors, the appropriate information shall be submitted to guardianship authorities in place of permanent residence of such persons according to the procedure established by the central executive body, which ensures development of state policy for health care. Clinical trials of medicinal products on a child under age 14 or a minor devoid of parental custody, an adopted child or an orphan shall be prohibited”.
In Ukraine, clinical trial conduct is regulated by the Procedure, stipulating peculiarities of CT conducting with involvement of children. 
Clinical trials with children under age 14 and minors (from 14 to 18 years old) may be carried out pursuant to the following: 
a) both parents gave their informed consent;
b) the children under age 14 and minors should be provided with a written or oral easy to understand information on the clinical trial. If a child under age 14 is capable of consenting, he or she should give the oral consent to participate in the clinical trial. 
The minor patient should personally sign and date the informed consent.
The responsible investigator/ investigator, who is in charge of informed consent obtaining, should consider an apparent willingness of a child under 14 or a minor to participate or to object participation or to withdraw from the clinical trial at any moment.
c) no rewards or incentives are provided except compensation in case of a study-related injury;
d) the children under age 14 and minors will directly benefit from their participation in a clinical trial in case of the following:
· clinical trial is essential to verify data obtained in other clinical trials on adults or by other research methods;
· clinical trial studies the clinical condition which is common for children under age 14 and minors;
· specifics of a clinical trial requires involvement of children under age 14 and minors only. 
e) clinical development program minimizes pain, discomfort, fear and risk. Both the risk threshold and the degree of discomfort and pain should be clearly defined and constantly monitored.
Information on involvement of children under age 14 and minors in clinical trials may be presented in free form, but it is compulsory to state the full name and age of a child, full names of parents, place of child’s residence, availability of informed consent, summary of clinical trial, the provided data should be marked as confidential. This information should be sent by the responsible investigator/ investigator to the guardianship authorities at the place of child’s residence within 24 hours from obtaining informed consent to participate in a clinical trial.
The interests of children under age 14 and minors should always prevail over those of science and society.
Children are particularly vulnerable groups that may be involved in CT. Therefore, particular attention is paid to ethics in pediatric CT. Members of the Ethics Committee under medical and preventive institution, which is the scheduled site for clinical study conduct, should have sufficient knowledge in pediatrics.
The most important goals of the LEC in review of drug clinical study protocol with the involvement of children:
· assessment of the research and clinical study validity and of the importance of predicted outcome;
· protection of health and rights of children in the process of clinical study conduct. 
One of the first points to be addressed by LEC members is the initiation of a clinical study involving children. This is possible only if the necessary data cannot be obtained with the participation of patients of other age groups.
Studies of new therapies should be performed only on those groups of patients for whom these methods are being developed.
In such a case, particular attention is paid to risk/ benefit ratio assessment.
There are several categories of studies involving children, which vary in risk and benefit ratios.
1. Trials involving not more than minimal risk.
2. Trials involving more than minimal risk, but with opportunity to get direct benefit for the study subjects. The studies which fall under this category, are to be approved in such cases: 
· the risk is justified by the expected benefits for the subject;
· the risk/ benefit ratio is at least just as favorable as in any other alternative approach
3. Trials involving more than minimal risk with no opportunity to get direct benefit for the study subjects, aimed to generalize knowledge on the condition. The studies which fall under this category, are to be approved in such cases: 
· the risk is only slightly higher than the minimal, that is, the risk is quite comparable to the real or expected risk faced by patients in case of conventional treatment (e.g. routine treatment);
· CT will probable enable generalization and deepening of knowledge in the area of the studied pathology, which will be of a great significance for other patients in the future.
In CT involving children, in the absence of significant contraindications, it is necessary to try to carry out patient enrollment with regard to the demographic trend of society.
Persons under legal age depend largely on their parents. Parents are responsible for decision whether to participate in the trial. Written consent for participation in a CT of a child under 18 years of age is signed by parents. They are provided with all information pertinent to the study and with the consent form for participation of their child in the clinical trial.
The principle of informed consent enshrined in GCP prescribes voluntary consent (based upon awareness of all study aspects) of both child’s parents and the child to participate in the clinical trial. WMA Declaration of Helsinki (1964-2013) stipulates that “child’s assent should be obtained in addition to consent of his/ her parents”. 
As well as in the course of medical treatment, the basic principle in CT conduct is the maximum possible child’s involvement and active participation in the decision-making process. Information about CT should be provided to children in a language, which is easy to understand in their age.
Children, who have reached the age of 14, as well as their parents, should sign and date the informed consent (assent). The child has the right to agree or disagree to participate in the CT, or to withdraw at any moment (paragraph 3, Section IV of the Procedure).
Inclusion of CT participant should be carried out without undue coercion of parents or participants.
Parents should be present at the process of obtaining informed consent of a person under the legal age. During this process, the following is discussed:
· information on the clinical trial, understandable for a child; description of what he or she may expect from diagnostic or therapeutic intervention;
· clinical assessment of child’s understanding of the situation and factors influencing his or her decision (which includes assessment of any pressure placed for obtaining assent for diagnostic or therapeutic intervention);
· a patient should be asked to express his or her willingness to accept study conditions. 
Obtaining of assent includes active communication, wherein parties should share information and its assessment and make joint decision.
It may happen that the patient persistently refuses medical intervention. Typically, it may happen in case of a physical examination. The physician should respect the patient's desire to stop or to hold up on participation in the trial in order to consider his/ her decision or to cope with his/ her concerns. Pressure and coercion for diagnosis and treatment are unacceptable.
It is essential to limit CT, conducted with involvement of physically or mentally disabled children. Planning of such studies may be related to an acute medical need. They should be scientifically and clinically justified and conducted for strict indications and in compliance with regulatory requirements. LEC should pay special attention to such studies.
An investigator should be fully informed of all existing adverse effects of the investigational medicinal product prior to the study. In planning of pediatric CT, it is necessary to carefully analyze all non-clinical data and data on clinical safety of the studied diagnostic and treatment methods in terms of application in adult patients.
In order to minimize the risk in pediatric CT, investigators should be appropriately trained and have experience in pediatric CT. CT should be performed in MPI, which are intended for treatment of children (pediatric clinics, relevant departments or units), which engage the medical staff competent in medical and psychosocial issues in treatment of children.
Skilled performance of experienced staff and rational minimization of the number of invasive procedures may reduce the discomfort and development of children’s negative emotions induced by procedures.
Therefore, CT involving children may be claimed to be ethical, provided that:
1. the relevant data cannot be obtained in adult patients; 
2. the study has efficient design with due regard to minimization of discomfort and invasive procedures;
3. the study is purposed for obtaining of meaningful results, which may improve diagnostics and treatment or promote integration and classification of data on pediatric diseases;
4. the study relies on previously received and assessed findings of non-clinical studies and CT involving adults, profound knowledge of the problem. Expected outcome of the CT should only prove the trial relevancy; 
5. the expected study benefit outweighs potential risk; and potential risk is minimal or not more, than usual risk in routine therapeutic and diagnostic procedures in such a condition;
6. an investigator is aware of all the information regarding predictability of any potential unfavorable study affects; 
7. study subjects and their parents have been provided with all information required to obtain their informed and voluntary consent.
A clinical trial should be conducted in compliance with the approved protocol: the study should be duly organized and adhere to ethical norms aimed at protection of each child, participating in the trial.
Conduct of a clinical trial involving different age categories allows their provision with efficient and safe medicinal products in respective dosage form, which will promote improvement of competent therapy of pediatric diseases. 


[bookmark: _Toc498292239]7. Clinical trials involving disabled subjects 
(including subjects with critical and emergency conditions)

The principle of voluntary informed consent of the participants is basic for the ethical conduct of biomedical research. Conducting research in people who are not able to consent is important for improving the diagnosis, treatment and prevention of diseases in such cohorts. Therefore, subject to the necessary precautionary measures, the legal framework allows such studies. Individuals unable to give their consent, including children, should not be excluded from participating in relevant studies.
Before approval of such a trial, the Ethics Committee should ensure that the trial is scientifically grounded and cannot be equivalent to conducting a study on subjects who are able to give their consent. In general, the trial should be potentially beneficial to subjects’ health (direct benefit) and any expected risks, including the risk of violation of privacy, should not exceed the potential benefits.
In case of absence of potential direct benefit, the trials may be conducted with implementation of additional precaution measures, provided that it is allowed by national legislation, including: 
· the trial is aimed at widening of scientific understanding of the human disease or disorder, which may be directly beneficial for the study subject or people with such or similar disease or disorder;
· the trial results in minimal risk and minimum burden for the subject. 
Incapability of giving consent may partial or total, temporary or constant. In is important however that many people incapable of giving their personal consent may understand some information regarding an intervention offered to them. An investigator should assess the ability of potential subject to the provided understand information. 
In order to know, whether potential subjects are willing to cooperate or refuse to participate in the study, they should be provided with the information on the clinical trial. 
As a rule, a required legal defense is provided by the legally acceptable representative, who should obtain all the relevant information related to the offered trial.
Submitting study-related materials to LEC, the applicants should also submit the documents, which are intended for legally accepted representative; the degree of detail should be identical to the information provided to the legally capable person/ potential study subject. 
The written consent of legally accepted representative should consider previously expressed willingness of potential study subject or his/ her denial to participate in the study. 
Legally accepted representative may not give his/ her consent to participation of the person, whose interests he/ she represent, or withdraw it at any time without any losses for the study subject. In addition, legally accepted representatives should not get any personal benefit from potential participant’s consent or disagreement to participate in the trial.
Legally accepted representative’s responsibilities involve representation of interests of the respective individual, but legally accepted representative is not a personal lawyer of this individual.
According to the Procedure, “Legal representatives – parents, adoptive parents, parent tutors, tutors, trustees, representatives of tutorial and custodial authorities”.
Clinical trials involving disabled patients shall be allowed, if (paragraph 4.1, Section IV of the Procedure):
· the informed consent of the legally accepted representative/ close relative has been obtained (consent may be withdrawn at any time, without any disadvantages for the study subject);
· the disabled patient had received information related to the trial, its risks and benefits in an understandable fashion;
· the responsible investigator/ investigator in charge of obtaining informed consent takes into account the willingness of the disabled patient to participate or refuse participation or to be withdrawn from the clinical trial at any time;
· no rewards or incentives are provided except compensation in case of a study-related injury;
· clinical trial is essential to verify data obtained in other clinical trials on adults or by other research methods;
· clinical trial studies directly to a clinical condition which the subject suffers from;
· clinical development program minimizes pain, discomfort, fear and risk. Both the risk threshold and the degree of discomfort and pain should be clearly defined and constantly monitored.
· there is a reason to expect that the use of the investigational medicinal product will bring the study subject the benefit which will outweigh risk or will not lead to any risk.
Below are the key issues which should be considered by LEC in ethics review of the study involving persons who are not able to give their consent:
· Does the regulatory framework allow for the trial involving persons who are not able to give their consent?
· Does the trial satisfy all the relevant conditions for trial designs involving individuals who are not able to give their consent?
Furthermore: 
· Has the sponsor justified the scientific necessity of conducting the trial involving individuals who are not able to give their consent?
· Are there any alternatives for research in terms of scientific efficacy, which could be conducted with involvement of individuals who are able to consent?
· What is the reason for the inability to consent?
· How will the lack of ability to give consent be assessed?
Trials with potential direct benefit for the study subjects: 
· Are the risks and burdens for the subject considered acceptable in relation to the expected benefits for the participant?
Trials without potential direct benefit:
· Has the sponsor substantiated the scientific necessity of this type of research?
· How will the minimum risk and minimum burden be assessed?
· Are there any precautionary measures provided by regulatory documents and how will they be adhered?
· What are the scenarios for investigators in case of unexpected study outcome?
The questions related to the legally accepted representatives, which should be considered by LEC in ethics review:
· Who is the legally accepted representatives who is entitled to decide on participation of the subject in the trial?
· What information regarding the proposed study will the legally accepted representative obtain?
· How will potential study subjects participate in the decision-making process on participation in the trial?
· How will the objection of a potential participant be recorded and how will the legally accepted representative be notified about it? 
· Is there any designated person who will answer any questions that may arise from the participants regarding the study or agreement procedure?
· Is there any foreseen possibility to withdraw consent to participate in the trial and how will the study subjects participate in giving consent or its withdrawal?


[bookmark: _Toc498292240]8. Emergency clinical situations 

Emergency clinical situations are the cases where medical emergency is unpredictable, and quick actions are necessary, for example, heart failure, severe stroke, life threatening head injuries etc. Effective treatments for many conditions that lead to situations requiring emergency care are very limited, so research is very important for evidence-based medicine development. However, conducting of trials in emergency clinical situations is problematic from the ethical point of view, since it is impossible to adhere to the basic ethical and legal requirements for obtaining patient’s informed consent.
International documents related to the biomedical researches are the Directive 2001/20 EC and Additional Protocol to the Convention on Human Rights and Biomedicine, concerning Biomedical Research; and only the Additional Protocol considers an issue of research on persons in emergency clinical situations. Additional Protocol to the Convention on Human Rights and Biomedicine, concerning Biomedical Research (Article 19) determines the following protective conditions: 
· research of comparable effectiveness cannot be carried out on persons in non-emergency situations;
· the research project may only be undertaken if it has been approved specifically for emergency situations by the competent body;
· any relevant previously expressed objections of the person known to the researcher shall be respected.
COE Additional Protocol concerning Biomedical Research provides for the following requirement: persons participating in the emergency research project or, if applicable, their representatives shall be provided with all the relevant information concerning their participation in the research project as soon as possible. Consent or authorization for continued participation shall be requested as soon as reasonably possible. If the consent is not given, the study subject or his/ her representative should have an opportunity to request exclusion of all the received personal data from the trial. 
Below are the key issues, which should be considered by LEC in ethics review of the researches on persons in emergency clinical situations:
· Is there any possibility to obtain the similar results conducting studies on individuals, which are not in emergency clinical situations?
· Will the potential study participants be in a condition, which will not allow them to give informed consent? 
· What is the degree of a situation emergency? Is the time limit so tight that it will not allow to find legally accepted representatives for obtaining consent?
· Will the subjects directly benefit from participation in the trial?
· If there no potential direct benefit, is the trial purposed to obtain the results, which would be beneficial for other study subjects or other people with comparable disorder/ condition? 
· What are the risks and burdens related to the trial?
· If there is no potential direct benefit, are the risks and burden minimal?
· Which procedures do investigators foresee to warrant the following: 
· Will the legally accepted representatives give their authorization in compliance with regulatory requirements? 
· Will the potential study subjects or, in applicable cases, their legally accepted representatives of potential study subjects be provided with all relevant information in the shortest time possible after their inclusion to the trial?
· Will the question regarding giving consent to participation/ participation continuing be raised in the shortest time possible after subject’s inclusion to the trial?
Consequently, the clinical trial may be conducted in the following cases:
· Expected risk and discomfort have been weighed with regard to the expected benefit for the study subjects (patients/ healthy volunteers);
· A study subject, or (if he/ she is incapable of giving personal consent) his/ her legally accepted representative, or (if a patient in emergency situation or with critical condition has no legally accepted representative) his/ her close relative discussed the trial with the responsible investigator/ investigator, in charge of the informed consent obtaining, and had an opportunity to understand the purpose, risks and discomforts of the clinical trial and conditions under which it will be conducted. 
· Subject’s rights for mental and physical well-being, privacy and personal data protection are secured in compliance with legislative requirements. 
· Disabled patients have obtained information pertinent to the clinical trials and associated risk and benefit in easily understood way;
· Responsible investigator/ investigator, in charge of the informed consent obtaining should consider the willingness of a disabled patient to participate, to refuse participation, or to withdraw from the clinical trial at any moment.
· No rewards or incentives are provided except compensation in case of a study-related injury;
· Clinical trial is essential to verify data obtained in other clinical trials or by other research methods;
· Clinical trial studies directly to a clinical condition which the subject suffers from;
· Design of the clinical development program minimizes pain, discomfort, fear and risk. Both the risk threshold and the degree of discomfort and pain should be clearly defined and constantly monitored.
· In exceptional cases, if the person is unable to write, he or she may give his/ her verbal consent in the presence of at least one witness who certifies the consent of the study subject by written informed consent.
· If a study subject (legally accepted representative/ close relative, who has signed the informed consent) wishes so, he/ she may withdraw at any time, without any harm to himself/ herself (for s study subject).
In the event of the impossibility of obtaining informed consent from the patient and the absence of his legal representative / close relative, the involvement of such patients in a clinical trial is not allowed; they should be provided with medical assistance in accordance with the established procedure.


[bookmark: _Toc498292241]9. Ethical issues of placebo use

The use of placebo is permissible where there are no methods of proven effectiveness, or where withdrawal or withholding of such methods does not present an unacceptable risk or burden. Therefore, LEC should pay greater attention to the expected risk or burden in case of placebo use. 
The list of the specific questions necessary for the review of placebo-controlled trials by LEC: 
· Is there any scientific rationale for conducting of a placebo-controlled trial?
· Is there any known therapy with proven efficacy?
· If it is so, then will it be safe for patients to have no such therapy for the term necessary for a trial conduct? In other words, is the additional risk acceptable?
· Is the additional burden (due to absence of treatment) acceptable for a patient?
· Will the patients be informed about possibility to be assigned to the placebo arm?
· Does the trial foresee involvement of patients, who are not able to give their informed consent?
· Are there any actions foreseen for early determination of serious unfavorable disorder dynamics in patients of placebo arm? 
· Does the trial foresee the relevant timely interim analysis?
· Will the study subjects know, to which group they were assigned, after the trial completion? 
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10. The monitoring aimed at assurance of rights protection, safety and well-being of study subjects, ethics, moral and legal aspects in clinical trial conducting

LEC members fulfil certain functions before, during and after CT conduct. Consequently, responsibilities and real-life duties of LEC members cover the complete trial cycle – from study planning to the study end. 
Ethics review of the study-related materials should be performed before the study initiation. LEC’s primary objective consists in assurance of ethical acceptability of the reviewed study-related materials. Consequently, Ethics Committees provide public warranties Ethics Committees provide public guarantees on non-prevention of unethical trials and promotion of ethically acceptable studies with an appropriate quality level. 
In order to provide rights protection, safety and well-being of patients (healthy volunteers), ethics, moral and legal aspects in the process of clinical trial conducting in MPI, the Ethics Committee should perform the clinical trial monitoring. 
It is especially important in cases when the study has such level of risk, which cannot be ignored, or when the study is expected to result in clinically relevant findings, which may positively or negatively affect safety, health or well-being of the subjects. Particular attention is paid to involvement of children under age 14 and minors, disabled persons, and patients in critical and emergency conditions.
Procedure for clinical trial monitoring by the Ethics Committee should be stipulated in Regulations and well defined in SOPs. SOP should determine the general procedure for monitoring aimed at assurance of rights protection, safety and well-being of study subjects, ethics, moral and legal aspects in the process of clinical trial conducting in certain medical and preventive institution, and assessment of such monitoring results.  Performance of monitoring involves contacting the responsible investigator and investigators, and access to confidential data of study subjects (e.g. study-related materials and patients’ medical records). 
Approaches to monitoring performance may vary, so SOP should involve both assessment of information, reported to LEC at any CT stage, and its direct verification at the clinical trial site. 
SOP should also involve the frequency of direct clinical trial inspection at the study site, which may vary in each specific case. 

[bookmark: _Toc498292243]10.1. Analysis of the study-related information available to LEC
In the process of analysis by LEC, special attention should be paid to the reports, which may be obtained by LEC during the trial; e.g. the following reports: 
· on any protocol deviations;
· on any circumstances, increasing the degree of risk for study subjects and/ or significantly affecting clinical trial conduct;
· on any unexpected serious adverse reactions;
· on availability of the new data, which may evidence unfavorable effect on subjects safety or affect the whole study course;
· on violation of the informed consent obtaining procedure. 
The results of such data review should be documented. 
In addition, during the clinical trial monitoring, the LEC should be assured that the insurance contract is valid and covers all the subjects involved in the CT and the entire period of CT (from the date of the first patient inclusion until the date of the last patient last visit).
The LEC monitors the timeliness periodic reporting on the CT conduct status and verifies information on the approved substantive amendments, the number of involved subjects, information on significant study protocol deviations, and information on suspected unexpected serious adverse reactions.

[bookmark: _Toc498292244]10.2. Monitoring (inspection) of the clinical trial at the study site, performed by LEC
SOP for monitoring aimed at assurance of rights protection, safety and well-being of study subjects, ethics, moral and legal aspects may define the inspection object, persons who are authorized to conduct inspection, timing of the monitoring, communicating procedure, audit scope, documenting procedure, discussion and assessment of inspection results, and procedure for possible actions, taken  in case of disclosure of violations, which may affect  or influence on subjects’ rights, safety and health. 

[bookmark: _Toc498292245]10.3. Planning of monitoring (inspection) conduct
The following should be identified: 
· inspection place, scope and terms;
· persons who are authorized to conduct inspection;
· scope of documents, which will be inspected. 

[bookmark: _Toc498292246]10.4. Preparation for monitoring (inspection)
Persons who will conduct monitoring (inspection) may take along all the required study-related documents, which are available for them; e.g. to compare the completeness of documentation. 

[bookmark: _Toc498292247]10.5. Notification of investigator on the monitoring (inspection)
The responsible investigator should be notified on the future inspection (he or she should be informed on which study will be audited, to which extent and who will be the auditor); inspection timelines are to be agreed with an investigator.

[bookmark: _Toc498292248]10.6. Performance of monitoring (inspection)
Study-related documents, records, facilities, equipment and devices, kept by an investigator, are subject to monitoring (inspection).
Members of the Ethics Committee, performing monitoring at the study site (MPI) shall act by virtue of their authorities and access given by the study subject to his/ her personal data (by signing the informed consent).
"The written and oral information provided to the patient (healthy volunteer) or legally accepted representative/ close relative should include the information on: ... the rights of... the Ethics Committee... for the direct access to information in source medical records of the study subject for verification of procedures and/ or study-related data of and/ or data processing, without thereby violating subject’s anonymity" (Annex 2 to the Procedure).
Members of the Ethics Committee, performing clinical trial monitoring, should be assured of the following:  
· the clinical trial has been initiated (date of signing of the informed consent by the first patient in the study site) after obtaining of the CEB approval and  extract from the minutes of the meeting of Ethics Committee;
· the Informed Consent Form and other written information, given to the study subjects, has been approved by Ethics Committee and CEB;
· procedure for obtaining of the informed consent was performed appropriately and is clearly mentioned in the patient’s medical records/ case report form;
· insurance coverage of study subjects has been provided.
The Ethics Committee should be assured of the following:  
· responsible investigator/ investigator(s)/ trial stuff, involved in the clinical study, have not coerced the study subjects;
· the patient (healthy volunteer) or the legally accepted representative/ close relative has been provided with a comprehensive information on the nature, significance, meaning and risk of the clinical trial, to which he/ she is being involved; and he/ she had enough time to decide, whether to take part in the study. 
· all questions about the trial have been answered to the satisfaction of the patient (healthy volunteer) or the legally accepted representative/ close relative;
· all the comprehensive information about the trial (in easy to understand way) has been given to the subjects, whose legally accepted representatives should compulsory give authorization for their participation in the study; the willingness or unwillingness of such subjects to participate in the trial has been taken into account. 
In addition, during the monitoring (inspection) of the clinical trial involving children under age 14 or minors, members of the Ethics Committee should ensure that the responsible investigator/ investigator had sent the information about involvement of children under age 14 and minors to the guardianship authorities at the place of child’s residence within 24 hours from obtaining informed consent to participate in the clinical trial. This information should include the surname, name and patronymic, the age of the child, the surname, the name and patronymic of the parents, the child's place of residence, informed consent availability and brief summary of the clinical trial, and should necessarily indicate, that the information is confidential (paragraph 3.2, Section IV of the Procedure).
The Ethics Committee should review all the information distribution methods and involvement of patients (healthy volunteers) in clinical trials of medicinal products at a medical and preventive institution; in the event of violations found, the study site should be provided with the respective information (paragraph 2.5 of the Model Regulations).
In the process of inspection, the Ethics Committee may ask the investigator about the protocol deviations, occurrence of adverse events and reactions, conflict situations related to the violation of the rights, safety, well-being of the study patients (healthy volunteers), ethical and moral aspects in the process of clinical trial (paragraph 2.8.2 of the Model Regulations).
In addition, LEC may request the investigator to provide the information about adverse reactions, that occurred at the study site, which may be considered as an insurance case, and to verify whether the responsible investigator/ investigator had informed the sponsor in due time (paragraph 1.4,  section IV of the Procedure).
In case of occurrence of suspected unexpected serious adverse reactions at the study site, which is being inspected, LEC may check the timeliness of providing such information. The timing of submissions of reports on suspected unexpected serious adverse reactions should comply with Section XII of the Procedure.
The Ethics Committee may verify the procedure for providing clinical trial information to the patient (healthy volunteer)/ legally accepted representative/ close relative, as well as obtaining of informed consent him/ her.
LEC may ask request the responsible investigator/ investigator for oral information about the clinical trial, which is provided to the study subject and make sure that the statements in such information do not coerce the patient (healthy volunteer) and his/ her legally accepted representative/ close relative to waive their rights.
The Ethics Committee may also check the investigator file, completeness of which should comply with Annex 1 of the Procedure.
The inspection and its scope should be documented.

[bookmark: _Toc498292249]10.7. Presentation of monitoring (inspection) results
The persons, performing monitoring (inspection) should notify the investigators about their observations, comments and remarks, indicate the disclosed deficiencies (if any).
Respective recommendations on correcting actions (if any deficiencies have been disclosed) should be discussed, and the term for corrections should be determined (if applicable). 
Along with the other information, monitoring (inspection) results should be documented and executed as a report. 
In order to distribute information among all LEC members, the inspection results should be presented at the meeting of LEC. 

[bookmark: _Toc498292250]10.8. Clinical trial termination or suspension
In case when monitoring of LEC had determined violation of rights, safety, well-being of the study patients (healthy volunteers), ethical and moral aspects in the process of clinical trial, the LEC should make decision at its meeting and after that send to the study site the written offer regarding possibility to terminate or suspend the clinical trial; LEC should also inform the sponsor/ the applicant about that.  
Reinitiation of the previously suspended clinical trial is possible in case when all the causes, which preconditioned the trial suspension, had been totally eliminated, and LEC had been notified about that; after that LEC should consider the respective decision at its meeting. 
In case of complete clinical trial termination, its reinitiation is possible only after repeated approval of LEC. 

[bookmark: _Toc498292251]11. Means for self-assessment of the Ethics Committee under MPI

In addition to independent audits or inspections that may be carried out in accordance with regulatory requirements, LECs should have tools for periodic assessment of its quality of work and functioning in order to find opportunities for improvement. Such an assessment of LEC may be carried out, for example, by questionnaires.
Typical means of self-assessment of LEC's work:
· forum among LEC members at specially designated time during LEC meetings;
· preparation and discussion of annual LEC reports;
· filling out and assessment of questionnaires on self-assessment of LEC; 
· structured tasks aimed at LEC self-assessment. 
Responsibilities and tasks of the Chairperson and members of the Ethics Committee should be well-defined in, for example, Regulation or Standard Operating Procedures. 
 Such analysis will improve the work of LEC, and will also provide an increase in the body of knowledge of LEC members, which are so necessary for the review of CT materials.
It should be noted that there is a need to develop consistent approaches and criteria for conduct of ethics review, since there is no methodological support for activities of Ethic Committees under medical and preventive institutions; there is no established interaction and coordination of activities of these committees aimed to exchange experience on adherence to the ethic and regulatory aspects of CT conduct. 
To solve this problem, the State Expert Center of the Ministry of Health of Ukraine established the LEC Activities Coordination Branch, the tasks and functions of which involve organizational and methodological liaison between Ethic Committees in medical and preventive institutions, defining standards of LEC, and promotion of ethics review improvement all over the country, as well as ensuring the continuous training of the committee’s members.
The need to establish this Sector is considerably enhanced by international recommendations for ensuring a systematic and integrated approach to the ethical review of clinical trials.
Ethics Committees should provide sufficient information about their operations, namely ethical review, follow-up of the study and other types of activities of the organization or the competent authority, which established them, through the appropriately structured periodic reports which do not disclose confidential data related to the study or its participants. Such reports (comprehensive or represented as a summary) should be publicly accessible, for example, on the website of the Ethics Committee, the organization or the regional competent authority.
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