Outline of the study protocol (ethical review) 


I. Title page 
1. Title (topic) of the study, identification number, date. Any additions (changes) must also be numbered and dated. 
2. Surname of the head of the study (or sponsor). 
3. Surname, position and title of the investigator; name and address of the organization where the study is conducted. 

II. Aim of the study and introduction. 
1. Aim of the study. State the scientific aims and objectives of the study. 
2. Introduction. Describe here the rationale for the aim and the references. 

III. Criteria for the selection of study participants. 
1. Number of participants. State the total number of participants planned for this study. In the case of a multicenter study, state the total number of participants for the study as a whole 
2. Sex distribution. Describe the anticipated gender distribution. If there is any restriction on inclusion in the study on the basis of sex, explain the nature of this restriction and its justification. Equal inclusion of both men and women in the study is important for the equitable distribution of the benefits and burdens of the study. Therefore, participants of both sexes must be included in the study unless there are other relevant medical and scientific reasons. 
3. Age. State the age range of the participants. Provide the justification for the choice of these age limits. The participation of adults in the study must not be restricted by age unless there are other medical or scientific reasons. 
4. Nationality (ethnicity). Describe the anticipated racial and ethnic distribution of the participants. If there is any restriction on the basis of national/ethnic origin, explain the nature of the restriction and provide the justification. The study must include a sufficient number of people of different national and ethnic origin living in the region concerned in order to ensure that the benefits and burdens of the study are distributed equitably. 
5. Inclusion criteria. List the criteria for inclusion in the study. These criteria must be scientifically justified and must define who may be included in the study. 
6. Exclusion criteria. List the exclusion criteria. They must be scientifically justified and must help to define the participant population more precisely. 
7. Vulnerable groups. If vulnerable participants (those with limited capacity to make decisions independently) are to be included in the study, there must be a justification for this. Children, pregnant women, the elderly, students, subordinate employees, embryos and prisoners are considered vulnerable participants who require greater protection. 

IV. Methods and procedures 
1. Methods and procedures. Briefly describe the study plan and all procedures that will be used to achieve the aims of the project. Procedures/tests/interventions that are experimental and/or performed solely for the purposes of the study must be identified and distinguished from those that will be performed irrespective of the study (i.e. for the provision of medical care). Highlight any procedures, situations or materials that may cause harm and call for precautionary measures. Identify routine procedures that will be performed for scientific purposes only (additional tests). 
2. Data analysis and monitoring. Briefly describe the statistical/analytical methods to be used. For trials involving interventions that may pose a potential risk, a data monitoring committee/board may be required to protect the safety and well-being of the participants. Provide a detailed description of its governance (membership, operation, frequency of review, stopping rules, etc.). 
3. Data storage and confidentiality. Describe where the data obtained will be stored during the study and how they will be protected. The investigator must take the necessary steps to ensure the confidentiality of the data. This includes coding the data and selecting an appropriate data storage mechanism that will prevent unrestricted access to the data. State who will have access to the data and how they will be used. 

V. Risk/benefit assessment 
1. Level of risk. Indicate the level of risk that the study presents according to the following categories: minimal, greater than minimal. Minimal risk means that the probability and magnitude of harm or discomfort anticipated in the study are not greater than those ordinarily encountered in daily life or during the performance of routine physical or psychological tests. Risk is potential harm associated with the study that a reasonable person would regard as injurious to health. 
2. Potential risk. Describe the potential risk associated with the study. Risks are not only physical but also psychological, sociological, economic and legal. This includes any specific toxicity data noted in the Investigator's Brochure. If possible, estimate the probability of such harm occurring and indicate its potential reversibility. 
3. Protection against risk. Describe how the study plan will protect against and/or minimize potential risk or discomfort. Potential risk or discomfort must be minimized as far as possible through the use of such procedures as staff training, monitoring, withdrawal of a participant upon evidence of adverse reactions or side effects; indications for treatment, counselling and other necessary follow-up steps. State who will pay for this.
 4. Potential benefit to the participant. Describe the potential benefit, if any, to the study participants. If no benefit is expected, state this. 
Payment for participation is not considered a benefit. 
5. Alternatives for the participant. This section must include a description of the alternatives available to a participant who has chosen not to take part in the study. If the participants are students who will receive academic credits for participation, describe alternative ways of obtaining equivalent credits. 

VI. Identification of study participants, recruitment and consent. If recruitment and prior consent are not applicable, as in the case of studies in urgent and emergency medical care or studies of already existing data/materials, you may answer only the first question on the identification of the study population and explain why recruitment and consent are not applicable in this study. 
1. Methods of identifying and recruiting participants. Describe the methods that will be used to identify and recruit prospective participants. These methods must ensure confidentiality and be free from coercion. The recruitment of the investigator's students, subordinates and patients is regarded as potentially coercive, and steps must be taken to minimize coercion. 
2. Consent process. Describe who will obtain consent and how the informed consent process will be structured so as to facilitate rational and thoughtful decision-making by the participant/his or her legal representative without any elements of coercion or duress. Only those persons listed in this section are entitled to obtain consent. 
3. Condition of the participant. If not all participants will be capable of giving informed consent, describe how their condition will be assessed. Describe the anticipated degree of impairment affecting their capacity to consent to participate in the study. Research involving persons with limited capacity is permitted only for studies with minimal risk or direct benefit. 
4. Comprehension. All investigators have a legal and ethical obligation to ensure that prospective subjects or their representatives have sufficient knowledge and comprehension of the elements of informed consent to enable them to make an informed and considered decision whether or not to participate, or to permit participation in the study. In this section, describe how it will be determined that the subject or the subject's legally acceptable representative has understood the information provided. This section must clearly reflect an adequate plan to ascertain an acceptable level of comprehension before consent is obtained. If children and/or legally incapacitated adults will participate, this section must also include a specific plan for assessing comprehension at the time consent is obtained. 
5. Consent forms. Review the EC recommendations on the informed consent (IC) form and on those IC items that are required to be documented. The title page of the IC must be printed on the letterhead of the department or institute. 
6. Documentation of consent. The responsible executor is responsible for obtaining and documenting IC from all subjects. Describe the process for documenting and storing the IC, if this has not already been done in other sections. 
7. Cost of participation. Describe and justify the cost of participation to the subject. This section must clearly identify who will pay for study-related procedures. Normally, subjects should not have to pay for research procedures that offer no direct benefit. There must be no charge to participants where the project is funded by a grant, a contract or other means of funding. 
8. Payment for participation. Describe the reimbursement or payment that subjects will receive for participation. List the conditions that subjects must fulfil in order to receive payment or remuneration. The amount must be justified and must not coerce the subject into participating. The participant does not need to take part until the end of the study in order to receive payment. This is necessary to protect the participant's right to withdraw from the study without penalty.
