Annex 9 to sub-item 8.3.1. of item 8.3. of  Procedure for Surveillance over Adverse Reactions to Medicinal Products Permitted for Medical Use
Structure of the protocol of safety study of medicianl product Permitted for medical use

Protocol of safety study of medicinal product approved for medical use (hereinafter - study) includes the following sections. 

1. General information
1.1. Title of study, code, data. 
1.2. Name of investigational medicinal product, presentation, name of manufacturer.

1.3. Information about manufacturer/applicant (or his representative), name of manufacturer/applicant’s representative (or his representative) responsible for pharmacovigilance, address and phone.

1.4. Name and position of person who signs the protocol manufacturer/applicant (or his representative).
1.5. Information about organization, authorized by manufacturer/applicant (or his representative) for conducting study, address and phone (if designated). 
1.6. Name, position and signature of the Center’s employee with whom the protocol is to be agreed.
1.7. Name, position and signature of study director (if any), who signs the protocol.

1.8. Name(s) and address of clinical and diagnosis departments and/or other departments of health care settings (hereinafter - health care setting), where study will be conducted.

1.9. Name(s) and position(s) of investigator(s) and or responsible investigators (if any), phone(s).

1.10. The main study stages and its schedule.

2. Purpose and tasks of study
2.1. Purpose should clearly define the expected results of the study. 

2.2. Tasks should define the ways along which the study purpose will be achieved.  Justification of these tasks should clarify how the fulfilled tasks will facilitate the current problem solving and study purpose achievement. 
3. Justification of the study
3.1. Name and description of investigational medicinal product (specify composition, mechanism of action, pharmacokinetics, pharmacodynamics, indications, adverse reactions, contraindications, overdose, precautions, interactions, storage conditions and shelf life).
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3.2. Critical overview of literature. Data of literature should be presented with special reference to the assessment of problem, which the given study concerns. Describe the results of the preclinical studies (experiments in cell and tissue cultures, animals, etc.), clinical trials (in patients (volunteers), previously conducted pharmacoepidemiological studies, being important for the given study.

3.3. Description of methods of administration, doses, regimens and duration of treatment with investigational medicinal product, according to instructions for medical use.

3.4. Notes that the given study will be conducted according to protocol.
3.5. General characteristics of studied patients. The following parameters should be presented: persons/groups of studied patients (age, sex), address, observation period and selection criteria (e.g. diagnosis, according to which the investigational product was/will be used).
3.6.  References to publications and other sources of information, used in planning and justification of study.
4. Study design
4.1. Description of study type/design (e.g., “case-control” study, cohort study); diagram of study method, procedures and stages. Justified why this particular type of design has been chosen for study.

4.2. Description of methods enabling minimization/avoiding of effect of bias connected with the course of investigation (e.g., selection of patient groups, when cohort (group) design or “case-control” study is used).
4.3. Primary and secondary indices which will be used in the course of study, (e.g., patient’s subjective sensations, laboratory indices, data of objective studies). 

4.4. List of primary documents forming a basis for conducting study, (e.g., reports, inquiry forms, questionnaires, registries in health care settings or their departments, case histories or extracts, medical cards, laboratory records, memos, diaries of patients or questionnaires, medicines dispensing records, print-outs, verified and certified copies or interpretations of phonograms, microfiches, negatives, microfilms or magnetic carriers, X-ray images, administrative documents, records retained in pharmacy, laboratory and department for instrumental diagnostics).

4.5. Description of methods for investigators training to obtain study data. Procedures of previous testing, teaching, training of study performers for obtaining study data.

4.6. Description of methods for collecting, analysis and processing of information obtained in the course of study. Describe methods/programs which will be used for collecting, analysis and statistical processing of data obtained during study.
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4.7. Methods for selection of studied population. 
4.8. Regular planned duration of study and duration of each study stage.

4.9. Description of conditions for termination or discontinuation of the whole study or its part.

4.10. Template of questionnaire form for entering primary and secondary data used in study course.
5. Inclusion and non-inclusion of patients in study
5.1. Criteria for inclusion of patients in study (to be limited by indications for use of investigational medicinal product and shouldn’t go beyond).

5.2. Criteria for non-inclusion of patients in study (to be limited by contraindications for use of investigational medicinal product and shouldn’t go beyond). 
5.3. Criteria for exclusion of patients out of study, and procedures regulating:
5.3.1. Conditions for exclusion of patients out of study. 

6. Patient treatment
6.1. For studied group of patients provide the data about method of administration of investigational medicinal product, its name, dose, regimen, routs and methods of administration. 
 7. Assessment of efficacy of investigational medicinal product
7.1. List of efficacy indices of investigational medicinal product determined by its indications for use.

7.2. Methods of assessment and registration of efficacy indices.
 8. Assessment of safety of investigational medicinal product
8.1. List of safety assessment indices of medicinal product used in the course of investigation. 

8.2. List of factors which can contribute to the development of adverse reaction of investigational medicinal product (e.g., interaction of investigational medicinal product with other medicinal products, effect of illness, effect of medical errors) (if defined).

8.3. Methods of assessment and registration of safety indices of medicinal product, which are indicated in the course of study.

8.4. Requirement to accounting, registration procedure and reporting about adverse reactions of medicinal product during its medical use and illnesses developed or diagnosed in the course of study.

8.5. Clear definitions of possible sequela of adverse reactions of medicinal product for the patient’s health. Possible sequela should be mentioned: death, invalidity, fetus malformation, hospitalization, prolongation of hospitalization, recovery with sequela, recovery without sequela, etc.

8.6. Type and range of medical care provided for patients when adverse reactions develop.
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9. Statistics
9.1. Description of all methods of statistical data processing. 

9.2. Expected number of patients to be included in investigation. When study is conducted in more than one health care setting, the number of patients included in study should be indicated for each health care setting separately. The following justification about planned study scale should be provided: justification of relation between task/purpose and planned study scale (number of patients) according to ratio of detected adverse reactions.  
9.3. Procedures for registration of data which are not to be analyzed or sophisticated data.

10. Direct access to primary data/documentation
        10.1. The manufacturer/applicant (or his representative) should make sure that in study protocol or other written agreement there is an indication that investigator/health care setting will give to manufacturer/applicant (or his representative) and the Center a direct access to primary data/documentation concerning the given study.

11. Safety control and assurance of study 
11.1. Description of procedures for safety control of all study stages. Mechanisms for assurance of safety and adequacy of data being analyzed in the course of study (e.g., certificates of laboratory qualification where studies are conducted; data on qualification of study groups, who conduct the study; schedule of supervisory visits of manufacturer/applicant (or his representative) to study investigators, etc.).

12. Methods to protect patients and study 
12.1. Description of patient and study protection methods. Description of information about whether patients included in investigation run a risk during study or whether the information about these persons received during study will be confidential. Description of study conditions and guarantees under which this information will be confidential or may be submitted depersonalized to organizations not participating in this study).

13. Publications
13.1. Consider publication of data received in the course of the given study.

14. Financing 

14.1. Financing should be considered if not covered in the separate agreement. 
15. Addendums (if available)
V.T. Chumak
Director,
State Pharmacological Center MoH Ukraine 

