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Procedure for Surveillance over Adverse Reactions to Medicinal Products Permitted for Medical Use
1. General

1.1. Procedure for Surveillance over Adverse Reactions to Medicinal Products Permitted for Medical Use, (hereinafter – the Procedure) has been elaborated  in compliance with the Law of Ukraine “On Medicines”, the Decree of the Cabinet of Ministers of Ukraine of 26.05.2005 № 376 “On Approval of Procedure of State Registration (Re-Registration) of Medicinal Products and Amounts of Fees for Their State Registration (Re-Registration)”, the Order of the Ministry of Health of Ukraine of 26.08.2005 № 426 “On Approval of Procedure for Conducting Expert Evaluation of Materials Pertinent to Medicinal Products which are Submitted for State Registration (Re-Registration) and Expert Evaluation of Materials about Introduction of Changes to the Registration Documents during the Validity Period of Registration Certificate”,  the Order of the Ministry of Health of Ukraine dated 13.02.2006 №66 “About Approval of Procedure for Conducting Clinical Trials of Medicinal Products and Expert Evaluation of Materials Pertinent to Clinical Trials and Model Regulations of the Ethics Committee” with due account of the Directive 2001/83/EEC of the European Parliament and the Council of 06.11.2001, Council Regulation (EEC) 2309/93 of 22.07.93 concerning pharmacovigilance.
1.2. The Procedure specifies main requirements to surveillance over adverse reactions to medicinal products permitted for medical use.
International standards shall be applied while arranging and conducting surveillance.

          1.3. The State Pharmacological Center MoH Ukraine (hereinafter – the Center) shall be responsible of conducting surveillance over adverse reactions to medicinal products permitted for medical use.

2. Definition of Terms
The terms used in this Procedure have the following definitions:

         
2.1. Lack of medicinal product’s efficacy – lack of favorable therapeutic effect of a medicinal product on clinical course and duration.
2.2.  Manufacturer of medicinal product – a legal entity that performs at least one stage of manufacture of a medicinal product, including packaging.

2.3. Safety study of medicinal product permitted for medical use - a pharmacoepidemiological study, or a clinical trial carried out by manufacturer/registration certificate holder (or his authorised representative) in accordance with conditions for issuing registration certificate to identify or quantify safety of a registered medicinal product.

2.3.1. Pharmacoepidemiological study is a study of efficacy and/or safety of the medical use of a medicinal product aimed at detecting or confirming its clinical, toxicological, pharmacodynamic and/or pharmacokinetic properties, its intrinsic adverse effects and interactions with other medicinal products, which may be conducted as non-interventional study.
2.3.2. Non-interventional trial is a study where medicinal products are prescribed in a regular manner in accordance with conditions of the registration dossier. Inclusion of a patient in the group with therapeutic strategy is not decided in advance by a trial protocol but falls within current practice and the prescription of the medicinal product is clearly separated from the decision to include the patient in the study. No additional diagnostic or monitoring procedures shall be applied to the patients, while for analyzing collected data the epidemiological methods shall be used.
       2.3.2.1. Case-control study is a type of pharmacoepidemiological study conducted with two groups of patients, in one of which there are certain iatrogenic diseases or adverse reactions, and in the other there are no similar diseases or adverse reactions in order to detect cumulative effects in case of long-term use of medicinal products and serious adverse reactions. 
        2.3.2.2 Cohort study is a type of pharmacoepidemiological study in which two large selected groups of patients representing those exposed and those  not exposed to an investigational medicinal product are observed over a period of time in order to detect adverse reactions.
2.3.3. Clinical trial (clinical study) of medicinal product - any investigation in human beings intended to discover or verify the clinical, pharmacological and/or other pharmacodynamic effects of one or more investigational medicinal product(s), and/or to identify any adverse reactions to one or more investigational medicinal product(s) and/or to study absorption, distribution, metabolism and excretion of one or more investigational medicinal product(s) to confirm its (their) safety and/or efficacy.

2.4. Subject (study subject) – a patient who participates in a clinical trial or is a group member, who takes an investigational medicinal product, or a control group member, who takes a reference product (comparator).
2.5. Investigational medicinal product - a pharmaceutical form of an active substance or placebo being tested or used as a reference (comparator) in a clinical trial, or to gain further information about the registered form of the medicinal product.

2.6. Investigator – a doctor with adequate scientific background and experience in patient care. The investigator is responsible for conducting clinical trial or safety study of a medicinal product at a health care setting. If a trial is conducted by a team of individuals at a health care setting, the investigator is the leader responsible for the team and may be called the principal investigator.
2.7. Applicant (holder of registration certificate) – a legal entity or a natural person responsible for efficacy, quality and safety of a medicinal product according to the procedure approved by current legislation. 

2.8. Report on adverse reactions at medical use of medicinal products at health care settings (according to the form given in Annex 3) – an annual report on all adverse reactions to medicinal products should be made and submitted by all health care settings of the Autonomous Republic of Crimea, the Oblast, cities of Kyiv and Sebastopol regardless their branch subordination and types of ownership.
2.9. Report on safety study of medicinal product permitted for medical use is the results of a safety study of a medicinal product and their analysis in writing.
2.10. Information identifying adverse reaction to medicinal product is the data about information source, suspected medicinal product, patient, description of adverse reaction.
2.11. Report form on adverse reaction or lack of efficacy of medicinal product at medical use (according to the form given in Annex 1) is a form according to which doctors of any health care settings regardless of their branch subordination and ownership shall report about any adverse reactions to medicinal products.
2.12. Meta-analysis is the method of getting information on adverse reactions to medicinal products using statistical analysis for integrating data on several independent studies in order to monitor medicinal products and adverse reactions, especially those occurred after a long period of time. All medical records on a patient obtained from different information sources (hospitals where he/she was treated, maternity house, prescriptions etc.) for his/her life should be taken into consideration; this is a basis for preparation of a patient’s dossier and further analysis. 
2.13. International birth date of medicinal product is the date of the first marketing authorization for a medicinal product granted to the applicant in any country of the world.

2.14. Monitoring of prescriptions is a method of getting information about adverse reactions to medicinal products based on the registration of product prescriptions when the number of registered adverse reactions and the number of patients who used a medicinal product for a certain period of time are defined, thus allowing to identify the interrelationships between adverse reaction and the use of a medicinal product using registration of prescriptions issued.
2.15. Hospital-based monitoring is the method of getting information about adverse reactions to medicinal products which permits to determine the frequency of adverse reactions and identify peculiarities of interactions of medicinal products in patients of one or more hospitals when for a certain period of time all hospitalized patients, all prescribed medicinal products and suspected adverse reactions, which occur, are under control.
2.16. Unexpected adverse reaction is an adverse reaction, the nature, severity of which is not consistent with the applicable product information (e.g. investigator’s brochure for an unregistered medicinal product or package-insert/instructions for medical use of the registered medicinal product).

2.17. Expected adverse reaction is an adverse reaction, the nature, severity of which is consistent with the applicable product information (e.g. investigator’s brochure for an unregistered medicinal product or package-insert/instructions for medical use of the registered medicinal product).

2.18. Source documents – outgoing documents, data and records (e.g., case histories, hospital records, laboratory notes, memos, subjects’ diaries or evaluation checklists, medicines dispensing records, recorded data from automated instruments, and  verified and authenticated copies or transcripts of sound tracks, microfiches, photographic negatives, microfilms or magnetic carriers, X-ray films, administrative documents, records kept at the pharmacy, laboratory and instrumental diagnostics department of health facility involved in a trial).

2.19. Suspected medicinal product is a medicinal product which when prescribed there is a causal effect between clinical manifestations of any adverse reaction and its medical use.
2.20. Adverse reaction  is any unintended and untoward  response, which occurs at doses normally used for prevention, diagnosis or therapy of disease or for the modification of organism's physiological functions. 
2.21. Case report on adverse reaction to medicinal product (hereinafter – Case report) is a form applicable by manufacturer/applicant to inform about any serious adverse reactions to medicinal product manufactured by him.

2.22. Representative is a natural person or a legal entity who is obliged or has a right to act legally on behalf of another party whom he/she represents. 

2.23. Causality of clinical manifestations of any adverse reactions and medical use of medicinal product is a degree which is determined according to certain criteria and indicates the association between the reaction observed and the use of a medicinal product. 
2.23.1. Certain adverse reaction is an untoward clinical event, including laboratory test abnormality, occurring in a plausible time relationship to medicinal product administration, and which cannot be explained by concurrent disease or other factors or chemicals. The event shall subside after withdrawal of a medicinal product (dechallenge) and reappear after reintroduction of a medicinal product (rechallenge) (if reintroduction of a medicinal product is possible).
2.23.2. Probable/likely adverse reaction is an untoward clinical event, including laboratory test abnormality, with a reasonable time sequence to administration of the medicinal product, unlikely to be attributed to concurrent disease or other factors, and which shall subside after withdrawal. Response to reintroduction of a medicinal product is unknown.
2.23.3. Possible adverse reaction is an untoward clinical event, also including laboratory test abnormality, with a reasonable time sequence to administration of the medicinal product, but which could be explained by concurrent disease or by use of other drugs or chemicals. Information on drug withdrawal is unclear.

2.23.4. Unlikely adverse reaction is an untoward clinical event, including laboratory test abnormality, which occurs with no clear temporal relationship to medicinal products administration. There are other factors (medicinal products, diseases, chemicals) which can also be a cause of occurring adverse reaction.
2.23.5. Conditional adverse reaction is an untoward clinical event, including laboratory test abnormality, which is difficult to assess. More data are required to make an assessment or these additional data are under examination.
2.23.6. Unassessible/unclassifiable adverse reaction is a report suggesting an adverse reaction which cannot be judged because information is insufficient or contradictory.

2.24. Protocol of safety study of medicinal product permitted for medical use is a document describing a purpose, methodology, procedures, statistical aspects and the provision of safety study, and also, generally, data received earlier on an investigational medicinal product, as well as the study validation. 

2.25. Periodic safety updated report on medicinal product permitted for medical use (hereinafter – Periodic report) is a written report containing periodic updated information on safety of a medicinal product.
2.26. Registration certificate is a document, which is issued to the applicant and is a basis for medical use of the medicinal product in Ukraine.

2.27. Serious adverse reaction is any untoward medical occurrence or effect that at any dose results in death, is life-threatening, requires hospitalization, or prolongation of existing hospitalization, results in persistent or significant disability or incapacity, or is a congenital anomaly/birth defect.

2.28. Risk/benefit ratio is a comparison of quantitative and qualitative evaluation of revealed factors of favorable effect of a medicinal product to seriousness and severity of the disease course in patients and manifestations of known unsafe properties of a medicinal product during its medical use which deteriorate the course of disease or cause the development of new noxious effects of a medicinal product on a patient’s organism and quality of patient’s life. 
2.28.1. Benefit is a set of levels of positive effect of a medicinal product on a reduction of severity of the disease course or symptoms and an extent of positive pharmacological response to medicinal product administration and its duration. 

2.28.2. Risk is a set of data confirmed by the causal association with respect to the development of adverse reaction to medicinal product as a result of manifestation of unsafe properties of a medicinal product and unsafe factors in the exposed cohort. 
2.29. Expedited report is a case report on serious (expected or unexpected) adverse reaction of a medicinal product which occurred in Ukraine and resulted in a patient’s death.
2.30. Bridging summary report is a written report integrating the safety information about a medicinal product presented in two or more periodic safety updated reports. 
2.31. Pharmacovigilance is a state system of collection, scientific assessment and supervision of information about adverse reactions of medicinal products at their normal use in order to make relevant regulatory decisions about the medicinal products registered in the country. This information should be collated with data on consumption of medicinal products. 
2.32. Frequency of adverse reactions of medicinal product is a percentage of the number of patients who developed adverse reaction at certain time during the use of medicinal product to the number of patients who at certain time used this medicinal product .
2.32.1. Criteria to estimate frequency of adverse reactions to medicinal product
over 10% - very common;

1-10% - common (frequent);

0,1 – 1% - uncommon (infrequent);

0,01 – 0,1% - rare;

less 0,01% - very rare.

3. General principles for conducting surveillance over adverse reactions to medicinal products, permitted for medical use

3.1. The Center shall perform surveillance over adverse reactions to medicinal products involving doctors of all health care settings regardless of subordination and types of ownership, as well as manufacturers/applicants (or their representatives).

3.2. The Center shall receive the information about adverse reactions to medicinal products using spontaneous reports, active hospital-based monitoring, prescription monitoring, and meta-analysis.


3.3. The Center shall authorize its regional representatives to organize and supervise execution of pharmacovigilance in Ukraine with the assistance of heads of all levels of health care and doctors of health care settings independently of the branch subordination and types of ownership, manufacturers/applicants (or its representatives), heads and staff of the State Inspectorate for Quality Control of Medicinal Products.

3.4. Heads of health care settings regardless of the branch subordination and types of ownership should impose a responsibility for acquisition and submission of information about adverse reactions to medicinal products to the Center upon a deputy chief doctor or other responsible person, having a higher medical education.

 3.5. Doctors of all health care settings regardless of the branch subordination and types of ownership, as well as manufacturers/applicants (or their representatives) should submit in time a probable information about adverse reactions to medicinal products to the Center.
3.6. Manufacturer/applicant (or its representative) should ensure functioning of the appropriate system for collecting, evaluating and submitting to the Center of probable information about adverse reactions to medicinal products, as well as any other data necessary for assessing risks and benefits of the medical use of a medicinal product, which is an obligatory condition for the presence of a medicinal product on Ukraine's pharmaceutical market.

         
3.7. The Center shall supervise the execution of this Procedure and the probability of medicinal product information obtained from:

Doctors of all health care settings regardless the branch subordination and types of ownership through checking primary medical records specified in item 5.6;
Manufacturers/applicants (or their representatives) through checking appropriate functioning of the system for collecting and submitting information about adverse reactions to medicinal products.
4. Sources of acquisition and exchange of information about adverse reactions to medicinal products, permitted for medical use
4.1. Information about adverse reactions to medicinal products shall come to the Center from:
Doctors of all health care settings regardless of their subordination and types of ownership;

Health care settings; 

State Inspectorate for Quality Control of Medicinal Products;

Manufacturers/applicants (or their representatives);

Authorized international organizations (World Health Organization – hereinafter WHO, European Community – hereinafter EC);

Medical information sources and scientific publications;

Public organizations, which represent the interests of consumers of medicinal products permitted for medical use in Ukraine.

4.2. The Center shall submit information about the registered cases of adverse reactions to medicinal products to:

4.2.1. the State Inspectorate for Quality Control of Medicinal Products about any serious adverse reactions to a medicinal product resulted in a patient’s death, as well as about any adverse reactions to medicinal products, should there is a suspicion of inadequate quality of medicinal product, indicating the suspected medicinal product, its manufacturer, description of adverse reaction and their sequela  immediately, but not later than 48 hours of  getting such information by the Center.
4.2.2. Manufacturer/applicant (or its representative) concerning medicinal products manufactured by him:
About any serious adverse reactions to a medicinal product, which resulted in patient’s death, patient’s disability, fetus congenital anomaly, as well as about serious unexpected adverse reactions to medicinal product indicating a suspected medicinal product, patient’s initials, gender, age, description of adverse reaction, indications for use of a suspected medicinal product (diagnosis), concomitant drug therapy, products to correct/relief symptoms of adverse reaction, medical history, sequela of adverse reactions immediately but not later than 48 hours  of  getting such information by the Center;
About adverse reactions to medicinal product during its re-registration in Ukraine indicating total amount of adverse reactions to a medicinal product either serious or non-serious singly on request but not earlier than 1 year before ending the validity period of registration certificate;
On his demand - about adverse reactions to medicinal product in order to prepare appropriate parts of the periodic updated report indicating the total number of either serious or non-serious adverse reactions to a medicinal product; detailed information about both serious and non-serious adverse reactions (suspected medicinal product, patient’s initials, description of adverse reaction, indications for prescribing  a suspected medicinal product (diagnosis), concomitant drug therapy, products to correct/relief symptoms of adverse reaction, medical history, sequela of adverse reaction); total number of systemic manifestations of non-serious adverse reaction;                    
On his demand - about adverse reactions to medicinal products in order to submit registration dossier for registration/re-registration in other countries.

4.2.3. MoH Ukraine - on request.
4.2.4. Authorized international organizations (WHO, EC etc.) for entering in the International Data Base concerning adverse reactions to medicinal products.
5. Procedure for submitting by doctors of information about adverse reactions to medicinal products, permitted for medical use 
5.1. Doctors of all health care settings regardless branch subordination and types of ownership should submit to the Center the information about any adverse reactions or cases of lack of medicinal product efficacy according to the form presented in Annex 1.
5.2. Report form on adverse reaction or lack of efficacy of medicinal product at medical use (hereinafter – Report form) shall be completed by a doctor according to requirements listed in Annex 2 and submitted to the Center in any format. Such report form may be submitted as hard or electronic copy. A copy of the report form shall be kept with the person responsible for collecting and submitting the information about adverse reaction to medicinal products to the Center.

5.3. In case of  non-serious adverse reaction to medicinal product or/and lack of efficacy during medical use of a medicinal product, as well as presence of causal association of the event with the administration of suspected medicinal product the doctor shall submit a completed report form to the Center within 15 days.
5.4. In case of serious adverse reaction to medicinal product and presence of causal association of the event with the use of suspected medicinal product the doctor shall submit a completed report form to the Center within 48 hours.

5.4.1. In case of serious adverse reaction to medicinal product which resulted in patient’s death the doctor shall also simultaneously inform the chief doctor (or its related deputy) about this. Then the chief doctor (or its deputy) shall immediately notify about this event by phone the regional State Inspectorate for Quality Control of Medicinal Products and, according to the location, the MoH of the Autonomous Republic of Crimea, health care departments of the Oblast, Sebastopol City State Administrations or Health Department of Kyiv City State Administration.
5.5. In case of serious adverse reaction to medicinal product and suspicion of inadequate quality of medicinal product, in the presence of causal association with the use of suspected medicinal product the doctor shall simultaneously submit (within 48 hours) a completed report form to the Center and to the regional State Inspectorate for Quality Control of Medicinal Products.

5.6. Doctor shall enter the information about adverse reactions of medicinal product to primary medical documentation ((Out-patient medical history" (Form № 025/о), "Statistical Slip for registration of final (exacted) diagnoses" (Form № 025-2/о), "In-patient medical history" (Form № 003/о), "Medical history of patient discharged from the hospital" (Form № 066/о).
6. Procedure for submitting information of adverse reactions to medicinal products by health care settings regardless of their branch subordination and types of ownership
6.1. All health care settings regardless of their branch subordination and types of ownership shall draw up and submit a report on adverse reactions at medical use to medicinal products  at health care settings  (hereinafter - Report) according to the form given in Annex 3 within terms specified by this Procedure.
6.2. Report on adverse reactions to medicinal products shall be drawn up on the basis of copies of completed report forms and other primary medical documentation indicated in item 5.6 in compliance with requirements listed in Annex 4.
6.3. Report on adverse reactions to medicinal products shall be submitted to the MoH of the Autonomous Republic of Crimea, all Health Departments of the Oblast and Sebastopol City State Administrations and Health Department of the Kyiv City State Administration by January 20 of the current year, at the latest.
6.4. The MoH of the Autonomous Republic of Crimea, all Health Departments of the Oblast and Sebastopol City State Administrations and Health Department of the Kyiv City State Administration shall submit the report on adverse reactions to medicinal products to the Center by January 30 of the current year, at the latest.
7. Procedure for submitting information about adverse reactions to medicinal products permitted for medical use by manufacturer/applicant (or his representative)
7.1. Manufacturer/applicant (or his representative) should submit to the Center information about adverse reactions to medicinal products.
7.1.1. Manufacturer/applicant (or his representative) should provide information about any case of serious adverse reactions to a registered medicinal product during its medical use in Ukraine. Reports should be submitted according to the form given in Annex 5 ("Case report on adverse reaction or lack of efficacy of medicinal product at medical use", hereinafter – Case report) or another form meeting requirements to the case report listed in Annex 6 immediately, but not later than 15 days of the day of acquisition of information identifying the given event. If the day 15 is a day-off or holiday the information should be submitted on the working day next to it.
7.1.2. Manufacturer/applicant (or his representative) should submit information about all suspected serious unexpected adverse reactions to medicinal product resulted in patient’s death and/or threat to patient’s health, as well as about any suspected transmission of infection by a medicinal product that were registered on the territory of other country and which became known to him. Case reports shall be submitted immediately or within the term indicated in sub-item 7.1.1 of item 7.1 according to the form given in Annex 5 or another form meeting the requirements to the case report listed in Annex 6.
7.1.3. On the Center’s request the manufacturer/applicant (or his representative) should submit reports on all other identified adverse reactions to a medicinal product in the form of listing which is an integral component of the periodic safety updated report about medicinal product permitted for medical use.
7.1.4. Reports on identified adverse reactions to medicinal products received from regulatory authorities within the European Medicines Agency (hereinafter - EMEA) shall be included in the next periodic safety updated report on medicinal product permitted for medical use.
7.1.5. Manufacturer/applicant (or his representative) should submit information about cases of lack of efficacy of medicinal product registered during its medical use in Ukraine and occurred while treating:

Life-threatening conditions;

Emergency conditions:

When lack of medicinal product effect may be life-threatening.
Case reports shall be submitted in accordance with the form given in Annex 5 or another form meeting the requirements to the case report listed in Annex 6 immediately, within the term specified in sub-item 7.1.1 of item 7.1.
7.1.6. Manufacturer/applicant (or his representative) should submit data on any other identified cases of lack of medicinal product efficacy in the periodic safety updated report.
7.1.7. Manufacturer/applicant (or his representative) should immediately submit to the Center the information which may change the results of risk/benefit assessment.
7.2. Manufacturer/applicant (or his representative) should submit to the Center a periodic safety updated report about medicinal product permitted for medical use (hereinafter – Periodic report) as specified in Annex 7. Full periodic report shall be submitted in Ukrainian, Russian, or English with frequency specified in item 7.3. In case of submission of the periodic report in English Parts 3, 4 and 10 shall be also submitted in Ukrainian or Russian. On the Center’s request Part 9 of the periodic report shall be submitted in Ukrainian or Russian, if necessary.
7.3. Periodic report shall be submitted with the following frequency:

7.3.1. After the first registration in Ukraine as the first country of the world (where the product has ever been registered) or starting from the birth date of medicinal product:

Every 6 months - for the first two years after getting registration certificate;

Annually - for the subsequent 3 years;

Thereafter - every 5 years, provided the medicinal product is available on pharmaceutical market of Ukraine; 

Immediately on the Center’s request.
7.4. Frequency of submitting periodic reports may be changed in case of:

Introduction of new indications for use and new routes of administration, development of new dosage forms which differ from those already registered for the active substance;

Issuance of new authorization for medicinal product with the same qualitative and quantitative composition of active substances and excipients as well as dosage form and route of administration as the one registered previously;

Manufacturer/applicant’s (or his representative’s) request to submit periodic report more frequently that it is specified in sub-item 7.3.1 of item 7.3.
7.5. For the re-registration of the medicinal product in Ukraine a manufacturer/applicant (or his representative) should submit to the Center aggregated safety data on medical use of medicinal product in Ukraine covering the validity period of the last registration certificate according to the form given in Annex 8 together with a periodic report submitted in the form of:
Most recent periodic reports indicated in sub-item 7.3.1, of item 7.3; 
Unified periodic report;

Bridging summary report together with periodic reports , which had been referred to.

7.6. Periodic report shall be made for a medicinal product containing one active substance as well as for a medicinal product containing a combination of substances.
7.7. Periodic report shall contain all essential safety information about medical use of medicinal product for the reporting period. The report shall also contain the information about the detected increase in frequency of adverse reactions to the medicinal product as well as methods used for detection of this increase.

7.8. Data about all serious adverse reactions to medicinal product which were registered by non-manufacturer/applicant (or his representative) shall be submitted with the periodic report as summary tabulations starting from the birth date of the medicinal product.
8. Procedure for conducting safety studies of medicinal products permitted for medical use by manufacturer/applicant (or his representative)
8.1. Safety study of medicinal product permitted for medical use (hereinafter – Safety study) shall be performed by manufacturer/applicant (or his representative) as agreed by the Center:

For a medicinal product with new chemical structure or new mechanism of action;

In case of uncertainty over clinical efficacy or toxic effect in animals;

In case of uncertainty over safety profile of medicinal product;

In case of necessity to determine more carefully the number of adverse reactions detected during clinical trials, and to substantiate the risk factors;

If medicinal product has highly specific area of use which requires monitoring by a specialist.
8.2. Safety study can be conducted as:

Clinical study in compliance with the Order of MoH Ukraine of 13.02.2006 №66 “On Approval of Procedure for Conducting Clinical Trials of Medicinal Products and Expert Evaluation of Materials Pertinent to Clinical Trials and Model Regulations of the Ethics Committee” registered with the Ministry of Justice of Ukraine of 10.03.2006 №252/12126;

Pharmacoepidemiological study as case-control study, cohort study according to item 8.3.

8.3. Pharmacoepidemiological study shall be conducted as follows: 

8.3.1. Manufacturer/applicant (or his representative) shall make a safety study protocol as per Annex 9, and submit it to the Center for approval not later than 1 month before the scheduled date of the study start.

8.3.2. The safety study may be started if the safety study protocol is approved by the Center.
8.3.3. Manufacturer/applicant (or his representative) shall inform the Center about the beginning of the safety study using the form given in Annex 10.
8.3.4. During the safety study and after its termination the Center may request the manufacturer/applicant (or his representative) to provide some study materials, if necessary.
8.3.5. Manufacturer/applicant (or his representative) shall inform about all cases of serious adverse reactions of a medicinal product registered during the safety study. The case report shall be submitted according to the form given in Annex 5 within the term indicated in sub-item 7.1.1, item 7.1. Information about all cases of non-serious adverse reactions of a medicinal product registered during the safety study shall be summarized and entered in the report on the safety study of a medicinal product permitted for medical use.
8.3.6. Within 90 days after the safety study termination the manufacturer/applicant (or his representative) shall inform the Center about the termination or temporary suspension of the safety study of a medicinal product permitted for medical use according to the form given in Annex 11.
8.3.7. In case of pre-term termination of the safety study the manufacturer/applicant (or his representative) shall notify the Center within 15 days about termination or temporary suspension of the safety study of a medicinal product permitted for medical use according to the form given in Annex 11 indicating the reasons for the pre-term termination of this safety study.
8.3.8. Manufacturer/applicant (or his representative) shall submit to the Center a report on the safety study of a medicinal product permitted for medical use according as per Annex 12 not later than 6 months of the day of its termination.
8.3.9. The Center shall perform the expert evaluation of the report on the safety study of a medicinal product permitted for medical use within 90 days. 

8.3.10. Results of the safety study shall be published in specialized medical publications.
9. Analysis and assessment of information about adverse reactions to medicinal products permitted for medical use
9.1. The Center shall classify and analyze the information about adverse reactions which it receives as per item 4.1 of this Procedure.
9.2. The Сenter shall perform:
Assessment of the information quality;

Codification of the information; 

Detection of the duplicated information;

Assessment of causal association of clinical manifestations of any adverse reaction and use of the suspected medicinal product; 

Assessment of risk/benefit ratio.

9.3. Based on the results of the study and assessment of the information about adverse reactions of medicinal products the Center shall:

9.3.1. Make proposals to MoH Ukraine concerning decisions about:

Full or temporary suspension of medical use of the medicinal product in case of receipt of expedited report, detection of previously unknown unsafe properties of the medicinal product resulted in or able to cause serious sequela for human health and life due to a serious adverse reaction or based on results of the safety study.
9.3.2. Recommend the manufacturer/applicant (or his representative) to:

Clarify, amend or change instructions for medical use of medicinal product; 

Perform safety studies according to item 8.1.

9.4. The Center’s regulatory decisions may be contested at the Court according to acting legislation of Ukraine.
V. T. Chumak
Director,
Public Enterprise "State Pharmacological Center" MoH Ukraine






                             

