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Procedure of Monitoring of Adverse Drug Reactions

Issued pursuant to Article 5, Clause 6 

of the Pharmacy Law
I. General Provisions

1. These Regulations prescribe the monitoring procedure for suspected adverse drug reactions (harmful and undesirable reactions of the human organism that arise when using medicinal products according to the summary of product characteristics for the prevention, diagnosis or treatment of diseases, as well as for restoration, correction or modification of physiological functions) (hereinafter – adverse drug reactions) caused by the use of medicinal products (except veterinary medicinal products).

2. The system of monitoring of adverse drug reactions (hereinafter – monitoring system) shall be operated to ensure harmonized decisions on medicinal products distributed in the European Economic Area states (hereinafter – member states) taking into account the information gathered on the observed adverse drug reactions.

3. The monitoring system shall be used to collect information related to the manifestations of adverse drug reactions in the human body, and to evaluate such information scientifically. Within the scope of the monitoring system, any available information on incorrect use or abuse (regular or occasional intentional excessive use of medicinal products resulting in physical or psychological effects) shall be utilised to analyse benefit and risk of the use of medicinal products. Risks of the use of medicinal products within the scope of these Regulations, are risks associated with the quality, safety and efficacy of medicinal products, and those affecting patients health and health of the society.

II. Responsibilities of Medical Persons, Pharmacy Specialists and Marketing Authorization Holders (Owners)

4. In order to ensure effective functioning of the monitoring system, medical persons and pharmacy specialists shall notify the State Agency of Medicines in accordance with the Report sample given in Appendix of these Regulations regarding adverse drug reactions that have:

4.1. caused the death of a patient or endanger the life of a patient, or resulted in the hospitalisation or prolongation of hospitalisation of a patient, or a permanent or substantial work disability or invalidity, or congenital anomaly (birth defect) (hereinafter – serious adverse drug reactions), and have become known to the medical persons during performance of their professional duties;

4.2 that do not correspond to the summary of product characteristics by their nature, severity or outcome (hereinafter – unexpected adverse drug reactions) and have become known to the medical persons during performance of their professional duties.

5. Medical persons and pharmacy specialists shall provide, at the request of the State Agency of Medicines, additional information on the observed adverse drug reactions.

6. Marketing authorization holder (owner) shall appoint a responsible official (that reside in the member state) with appropriate qualifications (physician or pharmacist). The responsible official shall be responsible for the following functions:

6.1. the establishment and maintenance of a system which ensures that information about all adverse reactions which are reported to the personnel of the medicinal products manufacturing company, and to medical representatives appointed according to the procedure laid down in normative acts, is available at one point in one member state at least;

6.2. the preparation of the reports referred to in Article 8, in such form as laid down by the European Commission guidance published by the European Commission in the Volume of the Rules governing Medicinal Products in the European Community (hereinafter – European Commission guidance);

6.3. ensuring that any request from the State Agency of Medicines for the provision of complete (including additional) information necessary for the evaluation of the benefits and risks afforded by a medicinal product is answered promptly, including the provision of information about the volume of sales or prescriptions of the medicinal product concerned;

6.4. the provision to the State Agency of Medicines, of any other information relevant to the identification and quantitative measurement of the benefits and risks afforded by a medicinal product, including appropriate information on post-authorization pharmaco-epidemiological or clinical studies.

7. Marketing authorization holder (owner) shall maintain detailed documentation regarding all adverse drug reactions regardless if observed in the member state or in a third country (in the territory of the country which is not the member state), and communicate  electronically in accordance with the European Commission guidance.

8. Regarding the medicinal product specified in the Marketing Authorization, the marketing authorization holder (owner) shall perform the following tasks:
8.1. to register and notify the State Agency of Medicines promptly (but no later than 15 days following receipt of the information) of all serious adverse drug reactions observed in Latvia and which effects have been indicated by medical persons or pharmacy specialists;

8.2. to register and notify the State Agency of Medicines promptly (but no later than 15 days following receipt of the information) of all other serious adverse drug reactions observed in Latvia which meet the notification criteria in accordance with the European Commission guidance, and of which it should be aware;

8.3. to ensure that all serious unexpected adverse drug reactions (adverse drug reactions that are both serious and unexpected according to the Article 4 of these Regulations) and any suspected transmission via a medicinal product of any infectious agent occurring in the territory of a third country are reported promptly in accordance with the European Commission guidance so that the European Medicines Agency and the competent authorities of the Member States in which the medicinal product is authorised are informed of them, and no later than 15 days following the receipt of the information;

8.4. in addition to the requirements laid down in the paragraphs 8.1, 8.2 and 8.3 of these Regulations regarding placing on the market high technological level (particularly of biotechnological medicinal products) or placing on the market medicinal products subjected to the mutual recognition procedure according to the normative acts on the authorisation of medicinal products, the marketing authorisation holder shall also ensure that all serious adverse reactions occurring in the member state are reported in such a way as to be accessible to the member state that have prepared the Medicinal Product Assessment Report during the marketing authorization procedure (hereinafter - reference member state) or to any competent authority acting as reference Member State;

8.5. to ensure that reports of all adverse reactions shall be submitted to the State Agency of Medicines in the form of a periodic safety update report according to the European Commission guidance, or immediately upon request by the State Agency of Medicines in, or at least every six months after receipt of the marketing authorization and until the placing on the market (unless other requirements have been laid down as a condition for the granting of the marketing authorization, or subsequently as indicated in the European Commission guidance). Periodic safety update reports shall also be submitted immediately upon request or at least every six months during the first two years following the initial placing on the market and once a year for the following two years. Thereafter, the reports shall be submitted at three-yearly intervals, or immediately upon request. The periodic safety update reports shall include a scientific evaluation of the risk-benefit balance of the medicinal product. The risk-benefit balance of the medicinal product within the scope of these Regulations is the evaluation of the positive therapeutic effect of the medicinal product compared to the risks associated with the use of the medicinal product;

8.6. when reporting averse drug reactions, and applying provisions laid down by these Regulations, shall act in accordance with the European Commission guidance, and use internationally agreed medical terminology;

8.7. shall inform the State Agency of Medicines about the responsible official specified in the Article 6 of these Regulations, and give his/her name, family name, qualification, address of the site of activity, telephone and fax numbers, and electronic mail address.

9. Following the granting of a marketing authorisation, the marketing authorisation holder (owner) may request the amendment of the periods referred to in paragraph 8.5 of these Regulations in accordance with the procedure laid down by European Commission Regulation (EC) No 1084/2003, dtd June 3, 2003 regarding evaluation of amendments to the terms of a marketing authorization granted by a competent authority of a member state for human and veterinary medicinal products.

10. The holder (owner) of a marketing authorisation may not communicate information relating to the safety of the use of the medicinal product to the general public in relation to its authorised medicinal product without giving prior or simultaneous notification to the State Agency of Medicines. In any case, the marketing authorisation holder (owner) shall ensure that such information is presented objectively and is not misleading. If provisions of this Article are not met, the State Agency of Medicines has the right to decide on suspension of the marketing authorization up to half a year.

III. Responsibilities of the Monitoring Institutions

11. The State Agency of Medicines:

11.1. within the frame of the monitoring system, shall ensure communication of the obtained information to the competent institutions of other member states and the European Medicines Agency, and enter the data into the database set up by the European Medicines Agency;

11.2. in collaboration with the European Medicines Agency and the European Commission, shall set up a data-processing network to facilitate the exchange of information obtained in the monitoring system regarding medicinal products marketed in the member states in order to allow all competent authorities to share the information at the same time;

11.3. making use of the network referred to in paragraph 11.2. of these Regulations, shall ensure that reports of serious adverse reactions that have taken place on the territory of Latvia are promptly made available to the European Medicines Agency and the other Member States, and in any case within 15 days after their notification at the latest;

11.4. shall ensure that reports of serious adverse reactions that have taken place on the territory of Latvia are promptly made available to the marketing authorisation holder (owner)  and in any case within 15 days after their notification at the latest;

11.5. shall perform analysis and monitoring of adverse drug reactions referred to in the paragraph 8.4 of these Regulations, if Latvia is the reference member state specified in the paragraph 8.4 of these Regulations;

11.6. shall perform duties of the competent authority for the national monitoring system referred to in the European Parliament and Council Regulation (EC) No 726/2004, dtd March 31, 2004 regarding Community procedures for authorization and monitoring of human and veterinary medicinal products, and setting up of the European Medicines Agency.

12. When, following evaluation of the monitoring system data, the State Agency of Medicines makes a decision to suspend or revoke the marketing authorization, or amend the marketing authorization documentation in accordance to the European Commission guidance, the European Medicines Agency and competent institutions of other member states, and the marketing authorization holder (owner) shall be notified promptly.

13. Where urgent action to protect public health is necessary, the State Agency of Medicines may suspend the marketing authorisation of a medicinal product, provided that the European Medicines Agency, the European Commission and competent institutions of other member states are informed about suspension of the marketing authorization for the relevant medicinal product and measures adopted no later than the following working day.

14. When a request from the European Commission based on the opinion on the medicinal product marketed on the territory of Latvia and prepared by the Standing Committee referred to in the legislative acts on the marketing authorization of medicinal products has been received, the State Agency of Medicines shall take the provisional measures promptly, and shall take the further actions in accordance with the adopted opinion.

15. The State Pharmacy Inspection and the Quality Control Inspection for Expert Examination in Medical Care and Ability to Work shall control, within the scope of its competence, compliance with these Regulations.

IV. Closing Provision

16. The Cabinet Regulation No. 104 “Regulations Regarding Monitoring of Adverse Drug Reactions”, adopted on 6 March, 2001 (Latvijas Vēstnesis, 2001, 39. nr.; 2003, 167. nr.) shall become invalid.

Informative reference to the European Union Directives

The legal regulations derived from the following sources are included in these Regulations:

1) European Parliament and Council Directive, adopted on November 6, 2001, No 2001/83/EC regarding Community Code on human medicinal products;

2) European Parliament and Council Directive, adopted on March 31, 2004, No 2004/27/EC amending Directive No 2001/83/EC regarding Community Code on human medicinal products.
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