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Republic of Latvia

Cabinet

Regulation No 919
Adopted 6 December 2005

Regulations Regarding the Monitoring of Adverse Reactions Caused by the Use of Medicinal Products

Issued pursuant to

Section 5, Clause 6 

of the Pharmacy Law

I. General Provisions

1. These Regulations prescribe the procedures for the monitoring of adverse reactions (noxious and unintended reactions of the human body that appear when using medicinal products in accordance with the Summary of Product Characteristics for the prevention, diagnosis or treatment of diseases, as well as for the rehabilitation, correction or alteration of physiological functions) caused by the use of medicinal products (hereinafter – adverse reactions of medicinal products) (except for veterinary medicinal products).

2. The system of the monitoring of adverse reactions of medicinal products (hereinafter – the pharmacovigilance system) shall be established so as to ensure the taking of co-ordinated decisions regarding medicinal products to be distributed in the states of the European Economic Area (hereinafter – a Member State), taking into account the acquired information regarding the observed adverse reactions of medicinal products.

3. The pharmacovigilance system shall be utilised in order to compile the information regarding the manifestation of adverse reactions of medicinal products in a human body and perform the scientific assessment thereof. Any available information regarding the misuse of medicinal products or abuse (regular or occasional intentional excessive use of medicinal products that has a harmful physical or psychological impact) thereof, which may affect the evaluation of the benefits and the risks caused by the use of medicinal products, shall also be used within the scope of the pharmacovigilance system. Within the meaning of these Regulations the risk caused by the use of medicinal products shall be the risk, which is related to the quality, safety and efficacy of medicinal products and which may affect health of a patient or public health.

II. Duties of Medical Practitioners, Pharmacy Specialists and Holders (Owners) of Medicinal Products Registration Certificates (Marketing Authorisations)
4. In order to ensure the effective functioning of the pharmacovigilance system, medical practitioners and pharmacy specialists, in accordance with the sample of a report provided for in the Annex to these Regulations, shall inform the State Agency of Medicines regarding adverse reactions of medicinal products:

4.1. which have been the cause of death of a patient or were life threatening, or due to which hospitalisation or prolongation of hospitalisation of a patient has been necessary or which have caused permanent or serious work incapability or disability, congenital anomaly (birth defect) (hereinafter – serious adverse reactions of medicinal products) and which have become known to medical practitioners during the performance of their professional duties; or

4.2. which do not comply with the Summary of Product Characteristics by their nature, the degree of severity or outcome (hereinafter – unexpected adverse reactions of medicinal products) and which have become known to medical practitioners during the performance of their professional duties.

5. Medical practitioners and pharmacy specialists, upon the request of the State Agency of Medicines, shall provide additional information regarding the observed adverse reactions of medicinal products.

6. A holder (owner) of a medicinal product registration certificate (marketing authorisation), within the framework of the pharmacovigilance system, shall appoint a permanent responsible official (who resides in the Member State) with appropriate qualifications (a physician or pharmacist). The official shall be responsible for the fulfilment of the following functions:

6.1. to establish and maintain a system, in which the information regarding all adverse reactions of the medicinal product is compiled, regarding which the staff of the medicinal product manufacturing undertaking and the medical representatives specified in the regulatory enactments regarding the procedures for advertising of medicinal products have been notified, and to ensure that such information would be available gathered together in at least in one Member State;

6.2. to prepare the reports referred to in Paragraph 8 of these Regulations, complying with the requirements that have been specified in the recommendations of the European Commission, which the European Commission has published in the documents volumes of the Rules Governing Medicinal Products in the European Union (hereinafter – the recommendations of the European Commission);

6.3. upon the request of the State Agency of Medicines to provide without delay complete (also additional) information regarding the quantities of the medicinal product sold or prescribed, which is necessary for the evaluation of the benefits and risks of the use of medicinal product, and

6.4. to provide any other information to the State Agency of Medicines, which is related to the evaluation of the benefits and risks of the use of the medicinal product, also regarding the pharmaco-epidemiological or clinical researches that has been performed after the registration (authorisation) of the medicinal product in order to identify or assess quantitatively the risk of the use of the registered (authorised) medicinal product.

7. A holder (owner) of a medicinal product registration certificate (marketing authorisation) shall store the detailed documentation regarding all adverse reactions of the medicinal product regardless of whether the adverse reactions have been observed in a Member State or in a third country (in the territory of a state that is not a Member State) and provide a report regarding such adverse reactions in accordance with the requirements specified in the recommendations of the European Commission in electronic form.

8. A holder (owner) of a medicinal product registration certificate (marketing authorisation), in relation to the medicinal product indicated in the medicinal product registration certificate (marketing authorisation), shall:

8.1. register all serious adverse reactions of the medicinal product observed in the territory of Latvia, which have become known to it from medical practitioners or pharmacy specialists, and inform the State Agency of Medicines about such effects without delay (but not later than within a time period of 15 days after the receipt of the information);

8.2. register and notify the State Agency of Medicines without delay (but not later than within a time period of 15 days from receipt of the information) of all other serious adverse reactions of the medicinal product observed in the territory of Latvia, which, in accordance with the recommendations of the European Commission comply with the notification criteria and of which it should be aware;

8.3. ensure that the European Medicines Agency and the competent authorities of such Member States, in which the distribution of the medicinal product is allowed, are notified without delay, but not later than within a time period of 15 days from the receipt of the information, regarding all substantial and unexpected adverse reactions of the medicinal product (the adverse reactions of the medicinal product, which concurrently are both substantial and unexpected, in accordance with Paragraph 4 of these Regulations) and regarding any possible case of the transfer of an infection by means of the medicinal product in the territory of the third country in accordance with recommendations of the European Commission;

8.4. in addition to the requirements referred to in Sub-paragraphs 8.1, 8.2 and 8.3 of these Regulations regarding putting on the market of medicinal products of a high technology level (especially medicinal products obtained through biotechnological means) or putting on the market of such medicinal products, to which the Mutual Recognition Procedure is applied in accordance with the regulatory enactments regarding the registration of medicinal products, also ensure the compliance with the following requirement – it shall be notified regarding all the serious adverse reactions of the medicinal product, which have been observed in a Member State, in such a way that it would be available to the Member State, which has prepared the medicinal product assessment report in the medicinal product registration procedure (hereinafter – the reference Member State), or to any competent authority that represents the reference Member State;

8.5. ensure that a report regarding all the adverse reactions of the medicinal product is submitted to the State Agency of Medicines in accordance with the recommendations of the European Commission in the form of a Periodic Safety Update Report or immediately after the request of the State Agency of Medicines, or at least once every six months after the receipt of the medicinal product registration certificate (marketing authorisation) and until putting it on the market (if other requirements for granting the medicinal product registration certificate (marketing authorisation) are not specified in the regulatory enactments regarding the registration of medicinal products or it has not been otherwise specified in the recommendations of the European Commission). The Periodic Safety Update Reports shall be submitted immediately after the request or at least once every six months also during the time period of the first 2 years after the initial putting on the market and once a year during the following 2 years.  Afterwards the Reports shall be submitted once every 3 years or immediately upon the request. The Periodic Safety Update Reports shall include scientific assessment of the risk-benefit balance caused by the use of the medicinal product. Within the meaning of these Regulations the risk-benefit balance of the medicinal product shall be the assessment of the positive therapeutical effect of the medicinal product in comparison with the risks caused by the use of the medicinal product;
8.6. in notifying regarding the adverse reactions of the medicinal product, as well as in applying the requirements specified in these Regulations, act in accordance with the recommendations of the European Commission and use internationally accepted medical terminology; and

8.7. inform the State Agency of Medicines regarding the responsible official referred to in Paragraph 6 of these Regulations, indicating the given name, surname, qualification, address, telephone and fax number of the place of operation, as well as the address of the electronic mail.

9. After granting a medicinal product registration certificate (marketing authorisation), the holder (owner) of the medicinal product registration certificate (marketing authorisation) is entitled to request that the time periods referred to in Sub-paragraph 8.5 of these Regulations are revised in accordance with Commission Regulation (EC) No. [1084/2003] of 3 June 2003 concerning the examination of variations to the terms of a marketing authorisation for medicinal products for human use and veterinary medicinal products granted by a competent authority of a Member State. 

10. A holder (owner) of a medicinal product registration certificate (marketing authorisation) is prohibited from providing information to the public regarding the safety of the use of the medicinal product allowed for the distribution if the State Agency of Medicines has not been informed about it. A holder (owner) of a medicinal product registration certificate (marketing authorisation) shall ensure that the information provided is impartial. It shall not be misleading. If the requirements specified in this Paragraph are not complied with, the State Agency of Medicines is entitled to take a decision regarding the suspension of the operation of the medicinal product registration certificate (marketing authorisation) for a time period of up to 6 months.
III. Duties of Competent Authorities
11. The State Agency of Medicines shall:

11.1. ensure notification of the information obtained within the framework of the pharmacovigilance system to the competent authorities of other Member States and to the European Medicines Agency, as well as enter the data into the database formed by the European Medicines Agency;

11.2. co-operate with the European Medicines Agency and the European Commission in the establishment of the data processing network in order to facilitate the exchange of the information obtained in the pharmacovigilance system regarding medicinal products to be distributed in the Member States and to ensure the competent authorities with the possibility to use the relevant information concurrently;

11.3. in using the data processing network referred to in Sub-paragraph 11.2 of these Regulations, ensure that the reports regarding serious adverse reactions of medicinal products observed in the territory of Latvia are available to the European Medicines Agency and other Member States without delay, but not later than within a time period of 15 days after the receipt of such report;

11.4. ensure that the reports regarding serious adverse reactions of medicinal products observed in the territory of Latvia are available to the holder (owner) of the medicinal product registration certificate (marketing authorisation) without delay, but not later than within a time period of 15 days after the receipt of such report;

11.5. perform the analysis and monitoring of adverse reactions of medicinal products referred to in Sub-paragraph 8.4 of these Regulations if Latvia is the reference Member State referred to in Sub-paragraph 8.4 of these Regulations; and

11.6. fulfil the duties of the competent authority of the national pharmacovigilance system referred to in Regulation (EC) No. [726/2004] of the European Parliament and of the Council of 31 March 2004 laying down Community procedures for the authorisation and supervision of medicinal products for human and veterinary use and establishing a European Medicines Agency.

12. If after the assessment of the pharmacovigilance system data the State Agency of Medicines takes a decision that the operation of a medicinal product registration certificate (marketing authorisation) must be suspended, the certificate must be annulled or changes must be made in the registration documentation in accordance with the recommendations of the European Commission, it shall notify without delay the European Medicines Agency, the competent authorities of other Member States and the holder (owner) of the medicinal product registration certificate (marketing authorisation).

13. If urgent measures are necessary in order to ensure the protection of public health, the State Agency of Medicines is entitled to suspend the operation of a medicinal product registration certificate (marketing authorisation) provided that it notifies the European Medicines Agency, the European Commission and the competent authorities of other Member States regarding the suspension of the operation of the medicinal product registration certificate (marketing authorisation) and the measures to be taken not later than on the following working day.

14. If a request of the European Commission has been received, which is based on the statement regarding medicinal products that are distributed in the territory of Latvia prepared by the Standing Committee specified in the regulatory enactments regarding the registration of medicinal products, the State Agency of Medicines shall urgently perform all the necessary temporary measures and afterwards act in accordance with the statement received.

15. The State Pharmaceutical Inspection and the Quality Control Inspection for Expert Examination in Medical Care and Ability to Work shall control the compliance with these Regulations within the competence thereof.

IV. Closing Provision

16. Cabinet Regulation No. 104 of 6 March 2001, Regulations Regarding Monitoring of Adverse reactions Caused by Use of Medicinal Products (Latvijas Vēstnesis, 2001, No. 39; 2003, No. 167) is repealed.

Informative Reference to European Union Directives

These Regulations contain legal norms arising from:

1) Directive 2001/83/EC of the European Parliament and of the Council of 6 November 2001 on the Community code relating to medicinal products for human use; and

2) Directive 2004/27/EC of the European Parliament and of the Council of 31 March 2004 amending Directive 2001/83/EC on the Community code relating to medicinal products for human use.
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A. Kalvītis

Minister for Health 








G. Bērziņš

Annex
Cabinet Regulation No. 919

6 December 2005

REPORT REGARDING THE ADVERSE REACTION OF A MEDICINAL PRODUCT

VALSTS ZĀĻU AĢENTŪRA [STATE AGENCY OF MEDICINES]
Jersikas iela 15, Rīga, LV-1003

tel. 7078442, fax 7078428

	1. REPORTER
Given name, surname  

Address of the place of employment 


Telephone 

Speciality 

Signature _________ Date _ _/ _ _/ _ _
	
	2. PATIENT
Initials of the given name, surname (or code) 


Age (years or months) 


Sex M [ ] F [ ] Weight 


Hospital (if hospitalised) 






3. ADVERSE REACTION Beginning of reaction: date _ _/ _ _/ _ _ time
	Description (symptoms, laboratory examinations and other examinations performed, medical treatment of the adverse reaction)



	Caused patient’s death [ ]

Endangered patient’s life [ ]

Was the reason for hospitalisation or extension thereof [ ]

Cause of substantial incapacity to work, disability [ ]

Caused hereditary malformation [ ]

Other [ ]
	Recovery:

complete [ ]

has not recovered yet [ ]

permanent consequences [ ]

not known [ ]
	Have the medicinal products been used repeatedly?

Yes [ ] No [ ]

Has there been a repeated reaction?

Yes [ ] No [ ]


4. MEDICINAL PRODUCTS, WHICH ARE THE POSSIBLE CAUSE OF THE ADVERSE REACTION
	Name, form and manufacturer of the medicinal product
	Type of administration
	Single dose/frequency
	Beginning of use
	End of use
	Indication for use

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	


5. OTHER MEDICINAL PRODUCTS, WHICH HAVE BEEN USED DURING THE LAST THREE MONTHS (INCLUDING SELF-TREATMENT)

	Name and form of the medicinal products
	Type of administration
	Single dose/frequency
	Beginning of use
	End of use
	Indication for use

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	


6. ADDITIONAL INFORMATION
	Severe secondary disease

Allergic reaction

Increased susceptibility to medicinal products

Pregnancy

Other information
	


Minister for Health 


G. Bērziņš
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