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Pursuant to Article 90 of the Law on Medicinal Products and Medical Devices (Official Gazette of the Republic of Macedonia, No. 106/2007) the Minister of Health hereby issues the following
REGULATION

ON THE MANNER OF REPORTING, CONTENTS OF THE REPORTING FORM FOR ADVERSE REACTIONS TO MEDICINAL PRODUCTS AND THE MANNER OF ORGANISATION OF PHARMACOVIGILANCE SYSTEM

I. BASIC PROVISIONS

Article 1

This Regulation determines the manner of reporting, contents of the reporting form for adverse reactions to medicinal products as well as the manner of organisation of the Pharmacovigilance system. 

Article 2

The terms used in this Regulation have the following meanings:

1) Pharmacovigilance is a system applied for the purpose of detecting, gathering, monitoring, assessing and responding to new data on safety of medicinal product and risk-benefit balance related to the use of medicinal product or its interaction with other medicinal products.
2) Adverse reactions to a medicinal product are all unintended reactions to medicinal products which appear during application of the medicinal product according to the prescribing instructions or in the application of any dose of the medicinal product in clinical trials;

3) Serious adverse reactions are all unintended reactions which result in death, are life-threatening, inpatient hospitalisation or prolongation of existing hospitalisation, permanent or significant disability/inability or congenital anomalies/birth defects;

4) Unexpected adverse reactions are reactions to the medicinal product whose nature, severity or outcome is not known or consistent with the summary of product characteristics or investigator’s brochure;

5) Undesirable events are unwanted occurrences during use of a medicinal product for which a causal link with the administration of the medicinal product does not need to be proved;

6) Serious undesirable events are all undesirable events which result in death, threat to life, inpatient hospitalisation or prolongation of existing hospitalisation, permanent or significant disability/inability or congenital anomalies/birth defects;
7) Interactions are changes of pharmacokinetic or phramacodynamic properties of medicinal products caused by the concurrent use of another medicinal product, food or other substance;

8) Suspect medicinal products are medicinal products suspected of causing an adverse reaction or an interaction;

9) Clinical trials of medicinal products are studies performed on human subjects in order to determine or confirm clinical, pharmacological, pharmacodynamic action of one or more medicinal products being tested, identify all adverse reactions to one or more of the medicinal products being tested, and the absorption, distribution, metabolism and excretion of one or more medicinal products, with the aim of ascertaining their safety and efficacy;

10) Post-marketing interventional clinical trials of medicinal products are studies in which the products are used in accordance with the conditions laid down in the medicament’s marketing authorisation, but which require additional diagnostic procedures, as well as monitoring procedures defined by the protocol on the clinical testing of the medicinal product;

11) Post-marketing non-interventional clinical trials of medicinal products (phramacoepidemiological trials) are studies of the medicinal product in which the product is used in accordance with the marketing authorisation in which the selection of patients is not determined in advance by the protocol of clinical trials but is part of the normal treatment practice, wherein prescription of the product is clearly distinct from the decision to involve the patient in the trials. No additional diagnostic or monitoring procedures are applied, and the results are analysed using epidemiological methods;

12) Periodic safety update reports (hereinafter: PSUR) are comprehensive reports given by the Marketing Authorization Holder and are documents containing detailed information about the safety of medicinal products as well evaluation of risk/benefit balance.
13) International birth date of medicinal product (hereinafter: IBDs) is the date of first marketing authorisation of a medicinal product granted to the Marketing Authorisation Holder anywhere in the world.

14) Data Lock Point (hereinafter: DLP) is the date designated as the cut-off date for data to be included in a Periodic Safety Update Report, is based on IBD’s and usually refer to a period of 6 months.

15) Abuse of medicinal products is persistent or sporadic intentional excessive use of medicinal products accompanied by harmful physical or psychological effects;

16) Unauthorised use of medicinal products is use of a medicinal product which has an authorisation but with a therapeutic indication, in a dosage or manner not consistent with the summary of product characteristics, i.e., which are not authorised;

17) Spontaneous reporting is voluntary reporting of adverse reactions to medicinal products with marketing authorisations which occurred during treatment of patients.

Spontaneous reporting is performed by health-care institutions or health-care professionals;

18) Compulsory reporting is reporting of serious adverse reactions to medicinal products which occurred in clinical trials or after the granting of marketing authorisation. Compulsory reporting, within the meaning of this Regulation, is performed by the manufacturer of the medicinal product, the sponsor of the clinical trials, investigators, or the organisation commissioned to perform certain activities in the clinical trials (hereinafter: applicant for clinical trial), and the holder of the authorisation;

19) New medicinal products are medicinal products which have been in use for less than five years, as well as medicinal products in longer use but with new modes of use or new indications;

20) Clinical trial protocols are documents containing the aims, plan and methodology of trial, manner of processing data and organising the clinical trials consistent with the directives of Good Clinical Practice in clinical trials.

Article 3

The Agency for Medicinal Products (hereinafter: the Agency) through the National Centre for Monitoring of Adverse Reactions of Medicinal Products (hereinafter: National Pharmacovigilance Centre), organises and oversees the manner of collecting and assessing adverse reactions to medicinal products, as well as the processing and evaluation of data collected about safety of medicinal products.
II. PHARMACOVIGILANCE IN CLINICAL TRIALS OF MEDICINAL PRODUCTS

Article 4

Applicants for clinical trials (hereinafter: applicants of the request) who hold authorisations to implement clinical trials of medicinal products, including post-marketing interventional clinical trials of medicinal products, are obliged to notify the National Pharmacovigilance Centre about the following:

1) serious, unexpected adverse reactions exhibited during clinical trials of the medicinal product;

2) serious, expected adverse reactions exhibited during clinical trials of the medicinal product but with an increased incidence of occurrence (which is clinically significant);

3) serious threats to patients which appeared during clinical trials of the medicinal product (for example lack of efficacy of the medicinal product in patients with life-threatening diseases);

4) serious, unexpected adverse reactions to a medicinal product used as an active control, of which they shall also inform the holder of the authorisation on the territory of the Republic of Macedonia.

If multi-centric clinical trials are also performed in the Republic of Macedonia, the applicant for clinical trials shall report adverse reactions to the medicinal product referred to in § 1 of this Article which occurred in any of the countries where the clinical trials are being performed.

Article 5

Serious, unexpected adverse reactions exhibited during clinical trials of the medicinal product which are fatal or life-threatening must be communicated immediately by the applicant for clinical trials to the Agency, National Pharmacovigilance Centre and Ethics committee in any case no later than 24 hours from the first insight (hereinafter: initial report).

The applicant for clinical trials must submit a follow-up report to the National

Pharmacovigilance Centre no later than seven days from the submission of the first report referred to in § 1 of this Article.

Reports of serious unexpected adverse reactions which are not fatal or life-threatening shall be submitted by the applicant for clinical trials to the National Pharmacovigilance Centre no later than 15 days from the date of the initial information about the said adverse reaction.

The applicant for clinical trials submits to the National Pharmacovigilance Centre annual periodical reports about all adverse reactions exhibited during clinical trials of the medicinal product, and after the conclusion of the trials shall submit the final report about the safety of the medicinal product tested.

Article 6

The initial report referred to in Article 5 § 1 of this Regulation contains at least the following data:

1) identification code of the patient (test subject) and the patient’s initials;

2) the international non-proprietary name (INN) of the medicinal product;

3) the adverse event exhibited;

4) the identification number of the clinical trial;

5) the name and address of the applicant for clinical trials.

Article 7

The follow-up report referred to in Article 5 § 2 of this Regulation contain all necessary data about the following:

1) the clinical trials: the identification number of the clinical trial (protocol number), the most significant data about the clinical trials (e.g., the phase and purpose of the trials, the medicinal product tested, indication), the authorisation number;

2) for the patient or test subject: initials, identification code, age, sex, body weight, height, nationality;

3) the suspect medicinal product: the INN, or the proprietary name of the medicinal product, batch number, indication, pharmaceutical form and strength, dosage regime, manner of administration, dates and times of starting and ending use of the medicinal product;

4) adverse reactions;

5) medicinal products used concurrently, including non-prescription medicaments (traditional and homeopathic medicinal products), dietary products etc, with the same data as for the suspect medicinal product;

6) for the submitter of the report: name and surname, telephone number, occupation and specialisation, signature and date of the report;

7) for the applicant for clinical trials: name and address of the applicant for clinical\ trials, the date when serious unexpected adverse reactions were first reported to the sponsor.

Article 8

The data about the adverse reactions referred to in Article 7. point 4) of this Regulation contain the following:

1) detailed descriptions of all reactions (signs and symptoms), the locations where they were exhibited and their seriousness, and the criteria on the basis of which the case is deemed serious, and whenever possible, specific diagnoses (MKB-10) for the reactions exhibited should also be given;

2) the dates and times of the beginning and cessation of the reactions;

3) corrective therapy and other measures implemented in connection with the adverse reactions exhibited;

4) information about the presence or absence of adverse reactions after discontinuance of the use of the medicinal product and after its renewed use;

5) information about the outcome of the reactions (fatal outcome with information about the cause of death, comment about the causal link with the suspect medicinal product and post-mortem findings - if available, permanent damage, inpatient hospitalisation or prolongation of existing hospitalisation, threat to life or recovery without consequences);

6) information of significance for assessing the adverse reaction (e.g., the case history, laboratory test findings and diagnostic test results, allergies, pregnancy, abuse of medicinal products or alcohol, family medical history).

III PHARMACOVIGILANCE OF MARKETED MEDICINAL PRODUCTS
Article 9

Health-care institutions and health-care professionals report to the National

Pharmacovigilance Centre all of the following:

1) adverse reactions to new medicinal products or suspicion about such reactions, including reactions which are not serious;

2) serious and unexpected adverse reactions to medicinal products (even if not serious in character) which are in use for more than five years, or suspicion about such reactions;

3) information about increased incidences of exhibition of expected reactions, clinically significant interactions, abuse of the medicinal product, overdoses, use during pregnancy and lactation and lack of efficacy, as well as information about medical mistakes.

In the cases referred to in § point 3) of this Article, it is sufficient if there only exists suspicion that the medicinal product used may have caused adverse reactions to the patient.

Article 10

Holders of authorisations may not divulge to the public information about the pharmacovigilance of their medicinal products without the prior consent of the Agency.

The information about the pharmacovigilance referred to in § 1 of this Article made available to the public by the holder of the authorisation must be objective, i.e., they must not be misleading in character.

Article 11
Adverse reactions to a medicinal product, or suspected adverse reactions to a medicinal product, are reported by the healthcare institutions and healthcare professionals on the standard form for reporting adverse reactions to a medicinal product which is annexed to this Regulation and is its constituent part.

Article 12
Reports of adverse reactions must contain at least the following data:

1) information about the patient (initials, age and sex) and information about adverse reactions (beginning and cessation of their exhibition, describing of clinical manifestations, outcome and treatment if any, causal link between the adverse reaction and suspected medicine);

2) information about the suspect medicinal product (proprietary and non-proprietary name, pharmaceutical form, strength, individual and daily doses, manner of administration, indications, start and termination of use from/to) and the course of the adverse reaction after the cessation and/or repeated use of the suspect medicine
3) information about concomitant use of other medicinal products with dates when the therapy was started and medical history of the patient
4) information about the manufacturer of the suspected medicine (name and country, batch number) and the submitter of the report (date of reporting, source and type of report, name and surname, contact tel.number, profession).

Article 13

Data about the person who reported the adverse reaction to the medicinal product, as well as data about the patient, are kept in accordance with the Agency’s Act on maintaining business secrets.

IV. MANNER OF ORGANIZATION OF PHARMACOVIGILANCE SYSTEM 

Article 14
The National Pharmacovigilance Centre establishes and maintains a system of pharmacovigilance as a system of collecting new data on the safety of medicinal products, providing information on drug interactions and abuse of medicinal products implementation of appropriate measures in the effective period of the authorisations or conduct of clinical trials of medicinal products.

Article 15
In the performance of the activities referred to in Article 14 of this Regulation, the

National Pharmacovigilance Centre conducts the following activities:

1) collecting, processing and assessing data about adverse reactions to medicinal products and undesirable events linked to the use of medicinal products during clinical trials of medicinal products or of marketed medicinal products, as well as in post-marketing interventional clinical trials of medicinal products;

2) processing and evaluating periodical reports about the safety of medicinal products which it receives from the holders of authorisation to market the medicinal products;

3) collecting, processing and assessing data from post-marketing non-interventional clinical trials of medicinal products (pharmacoepidemiological trials) which it receives from the holders of authorisation to market the medicinal products;

4) notifies holders of authorisation to market medicinal products about serious adverse reactions to the medicinal product immediately, or no later than 15 days from the date of receiving such information;

5) notifies the Agency and health-care professionals about serious adverse reactions to medicinal products and significant changes of the safety of medicinal products immediately, or no later than 15 days from the date of receiving such information;

6) encourages health-care professionals to report undesirable occurrences and adverse reactions to medicinal products, or suspicion of the same;

7) compiles a data base about information collected in the system of pharmacovigilance which is available to the public and competent authorities in and outside the country;

8) exchanges information collected in the system of pharmacovigilance with competent pharmacovigilance authorities in other countries.

The National Pharmacovigilance Centre submits information about reported adverse reactions to a medicinal products to the Agency every three months and annual report about adverse reactions to a medicinal products
Article 16
On the basis of data collected about adverse reactions to medicinal products during clinical trials of medicinal products, the National Pharmacovigilance Centre proposes the following measures:

1) changes in the protocol of clinical trials of a medicinal product;

2) control of the clinical trials of a medicinal product;

3) discontinuance of the clinical trials of a medicinal product.

Article 17

According to the regulation for maintaining the Pharmacovigilance system, the Marketing Authorization Holder proposes person responsible for pharmacovigilance to perform the following activities:

1) organises and maintains a system of collecting, processing, evaluating and storing data about all adverse occurrences or reactions to a medicinal product reported to the manufacturer of the medicinal product, the holder of the marketing authorisation, irrespective of the geographical origin of the source of the data;

2) proposes to the National Pharmacovigilance Centre measures to be implemented on safety grounds, provides full and timely responses and requisite information, for the purpose of assessing the safety of the medicinal product and risk to human health from its use;

3) informs the National Pharmacovigilance Centre about all serious adverse reactions to the medicinal product, as well as suspicion about such reactions, which occurred on the territory of the Republic of Macedonia;

4) informs the National Pharmacovigilance Centre about all serious adverse reactions to the medicinal product, or suspicion about such reactions, which were reported outside the territory of the Republic of Macedonia;

5) reports in accordance with points 3) and 4) of this Article all serious adverse reactions to the medicinal product during the post-marketing non-interventional clinical trials of the medicinal product (pharmacoepidemiological trials);

6) informs the National Pharmacovigilance Centre about all occurrences of abuse and uncontrolled use of the medicinal product which affect the evaluation of the benefits of the medicinal product and its risk to human health;

7) informs the National Pharmacovigilance Centre about all other adverse reactions suspected of being connected to the use of the medicinal product, but only in the periodical safety updates;

8) prepares reports for the National Pharmacovigilance Centre on activities referred to

in point 1) through point 7) of this Article pursuant to the law and this Regulation;

9) ensures that requests by the Agency for providing additional information needed to assess the medicinal product benefit and its risk to health are answered fully and promptly, including data about the quantity of the said medicinal products sold and prescribed.

Article 18
At the time of the first renewal of the authorisation the holder of the authorisation submits to the Agency individual PSURs (six-monthly, annual and triennial). With each additional renewal of the Marketing Authorization, single PSUR’s shall cover the period of 5 years, with cumulative data relating to the period from the day of issuance of the authorisation or to the period from the last renewal date of the authorisation (Summary Bridging Report).

PSURs are submitted to the Agency no later than 60 days from the expiry of the period which they cover.

Article 19
PSURs contain a cover page, short summary, index, parts from 1 to 10 and annexes. Cover page consist the following data:

1) proprietary name of the medicinal product;

2) name and address of the manufacturer of the medicinal product and the holder of its marketing authorisation, as well as the department of the manufacturer in charge of drafting periodical reports;

3) the period covered by the periodical report; 
4) International Birth Date (country of IBD’s and date)

5) the date of the PSUR preparing.

Short summary consist of:

1) updated registration status of the medicinal product world-wide,

2) degree of exposure of patents to the medicinal product,

3) data about the number of reports of adverse reactions to the medicinal product,

4) a summary of the most important findings,

5) conclusions;

The parts from 1 to 10 consist of:

1) an introduction with basic data about the medicinal product (including the date and number of the current authorisation or its renewal, for every pharmaceutical form, strength and packaging of the medicinal product);

2) a list of the countries in which the medicinal product is licensed, and the countries where application for authorisation has been rejected: the date is given of the first authorisation issued in all countries where an application for authorisation was considered, as well as the dates of the last renewal, conditions listed in the authorisation (for example restriction of scope of indications), rejection of applications for authorisation or withdrawals of applications, as well as the proprietary name of the medicinal product and approved indications for administration of the medicinal product;

3) an overview of measures implemented on safety grounds (the dates and grounds for the measures are given, such as: prohibition of post-marketing interventional clinical trials of the medicinal product, rejection of applications to grant an authorisation or revocation of the marketing authorisation, restrictions on distribution, withdrawal of the medicinal product from market, alterations of dosage and scope of indications, the target population, or the formulation, as well as other urgent safety measures);

4) changes in the file on the original medicinal product, the basic manufacturer’s document about the medicinal product from the period covered by the preceding PSUR (all changes are given in the basic manufacturer’s document on the medicinal product or in the summary of product characteristics relating to information about the safety of the medicinal product, new contra-indications, precaution measures and warnings, adverse reactions or interactions already entered in the basic document in the period for which the periodical report was drafted, wherein the revised documents are used as references for the next periodical report);

5) degree of exposure of patients to the medicinal product (the estimated number is given of the patients subject to therapy with the medicinal product in the period of report in the country and in other countries, or other measures of exposure of the patient to the medicinal product with a description of the method used, such as for example the number of patients who received the medicinal product in a single day, the number of dosage units - pills, capsules etc., number of defined daily doses, number of prescriptions, or orders, and the number of packagings sold);

6) descriptions of individual cases (where the terminology for adverse reactions

 hould conform to standard terminology of the World Health Organisation - WHOART,

i.e., the Medical Dictionary for Regulatory Activities - MedDRA, with obligatory citation of the terms used in the report of the primary; for the complex of symptoms which are listed in the report may be proposed and used appropriate diagnosis according to the medical classification of the illness - MKB-10);

- a list of cases (the list should encompass all cases of serious adverse reactions to the medicinal product, reported spontaneously, from post-marketing trials, from the competent authority for monitoring pharmacovigilance, or described in literature, as well as unexpected reactions which are not serious in character, and are reported spontaneously or described in literature) with the following data:

a) reference number of the report,

b) the country in which the case was recorded,

c) the source of data,

d) the age and sex of the patient,

e) the daily dose, the dosage regime and regime of administration of the suspect medicinal product,

f) the date of commencement and cessation of the reaction or the best estimate of the time of its exhibition from the commencement of the therapy with the medicinal product, or the delay of the reaction from the discontinuance of the administration of the medicinal product,

g) the duration of the therapy,

h) description of the adverse reactions,

i) the outcome of the adverse reactions (e.g., unknown, recovery, hospitalisation, permanent consequences, congenital anomalies, threat to life, death),

j) significant comments: estimate of the causal link between the medicinal product and the reaction, concurrently used medicinal products, indications for application of the suspect and other medicinal products, and, if available, results of discontinuing the use of and re-administering the medicinal product);

- a summary tabular description of the adverse reactions (such tabular descriptions should be attached to every list of cases, while serious adverse reactions should be shown in a separate table. The summary tabular description should specify the number of adverse reactions exhibited with identifying number of the report, while the adverse reactions are shown according to the system of organs where they occurred and according to the source of data – data base of the World Health Organisation, spontaneously reported to the National Pharmacovigilance Centre, spontaneously reported to the holder of the authorisation, clinical trials, pharmacoepidemiological study, case described in literature);

- analysis of individual cases (brief comments of the holder of the authorisation in connection with the data listed for each individual case, as well as an analysis of all serious and unexpected adverse reactions in respect of their nature, mechanism of generation of the reaction, clinical significance and frequency of reporting);

7) descriptions of studies (here should be given concisely described results, or new analyses of the results of all completed pre-clinical, clinical, epidemiological tests of significance for the safety of the medicinal product, as well as all studies which are under way or are planned for reasons of safety, with basic data on all cited tests and their objectives, as well as results of studies published in literature);

8) information about all medically significant reports about the lack of efficacy of the medicinal product intended for the prevention or treatment of serious illnesses which are life-threatening, new and significant additionally collected information which relates to a case or reaction covered in a prior periodical report, such as significant additional data about the same case or new cases of identical adverse reactions etc.;

9) an estimate of the overall safety of the medicinal product (here should be given a summary analysis of all data submitted with special emphasis on all new information relating to changes in the character of the expected adverse reaction, or of its severity, outcome of the reaction, patients who exhibited the reaction, increased frequency of expected reactions, unexpected adverse reactions, interactions, overdoses, improper use, abuse, use during pregnancy and lactation, use by children, elderly persons and persons with organ damage, as well as effects of long-term use);

10) conclusion (here should be specified information about the safety of the medicinal product which alter the existing cumulative experience with the medicinal product, as well as specific measures that need to be implemented, with an explanation).

To the PSUR should be attached the latest version of the manufacturer’s reference document on the medicinal product (summary of product characteristics, patient information leaflet).

Article 20

Where holders of authorisation receive reports about serious adverse reactions to medicinal products which could have serious consequences for public health, they are obliged to immediately recommend urgent safety measures to the Agency.

If the Agency does not respond within 24 hours of the time of receiving the recommendation, the holder of the authorisation implements the measures in accordance with regulations which define the granting of authorisations.

The urgent safety measures referred to in § 1 of this Article are implemented by the Agency or the holder when there exists a change in the ratio of benefit to health risk which demands significant changes in the status of the medicinal product, relating to:

1) recall of the medicinal product from the market;

2) changes of the summary of product characteristics – introduction of a contraindication, warnings or precautions, reduction of recommended doses, restriction of indication;

3) notification, without delay, of health-care professionals and patients about the newly-discovered risk inherent in the use of the medicinal product.
Article 21
This Regulation shall enter into force on the eighth day from the date of its publication in the “Official Gazette of the Republic of Macedonia”.
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