Definicie zakladnych pojmov farmakovigilancie

Glossary of essential terms in pharmacovigilance
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Farmakovigilancia, Spravna farmakovigilancna prax

Pharmacovigilance

Science and activities relating to the detection,
assessment, understanding and prevention of

adverse effects or any other medicine-related

problem (see WHQ?).

In line with this general definition, underlying
objectives of pharmacovigilance in accordance
with the applicable EU legislation for are:

¢ preventing harm from adverse reactions in
humans arising from the use of authorised
medicinal products within or outside the terms
of marketing authorisation or from
occupational exposure; and

e promoting the safe and effective use of
medicinal products, in particular through
providing timely information about the safety
of medicinal products to patients, healthcare
professionals and the public.

Pharmacovigilance is therefore an activity
contributing to the protection of patients’ and
public health.

Pharmacovigilance system

A system used by the marketing authorisation
holder and by Member States to fulfil the tasks
and responsibilities listed in Title IX of Directive
2001/83/EC and designed to monitor the
safety of authorised medicinal products and
detect any change to their risk-benefit balance
[DIR 2001/83/EC Art 1(28d)].

In general, a pharmacovigilance system is a
system used by an organisation to fulfil its legal
tasks and responsibilities in relation to
pharmacovigilance and designed to monitor
the safety of authorised medicinal products
and detect any change to their risk-benefit
balance.

1 World Health Organization (WHO). The importance of
pharmacovigilance: safety monitoring of medicinal products.
Geneve: WHO; 2002.

Farmakovigilancia

Vednd oblast a aktivity spojené s detekciou,
posudenim, poznanim a prevenciou
neZiaducich ucinkov alebo inych liekovych
problémov (pozri WHO?Y).

V sulade s touto vSeobecnou definiciou su ciele
farmakovigilancie podla platnej EU legislativy
nasledovné:

¢ prevencia poskodenia z neziaducich reakcii u
[udi vzniknutych z pouZivania registrovanych
liekov v rdmci alebo mimo ramca registracie
alebo pri pracovnej expozicii; a

¢ podpora bezpecného a efektivneho
pouZivania liekov, hlavne pomocou véasnych
informacii o bezpecnosti liekov uréenych
pacientom, zdravotnickym pracovnikov a
verejnosti.

Farmakovigilancia je teda aktivita prispievajuca
k ochrane zdravia pacientov a verejného
zdravia.

Systém farmakovigilancie

Systém, ktory pouziva drzitel registracie lieku a
prisluSné organy ¢lenskych statov na plnenie
Uloh a povinnosti uvedenych v hlave IX
Smernice 2001/83/ES, ktory je zamerany na
monitorovanie bezpecnosti registrovanych
liekov a detekciu akejkolvek zmeny v pomere
ich rizika a prinosu [Smernica 2001/83/ES Cl.
1(28d)].

Systém farmakovigilancie je vo vieobecnosti
systém vyuZivany organizaciou na splnenie
legislativnych poziadaviek a povinnosti
suvisiacich s farmakovigilanciou, ktory je
uréeny na monitorovanie bezpecnosti
registrovanych liekov a detekciu kazdej zmeny
v pomere ich rizik a prinosov.



Pharmacovigilance system master file
(PSMF)

A detailed description of the
pharmacovigilance system used by the
marketing authorisation holder with respect to
one or more authorised medicinal products
[DIR 2001/83/EC Art 1(28e)].

Good pharmacovigilance practices (GVP)

A set of guidelines for the conduct of
pharmacovigilance in the European Union
(EU), drawn up based on Article 108a(a) of
Directive 2001/83/EC, by the European
Medicines Agency in cooperation with
competent authorities in Member States and
interested parties, and applying to marketing
authorisation holders in the EU, the Agency
and competent authorities in the Member
States.

Iceland, Liechtenstein and Norway have so far,
through the Agreement of the European
Economic Area (EEA), adopted the complete
Union acquis (i.e. the legislation at EU level,
guidelines and judgements) on medicinal
products, and are consequently parties to the
EU procedures. Where in the EU-GVP
reference is made to Member States of the EU,
this should be read to include Norway, Iceland
and Liechtenstein?

2 The only exemption from this is that legally binding acts from
the EU (e.g. Commission Decisions) do not directly confer rights
and obligations but have first to be transposed into legally
binding acts in Norway, Iceland and Liechtenstein.

Hlavny subor systému farmakovigilancie (PSMF)

Podrobny opis systému farmakovigilancie,
ktory pouziva drzitel registracie lieku pre
jeden, alebo viac registrovanych liekov.
[Smernica 2001/83/ES Cl. 1(28e)].

Spravna farmakovigilan¢na prax (GVP/SFP)

Subor usmerneni pre vykon farmakovigilancie
v Eurdpskej unii (EU), pripravenych na zéklade
¢l. 108a(a) Smernice 2001/83/ES Eurdpskou
liekovou agenturou v spolupraci s narodnymi
liekovymi autoritami v ¢lenskych Statoch a
zainteresovanymi stranami vztahujuci sa na
drzitelov rozhodnuti o registracii v EU,
Eurdpsku liekovu agentiru a kompetentné
autority v ¢lenskych Statoch.

Island, Lichtenstajnsko a Nérsko vzhladom na
Dohodu o Eurépskom hospoddrskom priestore
(EHP) prijali kompletny subor pravnych
predpisov EU (legislativu na Grovni EU,
usmernenia a rozhodnutia) tykajuci sa liekov

a zU&astriuju sa EU procedur. Ked je v GVP/SFP
zmienka o &lenskych $tatoch EU, ta zahffia aj
Nérsko, Island a Lichtenstajnsko?.

Jedinu vynimku tvori Norsko, Island a Lichtenstajnsko, u ktorych
pravne zavazujlce akty z EU (ako rozhodnutia Komisie)
neznamenaju priamo prava a povinnosti, ale musia byt najprv
preloZzené do ich pravne zavazujucich aktov.



NeZiaduca udalost, neziaduci ucinok

Abuse of a medicinal product

Persistent or sporadic, intentional excessive
use of medicinal products which is
accompanied by harmful physical or
psychological effects [DIR 2001/83/EC Art
1(16)].

Adverse event (AE)

Any untoward medical occurrence in a patient
or clinical trial subject administered a
medicinal product and which does not
necessarily have a causal relationship with this
treatment [Dir 2001/20/EC Art 2(m)].

An adverse event can therefore be any
unfavourable and unintended sign (e.g. an
abnormal laboratory finding), symptom, or
disease temporally associated with the use of a
medicinal product, whether or not considered
related to the medicinal product (see GVP
Annex IV, ICH-E2D Guideline).

Adverse reaction; synonyms: Adverse drug
reaction (ADR), Suspected adverse (drug)
reaction, Adverse effect, Undesirable effect

A response to a medicinal product which is
noxious and unintended [DIR 2001/83/EC Art
1(11)].

Response in this context means that a causal
relationship between a medicinal product and
an adverse event is at least a reasonable
possibility (see GVP Annex IV, ICH-E2A
Guideline). An adverse reaction, in contrast to
an adverse event, is characterised by the fact
that a causal relationship between a medicinal
product and an occurrence is suspected.

ZneuZitie lieku

Trvalé alebo obcasné umyselné nadmerné
uzivanie lieku, ktoré je sprevadzané Skodlivymi
telesnymi alebo duSevnymi reakciami
[Smernica 2001/83/ES Cl. 1(16)].

NeZiaduca udalost (AE)

Kazdy nechceny medicinsky prejav u pacienta
alebo ucastnika klinického skusania, ktorému
sa podal liek a ktory nemusi mat nevyhnutne
kauzalny vztah s touto liecbou. [Smernica
2001/20/ES Cl. 2(m)].

NeZiaducou udalostou moze byt kazdy
nepriaznivy a nezamyslany znak (napr.
abnormalny laboratérny nélez), priznak alebo
ochorenie ¢asovo spojené s pouzitim lieku bez
ohladu na to, i sa povaZuje za suvisiace

s liekom (pozri Usmernenie ICH-E2D, GVP
Annex IV).

NeZiaduci Ucinok; synonyma: neZiaduca reakcia,
podozrenie na neziaduci Ucinok (lieku),
neziaduci efekt, nechceny efekt

Reakcia na liek, ktora je Skodlivd a nechcend
[Smernica 2001/83/ES Cl. 1(11)].

Reakcia v tomto kontexte znamen3, Ze existuje
aspon zddvodnitelnd moZnost kauzalneho
vztahu medzi liekom a neZiaducou udalostou
(pozri Usmernenie ICH-E2A, GVP Annex IV). Na
rozdiel od neZiaducej udalosti je neZiaduci
ucinok uréeny tym, Ze sa predpoklada kauzalny
vztah medzi liekom a reakciou.



For regulatory reporting purposes, if an event
is spontaneously reported, even if the
relationship is unknown or unstated by the by
healthcare professional or consumer as
primary source, it meets the definition of an
adverse reaction (see GVP Annex IV, ICH-E2D).
Therefore all spontaneous reports notified by
healthcare professionals or consumers are
considered suspected adverse reactions, since
they convey the suspicions of the primary
sources, unless the primary source specifically
state that they believe the event to be
unrelated or that a causal relationship can be
excluded.

Adverse reactions may arise from use of the
product within or outside the terms of the
marketing authorisation or from occupational
exposure [DIR 2001/83/EC Art 101(1)]. Use
outside the marketing authorisation includes
off-label use, overdose, misuse, abuse and
medication errors.

Consumer

For the purpose of reporting cases of
suspected adverse reactions, a person who is
not a healthcare professional such as a patient,
lawyer, friend or relative of a patient (see GVP
Annex IV, ICH-E2D Guideline) or carer.

Healthcare professional

For the purposes of reporting suspected
adverse reactions, healthcare professionals are
defined as medically qualified persons, such as
physicians, dentists, pharmacists, nurses and
coroners, or as otherwise specified by local
regulations (see GVP Annex IV, ICH-E2D
Guideline).

Ak je udalost spontdnne nahldsena, pre ucely
hlasenia narodnym liekovym autoritam splfia
kritéria neZiaduceho ucinku, aj ked'je vztah
neznamy, alebo nepopisany zdravotnickym
pracovnikom, alebo pacientom ako primarnym
zdrojom (pozri Usmernenie ICH-E2A, GVP
Annex IV). VSetky spontanne hlasenia podané
zdravotnickymi pracovnikmi alebo pacientmi
s povaZované za neziaduci ucinok, pretoze
tym vyjadruju podozrenie primarnych zdrojov.
Vynimku tvori situdcia, ked primarny zdroj
Specificky vyhlasi, Ze je presvedceny, Ze udalost
nema suvis s liekom, alebo Ze kauzdlny vztah
moze byt vyluceny.

Neziaduci u¢inok mdze vzniknut pri pouziti
lieku v rdmci alebo mimo ramca jeho
registracie alebo pri pracovnej expozicii
[Smernica 2001/83/ES Cl. 101(1)]. Pouzitie
lieku mimo rdmca registracie zahria pouzitie
na inu indikaciu a u inych skupin pacientov, ako
su schvalené, predavkovanie, nespravne
pouZitie, zneuzitie, alebo chybu v liecbe.

Spotrebitel

Pre UcCely hlasenia podozreni na neziaduce
ucinky je spotrebitel osoba, ktord nie je
zdravotnickym pracovnikom, napriklad pacient,
pravny zastupca, priatel alebo pribuzny
pacienta (pozri Usmernenie ICH-E2D, GVP
Annex |V), alebo opatrovatel.

Zdravotnicky pracovnik

Pre UcCely hlasenia podozreni na neZiaduce
ucinky sa zdravotnicki pracovnici definuju ako
medicinsky kvalifikované osoby, ako su lekari,
zubni lekari, farmaceuti, zdravotné sestry alebo
iné lokalne Specifikované osoby (pozri
Usmernenie ICH-E2D, GVP Annex V).



Individual case safety report (ICSR)

Format and content for the reporting of one or
several suspected adverse reactions to a
medicinal product that occur in a single patient
at a specific point of time [based on IR
520/2012 Art 25-29].

Minimum criteria for reporting

For the purpose of reporting cases of
suspected adverse reactions, the minimum
data elements for a case are: an identifiable
reporter, an identifiable patient, an adverse
reaction and a suspect medicinal product (see
GVP Annex IV, ICH-E2D Guideline).

In the case of expedited reporting, the
individual case safety report shall include at
least an identifiable reporter, an identifiable
patient, one suspected adverse reaction and
the medicinal product(s) concerned [IR
520/2012 Art 28(1)].

Medication error

An unintended failure in the drug treatment
process that leads to, or has the potential to
lead to, harm to the patient (see EMA-PRAC
Good Practice Guide on Recording, Coding,
Reporting and Assessment of Medication
Errors, 23 October 2015).

Misuse of a medicinal product

Situations where a medicinal product is
intentionally and inappropriately used not in
accordance with the terms of the marketing
authorisation.

Misuse of a medicinal product for illegal
purposes

Misuse for illegal purposes is misuse with the
additional connotation of an intention of
misusing the medicinal product to cause an
effect in another person. This includes,
amongst others: the sale, to other people, of
medicines for recreational purposes and use of
a medicinal product to facilitate assault.

Jednotlivé hldsenie neZziaduceho Ucinku (ICSR)

Format a obsah pre hlasenie jedného alebo
niekolkych podozreni na nezZiaduce Ucinky
lieku, ktoré sa vyskytuju u jedného pacienta

v $pecificky urcenom case (podla
Vykondvacieho nariadenia 520/2012 Cl. 25-29].

Minimalne kritéria pre hlasenie

Pre hldsenie podozreni na neZiaduce ucinky su
nevyhnutné minimalne tieto udaje:
identifikovatelny zasielatel hlasenia,
identifikovatelny pacient, neZiaduci u¢inok a
podozrivy liek (pozri Usmernenie ICH-E2D, GVP
Annex V).

V pripade urychleného hldsenia ma jednotlivé
hldsenie neZiaduceho Ucinku lieku obsahovat
aspon identifikovatelného zasielatela hldsenia,
identifikovatelného pacienta, jedno
podozrenie na neziaduci Uc¢inok a podozrivy
liek [Vykonavacie nariadenie 520/2012 Cl.
28(1)].

Chyba v lieCbe

Nezamyslana chyba v procese lieCby, ktora
vedie alebo ma potencial viest k poskodeniu
pacienta (pozri EMA-PRAC Good Practice
Guide on Recording, Coding, Reporting and
Assessment of Medication Errors, 23 October
2015).

Chybné poutzitie lieku

Situdcie, kedy je liek zdmerne pouzity
nevhodne a nie je pouzity v sulade so
schvalenymi informdciami o lieku.

Zneuzitie lieku na nelegélne ucely

Zneuzitie lieku na nelegalne Ucely je chybné
pouZzitie lieku s Umyslom vyvolania Gcinku u
inej osoby. To zahrfiuje okrem iného predaj
liekov inym osobam na rekreacné ucely a
pouZitie lieku na ulahcenie napadnutia iného
Cloveka.



Occupational exposure to a medicinal product

For the purpose of reporting cases of
suspected adverse reactions, an exposure to a
medicinal product as a result of one’s
professional or non-professional occupation.

It does not include the exposure to one of the
ingredients during the manufacturing process
before the release as finished product.

Off-label use

Situations where a medicinal product is
intentionally used for a medical purpose not in
accordance with the terms of the marketing
authorisation. Examples include the intentional
use of a product in situations other than the
ones described in the authorised product
information, such as a different indication in
terms of medical condition, a different group
of patients (e.g. a different age group), a
different route or method of administration or
a different posology. The reference terms for
off-label use are the terms of marketing
authorisation in the country where the product
is used.

Overdose

Administration of a quantity of a medicinal
product given per administration or
cumulatively which is above the maximum
recommended dose according to the
authorised product information.

When applying this definition, clinical
judgement should always be applied.

Serious adverse reaction

An adverse reaction which results in death, is
life-threatening, requires in-patient
hospitalisation or prolongation of existing
hospitalisation, results in persistent or
significant disability or incapacity, or is a
congenital anomaly/birth defect [DIR
2001/83/EC Art 1(12)].

Pracovna expozicia lieku

Pre hldsenie pripadov podozreni na neziaduce
ucinky sa definuje ako vystavenie sa lieku v
suvislosti s profesnym zamestnanim.

Nezahrfuje to vystavenie sa zlozkam lieku
pocas procesu vyroby pred jej ukoncenim.

PouZitie lieku mimo schvalenu registraciu

Situacie, pri ktorych je liek zamerne pouzity na
liecebné Ucely, ktoré nie su v sulade so
schvdlenymi informdaciami o lieku. Priklady
zahriiuju umyselné pouZitie lieku v inych
situaciach, ako su popisané v schvélenych
informaciach o lieku, napriklad ina indikacia,
ind skupina pacientov (napr. ina vekova
skupina), ina cesta alebo metdda podania
alebo iné davkovanie. Referenénym ramcom
pre pouZzitie lieku mimo schvalenu registraciu
je aktualne platny Suhrn charakteristickych
vlastnosti (SPC) v krajine, kde sa liek pouZiva.

Predavkovanie

Jednorazové alebo kumulované podanie
mnozstva lieku, ktoré je vacsie ako maximalna
odporucana davka podla schvdleného SPC.

Pri uplatfiovani tejto definicie je vidy potrebné
klinické posudenie.

Zavainy neZiaduci ucinok

NeZiaduci ucinok, ktory spésobuje smrt,
ohrozuje Zivot, vyzaduje hospitalizaciu alebo ju
predlZuje, spésobuje trvalé alebo vyznamné

postihnutie, neschopnost, alebo vrodenu
chybu [Smernica 2001/83/ES Cl. 1(12)].



Life-threatening in this context refers to a
reaction in which the patient was at risk of
death at the time of the reaction; it does not
refer to a reaction that hypothetically might
have caused death if more severe (see GVP
Annex IV, ICH-E2D Guideline).

Medical and scientific judgement should be
exercised in deciding whether other situations
should be considered serious, such as
important medical events that might not be
immediately life-threatening or result in death
or hospitalisation but might jeopardise the
patient or might require intervention to
prevent one of the other outcomes listed in
the definition above. Examples of such events
are intensive treatment in an emergency room
or at home for allergic bronchospasm, blood
dyscrasias or convulsions that do not result in
hospitalisation or development of dependency
or abuse (see Annex GVP Annex |V, ICH-E2D
Guideline).

Any suspected transmission via a medicinal
product of an infectious agent is also
considered a serious adverse reaction.

Solicited sources of individual case safety
reports

Organised data collection systems, which
include clinical trials, registries, post-
authorisation named-patients use
programmes, other patient support and
disease management programmes, surveys of
patients or healthcare providers or information
gathering on efficacy or patient compliance.
For the purpose of safety reporting, solicited
reports should not be considered spontaneous
but classified as individual case safety reports
from studies and therefore should have an
appropriate causality assessment by a
healthcare professional or the marketing
authorisation holder (see GVP Annex IV, ICH-
E2D).

Ohrozenie Zivota v tomto kontexte znamena
reakciu, pri ktorej bolo riziko Umrtia pacienta v
¢ase trvania reakcie, neznamena to reakciu,
ktora by hypoteticky mohla viest k imrtiu, ak
by bola tazsia (pozri Usmernenie ICH-E2D, GVP
Annex IV).

Pri rozhodovani sa ma urobit medicinske a
vedecké posudenie, i sa za zavazné reakcie
nemo&Zu povazovat aj iné situdcie, ako je napr.
dbleZita zdravotnd udalost, ktora nemusi byt
Zivot ohrozujlca, nevedie k smrti ani k
hospitalizacii, ale ktord moze ohrozovat
pacienta alebo vyzaduje intervenciu na
predchadzanie niektorym z uvedenych
nasledkov. Prikladmi takychto udalosti je
intenzivna lie¢ba na pohotovosti alebo doma
pre alergicky bronchospazmus, krvnd dyskraziu
alebo krce, ktoré nevedu k hospitalizacii a
nevyvolavaju zdavislost alebo zneuZzitie (pozri
Usmernenie ICH-E2D, GVP Annex V).

Kazdé podozrenie na prenos infekéného
agensu prostrednictvom lieku sa tieZ povazuje
za zavaziny neziaduci ucinok.

VyZiadané zdroje jednotlivych hlaseni
neziaducich ucinkov

Organizované systémy zhromazdovania
Udajov, zahrriujuce klinické skdsania, registre,
programy individudlneho dovozu liekov, iné
programy na podporu pacienta alebo
manaZment ochorenia, prieskumy u pacientov
alebo zdravotnickych pracovnikov a
zhromazdovanie informacii o Uc¢innosti alebo
kompliancii pacientov. Pre Ucely hldsenia
neziaducich Ucinkov sa vyziadané hldsenia
nemaju povazovat za spontdnne hldsenia, ale
maju sa klasifikovat ako individualne hlasenia
zo Studif a preto maju mat nalezité posudenie
kauzality zdravotnickym pracovnikom alebo
drzitelom rozhodnutia o registracii (pozri
Usmernenie ICH-E2D, GVP Annex IV).



Spontaneous report, synonym: Spontaneous
notification

An unsolicited communication by a healthcare
professional or consumer to a company,
regulatory authority or other organisation (e.g.
the World Health Organization, a regional
centre, a poison control centre) that describes
one or more adverse reactions in a patient
who was given one or more medicinal
products and that does not derive from a study
or any organised data collection scheme (see
GVP Annex IV, ICH-E2D).

In this context, an adverse reaction refers to a
suspected adverse reaction.

Stimulated reporting

Stimulated reporting can occur in certain
situations, such as after a direct healthcare
professional communication (DHPC), a
publication in the press or questioning of
healthcare professionals by company
representatives, and adverse reaction reports
arising from these situations are considered
spontaneous reports (see GVP Annex |V, ICH-
E2D), provided the report meets the definition
above. Reporting can also be stimulated by
invitation from patients’ or consumers’
organisations to their members, or a class
lawsuit. Reporting made in the context of early
post-marketing phase vigilance (EPPV), e.g. in
Japan, is also considered stimulated reporting.

Unexpected adverse reaction

An adverse reaction, the nature, severity or
outcome of which is not consistent with the
summary of product characteristics [DIR
2001/83/EC Art 1(13)].

This includes class-related reactions which are
mentioned in the summary of product
characteristics (SmPC) but which are not
specifically described as occurring with this
product.

Spontanne hlasenie, synonymum: spontanne
oznamenie

NevyZiadana komunikacia zdravotnickeho
pracovnika alebo spotrebitela s
farmaceutickou spolo¢nostou, narodnou
kompetentnou autoritou alebo inou
organizaciou (napr. Svetovou zdravotnickou
organizaciou, regionalnym centrom,
toxikologickym centrom), ktord popisuje jeden
alebo viac neZiaducich ucinkov u pacienta,
ktory dostal jeden alebo viac liekov a ktory
nepochddza z klinického skusania alebo z inej
organizovanej schémy zberu Udajov (pozri
Usmernenie ICH-E2D, GVP Annex V).

V tejto suvislosti sa neZiaduci Uc¢inok oznacuje
ako podozrenie na neziaduci Ucinok.

Stimulované hlasenie

Stimulované hldsenie sa mbZe vyskytnut v
urcitych situaciach, ako napriklad po priame;j
komunikdacii so zdravotnickymi pracovnikmi
(DHPC), po publikaciach v tlaci alebo pri
hldseniach ziskanych od zdravotnickych
pracovnikov reprezentantmi farmaceutickych
spolocnosti. Hlasenia neZiaducich ucinkov v
takychto situacidch sa povazuju za spontdnne,
ak splfiaju vyssie uvedené (pozri Usmernenie
ICH-E2D, GVP Annex IV). Hlasenie moze byt
stimulované vyzvou pacientskej alebo
spotrebitelskej organizacie alebo sUvisiacim
sudnym procesom. Hldsenie vzniknuté v rdmci
tzv. sledovania pocas skorej fazy po registracii
(EPPV), napr. v Japonsku, sa tieZ povaZzuje za
stimulované.

Neocakavany neziaduci Ucinok

NeZiaduci ucinok, ktorého povaha, zdvaznost
alebo dosledok nie je v zhode so suhrnom
charakteristickych vlastnosti lieku [Smernica
2001/83/ES Cl. 1(13)].

Zahfna tieZ skupinové Ucinky uvedené v suhrne
charakteristickych vlastnosti (dalej len SPC), ale
ktoré nie su zvlast popisané u tohto lieku.



For products authorised nationally, the
relevant SmPC is that authorised by the
competent authority in the Member State to
whom the reaction is being reported. For
centrally authorised products, the relevant
SmPC is the SmPC authorised by the European
Commission. During the time period between a
CHMP opinion in favour of granting a
marketing authorisation and the Commission
decision granting the marketing authorisation,
the relevant SmPC is the SmPC annexed to the
CHMP opinion.

Pre narodne registrované lieky je relevantny
SPC, ktory bol schvéleny v ¢lenskom State, v
ktorom sa reakcia zistila. Pre centralizovane
registrované lieky je relevantny SPC, ktory bol
schvaleny Eurdpskou komisiou. Pocas obdobia
medzi suhlasnym stanoviskom CHMP o
registracii lieku a rozhodnutim Komisie o
registracii lieku, je relevantny SPC, ktory je
pripojeny k stanovisku CHMP.



Signal, riziko, incident, kriza

Signal

Information arising from one or multiple
sources, including observations and
experiments, which suggests a new potentially
causal association, or a new aspect of a known
association between an intervention and an
event or set of related events, either adverse
or beneficial, that is judged to be of sufficient
likelihood to justify verificatory action [IR
520/2012 Art 19(1)].

New aspects of a known association may
include changes in the frequency, distribution
(e.g. gender, age and country), duration,
severity or outcome of the adverse reaction.

For the purpose of monitoring data in the
EudraVigilance database, only signals related
to an adverse reaction shall be considered [IR
520/2012 Art 19(1)].

For the purpose of Section 16.2 of the periodic
benefit-risk evaluation report, signals relate to
adverse effects (see GVP Annex IV, ICH-
E2C(R2) Guideline).

Incident

A situation where an event occurs or new
information arises, irrespective whether this is
in the public domain or not, in relation to (an)
authorised medicinal product(s) which could
have a serious impact on public health (see
European Union Regulatory Network Incident
Management Plan for Medicines for Human
Use).

Signal

Informacia pochddzajuca z jedného alebo
viacerych zdrojov vratane pozorovani a
experimentov, ktord predpoklada novy
potencidlne kauzalny vztah alebo novy aspekt
znamej suvislosti medzi intervenciou

a udalostou. Signal je tiez suborom suvisiacich
udalosti, bud neziaducich, alebo prospesnych,
ktoré boli posudené ako pravdepodobné na to,
aby sa preverili [Vykondvacie nariadenie
520/2012 ClI. 19(1)].

Za signal sa mdzu povazovat informdcie
tykajuce sa zmeny vo frekvencii, distribucii
(napr. podla pohlavia, veku a krajiny), dizke
trvania, zdvaznosti alebo vysledku neziaduceho
ucinku.

Pre Ucely monitorovania Udajov v databaze
EudraVigilance maju byt zohladnené iba
signdly suvisiace s neziaducim Ucinkom
[Vykonavacie nariadenie 520/2012 Cl. 19(1)].

Pre Ucely sekcie 16.2 spravy o periodickom
hodnoteni bezpecnosti lieku signaly suvisia s
neziaducimi Uc¢inkami (pozri Usmernenie ICH-
E2C(R2), GVP Annex IV).

Incident

Situdcia, kedy d6jde k udalosti alebo sa objavia
nové informacie v slvislosti s registrovanym
liekom/liekmi, ktoré by mohli mat zavazny
dopad na verejné zdravie bez ohladu na to, i
pochdadzaju z verejne dostupnych zdrojov,
alebo nie (pozri Plan riadenia incidentov
humannych liekov Regulacnej siete Eurdpske;j
unie).



The incident may be related to quality, efficacy
or safety concerns, but most likely to safety
and/or quality (and possibly subsequent supply
shortages). In addition, situations that do not
seem at a first glance to have a serious impact
on public health, but are in the public domain -
subject of media attention or not- and may
lead to serious public concerns about the
product, may also need to be considered as
incidents. Likewise, other situations which
might have a negative impact on the
appropriate use of a medicinal products (e.g.
resulting in patients stop taking their medicine)
may fall within the definition of an incident
(see European Union Regulatory Network
Incident Management Plan for Medicines for
Human Use).

In the context of this, the European Union
Regulatory Network Incident Management
Plan for Medicines for Human Use, an incident
relates to (a) medicinal product(s) authorised
in the EU, irrespective of their route of
authorisation (see European Union Regulatory
Network Incident Management Plan for
Medicines for Human Use).

Crisis

In the context of the European Union
Regulatory Network Incident Management
Plan for Medicines for Human Use, a crisis is
defined as a situation where, after assessment
of the associated risks, urgent and coordinated
action within the EU regulatory network is
required to manage and control the situation
(see EMA-HMA European Union Regulatory
Network Incident Management Plan for
Medicines for Human Use).

Incident moze suvisiet s kvalitou, Ucinnostou
alebo bezpecnostnym problémom, ale s
najvacsou pravdepodobnostou s bezpecnostou
a/alebo kvalitou (a pripadne naslednym
nedostatkom na trhu). Okrem toho mozu byt
za incident povazované aj situdcie, ktoré sa na
prvy pohlad nezdaju, Ze by mohli mat zavazny
dopad na verejné zdravie, ale pochadzaju z
verejnych zdrojov - sU alebo nie s predmetom
medialnej pozornosti - a mézu viest k vaznym
obavam verejnosti v sUvislosti s liekom.
Podobne, dalsie situacie, ktoré by mohli mat
negativny vplyv na urcené pouzitie liekov
(napr. navadzajuce pacientov prestat uzivat
svoj liek) mbzu patrit pod definiciu incidentu
(pozri Plan riadenia incidentov humannych
liekov Regulacnej siete Eurdpskej Unie).

V kontexte Planu riadenia incidentov
humannych liekov Regulacnej siete Eurdpske;j
Unie sa incident vztahuje na liek/lieky
schvalené v ramci EU bez ohladu na ich spdsob
registracie (pozri Plan riadenia incidentov
humannych liekov Regulalnej siete Eurdpske;j
dnie).

Kriza

V kontexte Planu riadenia incidentov
humannych liekov Regulacnej siete Eurdpske;j
Unie je kriza definovana ako situacia, ked'sa po
posudeni sUvisiacich rizik vyZzaduju urgentné a
koordinované opatrenia na riadenie a kontrolu
situdcie v rdmci regulaénej siete EU (pozri
EMA-HMA Plan riadenia incidentov
humannych liekov Regulacnej siete Eurdpske;j
unie).



Safety concern

An important identified risk, important
potential risk or missing information.

It is noted that the ICH definition of safety
concern is: an important identified risk,
important potential risk or important missing
information, i.e. includes the qualifier
“important” in relation to missing information
(see GVP Annex IV, ICH-E2C(R2) Guideline).
The ICH-E2E Guideline (see GVP Annex IV) uses
the terms safety issue and safety concern
interchangeably with the same definition for
safety concern as defined in the ICH-E2C(R2)
Guideline.

Reference safety information (RSI)

In periodic benefit-risk evaluation reports for
medicinal products, all relevant safety
information contained in the reference
product information (e.g. the company core
data sheet) prepared by the marketing
authorisation holder and which the marketing
authorisation holder requires to be listed in all
countries where it markets the product, except
when the local regulatory authority specifically
requires a modification (see GVP Annex IV,
ICH-E2C(R2) Guideline).

It is a subset of information contained within
the marketing authorisation holder’s reference
product information for the periodic benefit-
risk evaluation report. Where the reference
product information is the company core data
sheet, the reference safety information is the
company core safety information (see GVP
Annex IV, ICH-E2C(R2) Guideline).

Risks related to use of a medicinal product

Any risk relating to the quality, safety or
efficacy of the medicinal product as regards
patients’ health or public health and any risk of
undesirable effects on the environment [DIR
2001/83/EC Art 1(28)].

Bezpecnostny problém

Dolezité identifikované riziko, dolezité
potencidlne riziko alebo chybajlca informdcia.

Je potrebné poznamenat, ze definicia
bezpecnostného problému podla ICH je:
dolezité identifikované riziko, dolezité
potencidlne riziko alebo dbleZita chybajlca
informdcia, t.j. obsahuje oznacenie , dolezitd” v
suvislosti s chybajucou informaciou (pozri
Usmernenie ICH-E2C(R2), GVP Annex V). V
Usmerneniach ICH-E2E (pozri GVP Annex IV) sa
pouzivaju terminy bezpelnostna otazka alebo
bezpecénostny problém, ktoré s zamenitelné s
rovnakou definiciou pre bezpecénostny problém
ako je definovany v Usmerneni ICH-E2C(R2).

Referencna bezpecnostna informacia (RSI)

V spravach o periodickom hodnoteni
bezpecénosti lieku su vietky relevantné
bezpecnostné informacie o lieku obsiahnuté
v referenénej informacii o lieku (napr. zoznam
zakladnych Udajov spolo¢nosti) vypracovanej
drziteflom rozhodnutia o registracii, ktoré
musia byt uvedené v informaciach o lieku vo
vSetkych krajinach, kde je liek na trhu s
vynimkou, ked narodna liekova autorita
vyslovne vyZaduje zmenu (pozri Usmernenie
ICH-E2C(R2), GVP Annex IV).

Je to podskupina informdcii zahrnuta

v referenénej informacii o lieku drzitela
rozhodnutia o registracii pouZitd v sprave o
periodickom hodnoteni bezpecnosti liekov. V
pripade, ze referen¢nou informaciou o lieku je
zoznam zakladnych Udajov spolocnosti;
referencnou bezpecnostnou informaciou (RSI)
je zakladna bezpecnostnd informacia
spolocnosti (pozri Usmernenie ICH-E2C(R2),
GVP Annex V).

Rizika spojené s pouzivanim lieku

Kazdé riziko spojené s kvalitou, bezpecnostou
alebo ucinnostou lieku tykajuce sa zdravia
pacientov alebo verejného zdravia a kazdé
riziko s nezelanym uc¢inkom na Zivotné
prostredie [Smernica 2001/83/ES Cl. 1(28)].



Risk-benefit balance

An evaluation of the positive therapeutic
effects of the medicinal product in relation to
the risks [DIR 2001/83/EC Art 1(28a)], i.e. any
risk relating to the quality, safety or efficacy of
the medicinal product as regards patients’
health or public health [DIR 2001/83/EC Art
1(28)].

Potential risk

An untoward occurrence for which there is
some basis for suspicion of an association with
the medicinal product of interest but where
this association has not been confirmed (see
ICH-E2F Guideline, Volume 10 of the Rules
Governing Medicinal Products in the EU).

Examples include:

* non-clinical toxicological findings that have
not been observed or resolved in clinical
studies;

* adverse events observed in clinical trials or
epidemiological studies for which the
magnitude of the difference, compared with
the comparator group (placebo or active
substance, or unexposed group), on the
parameter of interest raises a suspicion of, but
is not large enough to suggest, a causal
relationship;

e a signal arising from a spontaneous adverse
reaction reporting system;

¢ an event known to be associated with other
active substances within the same class or
which could be expected to occur based on the
properties of the medicinal product.

Newly identified signal

In periodic benefit-risk evaluation reports, a
signal first identified during the reporting
interval, prompting further actions or
evaluation (see GVP Annex IV, ICH-E2C(R2)
Guideline).

Pomer rizik a prinosov

Posudenie pozitivnych lie¢ebnych ucinkov lieku
vo vztahu k jeho rizikdm [Smernica 2001/83/ES
Cl. 1(28a)), t.j. ku kazdému riziku stvisiacemu s
kvalitou, bezpecnostou alebo ucinnostou lieku,
ktoré sa tyka zdravia pacientov alebo
verejného zdravia [Smernica 2001/83/ES Cl.
1(28)].

Potencidlne riziko

Nezelany stav, u ktorého existuje predpoklad
suvislosti s danym liekom, ale tato suvislost
nebola potvrdend (pozri Usmernenie ICH-E2F,
zvazok 10 Pravidiel riadenia liekov v EU).

Priklady zahrfuju:

e experimentalne toxikologické nalezy, ktoré
neboli pozorované, alebo objasnené v
klinickych Studiach;

* neziaduce udalosti pozorované v klinickych
skusaniach alebo epidemiologickych studiach,
u ktorych rozdiel v sledovanom parametri v
porovnani s kontrolnou skupinou (placebo,
lieCivo alebo skupina bez liecby) predpoklada
kauzalny vztah, ale nie dostatoc¢ne velky na to,
aby ho potvrdil;

¢ signal pochdadzajuci zo systému spontannych
hldseni neziaducich Ucinkov;

e udalost, o ktorej je zname, Ze je spojend s
inymi lieCivami z tej istej farmakologicke;j
skupiny alebo u ktorej sa m6ze ocakavat jej
vznik na zaklade vlastnosti daného lieku.

Novoidentifikovany signal

V spravach o periodickom posudeni
bezpecnosti liekov je to signal, ktory bol
prvykrat identifikovany pocas hodnoteného
obdobia a vyZaduje dalsie kroky alebo
vyhodnotenie.



This definition could also apply to a previously
closed signal for which new information
becomes available in the reporting interval
prompting further action or evaluation (see
GVP Annex IV, ICH-E2C(R2) Guideline). This
definition is also applicable to periodic safety
update reports.

Ongoing signal

In periodic benefit-risk evaluation reports, a
signal that remains under evaluation at the
data lock point (see GVP Annex IV, ICH-E2C(R2)
Guideline). This definition is also applicable to
periodic safety update reports.

Signal management process

A set of activities performed to determine
whether, based on an examination of
individual case safety reports, aggregated data
from active surveillance systems or studies,
scientific literature information or other data
sources, there are new risks associated with an
active substance or a medicinal product or
whether known risks have changed, as well as
any related recommendations, decisions,
communications and tracking. The signal
management process shall include the
following activities: signal detection, signal
validation, signal confirmation, signal analysis
and prioritisation, signal assessment and
recommendation for action [IR 520/2012 Art
21(1)]. For explanations on active surveillance,
see GVP Module VIII.App1.1.1.

Signal validation

Process of evaluating the data supporting the
detected signal in order to verify that the
available documentation contains sufficient
evidence demonstrating the existence of a
new potentially causal association, or a new
aspect of a known association, and therefore
justifies further analysis of the signal [IR
520/2012 Art 21(1)]. This evaluation should
take into account the strength of the evidence,
the clinical relevance and the previous
awareness of the association.

Tato definicia sa mbze vztahovat aj na uz
uzavrety signal, pre ktory boli poc¢as
hodnoteného obdobia ziskané nové informacie
vyZadujuce si dalSie kroky, alebo hodnotenie
(pozri Usmernenie ICH-E2C(R2), GVP Annex V).
Tato definicia je platna aj pre spravy o
periodickom hodnoteni bezpecnosti lieku.

Trvajlci signal

V spravach o periodickom hodnoteni prinosov
a rizik (PBRER) lieku ide o signal, ktorého
hodnotenie pokracuje aj v ¢ase ukoncenia
zberu Udajov (pozri Usmernenie ICH-E2C(R2),
GVP Annex |V). Tato definicia je platna aj pre
periodické hodnotenia bezpelnosti lieku
(PSUR).

Proces riadenia signalu

Suhrn aktivit, ktoré sa vykondavaju za Ucelom
rozhodnutia, ¢i na zaklade preskimania
jednotlivych hlaseni neziaducich ucinkov,
zozbieranych dat z aktivnych sledovacich
systémov alebo studii, informacii z vedeckej
literatury alebo inych zdrojov existuju nové
rizika spojené s lieCivom alebo liekom, alebo i
sa zmenili zname rizika, rovnako ako v3etky
suvisiace odporucania, rozhodnutia,
komunikacie a sledovania. Zahfia nasledovné
¢innosti: detekcia signalu, validacia signalu,
potvrdenie signalu, analyzu a prioritizaciu
signalu, posudenie signdlu a navrhnutie
opatrenia [Vykonavacie nariadenie 520/2012
Cl. 21(1)]. Pre vysvetlenia aktivneho sledovania
pozri GVP Modul VIII, pril. 1.1.1.

Validacia signalu

Postup overenia Udajov k uznaniu signalu, t.j.,
¢i dostupna dokumentdcia obsahuje
dostatocné dbkazy o existencii novej
potencidlne kauzalnej suvislosti alebo nového
aspektu uz znadmej suvislosti, ¢im odévodnuje
dalsiu analyzu signdlu [Vykondvacie nariadenie
520/2012 Cl. 21(1)]. Toto hodnotenie by malo
brat do Uvahy silu dbkazov, klinicku relevanciu
a predchdadzajuce poznatky o danej suvislosti.



Validated signal

A signal for which the signal validation process
has verified that the available documentation
contains sufficient evidence demonstrating the
existence of a new potentially causal
association, or a new aspect of a known
association, and therefore justifies further
analysis of the signal.

Missing information

Gaps in knowledge about a medicinal product,
related to safety or use in particular patient
populations, which could be clinically
significant.

It is noted that there is an ICH definition for
important missing information, which is:
critical gaps in knowledge for specific safety
issues or populations that use the marketed
product (see GVP Annex IV, ICH-E2C(R2)
Guideline). The change of the EU term, to
name this concept “missing information”
rather than “important missing information”, is
to be clear that in the EU a marketing
authorisation cannot be granted if there are
unacceptable gaps in knowledge, in
accordance with Article 12 of REG (EC) No
726/2004 a marketing authorisation shall be
refused if the quality, safety or efficacy are not
properly or sufficiently demonstrated.

Important identified risk and Important
potential risk

An identified risk or potential risk that could
have an impact on the risk-benefit balance of
the product or have implications for public
health (see ICH-E2F Guideline, Volume 10 of
the Rules Governing Medicinal Products in the
EU). What constitutes an important risk will
depend upon several factors, including the
impact on the individual, the seriousness of the
risk and the impact on public health. Normally,
any risk that is likely to be included in the
contraindications or warnings and precautions
section of the product information should be
considered important (see GVP Annex IV, ICH-
E2C(R2) Guideline).

Validovany signal

Signal, u ktorého validacny proces overil, Ze
dostupna dokumentdcia obsahuje dostato¢né
dbkazy poukazujuce na novu, potencialne
kauzalnu suvislost, alebo novy aspekt uz
znamej suvislosti a tym oddévodniuje dalsiu
analyzu signalu.

Chybajuca informacia

Chybajuce poznatky o lieku, ktoré suvisia s jeho
bezpecnostou alebo pouzivanim v urcitych
skupinéch pacientov, a ktoré by mohli byt
klinicky vyznamné.

Existuje ICH definicia dblezitych chybajucich
informacii, ktord znie: vyznamné medzery v
poznatkoch o $pecifickych bezpecnostnych
otazkach alebo populdciach, ktoré pouzivaju
registrovany liek (pozri Usmernenie ICH-
E2C(R2), GVP Annex V). V tomto pripade bola
zmena EU terminoldgie z doleZitej chybajlcej
informacie na chybajucu informaciu zavedend
kvoli zdérazneniu, ze v EU nemdze byt vydané
rozhodnutie o registracii lieku, ak existuju
neakceptovatelné medzery v poznatkoch,
nakolko v stlade s Clankom 12 Nariadenia EK €.
726/2004 moze byt udelenie registracie
odmietnuté, ak nie je dostatocne preukdzana
jeho kvalita, bezpecnost a Uc¢innost.

Délezité identifikované riziko a dblezité
potencidlne riziko

Identifikované riziko alebo potencialne riziko,
ktoré mbze mat dopad na pomer rizik a
prinosov lieku alebo vplyv na verejné zdravie
(pozri Usmernenie ICH-E2F, Zvéazok 10 Pravidiel
riadenia liekov v EU). Co sa povaZuje za
dolezité riziko, zavisi od viacerych faktorov,
vratane dopadu na jednotlivca, zavaznosti
rizika a dopadu na verejné zdravie. Standardne
sa za doleZité povazuju rizika, u ktorych
existuje pravdepodobnost, Ze budu zahrnuté
do informdcii o lieku v ¢astiach popisujucich
kontraindikacie alebo Specidlne upozornenia
(pozri Usmernenie ICH-E2C(R2), GVP Annex V).



Identified risk

An untoward occurrence for which there is
adequate evidence of an association with the
medicinal product of interest (see ICH-E2F
Guideline, Volume 10 of the Rules Governing
Medicinal Products in the EU).

Examples include:

¢ an adverse reaction adequately
demonstrated in non-clinical studies and
confirmed by clinical data;

 an adverse reaction observed in well-
designed clinical trials or epidemiological
studies for which the magnitude of the
difference, compared with the comparator
group on a parameter of interest suggests a
causal relationship;

¢ an adverse reaction suggested by a number
of well-documented spontaneous reports
where causality is strongly supported by
temporal relationship and biological
plausibility, such as anaphylactic reactions or
application site reactions (see ICH-E2F
Guideline, Volume 10 of the Rules Governing
Medicinal Products in the EU).

In a clinical trial, the comparator may be
placebo, an active substance or non-exposure.
Adverse reactions included in section 4.8 of
the summary of product characteristics (SmPC)
are also considered identified risks, unless they
are class-related reactions which are
mentioned in the SmPC but which are not
specifically described as occurring with this
product (these would normally be considered
as a potential risk).

Closed signal

In periodic benefit-risk evaluation reports, a
signal for which an evaluation was completed
during the reporting interval (see GVP Annex
IV, ICH-E2C(R2) Guideline).

Identifikované riziko

NeZelany stav, pre ktory existuje dostatocny
dbkaz o suvislosti s danym liekom (pozri
Usmernenie ICH-E2F, zvazok 10 Pravidiel
riadenia liekov v EU).

Priklady zahriuju:

e neZiaducu reakciu dostatoéne preukdzanu v
experimentalnych Studidch a potvrdenu
klinickymi ddajmi;

¢ neziaducu reakciu pozorovanu v dobre
dizajnovanych klinickych skusaniach alebo
epidemiologickych studiach, kedy rozdiel v
sledovanom parametri v porovnani

s kontrolnou skupinou naznacuje kauzalny
vztah;

¢ neziaducu reakciu popisanu vo viacerych
dobre dokumentovanych spontannych
hldseniach, u ktorych je kauzalita silne
podporena ¢asovou suvislostou a biologickou
plauzibilitou, ako su anafylaktické reakcie alebo
reakcie v mieste podania (pozri Usmernenie
ICH-E2F, zvazok 10 Pravidiel riadenia liekov

v EU).

V klinickom skusani moze kontrolna skupina
dostévat placebo, liek alebo nedostdva Ziadnu
lie€bu. NeZiaduce Ucinky uvedené v Casti 4.8
Suhrnu charakteristickych vlastnosti lieku (SPC)
sa tieZ povazuju za identifikované riziko, pokial
nejde o skupinové reakcie, ktoré su uvedené v
SPC, ale neboli zaznamenané v suvislosti s
danym liekom (tieto sa beZne povaZuju za
potencidlne riziko).

Uzavrety signal

V sprave o periodickom hodnoteni bezpecnosti
lieku ide o signal, ktorého hodnotenie sa
ukoncilo v priebehu hodnoteného obdobia
(pozri Usmernenie ICH-E2C(R2), GVP Annex V).



A safety signal can be closed either because it
is refuted or because it is determined to be a
potential or identified risk following evaluation
(see GVP Annex IV, ICH-E2C(R2) Guideline).

This definition is also applicable to periodic
safety update reports.

Risk management system

A set of pharmacovigilance activities and
interventions designed to identify,
characterise, prevent or minimise risks relating
to a medicinal product, including the
assessment of the effectiveness of those
activities and interventions [DIR 2001/83/EC
Art 1(28b)].

Risk management plan (RMP)

A detailed description of the risk management
system [DIR 2001/83/EC Art 1(28c)].

The risk management plan established by the
marketing authorisation holder shall contain
the following elements: (a) an identification or
characterisation of the safety profile of the
medicinal product(s) concerned; (b) an
indication of how to characterise further the
safety profile of the medicinal product(s)
concerned; (c) a documentation of measures
to prevent or minimise the risks associated
with the medicinal product, including an
assessment of the effectiveness of those
interventions; (d) a documentation of post-
authorisation obligations that have been
imposed as a condition of the marketing
authorisation [IR 520/2012 Art 30(1)].

Risk minimisation measure; synonym: Risk
minimisation activity

Interventions intended to prevent or reduce
the occurrence of adverse reactions associated
with the exposure to a medicine, or to reduce
their severity or impact on the patient should
adverse reactions occur.

Bezpecnostny signal moZe byt uzavrety bud’
preto, lebo bol odmietnuty, alebo bol po
vyhodnoteni uréeny ako potencidlne alebo
identifikované riziko (pozri Usmernenie ICH-
E2C(R2), GVP Annex IV).

Tato definicia je platna aj pre periodické
hodnotenia bezpecnosti lieku.

Systém riadenia rizik

Subor farmakovigilanénych aktivit a intervencif
navrhnuty na identifikaciu, charakterizovanie,
prevenciu alebo minimalizovnie rizik
suvisiacich s liekom, vratane posudzovania
ucinnosti tychto aktivit a intervencii. [Smernica
2001/83/ES Cl. 1(28b)].

Plan riadenia rizik (RMP)

Detailny opis systému riadenia rizik. [Smernica
2001/83/ES Cl. 1(28c)].

Plan riadenia rizik zavedeny drzitelom
rozhodnutia o registracii ma obsahovat
nasledujuce Casti: (a) identifikacia alebo
charakterizacia bezpecnostného profilu
predmetného lieku/liekov; (b) navrh, ako dalej
charakterizovat bezpecnostny profil
predmetného lieku/liekov; (c) popis opatreni
na prevenciu alebo minimalizaciu rizik
spojenych s predmetnym liekom/liekmi
vratane posudenia efektivnosti tychto
intervencii; (d) popis poregistracnych
povinnosti, ktoré boli uloZzené ako podmienka
rozhodnutia o registracii [Vykonavacie
nariadenie 520/2012 Cl. 30(1)].

Opatrenie na minimalizaciu rizika; synonymum:
aktivita na minimalizaciu rizika

Intervencie uréené na prevenciu alebo znizenie
vyskytu neziaducich ucinkov spojenych s
expoziciou lieku alebo na zniZenie ich
zavaznosti alebo dopadu na pacienta, ak sa
vyskytna.



These activities may consist of routine risk
minimisation measures (the summary of
product characteristics, the package leaflet,
the labelling, the pack size, the legal status of
the product, and its formulation) or additional
risk minimisation measures (educational
programmes, controlled access programmes,
other additional risk minimisation measures).

Direct healthcare professional communication
(DHPC)

A communication intervention by which
important information is delivered directly to
individual healthcare professionals by a
marketing authorisation holder or by a
competent authority, to inform them of the
need to take certain actions or adapt their
practices in relation to a medicinal product.

DHPCs are not replies to enquiries from
healthcare professionals.

Tieto aktivity sa mdZu skladat z rutinnych
opatreni na minimalizaciu rizika (napr. suhrn
informacii o lieku, pribalovy letdk, oznacenie
obalu, velkost balenia, sposob vydaja lieku a
jeho zloZenie) alebo nadstavbovych opatreni
na minimalizdciu rizika (napr. edukacnych
programov, programov s kontrolovanym
pristupom, inych nadstavbovych opatreni na
minimalizaciu rizika).

Priama komunik&cia zdravotnickym
pracovnikom (DHPC)

Komunikacény ndstroj, ktorym sa délezité
informdcie od drzitela rozhodnutia o registracii
lieku, alebo narodnej liekovej autority adresuju
priamo zdravotnickym pracovnikom s ciefom
informovat ich o prijatych opatreniach, alebo
potrebe prisposobit liecebné postupy v
suvislosti s predmetnym liekom.

DHPC nie su odpovede na otazky
zdravotnickych pracovnikov.



Periodické hodnotenie bezpecnosti lieku

Periodic safety update report
(PSUR)

Format and content for providing an
evaluation of the risk-benefit balance of a
medicinal product for submission by the
marketing authorisation holder at defined time
points during the post-authorisation phase.

In the EU, periodic safety update reports
should follow the format described in GVP
Module VII.

Data lock point

For a periodic safety update report (PSUR), the
date designated as the cut-off date for data to
be included in a PSUR.

For a periodic benefit-risk evaluation report
(PBRER), the date designated as the cut-off
date for data to be included in a PBRER, based
on the international birth date (see GVP Annex
IV, ICH-E2C(R2) Guideline).

For a development safety update report
(DSUR), the date designated as the cut-off date
for data to be included in a DSUR, based on the
development international birth date (see ICH-
E2F Guideline, Volume 10 of the Rules
Governing Medicinal Products in the EU).

Date includes day and month (see ICH-E2F
Guideline, Volume 10 of the Rules Governing
Medicinal Products in the EU).

Periodické hodnotenie bezpecnosti lieku (PSUR)

Format a obsah pre poskytnutie vyhodnotenia
pomeru rizik a prinosov lieku, ktoré predklada
drZitel rozhodnutia o registracii v uréenych

Casovych lehotdch vo faze po registracii lieku.

V EU ma mat PSUR formét podla poZiadaviek
popisanych v GVP Module VII.

Datum ukondenia zberu Gdajov

Pre periodické hodnotenie bezpecnosti lieku
(PSUR) je to datum urceny ako posledny datum
na zahrnutie Udajov do PSUR.

Pre periodické hodnotenie prinosov a rizik
(PBRER) je to datum urceny ako posledny
datum na zahrnutie Udajov do PBRER,
vychdadzajuci z medzindrodného datumu
narodenia lieku (pozri Usmernenie ICH-
E2C(R2), GVP Annex IV).

Pre aktualizovanu spravu o bezpecnosti
vyvijaného lieku (DSUR) je to dadtum urceny ako
posledny datum na zahrnutie Gdajov do DSUR,
vychadzajuci z medzinarodného datumu
narodenia vyvijaného lieku (pozri Usmernenie
ICH-E2F, , Volume 10 of the Rules Governing
Medicinal Products in the EU).

Datum zahfia defi a mesiac (pozri Usmernenie
ICH-E2F, , Volume 10 of the Rules Governing
Medicinal Products in the EU).



EU reference date; synonym: Union reference
date

For medicinal products containing the same
active substance or the same combination of
active substances, the date of the first
marketing authorisation in the EU of a
medicinal product containing that active
substance or that combination of active
substances; or if this date cannot be
ascertained, the earliest of the known dates of
the marketing authorisations for a medicinal
product containing that active substance or
that combination of active substances [DIR
2001/83/EC Art 107¢(5)].

International birth date (IBD)

The date of the first marketing authorisation
for any product containing the active
substance granted to any company in any
country in the world (see GVP Annex IV, ICH-
E2C(R2) Guideline).

If a marketing authorisation holder has no
information on the actual IBD for a product, it
should first refer to listings of birth dates that
some regions develop and make publicly
available. If the product is not included in any
listing, it should propose to the regulatory
authority a birth date that is based on the
earliest known marketing authorisation of the
substance and then obtain the regulatory
authority’s agreement (see GVP Annex |V, ICH-
E2C(R2) Q&A).

Company core data sheet (CCDS)

For medicinal products, a document prepared
by the marketing authorisation holder
containing, in addition to safety information,
material related to indications, dosing,
pharmacology and other information
concerning the product (see GVP Annex |V,
ICH-E2C(R2) Guideline).

Referenény datum Eurdpskej Unie; synonymum:
referenény datum Unie

Pre lieky obsahujlce rovnaké liecivo alebo
kombindciu lieciv je to datum prvej registracie
lieku s tymto lieCivom alebo touto kombinaciou
lieCiv v Eurdpskej unii; alebo ked'sa tento
datum neda urcit, najskorsi zo znamych
datumov registrdcie lieku s tymto lie¢ivom
alebo s touto kombinaciou lieCiv [Smernica
2001/83/ES Cl. 107¢(5)].

Medzinarodny datum narodenia lieku (IBD)

Datum prvej registracie lieku s obsahom lieciva
udelenej ktorejkolvek spolo¢nosti v
ktoromkolvek State sveta (pozri Usmernenie
ICH-E2C(R2), GVP Annex IV).

Ak drZitel registracie nema informacie o
skuto¢nom IBD lieku, mal by odkazovat na
zoznamy datumov narodeni, ktoré su
vytvdrané a uverejiiované v niektorych
regiénoch. Ak nie je liek uvedeny v Ziadnych
zoznamoch, drZitel registracie ma navrhnut
regulac¢nej autorite datum narodenia zaloZeny
na najstarSom znamom rozhodnuti o registracii
lieku s obsahom daného lieCiva a nasledne
ziskat sUhlas regulacnej autority (pozri
Usmernenie ICH-E2C(R2) Q&A, GVP Annex V).

Zoznam zakladnych Udajov spolo¢nosti (CCDS)

Pre lieky je to dokument pripraveny drzitelom
rozhodnutia o registracii, ktory okrem
informdcii o bezpecnosti obsahuje materialy
tykajuce sa indikacii, ddvkovania, farmakoldégie
a dalSie informdcie tykajuce sa lieku (pozri
Usmernenie ICH-E2C(R2), GVP Annex IV).



Company core safety information
(ccsl)

For medicinal products, all relevant safety
information contained in the company core
data sheet prepared by the marketing
authorisation holder and which the marketing
authorisation holder requires to be listed in all
countries where the company markets the
product, except when the local regulatory
authority specifically requires a modification
(see GVP Annex IV, ICH-E2C(R2) Guideline).

It is the reference information by which listed
and unlisted are determined for the purposes
of periodic reporting for marketed products,
but not by which expected and unexpected are
determined for expedited reporting (see GVP
Annex IV, ICH-E2C(R2) Guideline).

Zakladné bezpecnostné informacie spolocnosti
(ccsl)

Vsetky podstatné bezpecnostné informacie o
lieku obsiahnuté v CCDS, ktory drzitel
rozhodnutia o registracii pripravil a vyzaduje,
aby sa uvdadzali vo vSetkych krajinach, v ktorych
sa liek marketuje. Vynimkou su pripady, ked'si
narodna regulacnd autorita vyslovene vyZaduje
zmenu (pozri Usmernenie ICH-E2C(R2), GVP
Annex IV).

Je to referencnd bezpecnostna informacia,
podla ktorej sa urcuju uvedené a neuvedené
neziaduce Ucinky pre Ucely periodického
podavania sprav o liekoch, ale podla tohto
dokumentu sa neurcuju oCakdvané a
neocCakavané reakcie pre urychlené hlasenie
neziaducich ucinkov liekov (pozri Usmernenie
ICH-E2C(R2), GVP Annex IV).



