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SUKL UVOD

Legislativa Hodnotenie signalov

* Novela zakona C. e Sucast rutinnej PhV
244/2012 Z.z , ktora meni
a doplna zakon C.

362/2011 Z.z » Zaklad pre zabezpecenie

najnovsich informacii o
prinosoch a rizikach lieku

* Vykonavacie nariadenie
520/2012

 GVP Module IX — Signal
management
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SUKLO Definicie
SIGNAL:

» Informacia pochadzajuca z jedného
alebo viacerych zdrojov vratane

Nova kauzalna

pozorovani a experimentov, ktora suvislost’
predpoklada novy potenciélne

kauzalny vzt’ah medzi ALEBO
intervenciou a udalostou alebo z

novy aspekt znameho vztahu Nové informécie
alebo niekolkymi suvisiacimi >

udalostami, bez ohfadu na to &i su o znamom NUL

neziaduce alebo prinosné, ktora je

povazovana za dostatocne

pravdepodobnu, aby sa preverila.
«  Pre ugely monitorovania Gdajov v databaze Zmena znameho

EudraVigilance sa pouzivaju iba signaly -

suvisiace s neziaducim u€¢inkom rizika
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I(ES,;
UKL Prehlad za rok 2014

* 90 potvrdenych signalov

« 34 validovanych EMOU
« 56 validovanych Clenskymi statmi

« 2/3 CAPs (alebo CAPs a NAPs)
« 1/3 NAPs
e 40% viedlo k zmene Pl vratane 7 DHPC

Ako najst a spracovat SIGNAL -
SARAP



SUKLO

Proces riadenia signalov (€l.21 Dir.520/2012)

PRAC
Rapp,
MAHs Veduci MS

Validacia Potvrdenie

; . Odporucanie
Posudenie prislusnych
opatreni

Analyza a
prioritizacia

Proces
hodnotenia -
(dajov — Potenc?lalr)y
: e vplyv signalu
novy Komunikacia na risk/benefit
potencialny § prostrednictv profil.
kauzalny om EPITTu v Stanovenie
vztah... priebehu 30 ¢asového
Nahranie dni ramca pre

do EPITTu podanie a
(iba posudenie dat

Vedecké
zhodnotenie
vSetkych

dostupnych
udajov,
vratane
doplnujucich
udajov od
MAHs

-
»
Py

validny)




STATNY USTAV PRE KONTROLU LIECIV

Novo

identifikovany

Typy sighalov

_ Y Potvrdeny Trvajuci Uzavrety

S

Nepotvrdeny /

¢ 1 0
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SUKLO

2014

Typy signalov v roku

Uzavrety (neuznany) 1657 81,60%
Trvajuci 280 13,80%
Monitorovany 59 2,90%
Prioritizovany a analyzovany PRACom 34 1,70%
Celkovo 2030

Ako najst a spracovat SIGNAL -

SARAP

; -wﬁ -
& i ) 7. -3 ’dﬁ\
o ” i . _.;f?
T i T




SUKLO V kontexte

farmakoviailancie
PSUR @
-%ﬁ |

[ Proces riadenia
S|gnalu

[ ]
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KO
SUKL Zdroje signalu

« Spontanne hlasenia (ICSRs) - EV

 Kilinickeé studie (SUSARS)

* Neintervencné studie

* Vedecka literatura (pravidelné sledovanie
literatiry — povinnost)

 Farmakoepidemiologickeé udaje

« Klinické udaje

* Predklinické udaje
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SUKLO Zdroje signalov v roku

2014
EudraVigilance 86,70%
Vedecka literatura 8,60%
Regulacné autority 3,20%
Iné 1,50%
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SUKLO

Detekcia — multidisciplinarny pristup

1. Kvantitativna (Statisticka) 2. Kvalitativna

Hodnotenie ICSRs

Nastroj na identifikaciu — ° DICTIC 1Lo
(spontanné hlasenia, PASS,

selekcia hlaseni

. literarne)
Statisticka . Zohladnenie klinickych
disproporcionalita aspektov

Potrebné velké

mnozstvo udajov (velka
databaza)

Nehovori ni¢ o kauzalite

Vhodneé pre lieky, ktoré
su dlhsie registrované

 Vhodné pre novo
registrované lieky
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SUKLO Statisticka
disproporcionalita

 PRR (Proportional Reporting Ratio)

* Neurcuje akykolvek kauzalny vzt'ah
medzi podanim lieku a vyskytom NUL
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JKLO
SUKL SRR

Event (R) All other events Total
Medicinal Product (P) A B A+B

All other medicinal products C D C+D
Total A+C B+D N=A+B+C+D

opp = ANA+B) f\“xxxkfwmaxxhh_

CAC+D)| — D —

kT EZEEEZ S

PRR PRR(-) = 1: no reporting
difference |
PRR(-) > 1: there is a | | - n 1
difference

PRR threshold in EV for a potential signal

Lower bound of the 95% Confidence Interval
of PRR = 1
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SUKLO

Validacia: Klinicke
aspekty

» Potencialny kauzalny .

vztah

Kontrola
-SmPC

- PSUR
- RMP
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SARAP

Biologicka pravdepodobnost’

Nastup reakcie (TTO) — ¢asova
suvislost

Zavaznost’ reakcie
Liekové interakcie

Zavadzajuce faktory:
kosuspektné / konkominantné
lieky

Zakladné ochorenie

Vyskyt u specmck.ej,
populacie ,
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I(ES,;
UKL Validacia

lIIIiiHIIII

Kauzalita
Zavaznost
%% <

Zakladné
ochorenie

Validacia

PSUR %
<
Kosuspektné
lieky
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SU KLO Rozdelenie uloh: Kto je zahrnuty do
procesu Detekcie a Validacie? (Cl.22
Reg.520/2012)

VALIDACIA POTVRDENIE

kto Prvy CAPs: PRAC
zdeteguje - Rapp
MAHSs signal - postdenie NAPs: veduci MS,

MS kde sa liek
uvadza na trh

kauzalneho vztahu a
Statisticky pristup
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SUKLO , o
Analyza a prioritizacia
* Vplyv na verejné zdravie a pacienta
* Dosledky aine
terapeuticke moznosti
* VVyznamne ovplyvnenie R/B profilu
* Vyznam a konzistencia zdrojov
(klinické priznaky)

« ZvyCajne 60TT
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I(ES,;
UKL Posudenie

« Kontrola kédovania reakcii (spravny MedDRA kod)

* Vyhladavanie duplikatov — ak sa nenasli uz pri detekcii

* Podrobne

pripadov
* Prepojenie s komplexnym ochorenim
» Klinické komplikacie

 Hodnotenie
vyuzitie dalsich zdrojov
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SUKLY  sMmQ (Standardised
MedDRA Queries)

« Multiaxialita MedDRY e Subor PT hladin
(primarne a sekundarne
SOCs) .’

o » doplnujuce udaje pre
 Broad: senzitivita

RN hodnotenie
» Narrow: Specificita
Uz preddefinované o podporal ZAVerov
Alebo si vytvorim vilastne hodnotenia

\ 4

« zohladnenie klinickych a
patofyziologickych aspektov

NUL Ako najst a spracovat SIGNAL -
SARAP




Posudenie

Posudenie
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Komplexné
ochorenie

Klinické
komplikacie




SUKLO

Ziadne

opatrenia

Potreba

regulaéného
opatrenia

Odporucania PRAC

 Momentalne nie je potrebné dalSie hodnotenie alebo opatrenie

» Potrebné doplfiujuce informacie od MAH (cumulative review)
 MAH ma urobit PASS

« MAH ma zahrnut’ signal do nasledujuceho PSURu alebo podat’ ad-
hoc PSUR

« EMA alebo MS (podfa typu) ma zozbierat dalSie informacie
alebo vykonat doplfiujucu analyzu v EV alebo inych zdrojoch

MS alebo EC (podla typu) maju iniciovat’ referral
Pl a/alebo RMP sa maju zmenou updatovat

Maju byt ulozené naliehavé bezpecnostné opatrenia
PhV Inspekcia
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SUKLO Vysledky hodnotenia v
roku 2014

Outcomes of PRAC signal assessments (2014)
Update of RMP, 1, 1%

Referral, 2, 2%
Update of PI and
RMP, DHPC, 3,
3%

PASS, 1, 1%

Update of PI and RMP,
2, 2%

Update of PI and
DHPC, 4, 5%

Ongoing, 31, 35%

Update of PI, 28, 31%

Routine
pharmacovigilance,
18, 20%
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SU KLO Zverejiiovanie na EMA

stranke

PRAC recommendations on safety signals (4 Email (= Print @ Help & Share

Each month, the European Medicines Agency publishes an overview listing all safety signals discussed during the latest
Pharmacovigilance Risk Assessment Committee (PRAC) meeting and the recommendations given for each of them. The

overview includes PRAC recommendations for centrally and nationally authorised medicines.

t information) are submitted to:

» the Committee for Medicinal Products for Human Use (CHMP), for endorsement, if the signal concerns a centrally authorised
medcine, At the time of publication, the PRAC recommendations have been endorsed by the

» the Coordination Group for Mutual Recognition and Decentralised Procedures - Human (CMDh ), for information, if the signal
concerns a nationally authorised medicine. It is the responsibility of the medicines regulatory authorities in the Member States to
oversee that these PRAC recommendations are adhered to.

Marketing-authorisation holders are expected to take action according to the recommendations. They should monitor the
information on this page regularly to keep informed about the PRAC recommendatiens cencerning their products.

The presence of a safety signal does not mean that a medicine has caused the reported adverse event. The adverse event could be a

symptom of another illness or caused by ancther medicine taken by the patient.

The overview of PRAC recommendations is published after each month’'s CHMP and CMDh meeting. The first list was published in
October 2013 and lists the recommendations from the September 2013 PRAC meeting. A cumulative list of all signals discussed at the
PRAC since September 2012 is also available below.

translated into all official European Union (EU) languages.

The Agency publishes these translations in all official EU languages, as well as Norwegian and Icelandic, in the table below after review
of their quality by the natienal regulatory authorities in EU Member States. It publishes the translations within three weeks of the
English text.

Marketing-authorisation holders can use these translations te update their preduct information.

The Agency expects this initiative to accelerate the implementation of changes to product information and to ensure consistency

across EU countries, thus leading to better information for patients on their medicines.
For more information on how safety signals are assessed in the EU, see:

» Signal management
» @ Guideline on good pharmacovigilance practices: Module IX - Signal management
» @ Questions and answers on signal management

Table of contents

b PRAC recommendations on safety signals: monthly overviews
b List of safety signals discussed since September 2012

PRAC recommendations on safety signals: monthly overviews
Back to top ~

http://www.ema.euro
pa.eu/emalindex.jsp?
curl=pages/requlation

/document listing/do

cument listing 0003

75.isp&mid=WCO0b01
ac0580727d1c

Z
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http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/document_listing/document_listing_000375.jsp&mid=WC0b01ac0580727d1c
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/document_listing/document_listing_000375.jsp&mid=WC0b01ac0580727d1c

KO , -
2UKL Uloha SUKL
Veduci Clensky stat pre 18

ucinnych latok

* Posudzovanie vsetkych ICSRs, ktore sa
vyskytli na SR a boli dorucené na SUKL
(HCPs, MAHSs, Pacienti)
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SUKLY  Uloha a povinnosti
MAHS

* Priebezné monitorovanie bezpecnosti pre ich lieky a
informovat SUKL pri akejkolvek zmene, ktord méze mat
vplyv na registraciu

* Monitorovanie EV, v miere akej maju pristup (aspon raz
mesacne) a sledovanie literatury

akehokolvek signalu detegovaného z EV a
nasledne informovat Veduci MS (zoznam na stranke
EMA)

« Spolupraca s PRACom pri hodnoteni — na vyziadanie
poskytnutie doplnujucich informacii

Ako najst a spracovat SIGNAL -
SARAP
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KO
SUKL MAH zdeteguje signal

 ESI - Modul VI GVP — okamzite
informovat NCA a EMU (P-PV-emerging-
safety-issue@ema.europa.eu)

* Postup podla GVP IX
* Ak potrebné aktualizovanie Pl — podanie
prislusnej zmeny
« Zahrnutie do (prehlad — Ccast' 15,
popis — cast 16.2) S
N5
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mailto:P-PV-emerging-safety-issue@ema.europa.eu

KO
SUKL Informacie pre MAH

 Diskusia na PRAC: zverejnena agenda tyzden pred
zasadnutim

. Ziadost' o informacie: priama komunikacia z EMY
prostrednictvom eudralinku (par dni po PRACu)

« Odporucania: Zapisnica z PRACu
« Kontaktna osoba MAH: QPPV

« Zasielanie odpovedi: eCTD (napr. M5.3.6) spolu s
podpisanym sprievodnym listom

 TT: zvyCajne 60 dni (mbze byt kratSi alebo dIhsi v
zavislosti od zavaznosti a objemu dat)
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STATNY USTAV PRE KONTROLU LIECIV S l l h rn

: - : Analyza , : e
Detekcia Validacia Potvrdenie : __y, _ Posudenie Odporucania
Prioritizacia

Multidisciplinarny Overenie Klinické

dokazov

Kauzalita Zavaznost
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SUKLO ,
Zaver

* Najaktualnejsie informacie o lieku
* Bezpecnost lieku a R/B profil

* Vyznam hlasenia NUL
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SUKLO

miroslava.matikova@sukl.sk

DAKUJEM ZA POZORNOST
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