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SUKLO

» Ciele farmakovigilancie

» Co sa zmenilo za posledné obdobie

« Co sa ma este zmenit

 Co sa odakava od drzitela

» Aké su plany SUKL

» Kde najst informacie o farmakoviglancii
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SUKLO

Farmakovigilancia

Vedna oblast’ a aktivity spojene s
detekciou, posudenim, poznanim a
prevenciou neziaducich ucinkov liekov alebo
inych liekovych problemov

o ©

prevencia poskodenia z neziaducich reakcii

podpora bezpecnéeho a efektivheho
pouzivania liekov



SUKLO

Nové poziadavky?

* Monitorovanie NU od roku 1978
« CIOMS | — X od roku 1990

» |CH E2a — E2f od roku 1994
 Smernica 2001/83/EC

» Eudralex Vol. 9a - 2008

e Smernica 2010/84
e GVP Guidelines od r. 2012




SUKLO Principy spravnej praxe

farmakovigilancie

Musia byt splnené potreby pacientov, zdravotnickych pracovnikov a verejnosti
ohladne bezpecénosti liekov

Vrchny manazment ma mat’ veducu ulohu v implementacii systému kvality a
motivacii zamestnancov ohladne cielov kvality.

VSetci pracovnici v organizacii maju byt’ zapojeni do podpory systému
farmakovigilancie

VSetci pracovnici v celej organizacii maju byt’ zaangazovani v kontinualnom
zlepSovani podrla cyklu kvality

Zdroje a ulohy maju byt’ organizované ako Struktury a procesy takym spésobom,
ze budu podporovat’ proaktivne, primerane k riziku, kontinualne a integrované
vykonavanie farmakovigilancie.

Musia sa ziskat’ vSetky dostupné dokazy o pomere prinosov a rizik lieku a vSetky
relevantné aspekty, ktoré mézu ovplyvinovat’ tento pomer a pouzitie lieku, sa
maju pouzit’ pri rozhodovacom procese.

Dobra kooperacia medzi MAH, CA, lekarskymi organizaciami, pacientmi, ZP a
ostatnymi skupinami v sulade s pravnymi predpismi.
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Farmakovigilancia

* Predklinicka faza

 Klinicka faza
— SUSAR, DSUR

 Peri-registracna faza

— Clinical overview, RMP, SmPC, PIL,
podmienky registracie, farmakovigilacny
systém drzitela

Postregistracna faza

— ICSR, PASS, PSUR, DHPC, signaly, referaly




SUKLO Ucastnici

farmakovigilancie

* Okrem tradiCne uvadzanych osob
(zakonodarcovia, media, poskytovatelia
zdrav. Starostlivosti, poistovni, pacientov
atd.)

aJ

» Vsetci zamestnanci spolocnosti

« VSetci zamestnanci SUKL




SUKLO \/yznam

farmakovigilancie rastie

* Liekové poskodenia neubudaju

* Lieky sa zneuzivaju, falsuju,
chybne pouzivaju atd. :

* Nove lieky vyzadujuce so specialnymi
poziadavkami

* Nove postupy v registracii liekov

* Meni sa postoj verejnosti k liekom




SUKLO Nové pristupy k

registracii liekov
« ,normalna” registracia
 Podmienecna registracia
* Adaptivny pristup k registracii
* Dostupnost’ lieku pred jeho registraciou
— Compassionate use




SUKLO Adaptivny pristup k

registracii

Prospectively planned Reduction ofuncertainty
Scenario

Knowledge required for

full approval 15t approval Ind approval

Adaptive
=

Approach
The sponsor could
follow one of two
strategises 1st approval

Traditional
Route

W

Time
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STATNY USTAV PRE KONTROLU LIECIV

Widcening of the indication Scenario
(Final target indication in blue and red)

The sponsar could Fallow
ohe of twp stratagies for
approval in the overall
target population

Traditional
Route
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STATNY USTAV PRE KONTROLU LIECIV

[ Hewly adopted Marketing a0 % W

«->3C AN { [4 ec.europa.eu/health/documents community-register tml frewproc htm#rh
° Aplikicie g suklnet.sk [ Importované z prehlia Google

Semintra Boehringer Ingelheim Centralised - Yearly update 28 MNov 2014
Vetrmedica GrmbH

ProZinc Boehringer Ingelheim Centralised - Yearly update 28 Nov 2014
Vetrmedica GrmbH

Procedures for nationally authorised medicinal products for human use

Product Marketing Authorisation Decision Type Decision date EMEA Nr
Holder
fentanyl PslUSA - Modification 15 Apr 2015
MNasonex and associated Feferral 19 Jan 2015 EMEA/H/4-30/1374
names
Seasonique Referral 12 Jan 2015 EMEA/H/A-28/1392
Dexrazoxane PsUsA - Modification 12 Jan 2015 EMEA/M/C/PSIUSA001 /20140
2
Oxynal-Targin and Referral 22 Dec 2014 EMEL/H/ 4-13/1402

associated names

Docetaxel {with alcohol in Referral 22 Dec 2014 EMEL/H/C/PSUSAA152/20131
formulation) 1

Plendil and associated Feferral 16 Dec 2014 EMEA/H/4-30/1385

names

Polymyxin based products Referral 16 Dec 2014

Combined hormonal Caorrigendum 11 Dec 2014

contraceptives

EMLA cream and associated Referral 28 Mov 2014 EMEA/MH/A-30/1385

names

Procedures for nationally authorised veterinary medicinal products

Product Marketing Authorisation Decision Type Decision date EMEA Nr

Holder
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SUKLO

Pokroky 2012 - 2015

* Spresnenie legislativhych poziadaviek

* Priprava modulov Spravnej
farmakoviglacnej praxe

* Vznik novych templatov

« Zavedenie Cierneho trojuholnika
* Publikovanie suhrnov RMP

« Cinnost PRAC rozsirena



SUKLO

Co sa este ma zmenit

« Sfunkcnit Repozitar PSUR

» Zaviest vyhladavanie z hlavnych
literarnych zdrojov

« Sfunkénit EU register PASS &tudii
« Zabezpecit plnu funkcnost Eudravigilance

ZabezpecCi sa tym zjednodusenie
farmakovigilancie
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Literarne zdroje
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EU - legislativa

 Nariadenie 726/2004
— Nariadenie EU &. 1235/2010 od 2.7.2012
— Nariadenie EU &. 1027/2012 od 3.6.2013

e Smernica 2001/83/EU
— Smernica 2010/84/EU od 21.7.2012
« Smernica 2012/26/EU od 28.10. 2013

* VVykonavacie nariadenie Komisie 520/2012
od 10. 7. 2012 resp. 10.1.2013

* VVykonavacie nariadenie Komisie 198/2013

od marec 2013
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SR legislativa

- Nariadenia a vykonavacie nariadenia EU

» Zakon C. 362/2011 Z.z.
— Zakon 244/2012 Z.z. od 1.9.2012
— Zakon 220/2013 Z.z. od 28.10.2013

« Spravna farmakovigilancna prax
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Risk-management
plans

Signal management

Medicines under
additional monitoring

Post-authorisation
safety studies

Periodic safety update
reports

European Risk
Management Strategy

EudraVigilance

Incident management
plan

Guidance

Data submission on
authorised medicines

Advanced therapies
Clinical trials
Inspections
Falsified medicines
Quality by design

Product defects and
recalls

Parallel distribution

Medicine shortages

”J — |l

INe chapters on product- or population-specitic considerations are currently under development. [hey are being released for
public consultation one by one. The first GYP considerations chapter was published in December 20132, i.e. GVPP I on
pharmacovigilance for vaccines for prophylaxis against infectious diseases.

Currantly, the following is under development and scheduled for release for an eight-week public consultation as indicated below:

Date of release for public

Chapter title consultation

Chapter number

PIL Biological medicinal products Secoend guarter 2015

Archives of documents

b Archive of development of GVP
b Superseded pharmacovigilance guidance documents

Table of contents

F Introduction
Final GVP modules
Final GVP product- or population-specific considerations

[

[

b Final GVP annex I - Definitions

P Final GVP annex II - Templates

b Final GYP annex III - Other pharmacovigilance guidance
[ 3

Final GVP annex IV - International Conference on Harmonisation of Technical Requirements for Registration of Pharmaceuticals for
Human Use (ICH) guidelines for pharmacovigilance

F Final GVP annex \ - Abbreviations

b Draft GVP chapters and annexes for public consultation
» Templates for submission of comments

b Privacy statement for public consultation

Introduction
Back to top ~
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Referral procedures
Article 58 applications

Compassionate use

Pharmacovigilance

Background

Pharmacovigilance
legislation

Pharmacovigilance fees

Good
pharmacovigilance
practices

Medication errors

Risk-management
plans

Signal management

Medicines under
additional monitoring

Post-authorisation
safety studies

Periodic safety update
reports

European Risk
Management Strategy

EudraVigilance

Guidance for marketing-authorisation holders
Back to top =~
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@ Questions and answers on
variations to an existing
pharmacovigilance system as
described in the detailed
description of the
pharmacovigilance system

(English only) adopted 02/03/2011 02/08/2013

ﬂ Reporting requirements of
individual case safety reports
applicable to marketing-
authorisation holders during the
interim period

(English only) 23/05/2012 08/11/2013

ﬂ European Union individual
case safety report (ICSR)
implementation guide

(English only) adopted 30/04/2014 21/01/2015

Pharmacovigilance practices
Back to top ~

First Last Effective
Dncument(S) m updated

E Draft detailed guide

regarding the monitoring of

medical literature and the entry  {English
of relevant information into the  only)
EudraVigilance database by the

European Medicines Agency

draft: consultation open  05/06/2014

List of active substances

[

Incident management i
plan g subject to worksharing for signal ﬁi?g;'sh 05/10/2012 09/10/2014
management ¥
» Guidance
@ CHMP guideline on detection
» J g i | ﬁE‘I Microsaft PowerPoint - [.. || @ European Medicines A... J SK | @
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EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

October 2013
EMEA-H-19984/03 Rev 36
Patient Health Protection

European Medicines Agency post-authorisation procedural
advice for users of the centralised procedure

This integrated version has been created for printing purposes only. Please refer to the individual
question & answers as published in the post-authorisation guidance for access to the hyperlinked

information.

Questions and answers are being updated continuously, and will be marked by "NEW"” or "Rev.” with

- amml meral S —



SUKLO

Drzitel registracie humanneho lieku

a.

vedie a na poziadanie spristupni hlavnu zlozku systému dohladu nad bezpecnostou
humannych liekov,

zavedie, spravuje a prevadzkuje systém riadenia rizik pre kazdy humanny liek,

monitoruje vysledky opatreni na minimalizaciu rizik, ktoré su sucastou planu riadenia
rizik alebo ktoré su urCené ako podmienky registracie humanneho lieku podla § 53
ods. 5az 7 a 10,

zistuje, €i sa nevyskytli nové rizika alebo Ci sa rizika nezmenili, alebo €i nedoslo k
zmenam vyvazenosti rizik a prinosu humannych liekov,

monitoruje udaje dohfadu nad bezpecnostou humannych liekov a na zaklade tychto
zisteni aktualizuje systém riadenia rizik.

§ 68 ods. 13) zakona €. 362/2011 Z.z.

22



SUKLO

Co sa o¢akava od
drzitela

» Mat system farmakovigilancie

— Vymenovanu QPPV a jej back up
zodpovednu za system a vytvarajucu ho

» Mat popisane postupy (SOP) pre
farmakovigilanciu

» Mat celkovy popis systemu - PSMF
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Systém je to, Co odlisuje profesionala od amatéra.
The Rotarian. july 1943

Co je systém?

1. (UCelny) spbsob usporiadania nejakeho celku,
sustava: skolsky, mzdovy s.;
parlamentny s.; informacny s.;
kapitalisticky, socialisticky spolocensky s. polit.-
ekon. formacia; zaviest do prace s.

2. subor prvkov spatych istymi (vymedzenymi)
vztahmi, sustava: jazykovy s.;
chladiaci s.; nervovy s.;
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Vlastnosti systemu

e Struktura

* VVzajomne vztahy medzi elementmi
(komponentmi) systemu/subsystémami

* Vstupy — Procesy - Vysledky, vystupy
* Ohranicenie

Zatvorene — otvorené Spojité — diskrétne - kombinované
Deterministické — stochastické Tvrdé - makké

Statické - dynamické
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* A system is the combination of people,
processes, procedures and technology
used to accomplish a set of functions.

* The technology used, be in paper,

computer, a hybrid of paer and computer
or other, is not a defining factor.

Good Pharmacovigilance Practice Guide, 2009
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* A computer system is the combination of
people, processes, procedures, computer
network, hardwere and softwere used to
accomplich a set of functions.

* As such, computer systems are a subset
of all systems.

Good Pharmacovigilance Practice Guide, 2009
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» Standard Operating Procedure (SOP)
(Standardné pracovne postupy)

— Jasne definované pracovne instrukcie
pouzivane v procese.

28



SUKLO

MANAGEMENT SYSTEMS

* Titulka » Novinky » Objednavka knih  » Odborné publikicie » Katalog sluzieb , 5= » g

Profil Standardné pracovné postupy

Lean _
{(Standard Operating Procedure - S0P}

Six Sigma
! Principy SOP je efektivnym nastrojom:

Orientécia na + zniZovania a eliminacie rozptylu
TR + tréningu operatorov
Orientacia na procesy + udrZania zlepSenej procedary
Onienticia o + vykonavania procesu
zamestnancov . o ) . v e . . ; . . .

SOP je detailnym predpisom vykonavania ¢innosti alebo procesu, vratane Specifikacii hodnét vstupnych ukazovatelov
Riadenie a zlepSovanie C. N, X
Standardny postup Presne udava a Standardizuje ako treba krok po kroku postupovaf pri vykonavani urcitej operacie. Zmyslom je
S L AT zniZenie variabilnosti procesu a dodrZovanie viystupnych Specifikacii.
i Nastroje N .. . N

MNajcastejSie sa vyuZiva vo faze C: konroly a riadenia
DMaIC

Procezna mapa

29
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Manazment rizik

=

Ziskavanie udajov
Posudzovanie ziskanych udajov

* Navrh opatreni na minimalizaciu
identifikovanych rizik

Vykonavanie opatreni
Kontrola ucCinnosti opatreni
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Jeden odbornik na vsetko?

« Zavedenie systéemu farmakovigilancie

« Ziskavanie udajov a ich manazovanie

* Posudenie ICSR, signalov, prinosov a rizik
* Priprava dokumentov podla poziadaviek
 Komunikacia rizika

* Planovanie farmakovigilancie

« Atd.

31
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Aké su plany SUKL

* Posilnit personalne zazemie pre

— InSpekcie
— Posudky

— Spoluucast pri cinnosti PRAC

« Standardizovat vnutorné postupy

* Vyuzitie moznosti pocitacovych systemov
— Webovy formular hlasenia podozreni na NUL
— Webovy formular na oznamenie LQPPV



Spozname len tie veci, ktoreé
si skrotime, - povedala Liska.

Co znamena skrotit?- spytal sa
Maly princ.

Je to uz takmer zabudnuta vec,
- povedala Liska. Znamena to
vytvorit' puta.

~ Zbohom, - povedala Ligka. — Tu

je moje tajomstvo. Je velmi
jednoduche: dobre vidime
iba srdcom. To hlavne je

ocCiam neviditelné.
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