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SUKLCO  Registrovany liek

V/ case registracie...

» predlozena dokumentacia o kvalite, bezpecnosti a
ucinnosti

= posudenie ziadosti o registraciu

= vyvazenost prinosov a rizik spojenych s uzivanim lieku
je priazniva

Co pozndme...

= vysledky o ucinnosti z klinickych studii (Specificke
indikacie, studovana populacia)

*= Niektoré neziaduce ucinky (velmi Caste, Caste)



SUKLO Registrovany liek

Nepozname...

= efektivnost’ lieku v beznej klinickej praxi: kompliancia,
rezistencia, populacie nezahrnuté v klinickych studiach

Celkovy bezpecnostny profil zahffiajuci neziaduce reakcie:

- 2 Table 1 — Chance that a very rare side-effect (0.01%)
. Zrledkave will not be observed

- onhes ko rené Number of patients treated  Chance of missing (%)
n ok . 500 95.1
L 1000 90.5
cnronicka expoZicCia 2500 oo
. . 5000 60.7
- Interakcie 7500 47.2
10000 36.8
- Patt 15000 223
medicinske chyby B
g 25000 8.2
- off-label pouzitie 30000 50

Amery K Pharmacoepidemiology and Drug Safety, 8: 61+64 (1999)

- zneuzitie/chybné pouzitie
- deti, starsi, tehotentsvo, laktacia, komorbidity
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L System riadenia rizik

* Subor farmakovigilancnych
aktivit a intervencii navrhnuty na
identifikaciu, charakterizovanie,
prevenciu a minimalizovnie rizik
suvisiacich s liekom, vratane
hodnotenia ucinnosti tychto
Intervencii.




SUKLO
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* Plan riadenia rizik (RMP)

* Detailny popis systemu riadenia rizik.

* Na tieto ucely maju byt sucastou RMP popis
bezpecnostneho profilu prislusnéeho
lieku/liekov, navrh dalSieho postupu na
zistenie bezpecnostneho profilu prislusného
lieku, dokumentovane opatrenia na prevenciu
alebo minimalizaciu rizik suvisiacich s liekom,
vratane posudenia ucinnosti tychto intervencii
a dokumentovane poregistracné povinnosti,
ktore boli ulozené ako podmienka registracie.



SUKLO

Zakladné povinnosti drzitela
rozhodnutia o registracii

U povinnost zaviest, spravovat a prevadzkovat systém riadenia
rizik pre kazdy humanny liek (nevztahuje sa na lieky
registrované pred 2./21.7. 2012, pokial SUKL nenariadil tuto

povinnost)

U povinnost predkladat RMP spolu so ziadostou o registraciu
kazdeho humanneho lieku (okrem ziadosti homeopatickych a

tradiCnych rastlin liekov)



SUKLO Predkladanie RMP

I. Nova ziadost’ o registraciu
d podana po 2./21.7. 2012 — RMP je sucastou

registracnej dokumentacie vsetkych ziadosti, v
Module eCTD Cast’ 1.8.2

0 format a obsah RMP podfa pravneho zakladu ziadosti

(generika zjednoduSeny format)



SUKLO Predkladanie RMP

Il. Ziadost o predizenie registrédcie
O Lieky, ktoré maju RMP - predklada sa aktualizacia RMP

alebo zmienka v sprievodnom liste, kde sa uvadza, ze

aktualizacia nie je potrebna.

O Lieky, ktoré nemaju RMP - v sprievodnom liste sa uvedie,

ze liek nema RMP:
- v pripade vyskytu rizik ovplyviujucich pomer rizik a
prinosov lieku je nutné zaviest RMS a predlozit RMP

- SUKL méze vyziadat predloZzenie RMP, moZno sa odvolat



SUKLO

.

Predkladanie RMP

Registracie s neobmedzenou platnostou

Lieky, ktoré maju RMP - predklada sa aktualizacia RMP

alebo zmienka v sprievodnom liste, kde sa uvadza, ze

aktualizacia nie je potrebna.

Lieky, ktoré nemaju RMP _— nie je potrebné doplinit.

je nutne zaviest RMS a predlozit RMP v pripade vyskytu
rizik ovplyvnujucich pomer rizik a prinosov lieku

SUKL médze vyziadat predloZenie RMP, moZno sa odvolat
(§ 143a ods. 13)



Mozne aovoay pre
vyziadanie alebo jeho
aktualizaciu RMP

* Nova liekova forma

* Novy spOsob podania

* Novy vyrobny proces u biotechnologickych
liekoch

* Zmeny Vv indikacii/ pediatricka indikacia

* AK si narodna autorita vyziada RMP
— Drzitel sa m6ze odvolat’ do 30 dni.

SUKLO
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UG Jeden alebo viac RMP

 ROzne indikacie

» Rozdielna populacia (Afrika, Europa ....)
* Rozdielna prevalencia ochoreni
 ROzne zdravotné systemy

» Klucoveé zlozky maju byt rovnake



JKLO
b Terminy spojene s RMP

* |dentifikovane riziko

e Potencialne riziko

« Chybajuca informacia

» Dolezité identifikovane alebo potencialne riziko
* Risk manazment system

* Plan riadenia rizik

« Aktivita na minimalizovanie rizika

* Bezpecnostny problem (Safety concern)

» Cielova populacia - Targeted population



SUKLO  Format planu riadenia rizik

« Cast I: Prehlad lieku(-ov)

« Cast II: Bezpeé&nostna 3pecifikacia

*  Modul SI: Epidemioldgia indikacie(-i) a cielova(-é) populacia(-e)

*  Modul SlI: Predklinicka Cast’ bezpecnostnej Specifikacie

*  Modul Slll: Expozicia pri klinickom skusani

* Modul SIV: Populacie, ktoré nie su predmetom Studii pri klinickom skusani

* Modul SV: Skusenosti po vydani povolenia

«  Modul SVI: Dodatoé&né poziadavky EU na bezpeé&nostni $pecifikaciu

 Modul SVII: Identifikované a potencialne rizika

*  Modul SVIII: Suhrn pochybnosti v suvislosti s bezpecnostou

« Cast lll: Farmakovigilan&ny plan (vratane $tudii o bezpeénosti po vydani povolenia na
uvedenie na trh)

« Cast IV: Plany studii uginnosti po vydani povolenia

« Cast V: Opatrenia na minimalizaciu rizika (vratane hodnotenia Gginnosti ginnosti
minimalizacie rizika)

« Cast VI: Sthrn planu riadenia rizik

«  Cast VII: Prilohy

II. Suhrn charakteristickych vlastnosti lieku



SUKLO

Bezpecnostna specifikacia

Identifikovat: Co je zname!
Co nie je zname?

v

Liek Cielova populacia
« Farmakodynamika « Pacienti zahrnuti
* Farmakokinetika do Studie
* Pouzitie « Pacienti nezahrnuti
* NeZiaduce reakcie do Studie
» ,Class effect” * Rizikové faktory
* Interakcie « Akeé udalosti

mobézeme oCakavat
v tejto populacii?

|

Ochorenie

Prirodzeny
priebeh ochorenia
Epidemiologia
Aké udalosti sa
vyskytnu ako
sucast ochorenia?

Dolezité identifikované rizika

Doélezité potencialne rizika
Chybajuce informacie

Safety concerns




Wg Heads of Medicines Agencie:
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+ List of safety concerns per approved Risk Management Plan (RMP) of

active substances per product (2pril 2015)
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e EdREEENEREE )T CMDh_330_2015_Rev00_2015_04 [1)xlsx - Microsoft Excel -=X
L ‘uﬁ . =
- @J Domov WloZit RozloZenie strany Wzaorce Udaje Posudit’ Zobrazit Vijvajar Doplnky Extools ® - = x
| B16 -2 e ‘ Wellbutrin XR/Elontril/Bupropion Hydrochloride GSK
A B c o £ ; a M!—i“
1
2 List of safety concerns per approved Risk Management Plan (RMP) of active substances per product
3 |Note: The green morked products concern dossiers authorised under Article 8.2 legal basis Doc. Ref: CMDR330/2013, April 2013
a
5 Active substance Brand name MRP number Legal basis MAH RMS RMP L
Acetylcysteine hoesttabletten bruis R B o B B B
National marketing authorisation in NL  |Generic (Article 10(1)) Apotex Europe B.V./NL N/A  |Version 3.0; 26 June 2014
6 . Apotex 200 mg, effervescent tablets
Acetylcysteine -
Acetylcysteine 600 mg Alpex, ) ) o ) ) — . 4
National marketing authorisation in NL  |Generic (Article 10(1)) Alpex Pharma UK limited/UK N/A  |Version 1.0; 30 June 2013 =
7 effervescent tablets

14 |Ambroxol Hydrochloride
15 Bisoprolol

Bisoprolol tablets Apotex BE/H/0224/001-006 Generic (Article 10{1)) Apotex Europe BV Version 3.0 dated 10/03/2014 http://mri.medagencies.org/downl

Bupropion

Cisatracurium Mylan Pharma solution for

Cisatracurium o ) BE/H/0215/001-002 Generic (Article 10(1)) Mylan BE version number 3 dated 15 April 2014
18 injection/infusion
139  Colecalciferol

20 | Desogestrel,

ethinylestradiol

A
Escitalopram

Escitalopram Sandoz oral solution NL/H/2512/001 Generic (Article 10{1)) - Version 1.0; dd Apr-2014

24 Esketamine

Drospifemin 0.02 mg/3 mg 21 film-coated
Ethinyl estradiol + tablets; Drospifemin 0.03 mg/3 mg 21
Y ) -~ P B g/ . e AT/H/0492/001-003 DC Generic (Article 10{1)) mibe GmbH Arzneimittel AT ver 1.3; date of final sign off 18.04.2014
drosperinon film-coated tablets; Drospifemin 0.02
25 mg/3 mg 24+4 film-coated tablets
Exemestane Jenson 25 mg Film-coated version number 3 data lock point
Exemestane BE/H/0212/001 Generic (Article 10(1; Mylan BE http://mri.medagencies.org/down|
26 tablet /H{0212/! ( (1) v 31/07/2013 p:// S 2/
- Gemcitabine hydrochleride |Gemcitabin Hetero NO/H/0239/001 Generic (Article 10(1)) Hetero Europe, S.L. MO  |Version 2.0 16. November 2012
= Hederae helicus folium Helituspan LV/H/0120/001 Bibliographic (Article 10a) |Sopharma LV |Version 1.1, 14 Jul 2014
29 |Ibandrenic acid Ivadron LV/H/0113/001 Generic (Article 10({1)) Sopharma LV |version 02, 10 Nov 2013
Ibuprofen Medana (Medana
Ibuprofen Pharma)/lbuprofen Polpharma LV/H/0114/001-002/DC LV/H/0112/002 |Bibliographic (Article 10a)|Medana Pharma /Polpharma LV |version 02, 24 Jan 2014
30 {Pharmaceutical Works Polpharma)
Levofloxacin Actavis 5 mg/ml
Levofloxacin i - &/ AT/H/0287/001/11/007 Generic (Article 10(1)) Actavis AT |Version 2.1; 12-11-2014
31 Infusionslésung
2
Levogestrel
33 °g
34 |Lidocaine

Informed consent Article

adine i ro o BE/H/N17R/001 Bavear MV
Products overview i ambroxol hydrochloride i b cisatracurium colecaldferol EE + drospirenone e esdtalopram - eﬁ- I

Pripraveny | 23

i/ Start [y @ () »? | Poskkoitaina antlkuncapclal 1= Pfizer [~ Dorugena poita - Micro... | IT!_I] Plan riadenia rizik SARA... | IF:I] RMP_SARAPZOLS 2 (3], | @ Micrasoft Waord | ﬁ;‘ Microsoft Excel - M... (& Heads of Medicines Age... |

AR @ W9 % 1455




SUKLO

Safety concerns

|dentifikovat a
charakterizovat'

Farmakovigilanény plan

Rutinné aktivity

- zber hlaseni NUL

» case report follow-up
» detekcia signalov

« PSUR

* vyro€neé spravy

* monitoring literatury

Nadstavbové aktivity Nadstavbové aktivity
« aktivny dohlad * posudenie ucinnosti
* register opatreni na

« pripadove Studie minimalizaciu rizik

kohortové Studie
Studie utilizacie
liekov

klinické skuSanie




Opatrenia na
minimalizaciu rizika

Rutinna minimalizacia Dodatocna minimalizacia

« Spobsob vydaja  EdukacCny program pre

e Obmedzenie velkosti — Lekarov, farmaceutov
balenia — Pacientov

» Suhrn charakteristickych ~ * Algoritmus pre |
vlastnosti predpisovanie (checklist)

« Pisomna informécia pre » Kontrolovana dostupnost
pouzivatela lieku

e Obal e DHPC

* PPP — Program
prevencie tehotenstva
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European Medicines Agency publishes first

rCBDmmittee mesting summary of a risk-management plan for a 7
e medicine [ Ernail @ Print @ Help Share
Calendar
News Related information

Publi [tati
uplic consultations b Meuraceq: EPAR

Statistics 11/03f2014

b Risk-management plans
European Medicines Agency publishes first summary of a risk- g P

What's new management plan for a medicine b Transparency
b European public assessment
Media centre Initiative increases transparency and public access to relevant information on reparts: hackground and context
Brochures medicines ﬂ Meuracen @ EPAR - Risk-
The European Medicines Agency has published the first summary for the public of management-plan summary
RSS faads the rig snagement plan (RMP) of a newly authorised medicine, This RMP (11/03/2014)
summary, which concerns the medicine Meuraceq, describes what is known and not
e e known about the medicing’s safety and states what measures will be taken to
prevent or minimise its risks.
Saocial media The agency will pilat the publishing of RMP surmmaries for all newly centrally
_ authorised medicines during 2014 and at a later stage will start producing RMP
Publications summaries for previously authorised medicines.
Dicaase areas This new type of publication is a further step towards increased transparency and

public access to relevant information on medicines and is one of the requirements of
the new European pha avigjlance legislation. The RMP summaries complement
the publicfriendly information already available in the Agency’s summaries of the
European public assessment report (also known as EPAR summaries).

The EMP summaries are expected to be consulted by stakeholders with a
professional interest in medicines, but will also be a useful resource for any member
of the public who would like to have more information about their medicines.

This initiative is part of the agency’s continuous drive to improve infarmation about
medicines for the general public. The Agency recently revised its EPAR summarias
based on feedback received from various stakeholders, particularly patients and
healthcare professionals.

The format and content of EPAR summaries have been updated in order to make
them more user-friendly and to better explain the reasons that led to the approval
of the medicine. In particular, changes have been made to the way a medicing’s
benefit and safety profile are described and more information is provided on the
benefit-risk balance. The Agency has been using this new format since 2013 for all
new summaries and is also gradually updating previously published EP&R
SUMMAaries.,

Home | Find medicine | Human regulatory | Yeterinary regulatory | Committees | News & events | Partners & networks | Aboutus | Site Map

Send a question | Help | Legal | Privacy | Complaints | Browser compatibility | Contacts | FAQs | Business hours and halidays | Glassary
1995-2014 EMA 7 Westferry Circus . Canary Wharf . London E14 4HB . United Kingdom . Tel, +44 {0020 7418 6400 . Fax +44 (0)20 7418 3416
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EMA/15830/2014

Summary of the risk management plan (RMP) for
Neuraceq [florbetaben (*°F)]

Overview of disease epidemiology

Dementia is a frequent and disabling disease in the older population. The most common form of
dementia is Alzheimer’s disease (AD); other forms of dementia are vascular dementia, mixed types,
Lewy body dementia, fronto-temporal dementia and others.

The cause and progression of AD are not well understood. Less than 5% of Alzheimer cases are caused
by specific genetic changes that indicate that a person will develop the disease. Research indicates that
AD is associated with the formation of deposit of protein (beta-amyloid) in the brain. These deposits,
known as plaques, cause damage to brain cells and interfere with cell-to-cell communication. The
collection of beta-amyloid on the outside of brain cells is thought to be a prime cause of brain cell
death in patients with AD. Furthermore, brain cells depend on an internal support and transport
system to carry nutrients and other essential materials throughout their long extensions. This system
requires the normal structure and functioning of a protein called tau. In AD, threads of tau protein
twist into abnormal tangles inside brain cells, leading to failure of the transport system. This failure is
also strongly implicated in the decline and death of brain cells. Thus AD is characterized by extensive
brain shrinkage that gets worse over time. The most important risk factors for AD are old age and a
positive family history for the disease.

Summary of treatment benefits

Florbetaben (“’F) is a radioactive 'diagnostic imaging agent” used to determine if beta-amyloid plaques
are present in the brain. Presence of beta-amyloid plaques has been found in subjects with AD.
Knowing if deposits of this protein are present in the brain can help a doctor in diagnosing dementia.

Florbetaben (“’F) works by attaching to beta-amyloid, if it is present in the brain. When attached to
florbetaben, beta-amyloid can be detected during 'positron emission tomography’ (PET) brain scans.

Florbetaben (“’F) was used in 31 patients while they were alive, and their PET scans were compared
with an autopsy of their brain after death. The uptake of florbetaben (*°F) in the brain was analysed by
PET scanning and the resulting images were compared with the presence of beta-amyloid plaques in
the brain during autopsy. The presence or absence of beta-amyloid in the brain was assessed with a
high sensitivity and specificity. The results showed that PET scans with florbetaben (*®F) can detect
beta-amyloid plagues in the brain, and can help in the diagnosis of dementia.

Unknowns relating to treatment benefits

- " T -
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JKLO
L NajCastejsie chyby v RMP

 Zameranie na to, Co vieme a nie na to, co
potrebujeme poznat.

» Udaje o epidemiologii ochorenia su
nedostatocneée

 NedostatoCne zameranie na specificke
problemy lieku

» Chyba zdovodnenie, preco staci iba
rutinna farmakovigilancia



sUkL©O NajcastejSie chyby v
RMP

» Rozdiely medzi generikom a originalom
« Terminologia (ina ako MedDra)
 Nedodrzany novy Format

« Chybajuce prilony (SmPC, PIL), rozdielne verzie
dokumentov predkladanych na registraciu

 Chybne oznacenie casti SmPC v rutinnych
opatreniach

 Neuvedena registracna procedura
 Formalne chyby — preklepy, Cislovanie kapitol



SUKLO

Edukacne materialy




SUKLO  Rézne typy pisomnej
komunikacie

» List drzitela zakaznikom, informacny

« DHPC

 Edukacne materialy (prirucky, karticky)
— Lekar, farmaceut
— Pacient

* Reklamne materialy
— OTC lieky

— Vakcinacne kampane
— Rx lieky



JKLO
Bt DHPC

» Jednorazova urgentna komunikacia o
novych dolezitych skutoCnostiach

* Vyplyva z posudenia rizik

» Z podnetu regulacnej autority alebo
drzitela

* Ma byt schvalena kompetentnou autoritou

* Prilamo adresovana ZP

» Po zapracovani do SmPC a PIL nie je
potrebne ju opakovat



JKLO
gorL Edukacny material

* Vyplyva z registracie ako podmienka alebo
posudenia rizika

* Niektore su zavazne

» \/zdy presne stanoveny predmet suvisiaci
S minimalizaciou rizik

* Ma podat jasnu a konzistentnu informaciu
suvisiacu s bezpecnym uzivanim lieku

 Nema sa kombinovat s propagaciou
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G Edukacny material

 Ma ho dostat konkrétna osoba
— Lekar predpisujuci dany liek
— Pacient uzivajuci liek
e Zabezpecenie dostupnosti
— Novi lekari, novi pacienti, nova verzia



KL O
b Edukacné materialy

* Maju byt k dispozicii so zaCiatkom
marketovania lieku

« Zabezpecit aktualnost — poskytovat
opakovane nove verzie

* Po urcitom Case sa moze prestat s
pouzivanim edukacnych materialov ak sa
liek stal znamy.

* Vhodnost materialu by mala byt testovana



1Kl O
G Modul XVI addendum |

 Ma byt od Q4 2015
* Nove principy, format, obsah

* Poziadavky pre predkladanie
— Sprievodny list
— Material v elektronickej forme
— Vizualizacia materialu
— Vyznacene zmeny v novej verzii

* Poziadavky pri publikovani na stranke
MaH



SUKLO

PAS studie
poregistracne studie
bezpecCnositi
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SUKL Poznajte rozdiely

* Biomedicinsky vyskum

 Klinické skusanie lieku

* Neintervencna studia lieku

« PASS - poregistracna studia bezpecnosii
« PAES — poregistracna studia ucinnosti

* Propagacna studia, seeding study



Klinicke skusanie liekov § 29 ods. 1
Neintervencne klinicke skusanie § 45 ods.1,2
Studia bezpecnosti po registracii lieku § 68f

— 2 typy, narodna a medzinarodna

Biomedicinsky vyskum § 26 ods. 1 (zakon
- 976/2004 2.z.)

KS fazy |, ll(a, b), lli(a, b), IV (0) § 29 ods. 5-9
Marketingovy vyskum — seeding trial
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SUKLO
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Ul PASS

 Ma byt uvedena v RMP

* VVykonavana ako poziadavka autority
* VVykonavana z rozhodnutia drzitela
 Ma byt schvalovana

— PRAC ak sa vykonava vo viacerych statoch
— SUKL ak sa vykonava iba na Slovensku

* Ma ju schvalit eticka komisia
* Ma byt registrovana v registri EU PASS
(ENCePP)



SUKLC  Studium bezpednosti
lieku

« Kvantifikacia potencialnych alebo identifikovanych rizik, napr.
charakterizovanie frekvenciu vyskytu, vypocCet pomeru alebo
rozdielu frekvencii vyskytu v porovnani s neexponovanou
populaciou alebo populaciou vystavenou inemu lieku alebo
skupine liekov, vyskum rizikovych faktorov a modifikatorov
ucinku.

« Zistenie rizika lieku v populaciach pacientov, pre ktore informacie
0 bezpecnosti alebo rizikach su obmedzené alebo chybaju, napr.
tehotne, Specifické vekove skupiny, pacienti s poskodenim
obliCiek alebo pecCene.

« Poskytnutie dékazu o nepritomnosti rizika.

- Posudenie charakteristik pouzivania lieku, ktoré dopinaju
poznatky o bezpecnosti lieku (napr. indikacie, davkovanie,
sucasneé uzivanie viacerych liekov, chyby v podani).

« Meranie efektivnosti aktivit na minimalizacie rizik.



3
l

SIIKI O

16
14
12
10
Pocet &
6

4
2
0

PAS Studie 2012 - 2015

I

2012

2013 2014

2015




sUKLO

sy
PAS studie 2012 - 2015

18
16 -
14
12 -

Pocet =
E ]
ﬁ a
4 A
7y -
i - | | Il I

bezpetnosta  Efektivita RMP register register
ucinnost pacientov tehotenstiev




SUKLO Uloha QPPV a LQQP v

PASS

 PAS Studiu ma schvalovat QPPV
 SOP pre PASS studie

* \VVykonava ju spravidla externa
organizacia, zodpovednost je na drzitelovi

* QPPV ma byt informovany o priebehu
PASS

« LQPPV ma byt informovany o PASS



SUKLO



