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Obsah prezentace
* Typy studii
* Povinnosti MAHU pri provadéni PASS
* Evropsky registr studii *
. Cesky registr studii W

e Seznam pravnich predpist a doporuceni
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Zakladni rozdeleni studii

* Klinicka hodnoceni
* VetsSinou predregistracni, vzdy ,,intervence”
e VZdy nutné povoleni SUKL a etické komise

* Neintervencni studie
* Vzdy poregistracni, neni ,intervence” (vse v souladu

sbéznou praxi)

* Ohlasovaci povinnost, posouzeni etickou komisi

je odpovédnosti zadavatele
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Poregistracni studie bezpecnosti

Zakon o |écivech ¢. 378/2007 Sb., § 3a (1):

Poregistracni studii bezpecnosti u humanniho |éCivého pripravku

se rozumi jakakoli studie, tykajici se registrovaného humanniho léCivého
pripravku provadéna za ucelem zjisténi, popsani nebo kvantifikace
bezpecnostniho rizika, potvrzeni bezpecnostniho profilu tohoto |éCivého
pripravku nebo zjisteni miry ucinnosti opatreni provadénych v ramci
rizeni rizik.

e Zaroven bez intervence, tj. v souladu s SmPC a podminkami registrace,
vybér pacientl neovlivnén (bézna praxe), bez propagace LP
a poskytovani LP zdarma
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Neintervencni vyzkum lécivych pripravkl v praxi

e Studie musi mit védecky zamér, tj. zjiStovat nové udaje
o lécivém pripravku pomoci védecké metody (at jiz s hypotézou
nebo bez)

* Zakon o |éCivech ¢. 378/2007 Sb., § 93j (2)

,Drzitel rozhodnuti o registraci nesmi zdravotnickym
pracovnikum poskytovat za ucast na studiich podle odstavce 1
[tj. PASS] financni nahrady presahujici nahrady jejich casu

a vzniklych vydajd.”

e Zjistovani udaju z jinych nez védeckych dlvodd — marketing?
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Terminologie SUKL
Rozdéleni studii podle intervence/cilti — dozor nad
studiemi

KH = klinické hodnoceni
PASS = post-authorization safety study
PAES = post-authorization efficacy study
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Studie podle vztahu k Iékovym autoritam

« DOBROVOLNE vs. VYZADANE (imposed)

studie provadéna na zakladé viastniho rozhodnuti drzitele

studie vyzadana lékovou autoritou (SUKL, EMA, jiné NCA) v pribéhu
registrace (ZoL §31a, Dir.Art.21a) — initial MA

studie vyZadana lékovou autoritou (SUKL, EMA, jiné NCA) na zakladé
pochybnosti vzniklych v pribéhu poregistracni procedury
registrovaného pripravku (ZoL §32a, Dir.Art.22a) - e.g. extension,
variation, renewal

studie vyzadana lékovou autoritou (SUKL, EMA, jiné NCA) v pfipadé,
Ze vyvstanou bezpecnostni rizika/pochybnosti u registrovaného
pripravku (ZoL §32a, Dir.Art.22a) - emerging safety concern
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Studie podle GVP — Module V rev 2 (RMP)

e Cat 1 —imposed as condition to MA — key to B/R profile of the
product (pre- i post- authorisation)

e Cat 2 —imposed as condition to MA — as a specific obligation (SOB)
to conditional MA/MA under exceptional circumstances

* Cat 3 —to investigate a safety concern, evaluate RM activity, legally
enforceable
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PASS a RMP

Risk management plan (RMP) je vychozim
dokumentem pro PASS — obsahuje zdUvodnéni

potreby PASS

« RMP Part lll - Pharmacovigilance plan — Additional PhV
activities
* schvalené protokoly PASS v Annex 3 RMP (Cat 1,2,3)

e studie vyzadané jinou autoritou nez EU nesmi byt v RMP —
pouze conditions a SOB
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Table v.3. Attributes of additional pharmacovigilance activities

Type of activity

In anmex
II of MA
(CAPs

only)

Supervised under

Imposed "Interventional™*
PASS
Mon-
interventional
Specific "Interventional™*
obligation
Mon-
interventional
"Interventional™*
Required

Mon-
interventional

Yes, in
annex IID

¥es, in
annex IID

¥es, in
annex ITE

¥es, in
annex ITE

Mo

Mo

[ ]

Mandatory
and subject
to penalties

Mandatory
and subject
to penalties

Legally
enforceable

Article Article
107m 107 n—q

Mo Mo
Yes Yes
Mo Mo
Yes Yes
Mo Mo
Yes Mo

*Clinical imterventional studies are subject to the requirements of Directive 2001/20/EC. Non-clinical interventional studies are
subject to the legal and ethical requirements related to the protection of laboratory animals, and Good Laboratory Practice as

Appropriate.
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Imposed PASS
(vyzadany PASS)
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Povinnosti MAHSs pri provadéni PASS

 Schvaleni protokolu (+ substantial amendments)
prislusnou autoritou — PRAC nebo NCA

* Prubézné vyhodnocovani studie

* V\yhodnoceni zavéru a prislusna procedura do 12 mésicu
od ukonceni sbéru dat (zména reg)

e Ohlasovaci povinnost — EU, CZ
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PASS a zmény registrace

Drzitel posoudi vliv vysledkl PASS na registraci pripravku,
a pokud je treba, poda zménu registrace — do 12 mésicu spolu
se zaverecnou zpravou ze studie

e Zména registrace - R\MIP update — protokol, ukonceni PASSu

e Zména registrace na zakladé vysledkl studie - zména
SmPC/PIL
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Povinnosti MAHSs pri provadéni PASS - ohlaseni

* EU legislativa — Good Pharmacovigilance Practice (GVP)

* ohlaseni studie do evropského registru + podle MS pozadavku
(Addendum 1 k GVP Module Vi)

* EU PAS Register nahrazen HMA-EMA Catalogue of RWD studies

* CZ legislativa

* ohlaseni vSech neintervencnich studii v CZ do narodniho
Registru NPS

e pokyn SUKL: PHV-3, UST-35, UST-38
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HMA-EMA Catalogue of RWD studies

START 15.2.2024

What type of studies should be added in the study catalogue?

+ Non-interventional post-authorisation safety studies (PASS)

These are imposed as an obligation for the marketing authorisation or a specific obligation in the context of a conditional marketing
authorisation or marketing authorisation granted under exceptional circumstances.

EU pharmacovigilance legislation requires the European Medicines Agency (EMA) to make public the protocols and abstracts of results of
non-interventional PASS imposed as an obligation of marketing authorisation by a competent authority in accordance with Article 10 or
10a of Regulation (EC) No 726/2004 or with Articles 21a or 22a of Directive 2001/83/EC. These should therefore be published on the
Catalogues website by the Marketing Authorisation Holder (MAH).

. Required non-interventional PASS

MAHs are encouraged to add to the Catalogue any PASS they initiated, managed and/or financed and which were required in a Risk
Management Plan (RMP) to further investigate safety concerns or evaluate the effectiveness of risk minimisation activities. Further
information about the requirements for the registration of these PASS is available in the guideline on Good Pharmacovigilance Practices
(GVP) module VIIL.

« Any other real-world data (RWD) study conducted by MAHs, regulators, academia or research
organisations

To support the same level of transparency, as well as scientific and quality standards, study sponsors (e.g., MAHs, regulators or research
organisations) are encouraged to add study protocols and results/reports of any RWD study (not restricted to safety or post-
authorisation) that is outside the scope of Regulation (EU) No 536/2014 (i.e., not a clinical trial).

Zamery registru studii které se tykaji pouzivani |écCiv v klinické praxi:

* Snizeni publikacniho zkresleni

e Zvyseni transparence

e Podpora vymeny informaci a usnadnéni vedecké spoluprace

e Zabranéni duplikace vyzkumu

Catalogue of RWD studies | HMA-EMA Catalogues of real-world data sources

and studies (europa.eu)
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https://catalogues.ema.europa.eu/catalogue-rwd-studies
https://catalogues.ema.europa.eu/catalogue-rwd-studies

‘ ® y SU KL * Catalogue of RWD studies

(The catalogue also includes the studies previously registered in the EU PAS Register®)

See all studies

HMA-EMA Catalogue of RWD studies

Add a study to the HMA-EMA Catalogue of real-
world data studies

You need to log in with your EU Login account to register a study.

Discover how

e webinar — zaznam:

Multi-stakeholder webinar on the HMA-EMA Catalogues of real-world data
sources and studies | European Medicines Agency (europa.eu)

Predstaveni katalogu, praktické ukazky, navody

 Good Practice Guide for the use of the Metadata Catalogue of Real-World
Data Sources

» DULEZITE: potreba se zaregistrovat pro vlozeni studie, dat
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https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/good-practice-guide-use-metadata-catalogue-real-world-data-sources_en.pdf
https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/good-practice-guide-use-metadata-catalogue-real-world-data-sources_en.pdf

prostfedky Lékarny Zdravotnicka zafizeni Farmaceuticky primysl

Uved / Formulsf pro higseni neintervenénich... / Databsze neintervenénich poregistranich studii

r Vvyhledavani
Pro vyhledéni zadejte alespoii jednu vyhledvaci podminku
E R E C E P T Identifikaéni &slo SUKL pridélené studii: [
&ast nazvu studie [
Kéd SUKL létiva zafazeného do studie:
COVID-19 '
Ndzev lécCiva zafazeného do studie: |
Tvp studie:
O vse

e ) Marketingova poregistraénf studie
EreEs: 2 @ Neintervenzni studie bezpeénosti (PASS)

O Studie provddéna na zakladé viastniho rozhodnuti dr¥itele RoR

V4
° O Studie vyZadana SUKL
e g I S ' Databaze Igkd (O Studie vyZadana jinou autoritou

HlaZeni neZadoucich uginkd

Databaze PZLU O Jiny typ studie

Rok zahdjenr studie: [2024 ]
Databdze |ékaren

Rok ukoneni studie: | ]

Databaze distributord 1€8iv
Databaze klinic. hodnoceni Vyhledat

Prodejci vyhrazenych I&giv

e PoZet odpovidaiicich zdznami: 1
Registr zdrav. prostiedkd

Nazev studie Typ studie Datum Datum
Konopi k I€ebnym Ggslim zahajeni ukonZeni
sbéru dat  sbéru dat
DileZits upozornéni 2403220000 Lona term, prospective, observational cohort  Neintervenéni 22. biezen

study evaluating the safety profile in patients  studie bezpednosti 2024
with highly active relapsing multiple sclerosis  (PASS)

(RMS) newly started on oral dadribine -

CLARION

- Hlaseni pro SUKL

Informace k Brexitu

Zakon o léc¢ivech ¢. 378/2007 Sb., §13, odst. 3 (i):

Ustav v oblasti humannich 1é&iv dale vede registr
neintervencnich poregistracnich studii lecivych
pripravkl provadénych v Ceské republice

http://www.sukl.cz/modules/nps/search.php
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Informovani SUKL o neintervenéni studii

* MAH informuje elektronicky pomoci webového formulare

* 60

* Po
po
* Pri

dni pred zahajenim studie (vyhlaska ¢. 228/2008 Sb.)

<ud nejsou pripominky — udaje o studii zverejnény;
kud jsou pripominky - kontakt se zodpovédnou osobou

klada se protokol a zaveérecna zprava (u non-PASS

i zpusob a vyse Uhrady nakladu zkousejiciho)
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Zadavani neintervencnich studii do registru

* Uvodni formuldF — s odkazem na moznost zmény, ukonéeni
E |-| \Y4 7 E IIV
* Ukoncovaci formular

* Notifikace ihned — odeslani formulare
* Notifikace na kontaktni email s info ke studii

* Prechodna doba — novy web + staré formulare k NPS
 Elektronicky podpis neni potreba vkladat
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Novinky ve formulari k ohlaseni studii

* Zména kategorii PASSU — podle vztahu k RMP
* RMP cat.1
* RMP cat.2
* RMP cat.3

* Dobrovolné (nejsou v RMP)

* Pole Poznamka nebude viditelné — souhrn provedené zmeény

* \Vetsi kapacita vklddanych soubort — 20MB
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Etika neintervencniho vyzkumu

* Ridi se predeviim mezinarodnimi doporuéenimi

e Lidé maji pravo vedeét, ze jejich zdravotni dokumentace
nebo biologické vzorky mohou byt pouzity pri
vyzkumu“

International ethical guidelines for epidemiological studies (2009)

e Zprostit povinnosti ziskavat individualni informovany
souhlas muze pouze eticka komise

International ethical guidelines for biomedical research involving
human subjects (2002)

International ethical guidelines for epidemiological studies (2009)
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Zavazné stanovisko CLK €. 1/2008

"Lékari zapojeni do klinickych studii a vyzkumu sponzorovaného
farmaceutickymi firmami musi striktné dodrzovat Helsinskou

deklaraci a Spravnou klinickou praxi.,,

Helsinska deklarace (2013)

,Kazda vyzkumna studie zahrnuijici lidské subjekty musi byt
zaregistrovana ve verejné pristupné databazi, nez do ni vstoupi prvni
ucastnici.”
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Vybrané zdroje

 EU
*  Direktiva 2001/83/EC
*  Provadéci natizeni Evropské komise ¢. 520/2012
*  GVP Module VIl — Post-authorisation safety studies
*  EMA Guidance for the format and content of the protocol of non-interventional PASS
*  EMA Guidance for the format and content of the final study report of non-interventional PASS
EU PAS Register Guide
* CR

e  Zakon o léCivech ¢. 378/2007 Sb. (§31a, §32a, §59a, §93j, §93k)
*  Vyhlaska ¢. 228/2008 Sb. (§17, §17a)

«  Pokyn SUKL PHV-3

«  Pokyn SUKL UST-35

*  Pokyn SUKL UST-38

e Z4vazné stanovisko Ceské lékaiské komory €. 1/2008

 Mezinarodni
*  Helsinska deklarace (2013) — Tempus medicorum ¢. 1/2014, ro¢nik 23
«  Umluva o lidskych pravech a biomediciné (2002)
* International ethical guidelines for epidemiological studies (2009)
* ICH E2A —Clinical safety data management — Definitions and standards for expedited reporting
* ICH E2D - Post-approval safety data management - Definitions and standards for expedited reporting
*  HMA-EMA Catalogue of RWD studies
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DEKUJEME ZA POZORNOST

STATNI USTAV PRO KONTROLU LECIV
Srobarova 48, 100 41 Praha 10

tel.: +420 272 185 111

e-mail: posta@sukl.cz

www.sukl.cz
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