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POJMY TYKAJICI SE POKYNU

%, Concept paper = navrh zmény, revize nebo vytvoreni
dokumentu

, Reflection paper = védecky podklad, ktery vysvétluje a
upresnuje pohled evropskych agentur na urcitou
problematiku

, Draft guideline = navrh pokynu
=, Adopted guideline = schvaleny pokyn
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LECIVA LATKA

O

Q)

) )

QNQNQ

Reflection Paper on requirements for selection and
justification of starting materials for the manufacture of
chemical active substances, EMA/448443/2014, pfijato
09/2014

Doplnuje a vysvétluje ¢ast 5 pokynu ICH Q11 (Development and
manufacture of drug substances)

Dostatecné popsana syntéza LL

Kritické kroky — pouziti/vznik genotoxickych latek, rozpoustédla 1. tfidy,
tézké kovy

Komercné dostupny vstupni material — profil necistot, specifikace
Meziprodukt nelze oznacit za vstupni material
SVP

http://www.ema.europa.eu/docs/en GB/document library/Scientific guideline/2014/10/WC500175228.pdf
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=, Reflection Paper on the use of cocrystals and other solid
forms of active substances in medicinal products,
CHMP/CVMP/QWP/136250/2014, konec konzultace
31.10.2014

%, Kokrystaly = nova moznost volby pevné formy slouceniny pro Iéciva

=, postaveni kokrystall v legislativé a vztah mezi kokrystaly a dalSimi pevnymi
formami LL

http://www.ema.europa.eu/docs/en GB/document library/Scientific guideli
ne/2014/07/WC500170467.pdf

, Qualified Person’s declaration concerning GMP compliance
of the active substance manufacture “The QP declaration
template”, EMA/334808/2014, pokyn z 21. 5. 2014, platny
od 07/2014
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Léciva latka — k pripominkovani

, Reflection paper on the chemical structure and properties
criteria to be considered for evaluation of New Active
Substance (NAS) status of chemical substances,
EMA/CHMP/QWP/104223/2015, komentare do 7/2015

http://www.ema.europa.eu/docs/en GB/document library/Scientific guideline/2015
/04/WC500186193.pdf

, Draft of Guideline on the chemistry of active substances,
EMA/CHMP/QWP/96664/2015, komentare do 10/2015

http://www.ema.europa.eu/docs/en GB/document library/Scientific guideline/2015
/04/WC500186194.pdf
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», Guideline on Process Validation for Finished Products -
information and data to be provided in regulatory
submissions, EMA/CHMP/CVMP/QWP/BWP/70278/2012-
Revl, platnost od 08/2014

TradiCni proces validace - aktualizace

Kontinualni proces validace (CPV=continuous process verification)
Kombinace tradi¢niho a CPV

Prepracovani Anexu | s ohledem na CPV

Anex Il = standard/non-standard process

— (vysoce) specializované postupy, které mohou byt komplexni a je treba
se jim zvlast vénovat (priddno zpracovani za aseptickych podminek)

— Nestandardni metody sterilizace (terminalni sterilizace — vihkym
teplem, ozarenim)

http://www.ema.europa.eu/docs/en GB/document library/Scientific guideline/2014/02/WC500
162136.pdf

QNONQNQNQ
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Vyroba — rozpracované dokumenty

, Concept paper on the need for revision of the note for
guidance on manufacture of the finished dosage form,
EMA/CHMP/QWP/324350/2013, konec konzultace 31.12.2013

http://www.ema.europa.eu/ema/doc index.jsp?curl=pages/includes/document/docu
ment detail.jsp?webContentld=WC500145287& murl=menus/document library/docu
ment library.jsp&mid=0b01ac058009a3dc
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NECISTOTY

, ICH guideline Q3D on elemental impurities,
EMA/CHMP/ICH/353369/2013, 12/2014
=~ Platnost pro nové zadosti o registraci od 6/2016, pro dfive registrované

pripravky od 12/2017
http://www.ich.org/fileadmin/Public Web Site/ICH Products/Guidelines/Quality/Q3D/Q3D Ste

Manufacturing Drug
equipment * Substance
Water ** Container | Excipients |
Closure
System
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Elemental
impurities
in drug
Product

*Risk reduced through process
understanding, equipment selection &
qualification and GMP

**Risk reduced by complying with

compendial standards for water
quality
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Guideline on Use of Near Infrared Spectroscopy (NIRS) by
the pharmaceutical industry and the data requirements for
new submissions and variations — Revision 2,
EMEA/CHMP/CVMP/QWP/17760/2009 Rev 2, platnost od
12/2014

Navod pro pouziti NIRS techniky, vyvoj, kalibrace a validace, pouziti
chemometrickych statistik pro kvalitativni a kvantitativni analyzu a vyuziti
v PAT (Process Analytical Technology) a RTRT (Real Time Release Testing
strategy)

Zmeény v ramci schvaleného rozsahu a postupu NIRS (napf. upgrade
softwaru, nahrada vybaveni stejnym) - pod GMP

Zmeény mimo schvaleny rozsah a postup NIRS (napf. zména limitu
specifikace, zména typu spektrofotometru) - zZadost o zmeénu v registraci

http://www.ema.europa.eu/docs/en GB/document library/Scientific guideline/2014/06/WC500

167967.pdf
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POMOCNE LATKY

)

Guideline on Excipients in the Label and Package Leaflet of
Medicinal Products for Human Use, CPMP/463/00 rev. 1

Revize pokynu CPMP/463/00 rev. 1, 7/2003

Z hlediska bezpecnosti zaméreno na napt. pediatrickou populaci, téhotné
zeny, atd.

Pridani dalSich cest podani

Uprava prahovych hodnot pro nutnost uvedeni pomocné latky v textech
Preformulovani a aktualizace informaci uvedenych v pribalové informaci
Pridani novych pomocnych latek

Navrhy zmeén publikovany jako Q&A (moznost komentovat)

PROZATIM STALE PLATNY CPMP/463/00 rev.1
ttp://www.ema.europa.eu/docs/en GB/document library/Scientific guideline/2009/09/WC500003412.pdf

QNQ

QNQEONQRONQ

>
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Priklad: kyselina benzoova a benzoaty v soucasném
pokynu

Uprava —
rahovvch £ Dalsi informace
’ hoant In orm-acc: pro pro zdravotnické
Fidani acienta ;
Pridani cesty P pracovniky

podani /
@ (@iun for the Package Leaflet ) <;E:mmenl:5 S

Benzoic acid Topical Zero Mildly irritant to the skin, eyes and mucous membranes.
and benzoates:

oute of

MName
< Administration
N

Parenteral Zero May increase the risk of jaundice in newborn babies.
for example:

E210 benzoic
acid

E211 sodium
benzoate
E212
potassium
benzoate
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Priklad:
pokynu

Route of
Administration

Information for the Package Leaflet

kyselina benzoova a benzoaty po revizi

Comments

Benzoic acid

Parenteral, oral
and benzoates:

for example:

E210 benzoic
acid

E211 sodium
benzoate

E212
potassium

benzoate Topical

© 2012 STATNI[ USTAV PRO KONTROLU LECIV

Zero

Zero

The amount of <benzoic acid /benzoate salt>

per each <wolume/unit> is xx mg.

May increase jaundice (yellowing of the skin
and eyes) in pre-term and full-term jaundiced

neonates.

The amount of <benzoic acid /benzoate salt>

per each <wvolume/unit> is xx mg.

May increase jaundice (vellowing of the skin
and eves] in pre-term and full-term jaundiced
neonates because of its absorption through the
skin.

May be irritant to the skin, eyes and mucous
membranes.

(for health care professionals)

The amount of <benzeic acid /benzoate
salt> in mg per <wvolume:> should be also
stated in the SmPC.

Increase in bilirubinaemia following its
displacement from albumin may increase
neonatal jaundice which may develop into
kemicterus {non-conjugated bilirubin
deposits in the brain tissus).

Absorption through the immature skin of

neonates is significant.

Increase in bilirubinaemia following its
displacement from albumin may increase
neonatal jaundice which may develop into
kernicterus (non-conjugated bilirubin

deposits in the brain tissus).

May cause non-immunologic immediate
contact reactions by a possible cheolinergic
mechanism.
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STABILITA
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Guideline on stability testing for applications for variations
to a marketing authorisation,
EMA/CHMP/CVMP/QWP/441071/2011- Rev.2, platnost od
10/2014

Revidovana v souladu s nafizenim Komise ¢. 1234/2008

Tyka se chemickych ucinnych latek, rostlinnych latek a pripravku, které je
obsahuiji

Obecné pozadavky na testovani stabilit prfi zménach v registraci typu IA, IB
all

Pozadavky na predkladané stabilitni udaje, které by meély byt soucasti
dokumentace u jednotlivych zmén typu Il (viz pokyn cast 6)

http://www.ema.europa.eu/docs/en GB/document library/Scientific guideline/2014
/04/WC500164972.pdf

QEQ

Q

Q
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FARMACEUTICKY VYVO!

=, Guideline on pharmaceutical development of medicines for
paediatric use, EMA/CHMP/QWP/805880/2012 Rev. 2,
platnost od 15.2.2014

“The principles of this guideline should be considered during the
pharmaceutical development of all paediatric medicines as proposed in
marketing-authorisation applications (MAAs) or applications to extend or vary
marketing authorisations to the paediatric population (MAVs). Depending on
the phase of the development, the principles of this guideline should also be
considered for the purpose of the paediatric investigation plan (PIP)
applications. While taking into account that the regulation of medicinal
products must be fundamentally aimed at safequarding public health, it is
important to realize that this aim must be achieved by means that do not
impede the free movement of safe medicinal products within the Union”.

—>LEPSI PRIPRAVKY PRO DETI
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Guideline on pharmaceutical development of medicines for
paediatric use, EMA/CHMP/QWP/805880/2012 Rev. 2

=, Poskytuje dalsi ,nadstavbové” informace a pozadavky k vyvoiji
pripravku pro déti od narozeni do 18 let.

=, Tento pokyn je treba Cist spolu se vSemi ostatnimi prislusSnymi
pravnimi predpisy EU a pokyny (viz ¢ast 3 pokynu — Legal basis).

=, Forma ucinné latky, pomocné latky, |ékova forma, zajisténi
spravného davkovani— co je pro déti vhodné, vlastnosti pripravku,
potfeba dalsiho vyvoje, sdileni zkusenosti v oblasti pripravk
urcenych détem, atd.
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Farmaceuticky vyvoj - rozpracované

=, Concept paper on the need for a reflection paper on quality
aspects of medicines for older people, EMA/165974/2013,

konec konzultace 13.6.2013

http://www.ema.europa.eu/docs/en GB/document library/Scientific guideline/2013
/04/WC500141560.pdf

%, Concept paper on the establishment of a guideline on the
selection of sterilisation processes for drug products,
EMA/CHMP/CVMP/QWP/128000/2014, konec konzultace
9.7.2014

http://www.ema.europa.eu/docs/en GB/document library/Scientific guideline/
2014/04/WC500164971.pdf
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SPECIFICKE TYPY PRIPRAVKU

Rozdéleni pokynu Note for guidance on modified release oral and
transdermal dosage forms na 3 samostatné (lékové
formy s prodlouzenym uvolnovanim, transdermalni naplasti a
farmakokinetika)

Guideline on quality of transdermal patches,
EMA/CHMP/QWP/608924/2014, platnost od 17. 06. 2015
Zahrnuje nové registrace a zmény v registraci

Transdermalni naplasti se systémovym ucinkem

Pozadavky na informace v modulu 3.2.P

Zejména diskuze o in-vitro testovani — uvolfiovani LL, prilnavost a pronikani
latek do kuze v zavislosti na in-vivo chovani

http://www.ema.europa.eu/docs/en GB/document library/Scientific guideline/2014
/12/WC500179071.pdf

)

QEQNQNQ
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Guideline on quality of oral modified release products,
EMA/CHMP/QWP/428693/2013, platnost od 31.01.2015

=, Zahrnuje peroralni Iékové formy s prodlouzenym a zpozdénym
uvolfiovanim zalozené na gastro-rezistenci X Lékové formy s pulsnim a
zrychlenym uvolriovanim pokyn nezahrnuje

%, Zvaiit fyziologické podminky (pf. interakce s jidlem), délici ryha
(nedoporucuje se, ale pokud je, ¢im dolozit)

= Vyvoj disoluc¢ni metody: zména rozsahu pH medii z 1-6.8 na 1-7.5, pouziti
enzymU musi byt oddvodnéno, jak dolozit diskriminacni silu disoluéni

metody, jak popsat bioekvivalencni studii — vysledky, farmakokinetické
parametry, Sarze

=, Porovnani disoluénich profil, in-vitro a in-vivo porovnani - vazba mezi
vysledky in-vitro a farmakokinetickymi parametry

=, Nastaveni specifikaci

%, Dalsi zmény v Casti 3 = Iékové formy se zpozdénym uvolfiovanim —

nastaveni specifikaci, strategie kontroly

http://www.ema.europa.eu/docs/en GB/document library/Scientific guideline/2014
/07/WC500170465.pdf
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http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2014/07/WC500170465.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2014/07/WC500170465.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2014/07/WC500170465.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2014/07/WC500170465.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2014/07/WC500170465.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2014/07/WC500170465.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2014/07/WC500170465.pdf
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Specifické typy pripravku — k pripominkovani

, Concept paper on development of a guideline on quality and
equivalence of topical products

EMA/CHMP/QWP/558185/2014, konec konzultace 22.07.2015

http://www.ema.europa.eu/ema/doc index.jsp?curl=pages/includes/document/document detail.jsp?webCon
tentld=WC500186088&murl=menus/document library/document library.jsp&mid=0b01ac058009a3dc

, Concept paper on Need for revision of the guideline on the
requirements to the chemical and pharmaceutical quality
documentation concerning investigational medicinal products

in clinical trials, EMA/CHMP/QWP/126334/2015, konec
konzultace 6/2015

http://www.ema.europa.eu/ema/doc index.jsp?curl=pages/includes/document/document detail.jsp?webCon
tentld=WC500184944&murl=menus/document library/document library.jsp&mid=0b01ac058009a3dc
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AKTUALIZOVANE POKYNY EMA TYKAIJICI
SE KVALITY BIOLOGICKYCH LECIVYCH
LATEK A PRiIPRAVKU

Ing. Dagmar Pospisilova
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o, SUKL

Aktualizované pokyny EMA

Nazev _________|Pisobnostod

Guideline on the declaration of the quantitative composition / Zari 2014
labelling of biological medicinal products that contain modified

proteins as active substance

EMA/CHMP/BWP/85290/2012

Guideline on the use of porcine trypsin used in the manufacture of Z3ri 2014
human biological medicinal products
EMA/CHMP/BWP/814397/2011

Guideline on influenza vaccines - Quality module Listopad 2014
EMA/CHMP/BWP/310834/2012
Guideline on similar biological medicinal products containing Prosinec 2014

biotechnology-derived proteins as active substance: Quality issues
EMA/CHMP/BWP/247713/2012
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o, SUKL

Guideline on the declaration of the quantitative composition /
potency labelling of biological medicinal products that contain
modified proteins as active substance

 Modifikované proteiny — konjugované, pegylované, modifikace post-translacni
nebo aminokyselinové

e QOdliSné vlastnosti, stejna nebo jina funkce

=, Vyjadreni obsahu a ucinnosti:
Jednotky obsahu — hmotnostni,
Jednotky atributu jakosti — specificka aktivita
»in-house” jednotky
IU — mezinarodni jednotky

= Doplnuje dalsi platné pokyny tykajici se znaceni pripravk(
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o, SUKL

Guideline on the use of porcine trypsin used in the
manufacture of human biological medicinal products

e Proteolyticky enzym extrahovany ze slinivky prasat, vedlejSi produkt potravinarstvi
e Pouziti napf. pri vyrobé vakcin, specifickych proteint, pripravkli moderni terapie

 Dulvodem zavedeni pokynu byl vyskyt DNA sekvenci prasecich virt v Zivych
atenuovanych rotavirovych vakcinach

]

fi pouZiti je treba zvazit:

Zdrojova zvirata

Testovani cizorodych agens

Vyroba — kroky k odstranéni vir(
Validace inaktivace nebo odstranéni virl
Kontrola kvality — pozadavky Ph.Eur
Pouziti alternativnich reagencii
Posouzeni rizik

@OOEOEEE
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Guideline on influenza vaccines - Quality module

Pokyn nahrazuje

O

O

O

)

)

)

)

)

O

Note for guidance on harmonisation of requirements for influenza vaccines
(CPMP/BWP/214/96)

Cell culture inactivated influenza vaccines - Annex to note for guidance on
harmonisation of requirements for influenza vaccines (CPMP/BWP/214/96)

Points to consider on the Development of Live Attenuated Influenza Vaccines
(EMEA/CPMP/BWP/2289/01)

Procedural advice on the submission of variations for annual update of human influenza
inactivated vaccines applications in the centralised procedure
(EMA/CHMP/BWP/99698/2007 Rev. 1)

Annex | variation application(s) content for live attenuated influenza vaccines
(EMA/CHMP/BWP/577998/2010)

Guideline on Dossier Structure and Content for Pandemic Influenza Vaccine Marketing
Authorisation Application (EMEA/CPMP/VEG/4717/03 rev. 1)

Guideline on Submission of Marketing Authorisation Applications for Pandemic
Influenza Vaccines through the Centralised Procedure (EMEA/CPMP/4986/03)

Guideline on Influenza vaccines prepared from viruses with the potential to cause a
pandemic and intended for use outside of the core dossier context
(CHMP/VWP/263499/06)

Guideline on quality aspects on the isolation of candidate influenza vaccine viruses in
cell culture (EMA/CHMP/BWP/368186/2011)
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Guideline on influenza vaccines - Quality module

= Poskytuje navod pro dokumentaci potrebnou k zadosti o registraci
chripkovych vakcin a pro kazdoroéni zménu kment sezdnni chripky

Q)

Vztahuje se na vakciny inaktivované, bez adjuvantl nebo s adjuvanty
zalozenymi na squalenu, zivé atenuované vakciny

Q)

Nevztahuje se na rekombinantni konstrukty kombinujici vice rdznych
chripkovych epitopl v jednom produktu exprese, nebo na vakciny
zalozené na nukleovych kyselinach

Q)

Doplnuje dalsi relevantni pokyny a monografie Evropského Iékopisu
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Guideline on similar biological medicinal products containing
biotechnology-derived proteins as active substance:
quality issues

e Biosimilar -, podobné” biologickému pripravku, ktery je jiz registrovany
* Na rozdil od generik neni srovnani s verejné dostupnym standardem dostatecné

%, Definuje aspekty kvality nutné k prokazani biosimilarity pro biosimilar
pripravky obsahujici proteiny vyrobené pomoci rekombinantni DNA a
jejich derivaty:

volba referencniho pripravku, analytické metody,
charakterizace, biologicka aktivita, Cistota, specifikace pripravku

% Doplnuje dalsi pokyny tykajici se biosimilars a dalSich biologickych a
biotechnologickych pfipravk(
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Pripravované aktualizace pokynu EMA

Neev | Publikovénokdiskuz

Process validation for the manufacture of biotechnology- Duben 2014
derived active substances and data to be provided in the

regulatory submission

EMA/CHMP/BWP/187338/2014

Reflection paper: Viral safety of plasma-derived medicinal Kvéten 2014
products with respect to hepatitis E virus
EMA/CHMP/BWP/78086/2014

Revision of guideline on epidemiological data on blood Srpen 2014
transmissible infections
EMA/CHMP/BWP/295676/2014
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Dékujeme za pozornost

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

tel.: +420 272 185 111

fax: +420 271 732 377

e-mail: posta@sukl.cz
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