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12.12.2008 EN_ | Official Journal of the European Union L 334/7

COMMISSION REGULATION (EC) No 1134|I'2ﬂﬂg
of 24 November 2008

concerning the examination of variations to the terms of marketing authorisations for medicinal
products for human use and veterinary medicinal products

* Regulation & Annex

— Definitions, Extension, Classification, Unforeseen var., Grouping,
Elements to be submitted, 90-day assessment...

e Classification Guideline
— Conditions

— Documentation

Source: Consolidated TEXT: 32008R1234 — EN — 13.05.2021 (europa.eu)
EUR-Lex - 52013XC0802(04) - EN - EUR-Lex (europa.eu)
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https://eur-lex.europa.eu/legal-content/EN/TXT/HTML/?uri=CELEX:02008R1234-20210513&qid=1716148427112
https://eur-lex.europa.eu/legal-content/EN/TXT/?uri=CELEX%3A52013XC0802%2804%29&qid=1716158641734

Usmernenia o podrobnostiach réznych kategorii zmien, o vykone postupov stanovenych

v kapitolich II, Ila, IIl a IV nariadenia Komisie (ES) & 1234/2008 z 24. novembra 2008

o preskiimani zmien podmienok v povoleni na uvedenie huminnych liekov a veterinirnych
lickov na trh a 0 dokumenticii, ktord sa md predkladaf na ziklade tychto postupov

(2013/C 223/01)

Obsah
Strana
1 UVOD & ottt et e e 3
2. PROCEDURALNE POKYNY NA VYBAVOVANIE ZMIEN . ... ... ... . it iiiiiaaaaaaaaaaann. 3
2.1, Menej vyznamné zmeny tVpu LA Lo 4
2.1.1. Poddvanie ozndmeni o zmendch typu A .. ... . 4

B.lc.2. Zmena parametrov v 3pecifikiciich afalebo mini- [ Podmienky, Dokumenty, Typ konania
milnych poZiadaviek na 3pecifikiciu pre vmitorny obal | ktoré maji byt | ktoré maji byt
ucinnej latky splnené predlozené
a) Sprisnenie minimdlnych poziadaviek na Specifikiciu 1,2 3, 4 1, 2 IA
b) Pridanie nového parametra do Specifikicii spolu so 1, 2,5 1,2 3, 4 6 IA
zodpovedajicou skisobnou metdodou
c) Vypustenie nevyznamného parametra v Specifiki- 1, 2 1,25 IA
ciach (mapr. vypustenie zastaraného parametra)
d) Pridanie alebo nahradenie parametra v Specifiki- 1,2 3, 4, 6 IB

ciich v dosledku zaleZitosti rykajicej sa bezpeé-
nosti alebo kvality




Ciel novelizacie nariadenia

e Zefektivhenie systému zmien

* Reakcia na technicky pokrok, zvysujucu sa digitalizaciu,
zefektivnenie postupov a odstranenie administrativnej zataze

e Zohladnenie ziskanych skusenosti (napr. v oblasti biologickych
liekov) a riesenie nedostatkov, ktoré maju vplyv na drzitelov
a regulacné organy

* Odstranenie veterinarnych liekov

Source: https://eur-lex.europa.eu/LexUriServ/LexUriServ.do?uri=SWD:2024:0058:FIN:EN:PDF
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Timelines - Regulation

E-UROPEAN Delegated Act — faster adoption
ELECTIONS 2024
= positi e Call for evidence:
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7 February
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2024
prc).posals Revised regulation * Draft act:
published by and guideline
CE::;F;::ign o would apply 07 FEb 2024 - 29 Feb 2024

February
Open
consultation

« Commission adoption:
11 March 2024

* European Parliament:
ongoing scrutiny, awaiting

Revision of the | 4-weeks

i . .
ariations Open ENVI decision
Classification .

consultation

| Guideline |

Sources: Pharmaceuticals — changes to marketing authorisations (review of EU rules) (europa.eu)
Procedure File: 2024/2653(DEA) | Legislative Observatory | European Parliament (europa.eu)
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Timelines — Classification Guideline

e Under Assessment

Revised regulation * Public consultation expected
and guideline between mid June till 23 Aug
would apply

- * Implementation potentially
delayed 3 months

I
LLET] =

4-weeks
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Revision of the

Variations
e . Open
Classification .
o consultation
Guideline
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Article 5 Recommendations for Unforeseen
Variations

* Timeline extended from 45 (+25) to 60 days

The recommendations shall be consistent with the guidelines referred to in
Article 4(1). It shall be delivered within 60 days following receipt of the
request and sent to the holder. the Agency. and the coordination group.’;
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Type IA Variations

e Submission of Type IA variations either as annual reports or part of (super-)
grouping procedures.

‘. Where a minor variation of type IA 1s made, the holder shall submit
simultaneously to all relevant authorities a notification containing the elements
listed in Annex IV. That notification shall be submitted within 12 months
following the implementation of the variation as an annual update for all minor
variations of type IA or be submitted as part of grouping of variations in
accordance with Article 7(2), first subparagraph, points (b) and (c), or as part
of super-grouping of variations in accordance with Article 7a|

* Immediate submission of stand-alone Type IA submissions discouraged (but
no change for Type 1A )

By way of derogation from the first subparagraph. in justified cases. the
competent authority of the reference Member State may accept the immediate
submission of the notification after the implementation of the variation.’:
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(Super-)Grouping of Variations

* Inclusion of super-grouping definition and extension of procedure to include
purely NAPs

‘Article 7a
Super-grouping of variations

. By way of derogation from Articles 7 and 13d, the holder may submit a single
notification of variations to the terms of more than one marketing authorisation
referred to in Chapters II. Ila and III owned by the same holder where the same
or several minor variations of type IA referred to in Article 8, Article 13a or
Article 14 are notified at the same time and fall within one of the cases of
super-grouping of variations listed in the guidelines referred to in Article 4(1)

(‘super-grouping’).
2. A single notification as referred to in paragraph 1 shall be made simultaneously
to the reference authoritv and all relevant authorities.’:
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Extension of CMC grouping

e ...to account for related administrative changes

Annex III 1s amended as follows:

(a)

points 6, 7 and 8 are replaced by the following:

‘6.

All variations 1n the group relate to a project mtended to mmprove the
manufacturing process and the quality of the medicinal product

concerned or its active substances, including related administrative
changes.
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Worksharing

* Mandatory use of worksharing for certain procedures (“may choose to” ->
“shall”).

* Shorter assessment times for Type IB worksharing variations — will follow

highest variation type rather than having a standard 60-day assessment
period.

* Possibility for HAs to extend the assessment period to 90 days (previously
unspecified timeframe).
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Worksharing

* Injustified cases, may choose to follow worksharing procedure for MAs
owned by several MAHs in more than one MS.

“11.

In justified cases. in accordance with the guidelines referred to in Article
4(1). when agreed by the competent authorities of the Member States and
the Agency. the holder may choose to follow the worksharing procedure
laid down 1n paragraphs 3 to 9 for the marketing authorisations referred
to in Chapters II. IIa and III. where a minor variation of type IB. a major
variation of type II. or a group of variations where at least one of the
variations 1s a minor variation of type IB or a major variation of type II
that does not contain any extension. relates to several marketing
authorisations owned by several holders in more than one Member
State.[:
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Risk-Based Approach to CMC Variations

* Re-classifying some variations into lower categories and/or introducing
additional flexibility, especially with regard to quality/manufacturing changes.

e Quality changes related to biological medicinal products no longer classified

by default as major variations.

The following variations shall be classified as major variations of type II:

a)
b)

c)
d)

variations related to the addition of a new therapeutic indication or to the modification of an existing one;

variations related to significant modifications of the summary of product characteristics due in particular to new
quality, pre-clinical, clinical or pharmacovigilance findings;

variations related to changes outside the range of approved specifications, limits or acceptance criteria;

variations related to substantial changes to the manufacturing process, formulation, specifications or impurity profile
of the active substance or finished medicinal product which may have a significant impact on the quality, safety or
efficacy of the medicinal product;

- 1. . ] 1 ;
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ICH Q12

* Allows for incorporation of some aspects of ICH Q12.

‘Article 6a
Additional regulatory tools

For certain changes to the chemical. pharmaceutical and biological information for a
medicinal product a holder may rely on a range of process parameters. quality
attributes, protocols or summary documents. upon agreement of the relevant
authority and subject to the conditions referred to in the Annexes and the guidelines
referred to in Article 4(1) with regard to the specific regulatory tool.’;
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Seasonal & Pandemic Vaccines

 Update in multiple sections to address changes related to the replacement or

addition of serotype/ strain/ antigen/ coding sequence(s) for coronavirus
vaccines or other vaccines that have the potential to address a public health
emergency in EU

Immediate Commission decision

(vi) the following points (m) and (n) are added:

‘(m) variations related to the replacement or. upon agreement of the
relevant authorities, addition of a serotype. strain, antigen or coding
sequence or combination of serotypes. strains, antigens or coding
sequences of a human vaccine that has the potential to address a
public health emergencyj:
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Changes related to medical devices and IVD added
into Annex Il Classification of variations

* TypelA

‘(g) vanations related to changes to a medical device that 1s an integral
part of or 1 exclusive use with the medicinal product which have

no mmpact on the quality. safety or efficacy of the medicinal
product.’|

 Typell

(n) vanations related to changes to a medical device that 1s an integral
part of or in exclusive use with the medicinal product which may

have a significant impact on the quality. safety or efficacy of the
medicinal product.’;
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Classification Guideline

* More frequent updates considering scientific/technical progress

e Agency should provide annual recommendations on unforeseen variations to
be incorporated into the guidelines

* Publish electronic version of the guidelines on EC website, before the regular
update

(5) Article 4 1s amended as follows:
(a) 1n paragraph 2. the following second and third subparagraphs are added:

“The Agency. in cooperation with the competent authorities of the Member
States, shall report annually to the Commission on recommendations on
unforeseen variations referred to in Article 5 that result in new classification of
variations and provide information on necessary updates to be included in the
guidelines referred to in paragraph 1.

The Commission shall without undue delay consider the report and integrate
new classification of variations and necessary updates to the guidelines.’: 17



Classification Guideline

* |n the CMD(h) competency (80% variations)
* Public consultations: mid June till 23 August
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C.L9. Zmena(-y) existujiiceho systému dohladu nad | Podmienky, Dokumenty, Typ konania
liekmi uvedené v podrobnom opise systému dohladu | ktoré maji byt | kroré maji byt
nad liekmi (DDPS) splnené predloZené
a) Zmena QPPV afalebo kontaktnych idajov QPPV 1 1 TAp
ajalebo ziloiného postupu
b} Zmena(-y) databizy o bezpeinosti afalebo dolezi- 1, 2,3 1 LA
tych podmienok zmliv o plneni povinnosti
dohladu nad liekmi afalebo zmena miesta, na
ktorom sa vykonivaji ¢innosti dohladu nad liekmi
c) Ind zmena(-y) DDPS, ktord nemd vplyv na innost 1 1 IA
systému dohladu nad liekmi (napr. zmena dolezi-
tetho miesta uchovidvaniafarchivicie, administra-
tivne zmeny)
d) Zmena alebo zmeny DDPS v dosledku vyhodno- 4 1, 2 IA N

tenia toho istého DDPS v sivislosti s inym liekom
toho istého drZitela povolenia na uvedenie na trh

Podmienky

1. Systém dohladu nad liekmi zostdva nezmeneny.

2. Databdzovy systém bol validovany (v prislusnych pripadoch).

Pozndmka: CL.9 sa vzfahuje na zmeny existujiceho systému dohfadu nad liekmi 1. pre veterindrne licky a 2. pre humdnne lieky,
ktoré zatial nemaji zavedeny hlavny sibor systému dohladu nad liekmi.

Pozndmba pre pism. a):

Ked zafne fungoval databdza podla clinku 57,

a faxové éisla, iuitmré adresa a e-mailovd adresa)

zmeni iiPFV vritane knntaktni"ch idajov (telefonne

Ak drzitel povolenia na uvedenie na trh vyuiije moinost aktua-
lizovat tieto informicie prostredmictvom databizy podla élanku 57, v povoleni na uvedenie na trh musi
uviest, Ze akmalizované informdcie o tychto ddajoch s uvedené v databize.

s‘ﬁ
D)

RFF
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Poziadavky priemyslu

1. Prisp6sobenie sa inovaciam a novym poznatkom tak, ze klasifikacia zahrnaju vsetky prvky
ICH Q12 (pristup zaloZeny na riziku uplatnitelny na vsetky lieciva a lieky)

2. Kombinacie liekov a pomocok a zapojenie NB

3. Zaviest osobitnu klasifikaciu zmien pre lieky na inovativnu liecbu (ATMP), ktora zohladriuje
ich osobitosti a umoziiuje neustale zlepSovanie produktov, analyz a/alebo procesov

4. Preskumat potencialne zavedenie klasifikacie zmien Specifickych pre vakciny a vytvorit
Specializovany regula¢ny mechanizmus (“Platform Technology Master File”)

5. Na zniZzenie administrativnej zataze a zvysenie transparentnosti medzi regulacnymi organmi
a priemyslom (databdazy/cloudové technoldgie) vyuzivat digitalne technologie

6. Zblizovanie medzinarodnej regulacie

SHRHP Slovenska asocidcia spolo¢nosti v oblasti liekovej regulacie 20
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Dakujem za pozornost
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