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Welcome & introduction

Alberto Ganan Jimenez

« Head of Committees and Quality Assurance Department, EMA

Susanne Winterscheid

« CMDh member and VRWP chair, BfArM, Germany
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Aim of this webinar

©)

To support stakeholders on the upcoming changes resulting
from the EC Variations Guidelines (2025) that apply from 15
January 2026.
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Housekeeping notes — Webinar materials

2 Hl

Presentation will be available at: Recording will be available at:

- EMA Event Web Page « EMA Event Web Page

« EMA YouTube Channel
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Housekeeping notes — Q&A

You can ask questions or give your input via the audience interaction tool
Slido.

1. Join at slido.com with
the code #variations2026
by scanning the QR code here:

Join at
slido.com

#variations2026

(®) Passcode: variations

2. Send or upvote the questions you want to have answered

3. Some questions will be addressed informally in writing on slido or
verbally addressed in the live Q&A session

Interaction via Slido is voluntary, and you may opt to remain anonymous. If you chose
to use Slido, you consent to the processing of your personal data as explained in
the EMA Data Privacy Statement for Slido.
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https://www.ema.europa.eu/en/documents/other/european-medicines-agencys-privacy-statement-use-audience-interaction-tool-slido_en.pdf

Agenda

« 13:00 Welcome and introduction

« 13:10 Overview of the new EC Variation Guidelines
o Procedural aspects
o Chapter E (Administrative changes)
o Chapter Q & M (Quality & PMF/VAMF)
o Chapter C (Safety, Efficacy, Pharmacovigilance changes)

« 14:00 EMA/CMDh Q&A and Guidance
« 14:35 Q&A session and closing remarks
« 15:00 End of session
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EUROPEAN MEDICINES AGENCY \

V4

Overview of the revision of |
EC Variations Guidelines

Susanne Wintersheid, CMDh member and VRWP
chair, BfArM, Germany



%H § = European
= == Commission e =~

Background ok

A pharmaceutical strategy for Europe

PAGE CONTENTS

Challenges facing the sector

« Revision of the variation's framework included in the 2020 pharmaceutical
strategy for Europe.

« Amended Variation Regulation (Regulation (EU) 2024/1701) was published
on 17 June 2024 and became applicable on 1 January 2025.

« New EC Variations Guidelines were published on 22 September 2025 and
will apply from 15 January 2026.

« Second revision of the variations framework is expected once the revision of
the basic acts (Regulation/Directive) is complete
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https://health.ec.europa.eu/medicinal-products/pharmaceutical-strategy-europe_en
https://health.ec.europa.eu/medicinal-products/pharmaceutical-strategy-europe_en
https://eur-lex.europa.eu/legal-content/EN/TXT/PDF/?uri=CELEX:02008R1234-20250101
https://eur-lex.europa.eu/legal-content/EN/TXT/PDF/?uri=OJ:C_202505045
https://eur-lex.europa.eu/legal-content/EN/TXT/PDF/?uri=OJ:C_202505045

Revision of EU variations framework

- Aim to improve the existing system by incorporating experience gained and make the

lifecycle management of medicines more:
« Efficient for regulators and MAHSs
« Future proof with scientific and technological progress

- Simplify and enable an agile review of classification guideline and operational procedures.

« Short-term measures which can be done independently from the review of basic legislation.
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Revision of Variations Guidelines - principles

« All categories of variations were reviewed based on experience acquired, the scientific and

technical progress.
- Aim to improve the efficiency ensuring the protection of public health in the EU.

«  When appropriate, streamline the variation framework (e.g. decreasing, downgrading and

simplifying the various categories of variations).

*  When possible, future proof the variations framework for the upcoming changes (e.g.

adapt/prepare for innovation).

« The changes made are compatible with the revised Variation Regulation.
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EMA/CMDh Q&As and guidelines to support
implementation of revised variations guidelines

New & revised guidance:
o EMA/CMDh Guidance on the application of the revised variations framework (June/25 and Sep/25)
o Update of CMDh guidance documents to reflect new Variation Guidelines (Oct/25)
o Q&A on skip testing (Oct/25)

o Q&A on novel or complex manufacturing process (Nov/25)

o EMA’s post-authorisation guidance e.q.:

-  Type IA/IB/II/Extension applications/grouping of variations (Nov/25)
-  Classification of changes: Q&A (Nov/25)

o Q&A regarding medicines used in combination with medical devices and consultation procedures by notified
bodies (Nov/25)

o Guidance on stability testing for applications for variations (December 2025)

o Guidance on Post-Approval Change Management Protocol (PACMP) (December 2025)

Additional guidance upcoming:

o Guidance on Product Lifecycle Management document (PLCM) (expected in January 2026)
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https://www.ema.europa.eu/en/guidance-application-revised-variations-framework
https://www.ema.europa.eu/en/guidance-application-revised-variations-framework
https://www.hma.eu/human-medicines/cmdh/procedural-guidance/variation/revised-variations-framework.html
https://www.hma.eu/human-medicines/cmdh/procedural-guidance/variation/revised-variations-framework.html
https://www.hma.eu/human-medicines/cmdh/procedural-guidance/variation/revised-variations-framework.html
https://www.ema.europa.eu/en/human-regulatory-overview/research-development/scientific-guidelines/quality-medicines-qa-introduction/quality-medicines-questions-answers-part-2
https://www.ema.europa.eu/en/human-regulatory-overview/research-development/scientific-guidelines/quality-medicines-qa-introduction/quality-medicines-questions-answers-part-2
https://www.ema.europa.eu/en/human-regulatory-overview/research-development/scientific-guidelines/quality-medicines-qa-introduction/quality-medicines-questions-answers-part-1
https://www.ema.europa.eu/en/human-regulatory-overview/research-development/scientific-guidelines/quality-medicines-qa-introduction/quality-medicines-questions-answers-part-1
https://www.ema.europa.eu/en/human-regulatory-overview/research-development/scientific-guidelines/quality-medicines-qa-introduction/quality-medicines-questions-answers-part-1
https://www.ema.europa.eu/en/human-regulatory-overview/research-development/scientific-guidelines/quality-medicines-qa-introduction/quality-medicines-questions-answers-part-1
https://www.ema.europa.eu/en/human-regulatory-overview/research-development/scientific-guidelines/quality-medicines-qa-introduction/quality-medicines-questions-answers-part-1
https://www.ema.europa.eu/en/human-regulatory-overview/post-authorisation/
https://www.ema.europa.eu/en/human-regulatory-overview/post-authorisation/
https://www.ema.europa.eu/en/human-regulatory-overview/post-authorisation/
https://www.ema.europa.eu/en/human-regulatory-overview/post-authorisation/
https://www.ema.europa.eu/en/human-regulatory-overview/post-authorisation/
https://www.ema.europa.eu/en/human-regulatory-overview/post-authorisation/
https://www.ema.europa.eu/en/human-regulatory-overview/post-authorisation/variations-including-extensions-marketing-authorisations/
https://www.ema.europa.eu/en/human-regulatory-overview/post-authorisation/variations-including-extensions-marketing-authorisations/
https://www.ema.europa.eu/en/human-regulatory-overview/post-authorisation/classification-changes-questions-answers
https://www.ema.europa.eu/en/human-regulatory-overview/post-authorisation/classification-changes-questions-answers
https://www.ema.europa.eu/en/human-regulatory-overview/medical-devices
https://www.ema.europa.eu/en/human-regulatory-overview/medical-devices
https://www.ema.europa.eu/en/human-regulatory-overview/medical-devices
https://www.ema.europa.eu/en/documents/scientific-guideline/guideline-stability-testing-applications-variations-marketing-authorisation-revision-3_en.pdf
https://www.ema.europa.eu/en/documents/scientific-guideline/guideline-stability-testing-applications-variations-marketing-authorisation-revision-3_en.pdf
https://www.ema.europa.eu/en/documents/scientific-guideline/questions-answers-post-approval-change-management-protocols-pacmp-revision-1_en.pdf
https://www.ema.europa.eu/en/documents/scientific-guideline/questions-answers-post-approval-change-management-protocols-pacmp-revision-1_en.pdf
https://www.ema.europa.eu/en/documents/scientific-guideline/questions-answers-post-approval-change-management-protocols-pacmp-revision-1_en.pdf
https://www.ema.europa.eu/en/documents/scientific-guideline/questions-answers-post-approval-change-management-protocols-pacmp-revision-1_en.pdf
https://www.ema.europa.eu/en/human-regulatory-overview/research-development/scientific-guidelines/quality-guidelines/quality-lifecycle-management
https://www.ema.europa.eu/en/human-regulatory-overview/research-development/scientific-guidelines/quality-guidelines/quality-lifecycle-management
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EUROPEAN MEDICINES AGENCY

Overview of the new
Variations Guidelines
(Procedural aspects)

Alex Correia, Regulatory Affairs Office, EMA




Main changes on procedural aspects (1/2)

« Administrative*:
o Updated of references to Legislative frameworks

o Deletion of references to the Veterinary Legislation

« Streamline of information/future-proof:
o Deletion of information already covered in the Variation Regulation or Directive 2001/83/EC
o Deletion/shift of practical information to EMA/CMDh guidance (e.g. timetables)

- Reorganisation of information: merge of repetitive information across sections (e.g. submission
requirements, mutual recognition and purely national procedures,...)

* Also applicable to the Annex of the Variations Guidelines..
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Main changes on procedural aspects (2/2)

« New/updated information:

o

o

Cut-off date set for 15 January 2026 (set by EC in June with the draft proposal).
List of definitions expanded on the Introduction section
Guidance on grouping, super-grouping, annual update of Type IA variations

Guidance namely on annual update of the EC Variations Guidelines, influenza and
coronovirus vaccines, public health emergency

Change in the coding system from Chapter A, B, C, D to Chapter E, Q, Cand M

Guidance on the need to review quality documentation in case of change in the therapeutic
indication, posology or maximum daily dose

You can ask questions at slido.com #variations2026 passcode: variations
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Super-grouping of Type IA variations

Super-grouping is currently possible in the following cases:

o One or several minor variations of Type IA listed in chapters E and Q in the MRP/DCP/purely nationally procedure

if several MSs or agreed with the concerned authorities
o One or several minor variations of Type IA in the MRP/DCP if the same RMS

o One or several minor variations of Type IA in the CP

Additional cases may be identified in the future.
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® EMA

EUROPEAN MEDICINES AGENCY

Overview of the new
Variations Guidelines
(Annex)

Alex Correia, Regulatory Affairs Office, EMA

Elisa Pedone, Pharmaceutical Quality Office, EMA
Carmen Purdel, QWP member, Romania

Virginia Rojo, Procedure Office, EMA

Susanne Winterscheid, CMDh member and VRWP
chair, BfArM, Germany
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Chapter E
Administrative Variations



E. Administrative Changes

E1l Change in the (invented) name of the finished product bgcl}iTlg-llfe?l lBaosCul]]:rSfi;g Plg;eed'
(a) for centrally authorised medicinal products 1 1,2 [Am
(b) for nationally authorised medicinal products 2 IB
Conditions
1. The check by the EMA on the acceptability of the new name has been finalised and was positive.
Documentation
1. Copy of the EMA letter of acceptance of the new (invented) name.
2. Revised product information.

E3 Change in ATC Code betuiied | besmiod | o

1 1,2 1A

Conditions

1. Change following granting of or amendment to ATC Code by WHO.

Documentation

1. Proof of acceptance (by WHO) or copy of the ATC Code list.

2. Revised product information.

You can ask questions at slido.com

#variations2026
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* No actual changes on
conditions and
documentation:

- Indent E.1 (formerly A.2),
concerning change in the name
of the finished product.

- Indent E.3 (formerly A.6),
concerning change in ATC code.
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E

Administrative Changes

Change in name of the active substance, excipient, medical device (part), Cond.to | Docum.to | Proced.
or packaging component be fulfilled | be supplied type

1 1,2, 3 [Am
Conditions

1. The active substance/excipient/medical device /packaging component must remain unchanged.

Documentation

1. For active substance and excipients, proof of acceptance by WHO or copy of the INN list. If applicable, proof
that the change is in line with the Ph. Eur. For herbal medicinal product, declaration that the name is in
accordance with the guideline on declaration of herbal substances and herbal preparations in (traditional)
herbal medicinal products.

For medical devices, updated CE certificate and/or declaration of conformity, if available.

2. Revised product information, as appropriate.

3. Amendment of the relevant section(s) of the dossier.

E5

Deletion of manufacturing sites for an active substance, intermediate or
finished product, storage of master and/or working cell bank, primary

and/or secondary packaging site, manufacturer responsible for batch Cond. te | Docum.to | Proced

release, site where quality control takes place, and/or supplier of a be fulfilled | be supplied type
packaging component, medical device (part), starting material, reagent
and/or excipient (when mentioned in the dossier)

1,2 1 IA

Conditions

1. There should at least remain one site/manufacturer, as previously authorised, performing the same function as
the 011e[s] concerned by the deletion. WhEl e applicable, at least one manufacturer responsible f01 hatch release

EU/EEA.

2. The deletion should not be due to critical deficiencies concerning manufacturing.

Documentation

1. Y Aineadnrent 6T RS Fdévaritsectitn(GP bf the dossieiofiemaip4bvised prodiec difortdtial @5 appropriate.

« Adjusted indents:

- Indent E.2 (formerly A.3),
concerning change in the
name of the active substance
or excipient, had “medical
device (part), or packaging
component” added.

- Indent E.5 (formerly A.7)
concerning deletion of sites,
had the list of explicitly
referenced manufacturing
activities broadened and
the reference to medical
device added.

@ EMA



E. Administrative Changes

E4 Change in the name and/or address of the marketing authorisation
holder, ASMF holder, storage site of the master and/or working cell

bank, manufacturing site for an active substance, intermediate or « Consolidated / merg ed
finished product, primary and/or secondary packaging site, Cond.to | Docum.to . .

manufacturer responsible for batch release, site where quality contro] | D¢ fulfilled bFi_ 4 Proced. type indents:

takes place, and/or supplier of a packaging component, medical device StppTe

(part), starting material, reagent and/or excipient (when mentioned in - Former indents A.1 , A.4 and

the dossier)

A.5 have been combined under

(a) The change in the name and/or address concerns the marketing 2 1,2 [Am

authorisation holder indent E.4, and the list of

(b]) The change in the name and/or address concerns a manufacturer(s) 1 1,2 [Am i ~i
whose activities include batch release of the finished product exp | ICItly referenced

() The change in the name and/or address does not concern a 1 1,2,3 IA manufacturin g activities
manufacturer(s) whose activities include batch release of the finished was broadened. The current
product nor the marketing authorisation holder L.

Conditions scope is intended for changes

to the name and/or address of

1. The physical location of the concerned manufacturing site and all manufacturing operations must remain the

same. the MAH, ASMF Holder or any
2. The marketing authorisation holder must remain the same legal entity. of the su ppl ier / manufactu ring
Documentation sites.

1. Aformal document from a relevant official body (e.g. Chamber of Commerce, or if not available, from a
competent authority) in which the new name and/or address is mentioned, or a copy of the modified
manufacturing authorisation, if available.

2. Amendment of the relevant section(s) of the dossier, including revised product information as appropriate.

3.  Incase of change in the name of the holder of the Active Substance Master File, updated ‘letter of access'".
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Chapter Q & M
Quality & PMF/VAMF



Q.I.a.1- Manufacturing site

Proportional risk-based

Q.La.l Change in the manufacturing site of a starting material/intermediate D . .
used in the manufacturing process of the active substance or change | Cond. to ECE?' | Proced. approach to biologicals
in the manufacturing site (including where relevant quality control be fulfilled supplied type

testing sites) of the active substance

Manufacturing site of an active substance or starting material or intermediate

(c) site for starting material or

(c) ﬁddirilcrn or rflpL’{cenwnr of a manuf:{cruriu:g site of a 12,3 1,234, reagent requ by dossier IA or IB (cond
sed in the manufacture of the active substance qr reagent 6 D fialoeresl teril bst
Tequired to be mentioned in the dossier iological or sterile substance)
d)f Addition or replacement of a manufacturing site of : : :
@ addi 2 8 (d) revised scope to define when a type II is

—  a biological active substance or _ : : _
— abiological starting material/reagent|raw material /intermediate required; examples of biological starting

used in the manufacture of a biological active substance which materials, reagents, raw material

may have a significant impact on the quality, safety or efficacy of intermediate for biological AS impactin
the finished product or
— amaterial for which an assessment is required of viral safety and| S, E (type II)
(e.g. cell banks, pegylation reagents,

\ or TSE risk
cytotoxic payload of ADCs, cytokines in ATMP
manuf )

Other

(k)  Addition or replacement of a storage site of the Master Cell Bank 7
and/or Working Cell Banks (k) Storage site for MCB/WCB

(downgraded to IA)

Conditions

2. The active substance is not a biological or sterile substance. E M ‘

You can ask questions at slido.com #variations2026 passcode:_variations




Q.I.a.1- Manufacturing site

Qlal

Change in the manufacturing site of a starting material/intermediate
used in the manufacturing process of the active substance or change
in the manufacturing site (including where relevant quality control
testing sites) of the active substance

Cond. to
be fulfilled

Docum. to

be
supplied

Proportional risk-based
approach to Chemicals:

Proced.
type

Manufacturing site of an active substance or starting material or intermediate

scope (a) site for an active substance

(a)

Addition or replacement of a manufacturing site of an active
substance or intermediate

1,2,3

or intermediate broaden scope which

[Ap : : .
" was restricted to sites in ‘same

pharmaceutical group’.

Addition or replacement of a manufacturing site of an active
substance or intermediate that requires significant update to the
relevant active substance section of the dOssIer, e.g. where a
substantially different route of synthesis or manufacturing
“conditions 1s used, which may have a potential to change important
quality characteristics of the active substance, such as qualitative
and/or quantitative impurity profile requiring qualification, or
physico-chemical properties impacting on bioavailability

revised scope (b) merge the type II

scopes for substantially different
route and significant dossier update

Addition of a manufacturing site of the active substance that is
supported by an Active Substance Master File (ASMF)

I

(8

Addition or replacement of a manufacturing site responsible for
sterilisation of the active substance using a Ph. Eur. method

1,2,4,9

IB

(h)

Addition or replacement of a manufacturing site responsible for
micronisation of the active substance

2,4

1,4,5

[A

EMA
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Q. I .ad. 1- QC tEStl ng S|te Proportional risk-based

approach to biologicals:

Quality control testing arrangements for the active substance or starting material or intermediate

scope (i) site performing a

biological/immunological/immunochemical
(i) Addition or replacement of a batch control testing site of the active 1,9 10 |g ti /| d 9 d / ded f
substance or starting material [intermediate used in the analytical procedure (downgraded from
manufacturing of a biological active substance, applying a type II to IB )
biological immunologicalimmunochemical analytical procedure
(i) Addition or replacement of a batch control/testing site of the 5 1 . . .
— the active substance or scope (j) site performing a
— intermediate of an active substance or physicochemical and/or
— mth.lg m:;;cer.ial nlfa b-inlfgicjll El{‘,t'lﬁ.ff 5ubl:lrstl:m<?f S microbiological analytical procedure
applying physicochemical and|/or microbiological analytica
procedures (downgraded from IB to type IA )
Cond. 6 related to the method not to
the biological AS
.. . . i ?
Similar approach in Q.I1.b.2 for FP QC sites Changes to analytical procedure:

- add relevant scope under Q.I.b.2

In section Q.I.a.1
Condition & documentation requirements were reworded, added or deleted to clarify / strengthen requirements for IA, IB
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Q.I.a.2 Change in AS manufacturing process

Removed Cond. excluding biologicals

().La.2  Change in the manufacturing process of the active substance, Cond. to | Docum. o and ASMF from submitting IA for
intermediate of an active substance or starting materials for b ';I:J]ﬁﬂ 4 be . 02 [1e .
biological active substance efultllled | o) pplied minor changes even if little or no risk
{a)  Minor change in the manufacturing process 1,2,3,4 | 1,2,3, 4 to quality;

5 cond. 2 and 4 ensure that these are

minor changes and MAH has full visibility

\
g

(b)  Major change to the manufacturing process which may have a
significant impact on the quality, safety or efficacy of the finished

roduct
P b) Removed default type II for
{c)  Change in the geographical source of a herbal starting material and| 1,2,3,4, | IB blo.log icals > itis _a type Il in case of
or production of a herbal substance 5 major changes that impactQ, S, E of
product for biologicals and chemicals
(d)  Minor change to the restricted part of an Active Substance Master 1,2,3,6 |IB
File
(¢)  Deletion of a manufacturing process 6, 7 1 IA e) Add new ) category for deletion of a
manufacturing process (art 5)
2. /For chemical active substance: the synthetic route remains the same, ie. intermediates remain the same .‘um
there are no new reagents, catalysts or solvents used in the process.
For herbal active substances: the geographical source, production of the herbal starting material/herbal New documentation requested for minor change
substance and the manufacturing process of the herbal active substance remain the same. (4).
For biological active substance/[starting material /intermediate: the manufacturing steps remain the same and MAH to confirm the minor changes do not impact
there are no changes to the manufacturing parameters (critical and non-critical PPs and IPCs) or to the FP/AS.
specifications of the starting materials, intermediates, or active substance. Documentation 6 requirement revised:
@Iaﬂ:l’hfrﬁ' are no changes to the finished product. j ‘or’ was replaced by ‘and’ to put emph.asis on

MAH/FPM responsibilities.

4. The change is fully described in the open (‘applicant’s) part of an Active Substance Master File, if applicable.

You can ask questions at slido.com  #variations2026 passcqodesnvariations



Q.I.a,3 Change |n batCh S|Ze Of AS a) & b) chemicals: remove the arbitrary

“10-fold” threshold not relevant for
active substance (upscaling more than

().La.3 Change in batch size (including batch size ranges) of active substance 10-fold com pa red to the origina l Iy

or intermediate used in the manufacturing process of the active b(;ofund]ﬁ]}:d E; [ELF';HLE Pr;;:d. ap proved batch size - IA)

substance
(a)  An increase to the originally approved batch size 1,2,3,4, | 1,23 IA

56,7 The entire category applies to AS and
(b)  Downscaling of the approved batch size L, é ; 4, 11,23 IA intermediates

3, 6,

© The change i batch si2¢ of 2 biological active ot ; — " v Doc requirements for biologicals:
c e change in batch size of a biological active substance /intermediate _ .
requires assessment of the comparability 2- batch analysis data (3 for

biologicals)

(d)  The scale for a biological active substance|intermediate is increased| 1,2, 4 IB 4- justification on comparability
decreased without process change (e.p. duplication of line) assessment

5. The change is fully described in the open (‘applicant’s’) part of an Active Substance Master File, if applicable. New conditions: 5 and 6.
Control strategy for impurities should be
6.  The specifications of the active substance|intermediates remain the same and the{cnntml strategy for reviewed

impurities has been reviewed and remains appropriate.

2. Batch analysis data (in a comparative tabulated format) on a minimum of{two production batches)of the Doc 2: requirements for chemicals :

active substance or intermediate, as appropriate, manufactured to both the currently approved and the F : ;
proposed sizes. Batch analysis data off3 batches {unless otherwise justitied) for biological active substance, ) Ii?tCh analysis data: (2 batches instead of

should be available for the proposed batch size.

Doc 3: MAH AND ASMF Holder
declaration. To put emphasis on MAH/FPM
responsibilities

4. For biological active substancq a justification that an assessment of comparability is not required.
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Q.I.a.4 Change to in-process controls

Broaden scope to intermediates of AS and
starting material for biologicals

Qla.4 Change to in-process controls applied during the manufacture of the Docum. to

Cond. to

active substance, intermediate of an active substance or starting be fulfilled be Proced. type
materials for biological active substance supplied a) ‘Minor’ Change instead of ’tig htening v
(a)!  Minor change of n-process control limits 1,2,3,4, ] 1,2 1A

b) Addition of new ICP - low risk (IA) if
(b),  Addition of new in-process control and limits with its 1,2,5,6 | 1,2,3,4, | IA all cond fulfilled [remove biological method
corresponding analytical procedure 5 condition (9)]
(c)  Deletion of a non-significant or obsolete in-process control 1,2,5,7,|1,2,6 IA 9) Replacement of IPC > higher risk (IB)
8

(d)  Widening of the approved in-process control limits, which may I C) Deletion of IPC- new cond 8

have a significant effect on the overall quality of the active
substance

f) minor change of analytical procedure for

(e)  Deletion of an in-process test which may have a significant effect II IPC (IA), except for b|0log ical method
on the overall quality of the active substance (I B) ( art 5)
(f) Change of an analytical procedure for an in-process control 2,4,5,9, | 1 IA
10
(g)  Replacement of an in-process control with its corresponding 1,2,3,4, | IB Deleted su bcateg ory for
analytical procedure 5 ’addition/replacement of new in-process
5. The change is fully described in the open (‘applicant’s’) part of an Active Substance Master File, if applicable. teSt(.s) and ||’|”n|tS _as a result of a Safety or
quality issue’’ as it can be covered by the
8. The change is not related to a revision of the control strategy with an intention to minimise testing of eXISt! ng subcategory with a modification to
parameters and attributes (critical or non-critical). condition 2 (text "’or as a result of a safety or

quality issue’).

9. The new analytical procedure is not a biological immunological immunochemical procedure.

- New and reworded condition to strengthen
10. Appropriate studies have been performed in accordance with the relevant guidelines and show that the requirements for IA/IB
updated analytical procedure is at least equivalent to the former analytical procedure.




Q.I.b.1 change in specification attribute of AS

Change in the specification attribute and|or acceptance criteria of an

Docum. to

. . . . . . Cond. to
active substance, starting material/reagent/intermediate used in the | o . be Proced.
manufacturing process of the active substance supplied
(@)  Change within the specification acceptance criteria for finished 1,23 1,2 1Ang
product subject to Official Control Authority Batch Release
(b)  Change within the specification acceptance criteria 1,2,3,4 | 1,2 1A
() Addition of a new specitication attribute with its corresponding 1,2, 4,5 | 1,2,3,4, | 1A
analytical procedure and acceptance criteria 6 5
(d)  Deletion of a non-significant or an obsolete specification attribute 1,247, 11,26 1A
8
(¢)  Deletion of a specification attribute which may have a significant 1l
effect on the overall quality of the active substance and/or the
tinished product
(f)  Change outside of the specification acceptance criteria for the Il
active substance
(g  Change outside of the specification acceptance criteria for starting il
material/reagent/intermediate which may have a significant effect
on the overall quality of the active substance and|or the finished
product
(h)  Change outside of the specification acceptance criteria for starting 1,2,4,5 | IB
material/reagent/intermediate
()  Change in specification attribute for the active substance from 1,2,3,4, | 1B
in-house to a non-official Pharmacopoeia/Pharmacopoeia of a third 5
country where there is no monograph in the European
Pharmacopoeia or the national pharmacopoeia of a Member State
(i)  Change of the analytical marker or widening of the acceptance 1,2,3,4, | 1B
criteria of the analytical marker (other extracts) for a herbal active 5
substance
(k) Change in the testing of specification attribute of the active 1,2,7 B
substance, from routine to skip/periodic testing and vice versa
() | Replacement of a specification attribute with its corresponding 1,2,3,4 | IB

analytical procedure

“change within/outside” instead of
“tightening/widening” to allow more flexibility

Proportional Risk based approach:

c) addition of new spec is low risk (IA), no bio
method condition;

) replacement of spec is a IB (higher risk)

f) Widening spec for AS: high risk-> type II

g) Widening spec for critical SM/I/R with
impact on Q: high risk> type II

h) Widening spec for SM/I/R: lower risk > type
1B

k) New scope for change in testing from routine
testing to skip/periodic testing and vice versa (art
5) 2 refer to published Q&A

You can ask questions at slido.com #variations2026 passcode: EMA
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Q.I.b.2 change in analytical procedure of AS

Q.Ib.2  Change to analytical procedure for active substance or starting

Docum. to

material/reagent/intermediate used in the manufacturing process of bi?ﬂﬁ'mf d be Proced. Pro po rtional risk-based a pproac h with
the active substance supplied
Change to analytical procedure for the active substance ; ) )
v' Split section in two parts:

(a)  Minor change to an analytical procedure for the active substance 1,2,3,4 | 1,2 [A
(b)  Deletion of an analytical procedure for the active substance if an 4,5 1 IA > h e her risk for AS

alternative procedure is already authorised

- lower risk for SM/R/I

(c)  Introduction, replacement or substantial change to a biological| II

immunological/immunochemical analytical procedure for an active

substance
(d)  Other change to an analytical procedure (including replacement or 1,2 IB Conditions & Documenting updated

addition) for the active substance

Change to analytical procedure for starting material /reagent/intermediate used in the manufacturing process of the active substance

() Minor change to an analytical procedure for starting material| 1,2,3,4 | 1,2 1A Exam P le:
reagent/intermediate v' Introduction/substantial change for biological
(f)  Deletion of an analytical procedure for a starting material[reagent/ | 4,5 1 [A method is a type IT for AS and a IB for SM/R/I

intermediate, if an alternative analytical procedure is already
authorised

Other changes is a type IB for AS and IA for SM/R/I
(g  Introduction, replacement or change to a biological/ 1,2 B (unIeSS IB for biOlOgicaI methOd, cond 7)

immunological/immunochemical analytical procedure for starting
material [reagent [intermediate, used in the manufacturing process

of an active substance Minor change can be IA also for biological method

()  Other change to an analytical procedure (including replacementor | 1,2,4,6, | 1,2 IA if all cond are fulfilled
addition) for a starting material/reagent/intermediate 7

7. The analytical procedure is not a biological[immunological/immunochemical procedure.

You can ask questions at slido.com #variations2026 passcode: variations EMA



Q.I.b.3 change to in-house reference standard/

preparation for biological AS/FP

New section

. Documen-
Q.Lb.3 Change to an in-house reference standard|preparation for a Cotl:)dlf;on tation to Procedure v In current annex these changes
biological acti bst - be .
rologicalactive stbstance fulfilled Suppelied P are classified under B.I.b.2
(@)  Replacement of an in-house reference standard/preparation not I (+guidance in Q&A)

covered by an approved qualification protocol (!)
This new section is in line with

(b)  Replacement of an in-house reference standard/preparation not 1,2 IB the practise indicated in the PAG
rered by an ¢ red qualification protocol, wher T
covered by an approved qualification protocol, where Q&A (Q 2.8), which is now

comparability test results using current and proposed reference .
standard|preparation material are available obsolete and will be removed

(c)  Introduction of a qualification protocol for the preparation| I
replacement of an in-house reference standard or preparation (?)

(d)  Substantial change to the qualification protocol for the preparation/ I Notes: )
replacement of an in-house reference standard or preparation v" how to classify other changes to
which may have a significant impact on the quality, safety or ref std where there is no

efficacy of the active substance

protocol

(¢)  Other change to the qualification protocol for the prepartation/ 1 IB
replacement of an in-house reference standard or preparation

If there is a protocol then no
need to file a variation

Note: Other changes to or with respect to an in-house reference standards/preparations, not covered by an approved protocol, should For FP this category can be used
be classified in analogy to respective changes affecting the biological active substance|finished product.
(see note after Q.I1.d.3)

Note: Upon approval of the variation for the qualification protocol, the introduction of a new reference standard for a biological
active substance|finished product or the extension of its re-test period/storage period, according to the approved qualification

protocol will be covered by the existing quality assurance system and hence, there will be no need to file a variation as long as all
approved acceptance criteria are met. _ _ L L E M A
PP P You can ask questions at slido.com  #variations2026 passcode: variations




Q.I.c.1 change in immediate packaging of the AS

Cond. to Docum. to
Q.Lc.l  Change in immediate packaging of the active substance be fulfilled be Proced. 1
supplied

(a)  Change in immediate packaging of non-liquid active substance 1,2,3 1,2,3,4 | 1A

(b)  Change in immediate packaging of sterile liquid active substance II

(c)  Change in immediate packaging of nonsterile liquid active 1,2,4,5 | IB
substance

(d)  Deletion of one of the authorised immediate packagings of the 4 1 1A
active substance

Conditions

L.

The proposed packaging material must be at least equivalent to the approved material in respect of its
relevant properties.

Relevant stability studies have been started under ICH conditions and relevant stability parameters have
been assessed in at least two pilot scale or industrial scale batches and at least three months satisfactory
stability data are at the disposal of the applicant at time of implementation. However, if the proposed
packaging is more resistant than the existing packaging, the three months’ stability data do not yet have to
be available. These studies must be finalised and the data will be provided immediately to the competent
authorities if outside specifications or potentially outside specifications at the end of the shelf life/retest
period (with proposed action).

Proportional risk-based approach:

Risk for change in CCS is mostly related to E&L
(= higher for semisolids and liquids) and CCI (>
for sterile AS)

a) Non-liquid AS - low risk > type IA
if sterile or biological > type IB

b) Sterile liquid AS (independently from
biological) & higher risk > type II

c) Nonsterile liquid AS - medium risk > type IB

d) New for deletion (art 5)

The active substance is not a sterile active substance or biological active substance. |

There should be at least one remaining packaging adequate for the storage of the active substance at the
authorised conditions.

You can ask questions at slido.com #variations2026 passcode: variations

Q.I.c.2: alignment with similar categories AS
spec

Q.I.c.3: remove biological condition as not
relevant for analytical procedure on CCS

Q.I.c.4: secondary packaging when
mentioned in dossier — new category from art 5

EMA



Q.I.d.1 change in retest/storage period of the AS

Proportional R-B approach, remove biological

Q.Ld.1 Change in the re-test period/storage period or storage conditions of Docum. to

the active substance or intermediates used in the manufacturing bg?ﬁldﬁljt:d be Proced. type spec ific wordin g /down gra din g, an d future P roofin g
process of the biological active substance ' supplied
(1)  Re-test period|storage period a)

1. Reduction of re-test period|storage period 1 1,2,3,4 | 1A 1. reduction: doc added to _]USt|fy cha nge

2. new scope introduction retest period

3. Extension based on extrapolation or modelling (not in
3. Extension of the re-test period|storage period based on 1I accordance with GL) > h|gh risk > type II

extrapolation or stability modelling not in accordance with
relevant stability guidelines

2. Introduction of re-test period/storage period 1,2,3 1B

4. Extension based on extrapolation or modelling (in

4. Extension of re-test period storage period supported by real 1,3 1B ;i ) )
time data not in accordance with an approved stability accordance with G L) - medium risk 2> type IB
protocol or an extension based on extrapolation of stability (d owngra de for biol og ica |S)

data in accordance with relevant stability guidelines

5. Extension of a re-test period storage period supported by real | 2 1,2,3 IA : : T :
time data fullyinlinewithtilesrelbilir}rprotocol 5. Extension based_ on real time data (ln line with
protocol) 2> low risk > type IA (downgrade)

(b)  Storage conditions

L. Change to more restrictive storage conditions 1,3 1,2,3 IA
2. Change in storage conditions 1,23 1B o .
Change to more restrictive storage condition — type IA
(c)  Change to an approved stability protocol 1,4 L4 IA (neW cond 3. no Change in physical State)
/
Conditions . Change to storage condition- type IB (downgrade for
L. The change should not be the result of unexpected events arising during manufacture or because of stability biol Oglica IS)
Corcerms.

Stability studies have been performed in accordance with a currently approved stability protocol. Real time
data are submitted. All batches meet their pre-defined specification at all time points. No unexpected trends

have been observed. New conditions

: , Doc requirements: real time data on 3 batche
The physical state of the active substance has not changed.
The changes do not concern a widening of the acceptance criteria in the parameters tested, a removal of You can ask questions at slido.com #variations2026 passc 7 variations

stability indicating parameters or a reduction in the frequency of testing.




Q.I.e & Q.II.g: Additional regulatory tools: DSp & PACMP

QILg.l Introduction of a new design space or extension of an approved

Cond. to

Docum. to

. . . be Proced. type
design space for the finished product be fulfilled supplied
(a))  New design space for one or more unit operations in the 1,2,3 I
manufacturing process of the finished product including the
resulting in-process controls and/or analytical procedures
(b)  New design space for an analytical procedure for an excipient/ 1,2,3 IB
intermediate and|or the finished product
(c)  Changes to, or extension of, an approved design space for the 1,23 B
tinished product and/or an analytical procedure for excipients|
intermediates and/or the finished product
Q.Le.5 Implementation of changes foreseen in a post-approval change Cond. to DOCE‘“‘ to Proced
1 (PACMP) be fulfilled < roced. type
management protoco supplied
(a)  Implementation of changes foreseen in a PACMP via Type IA 1 1,23 IA
notification
(b)  Implementation of changes foreseen in a PACMP via Type [Ag 2 1,23, 4 | [Ayn
notification
(c)  Implementation of changes foreseen in a PACMP via Type IB 1,2,3,4 1B

notification

You can ask questions at slido.com

#variations2026
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Q.I.e.1/Q.I1.g.1

a) New DSp analyt proc: downgraded to IB
b) Changes/extension DSp: new category IB
Q.1.e.3/Q.I1.g.3: Deletion of PACMP: type IA

instead of IAiIn

Q.I.e.5/Q.I1.g.5: Implementation of PACMP: IA,
IAin or IB depending on risk also for biologicals
(as agreed at the time of PACMP approval)

Conditions /documentation requirements
strengthen.

Questions and answers on post
approval change management protocols

(PACMP)
EMA



https://www.ema.europa.eu/en/documents/scientific-guideline/questions-answers-post-approval-change-management-protocols-pacmp-revision-1_en.pdf
https://www.ema.europa.eu/en/documents/scientific-guideline/questions-answers-post-approval-change-management-protocols-pacmp-revision-1_en.pdf
https://www.ema.europa.eu/en/documents/scientific-guideline/questions-answers-post-approval-change-management-protocols-pacmp-revision-1_en.pdf

Q.I.e & Q.II.g- Additional regulatory tools- PLCM

Docum. to

Q.Le.6 Introduction of a product lifecycle management document (PLCM) Cond. to be Proced. fvpe
related to the active substance be fulfilled | _ . 4 -1ype
pphe
1,2,3 II
Q.e.7 Changes related to the active substance in line with an approved Cond.to | Docum-to
‘ duct lifecycl td t (PLCM befulfiled | U | Froced- 0P
product lifecycle management documen ) - d | supplied
(a)  Major change to the active substance in line with an approved 1,2,3 II
PLCM
(by  Minor change to the active substance in line with an approved 1 1,2,3 1A
PLCM
(c)  Minor change to the active substance in line with an approved 2 1,2,3 AN
PLCM
(d)  Minor change to the active substance in line with an approved 1,2,3 IB
PLCM
Q.Le.8 Changes to an approved product lifecycle management document Cond. to DocELn. o Proced. type
(PLCM) related to the active substance befulfilled | . 4 -ope
pphe
(a)  Major changes to an approved PLCM II
(b)  Minor changes to an approved PLCM 1,2,3 IB

You can ask questions at slido.com #variations2026
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New scopes for use of PLCM
document in AS/FP

v Q.I.e.6/ Q.I1.g.6:
Introduction of PLCM

v Q.I.e.7/ Q.11.9.7:
Changes to AS/FP in line with PLCM

v Q.I.e.8/ Q.I1.g.8:
Changes to PLCM

Upcoming Q&A

EMA



Q.II.a Changes to description and composition of FP

Docum.
. .. .. . Cond. to Proced.
Q.La.3 Change in the composition (excipients) of the finished product be fulfilled to be type
supplied
(b)  Other excipients
1. Any minor adjustment of the quantitative composition of the 1,2, 4, 1,2,6
finished product with respect to excipients §,9,10
y -
2. Qualitative or quantitative changes in one or more excipients
that may have a significant impact on the safety, quality or
efficacy of the finished product (for example, biological
excipients or a new excipient that includes the use of materials of
human or animal origin for which assessment is required of viral
safety data or TSE risk)
QIlLa.4 Change in coating weight of oral dosage forms or change in weight of | Cond.to | DSV f©
capsule shells befulfilled | _ D€ | Proced-type
P supplied
(a)  Solid oral pharmaceutical forms 1,2,3,4 | 1,2 1A
(b) [ Gastro-resistant pharmaceutical forms where the coating or capsule 1,3,4,5 | IB
shell is a critical factor for the release mechanism
(c)  Modified or prolonged release pharmaceutical forms where the II

coating or capsule shell is a critical factor for the release mechanism

You can ask questions at slido.com #variations2026
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Q.II1.a.3 - removal of biological product type
IT and modification of scope b.2 to focus on

excipient that may have impacton S, Q, E
(e.g. biological excipient or excipient with
viral safety/TSE risk)

Q.I1.a.4 > downgrade gastroresistant to

IB; all other modified or prolonged release
remain type II

EMA



Q.II.b Change to manufacturing/QC sites of FP

QILb.1 Change in the manufacturing site for part or all of the manufacturing Cond.to | Docum.to
process of the finished product (except for batch release and batch be?ﬁlfﬂlg f be Proced. type
control testing sites) ' supplied . e . . .
- — _ b) Remove bio condition, but cond if sterile remains
(a)  Addition or replacement of a site responsible for secondary 1,2 1,7 AN
packaging
‘ c) now single category for all FP manufactured by
(b) :?jﬁ:;ﬁgm replacement of a site responsible for immediate 1,2,3,4 | 1,2,7,8 | TAy novel or comu |eX manufacturing process > type
IN({refer to updated Q&A
() Addition or replacement of a site responsible for any I
manufacturing operation(s) of finished product manufactured by ; ; )
novel or complex manufacturing processes e) Remove default type IT for sterile and blOlOg ical FP
— - - type IB (unless falls under scope c or d)
(d)  Addition or replacement of a site which requires an initial or I
product specific GMP inspection
. \ f) New scope for site of assembly for integral MD
(e)  Addition or replacement of a site responsible for any 1,2,4,5 | IB
manufacturing operation(s) of a finished product 6,7,8
()  Addition or replacement of a site responsible for the assembly of a 1,2,3,4 | 1B
finished product containing an integral medical device 7

Novel or complex manufacturing process in Q.II.b.1 and

Q.IL.b.4

What is understood by "manufactured by novel or complex manufacturing

process” in category Q.II.b.1 (replacement or addition of finished product o
manufacturing site) and in category Q.II.b.4 (change in batch size of the finished
product)? H November 2025

Q.I1.b.2: similar approach as in Q.1.a.1 for FP
QC testing sites

You can ask questions at slido.com #variations2026 passcode: variations
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Q.II.b Change to FP manufacture

QJILb.3 Change in the manufacturing process of the finished product, Cond.to | Docum.to
including an intermediate used in the manufacture of the finished be fulfilled be Proced. type
product supplied
(a)  Minor change in the manufacturing process 1,2,3,4,11,2,3,4 | 1A
56,7,8 | 5,06,7,8,
9
(b)  Major change to a manufacturing process of the finish product that II
may have a significant impact on the quality, safety and efficacy of
the finished product
(¢)  Introduction of a non-standard terminal sterilisation method 1I
(d) Introduction of, or change in, an overage that is used for the active II
substance
(e)  Change in the holding time and/or storage conditions of an 1,6,10 IB
intermediate or bulk product used in the manufacture of the
finished product
| | |
7. Relevant stability studies in accordance with the relevant guidelines have been started with at least one pilot

scale or industrial scale batch. Assurance is given that these studies will be finalised and that the data will be

provided immediately to the competent authorities if outside specifications or potentially outside

specifications at the end of the approved shelf life (with proposed action).

Q.I1.b.4 Change in the batch size (including batch size ranges) of the finished
product

Cond. to
be fulfilled

Docum. to
be
supplied

Proced. type

bj{' novel or complex manufacturing processes ]

(d)  The change relates to all other pharmaceutical forms manufactured ‘

You can ask questions at slido.com #variations2026
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1I

Q.I1.b.3

a) minor changes (cond 1 remove bio but still
IB if sterile); cond 7 modified stability
studies initiated but not required to submit
3 months data upfront

b) Remove default type II for biological FP >
same categories for biologicals and chemical FP
(major changes)

e) new category for change in hold time/
storage conditions for intermediate

Q.I1.b.4
Similar categories as before
d) term of ‘novel or complex

manufacturing process’ used > type II
see updated Q&A

Q.I1.b.5 (IPC)
Section aligned with corresponding AS

(Q.I.a.4)




Q.II.c Control of excipient

QILc.3 Change in source of an excipient or reagent with TSE risk, which is Cond. 1o | Docum. to
v . . . ona. to
used in the manufacture of an active substance or in a finished be fulfilled be Proced. type
product supplied
(a)  Change in the source of an excipient or reagent from a TSE risk 1 1,23 IA
material to a material of vegetable or synthetic origin
(b)  Change in the source of an excipient or reagent which is unlikely to | 1,2 1,3 1A
present any risk of TSE contamination
(¢)  Change in the source of a TSE risk material, or introduction of a i
TSE risk material, not covered by a European Pharmacopoeial TSE
certificate of suitability
(Q.ILc.4 Change in synthesis, manufacturing or recovery of an excipient Cond. to DMEEL © Proced. froe
(when described in the dossier) be fulfilled . rocec. P
' / supplied
{@)  Minor change in synthesis, manufacturing or recovery of an L, 2@ 1,2,3,4 | 1A
excipient
(b)  Change in the manufacturing site, synthesis, manufacturing or Il
recovery of the excipient which may affect the quality, safety or
efficacy of the finished product
{c)  Deletion of one manufacturing process of an excipient 4,5 1 IA
{d)  Addition or replacement of a site responsible for the manufacture 1,2 IB

or testing of an excipient, when required to be described in the
dossier

You can ask questions at slido.com
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Q.II1.c.1- Change in the specification attribute and/or
acceptance criteria of an excipient

v' Aligned with similar sections for AS/FP
Q.II1.c.2- Change in analytical procedure for an excipient

v' Aligned with similar sections for AS/FP

Q.II1.c.3- Change in source of an excipient or reagent
with TSE risk, which is used in the manufacture of an
active substance or in a finished product

v'Categories reworded according to TSE risk rather than
used to manufacture biological product

Q.II.c.4- Change in synthesis, manufacturing or recovery
of an excipient (when described in the dossier)

- Term novel excipient is removed

a) Remove terms of pharmacopeial/novel excipient; add
biological excipient condition (3)

b) Overarching type II for all critical excipients, not just
biologicals

c) new category with new conditions

d) new category

EMA



Q.II.d Control of finished product

Q.II.d.1

QILd.1 Change in the specification attribute and|or acceptance criteria of Cond.to | Docum-te Proced. type Al ignment with corres pon din g sections (See
the finished product be fulfilled supplied o Q I.b 1)
(a)  Change within the specifications acceptance criteria 1,2,4 1,2 IA
(b)  Change within the specification acceptance criteria for finished 1,2, 4 1,2 TAn I ) N eW Cat_eg O ry for Ch ange from routine to
products subject to Official Control Authority Batch Release ski p/pe riodic testin g (a rt 5) 2> Q&A
{g)  Update of the dossier to comply with the provisions of an updated | 1,2,4,6 | 1,2 IAn
general monograph of the Ph. Eur (*). New Note for category (g )
{i)  Change in the testing of specification attribute, from routine to 1,2,7 IB
skip|periodic testing and vice versa
(il  Replacement of a specification attribute with its corresponding 1,2.3,4, | IB
analytical procedure
pra— Q.I1.d.2 (analytical procedures)
Note:
There is no need to notify the competent authorities of an updated general monograph of the European pharmacoposia or a
national pharmacopoeia of a Member State in the case that reference is made to the ‘current edition’ of Ph. Eur. in the dossier of an _Ali i ; ;
authorised medicinal finished product. This variation therefore applies to cases where no reference to the updated monograph of Al Ign ment with Correspond Ing sections
the pharmacopoeia was contained in the technical dossier and the variation is made to make reference to the updated verzion. (See Q I.b. 2)
().I1.d.3 Variations related to real-time release testing in the manufacture of the | Cond. te | Docum to | Proced. I1.d.3
' ' = . Q. L] L}
finished product be fulfilled | be supplied type -
Rewording of scope
Introduction, replacement, or substantial change of a real-time release II
testing procedure .
-Additional note to refer to Q.I.b.3 for

Note: For changes to in-house reference standard|preparation for a biological finizhed product, refer to category Q.1b.3 Change to an chan ges to ref standard S/ prepa rations

in-house reference standard|preparation for a biological active substance.

You can ask questions at slido.com #variations2026 passcode: variations EMA




Q.II.e Container closure

system of finished product

Docum. .
(Q.ILe.l Change in immediate packaging of the finished product bg?ﬂu'.dﬁﬁgd 1o L‘Td Pi;‘zd' Risk related to E&L (9 h|g her for semisolids and
supplie
(a)  Change in qualitative and quantitative composition of an approved ||C|U|d5) and CCI (9 for sterile FP)
container
Composition
1. Solid pharmaceutical forms 1,23 1,2,3,5 | 1A
5 6 a.1) solid > low risk - IA (if sterile / biological > IB)
2. Semi-solid and non-sterile liquid pharmaceutical forms 1,2,45 | IB az) semisolid & medium risk > type IB
3. Sterile liquid finished prod II . .. . .
e A e produte a.3) sterile liquid > higher risk > Type II
4, The change relates to a less protective pack where there are II ) ) )
associated changes in storage conditions and|or reduction in a4) less protective CCS > hlg her risk 2> Type II
shelf life
New container
(b)  Change in type of container or addition of a new container
1. Solid, semi-solid and non-sterile liquid pharmaceutical forms 1,245 | IB bl) SOIId’ SemISO“d, nonsterile ||C|U > medium risk
2. Sterile finished products II ~> Type IB
()  Deletion of a container b.2) Sterile liqu > higher risk > Type II
Deletion of an immediate packaging container that does not lead to - 1,6 IA If device is affected refer to Q.IV
the complete deletion of a strenoth or pharmaceutical form
QIIIIeIz
(Q.ILe.2 Change in shape or dimensions of the container or closure Cond. to Dmﬁ?' © Proced. tv Deletion 01_: existing typ? I for Cha_nge in part that
(immediate packaging) of the finished product be fulfilled supplied roced pe affects delivery as now is covered in Q.IV
(a)  Non-sterile finished products 1,2,3 L3 1A . .
Q.I1.e.3 - Change in any part of the (primary)
— packaging material not in contact with the finished
(b)  Sterile finished products 1,2,3 IB . .
product formulation — no change, except wording

You can ask questions at slido.com #variations2026 passcode: variations of ‘needle shield’ deleted EMA



Q.II.e Container closure system of finished product

Q.I1.e.4 - Change in the specification attribute and/or acceptance criteria of CCS

-align with corresponding AS category, + Doc deleted: No need to request batch analysis for CCS
Q.II.e.5- Change in test procedure for CCS

-align with corresponding AS category, + Deletion of bio condition for (b) as it is not relevant for CCS
Q.II.e.6- Change in pack size of the finished product

c) Fill volume of parenteral: delete specific wording of biological FP- type II

e) new category for calendar pack (IAin) (art 5)

Q.I1.e.7 - Change in manufacturer, sterilisation process or supplier of packaging components (when mentioned in the
dossier)

b) New category for sterilisation site / process (IB)
-Remove reference to devices suppliers from this category (now in Q.IV)

Q.I1.e.8 - Change of a secondary packaging component of the finished product (including replacement or addition or
deletion), when mentioned in the dossier

- New section (type IA)

You can ask questions at slido.com #variations2026 passcode: variations @ EMA



Q.II.f.1 change to shelf life/storage condition of FP

Cond.to | DO | proced
Q.Lf1 Change in the shelf life or storage conditions of the finished product Py be )
= be fulfilled supplied tvpe
{a)  Reduction of the shelf life of the finished product
L. As packaged for sale 1,6 1,2,3,4 | lAn
2. After first opening 1,6 1,2,3, 4 | LAy
3. After dilution or reconstitution 1,6 1.2,3. 4 | IAy
(b}  Extension of the shelf life of the finished product
1. As packaged for sale (supported by real time data, fully in line 3,45 1,2,3 AR
with the stability protocol)
2. After first opening (supported by real time data) 1,2,3 IB
3. After dilution or reconstitution (supported by real time data) 1,2,3 IB
4. Extension of the shelf life of the finished product based on II
extrapolation or stability modelling not in accordance with
relevant stability puidelines
5. Extension of the shelf life of the finished product based on 1,2,3 IB
extrapolation of stability data in accordance with relevant stability
ouidelines
{¢)  Change in storage conditions of a biological finished product 1I
{(d)  Change in storage conditions of the finished product or the diluted| 1,2,3 IB
reconstituted product
¢} Change to an approved stability protocol of the finished product 1,2 1,4 IA

You can ask questions at slido.com #variations2026
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a) Reduction of shelf life via type IA only if new cond/doc
requirements are fulfilled

b) Extension shelf life

1. packaged supported by real time data / fully in line with

protocol downgraded to type IA only for immediate

release film coated tablets, type IB for others Chem,

biological, herbals (cond 3,4)

2. no change - IB

3. no change - IB

4. Extension based on extrapolation or modelling (not in

accordance with GL) - high risk &> type II

5. Extension based on extrapolation or modelling (in

accordance with GL) 2 medium risk > type IB (downgrade
for biologicals)

c) Storage conditions

1. for biologicals - still type II (remove wording about
protocol)

d) for other FP/diluted FP- IB as before

New conditions (3, 4, 5, 6)
Doc 1: real time data on 3 batches to support var

Note on extrapolation not allowed for biologicals deleted

EMA



Q.III.1 CEP

No upgrading of variation scopes by default,

QL1  Submission of a new or updated Ph. Eur. certificate of suitability or they are still type IA ‘do & tell’.
deletion of Ph. Eur. certificate of suitability: Cond. 1o Bocum
— for an active substance : © | Proced. - i i i
— for a starting material/reagent/intermediate used in the ﬁd[l:‘:fled sum Iifcd type Merg"?g of scopes to simplify and improve
manufacturing process of the active substance PP readability.
— for an excipient
(a) European Pharmacopoeial certificate of suitability to the relevant Ph. A Note has been included to
Eur. Monograph (*) explain situations in which additional
1. New certificate of suitability (CEP) (including replacement or 1,23, 1,2,3, [An variations are required.
addition) 4,569 | 4
2. Update of an approved certificate of suitability (CEP) 1,2, 3, 1,2, 3, IA
459 |4 Condition 1: strengthened to put emphasis
3. Deletion of certificate(s) of suitability (CEF) 8 2 1A on MAH/FPM I"eSpOI’]S_IbI“tIeS an.d. include
reference to change in composition(API-
4. New certificate of suitability (CEP) for a non-sterile active 1,2, 3, IB M iX) .
substance that is to be used in a sterile finished product, where 4,5 Conditions 2&3: revised for better clarity.
water is used in the last steps of the synthesis and the material is
not claimed to be endotoxin free
5. New or updated certificate of suitability (CEP) for a herbal active 1,2,46 | IB ;
substance Doc 1: Letter of access for CEP 2.0 is

included in documentation 1.

Doc 2: Added more detailed explanation
(CTD dossier sections expected), in line with
QWP Q&A on how to use a CEP in the
context of a MAA or a MAVW.

Doc 5: Reference to the active substance

\ itself included.

/{‘J Note: For active substances supported by a certificate of suitability (CEP), a separate variation is required under category Q.L scope in

the following scenarios:

— o register or amend sites (e.g. micronisation or controltesting sites) if these sites are not included on the CEP (Q.La),

— o register or amend in-house analytical procedures used by finished product manufacturer if these analytical procedures are not
included on the CEP (Q.Lb),

— o register or amend a re-test period if the re-test period is not included on the CEP {Q.Ld).




Q.III.1 TSE certificate

Q.IL1  Submission of a new or updated Ph. Eur. certificate of suitability or
deletion of Ph. Eur. certificate of suitability:
— for an active substance
— for a starting material/reagent/intermediate used in the
manufacturing process of the active substance
— for an excipient

Cond. to
be
[ulfilled

Docum.
to be
supplied

Proced.

type

(b) European Pharmacopoeial TSE certificate of suitability for an active
substance/starting material/reagent/intermediate/or excipient

1.

New TSE certificate for an active substance (including
replacement or addition)

4,7

New TSE certificate for a starting material[reagent/
intermediate/excipient (including replacement or addition)

4,7

Update of an approved TSE certificate

4,7

Deletion of TSE certificate(s)

New[updated TSE certificate using materials of human or animal
origin for which an assessment of the risk with respect to
potential contamination with adventitious agents is required

I

Conditions

4. The manufacturing process of the active substance, starting material/reagent/intermediate does not

include the use of materials of human or animal origin for which an assessment of viral safety data is

required, or if it does, the update of the CEP[TSE Certificate is only due to administrative changes.

6. The active substance starting materialreagent/intermediate /excipient is not sterile.

Documentation

Condition 4 revised for updates

Condition 6 deleted for new
certificates_“sterile AS" could be IA

variations

EMA



Q.III.2 Change to comply with Ph. Eur. or with a
national pharmacopoeia of a Member State

L2 Change to co with Ph. Eur. or with a national pharmacopoeia of a

8¢ mp p op D
Member State for active substances, reagents, intermediates, excipients, | Cond.to m::"‘ | Proced. Category title and Q.III.2.a.2 scope
ET;‘?’:,JE"“"“M materials and active substance starting befulflled | uppliea | P were revised to include reference to

—_— reagents, intermediates, excipients,

(a)  Change of specification(s) of a former non-EU Pharmacopoeial immediate packaging materials and

substance to fully comply with the Ph. Eur. or with a national : ! :

pharmacopoeia of a Member State active substance starting materials.

1. Active substance 1,2,3,4 | 1,2,3,4 | IAn Changes in FP should not be

submitted under this category but as
2. Excipient/active substance starting material freagent/ 1,2,3,4 [ 1,2,3,4 | 1A Q.II.d.
intermediate/immediate packaging material

(b)  Change to comply with an update of the relevant monograph of the 1,2, 4 1,2,3,4 | 1A

Ph. Eur. or national pharmacopoeia of a Member State
() Change in specifications from a national pharmacopoeia of a Member | 1, 4 1,2,3,4 | 1A

State to the Ph. Eur.
(d)  Change related to a herbal active substance or herbal starting material 1,2,3, 4, | IB

’ Condition 4 revised

Conditions

“Suitability of the method has been

confirmed” instead of “additional

4. Suitability of the new or changed pharmacopoeial analytical procedure has been confirmed under the

actual condition of use.

validation of the method is not

required”

Documentation You can ask questions at slido.com

#variations2026
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Q. Quality Changes - Herbal medicinal products

« Herbal active substances are multi-component mixtures

« Herbal medicines have complexity and variability, which is reflected in how variations are notified and
assessed

« THMPs are not within the scope of the EC Regulation 1234/2008
« Variations guideline does not include THMPs.

« CMDh agreed to apply the Variation Regulation by analogy, in case MRP/DCP had been used for registration
of a THMP (CMDh/287/2013/Rev.1).

« The same risk-based approach with CHE/BIO: downgraded when it was scientifically justified

You can ask questions at slido.com  #variations2026 passcode: variations EMA



Q.I.a.1- AS Manufacturing site

Addition or replacement of a manufacturing site of an active 3
substance or intermediate

« (a)and (c): Type IAIN /IA onlyif Condition 1 (new

updated with herbal substance)

1. For starting materials, the specifications and analytical procedures are identical to those already approved.

Addition or replacement of a manufacturing site of an active
substance or intermediate that requires significant update to the
relevant active substance section of the dossier, e.g. where a
substantially different route of synthesis or manufacturing
conditions is used, which may have a potential to change important
quality characteristics of the active substance, such as qualitative
and|or quantitative impurity profile requiring qualification, or
physico-chemical properties impacting on bioavailability

For intermediates and active substances the specifications (including in process controls, analytical

I procedures), method of preparation (including batch size) and detailed route of synthesis are identical to
those already approved.
For herbal active substances, the geographical source, production of the herbal starting material herbal
substance and the manufacturing process of the herbal active substance are the same as those already
approved.

« Same geographical source of herbal substance

Addition or replacement of a manufacturing site of a starting 1,2,3
material used in the manufacture of the active substance or reagent
required to be mentioned in the dossier

You can ask questions at slido.com #variations2026

« Same manufacturing process for the herbal substance
1,2,3,4, | IA

Documentation 2 :

..... For herbal active substances, a declaration that the
geographical source, production of the herbal starting
material/herbal substance and the manufacturing process of
the herbal active substance are the same as those already

approved.

passcode: variations otherwise Type IB EMA



Q.I.a.1- AS Manufacturing site

(¢) | Addition or replacement of a new herbal starting material supplier 1,456, @ - (e): specific scope for herbal starting material or active
of of a new herbal active substance manufacturing site using the 7.8 _ . )
same or different plant production (ie. cultivated or wild collection) substance, with two additional documentation

» requirements (type IB)

« New term: plant production (updated GACP)

« Documentation requirements: 1,4,5,6,7,8 (new):
. New herbal substance supplier
. »+ comparison of specification, critical quality !
. attributes |

« GACP-confirmation

7. For herbal starting material, a detailed comparison regarding specifications and critical quality attributes of

! the herbal starting material.
__________________________________________________________________________ For herbal active substance, a detailed comparison regarding specifications and critical quality attributes

-------------------------------------------------------------------------------- (e.g. for extracts: reference to the herbal starting material (incl. scientific binominal name and plant part),
New herbal active substance manufacturer physical state, extraction solvent (nature and concentration), drug extract ratio (DER) and manufacturing

| . comparison of s peci fication. critical quality ! process (including a stepwise comparison of all manufacturing steps in tabular format).

| ’ !

. attributes i

i« detailed compa rison of p hys ical state , 8. For herbal starting material supplier, a GACP declaration from the new supplier (and updated QP

extraction solvent, DER and manufacturin g declaration if the new supplier is also involved in the herbal active substance manufacture).
process covering all steps
« QP-declaration for all manufacturers involved

Tommmmmeoes YOU tan-ask-questions at sndo. corm ~~ - #variations2026 -~ " "passcude: variations E M ‘\



Q.I.a.2 Change in AS manufacturing process

(Q.La.2  Change in the manufacturing process of the active substance, Cond. 1o | DoCum.
i.l!.l’f.‘ﬂl.llfdiﬂlf fo an active substance or starting materials for be?:]ﬁﬂe d n..mt:Iipd Proced. type o ( a) classification uncha nged - IA;
= Condition 2 updated for more clarity:
. ) . . i 7 1 . .
(a)  Minor change in the manufacturing process é 23,4 | 12,34 | 1A “...the geographical source, production of the
) herbal starting material/herbal substance and
(b)  Major change to the manufacturing process which may have a II the manufacturing process of the herbal
significant impact on the quality, safety or efficacy of the finished active substance remain the same”
product
rH P - oo T R A (c) Downgraded to IB instead of II
c hange in the geographical source of a herbal starting material and| 2,3, 4, . . . )
or production of a herbal substance 5 Documentation requirements: 1, 2, 3, 4, 5
(new)
(dy  Minor change to the restricted part of an Active Substance Master 1,2,3,6 | IB
File
{e)  Deletion of a manufacturing process 6, 7 1 IA
v

4. Adeclaration from the marketing authorisation holder that an evaluation has been performed and the
minor changes do not impact the quality, safety or efficacy of the active substance/finished product (e.g.
minor amendments to process description without actual process change, such as details of reagents (e.g.
buffers, media preparation). For herbal starting materials|active substances, this evaluation should include a
detailed comparison regarding quality determining process characteristics (e.g. for extracts: extraction time,
temperature, pressure).

. _ i o tone205 5. In the case of herbal starting materials, an updated GACP declaration and a declaration from the marketing
You can ask questions at slido.com  #variations2026  passcofoyRHRNY idlder that the manufacturing process of the herbal active substance remains the same.




Q.I.b.1 Change in AS control

Q.Lb.1 Change in the specification attribute and/or acceptance criteria of an Cond. ¢ Docum. to
active substance, starting material/reagent/intermediate used in the bcﬁfﬂlfﬂ]s p be Proced. type
manufacturing process of the active substance supplied
(h)  Change outside of the specification acceptance criteria for starting 1,2,4,5 | IB

material/reagent/intermediate

(i) ~ Change in specification attribute for the active substance from 1,2,3,4, | IB
in-house to a non-official Pharmacopoeia/Pharmacopoeia of a third 5
country where there is no monograph in the European
Pharmacopoeia or the national pharmacopoeia of a Member State

Change of the analytical marker or widening of the acceptance 1,2,3,4, | IB
criteria of the analytical marker (other extracts) for a herbal active 5
substance

< >

* (j) new specific scope for herbal active substance
(applicable for other extracts); type IB
« Documentation requirements: 1,2,3,4,5 (= CHE)

You can ask questions at slido.com #variations2026 passcode: variations EMA



Q.II.f.1Change in the shelf-life or storage conditions of

the FP

. e " : Cond.to | DOCUMT0 | ped
QIfl Change in the shelf life or storage conditions of the finished product be fulfiled sup];:relied type

()  Reduction of the shelf life of the finished product

1. As packaged for sale 1,6 1,2,3,4 | [An

2. After first opening 1,6 1,2,3,4 | 1A

3. After dilution or reconstitution 1,6 1,2,3,4 | IAL
(b)  Extension of the shelf life of the finished product

5 1,2,3 [Ap

with the stability protocol)

[ L

As packaged for sale (supported by real time data, fully in line ]

You can ask questions at slido.com #variations2026
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New condition 4 : Product is not a biological or
herbal finished product

Therefore variation would be a Type IB
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Q.II1.1. CEPs

JILL  Submussion of a new or updated Ph. Eur. certificate of suitability or
bmission of pdated Ph ifi f suitability
deletion of Ph. Eur. certificate of suitability: d
— for an active substance lelf' to DE:E?' Proced.
— for a starting material/reagent/intermediate used in the fulfilled sapplicd type
manufacturing process of the active substance
— for an excipient
(a) European Pharmacopoeial certificate of suitability to the relevant Ph. (a.5) new specific scope for herbal
Eur. Monograph (¥) CEPs
Type IB # type IA (CHE)
5. New or updated certificate of suitability (CEP) for a herbal active 1,2,4,6 |IB Documentation requirements: 1, 2,
substance 4, 6 (new)
v
6. For herbal active substances a detailed comparison regarding specifications and critical quality attributes

(e.g. for extracts: reference to the herbal starting material (incl. scientific binominal name and plant part),

physical state, extraction solvent (nature and concentration), drug extract ratio (DER) and manufacturing
process (including a stepwise comparison of all manufacturing steps in tabular format).

You can ask questions at slido.com  #variations2026 passcode: variations
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Q.III.2. Monograph

Q.IL2 Change to comply with Ph. Eur. or with a national pharmacopoeia of a D
Member State for active substances, reagents, intermediates, excipients, | Cond. to OCEE“ © | Pproced.
immediate packaging materials and active substance starting be fulfilled lied type
i supphe
materials (¥)
(a)  Change of specification(s) of a former non-EU Pharmacopoeial
substance to fully comply with the Ph. Eur. or with a national e
pharmacopoeia of a Member State (d) new specific scope for herbal API or
SM
1. Active substance 1,2,3,4 | 1,2,3,4 | Ay Type IB # type IA (CHE)
Documentation requirements: 1, 2, 3, 4,
2. Excipient/active substance starting material/reagent| 1,2,3,4 [ 1,2,3,4 | 1A 5 (new)
intermediate/immediate packaging material
(b)  Change to comply with an update of the relevant monograph of the 1,2,4 1,2,3,4 | 1A
Ph. Eur. or national pharmacopoeia of a Member State
()  Change in specifications from a national pharmacopoeia of a Member | 1, 4 1,2,3,4 | 1A
State to the Ph. Eur.
s
(d)  Change related to a herbal active substance or herbal starting material 1,2,3,4, | IB
5
v
5. For herbal active substances/herbal starting materials a detailed comparison regarding their characteristics

(e.g. for extracts: reference to the herbal starting material (incl. scientific binominal name and plant part,
physical state extraction solvent (nature and concentration), drug extract ratio (DER) and the

You can ask questions at slido.com #variations2026
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Q.IV.1 Changes to a device co-packaged with the medicinal
product or referenced in the product information

Q.IV.1 Changes to a device co-packaged with the medicinal product or Cond. to DGCE:L 1o Proced. type L
referenced in the product information be fulfilled supplied TO be u Sed fo ra d d ition , re p I aceme nt’
(a)  Addition or replacement of a co-packaged device or referenced 1,2,3,5 |1,2,3 LA deletlon or Cha nges to Co_packaged or
device
referen vices.
(b) Addition, replacement or other changes of a co-packaged or I erere Ced d evices
referenced device that may have a significant impact to the delivery,
quality, safety and/or efficacy of the medicinal product
(c)  Deletion of a co-packaged or referenced device 3,4,5 1,4 LA If CcO nd |t|0 ns are not met, or |f the
(d) Minor change for a co-packaged device or referenced device that 3,5 1 1A ch ange d O€s h ave a pOte ntia | im pa ct
does not impact the delivery, quality, safety and|or efficacy of the i i
medicinal product or the usability of the device on : the delive Yy, ) q ual Ity’ Safety,
efficacy or usability, it should be
Conditions c
submitted as IB
1. The change does not have a significant impact on the delivery, quality, safety andor efficacy of the
medicinal product or the usability of the device.
2. Compatibility studies have been finalised and the device is compatible with the medicinal product.
3. The change should not lead to substantial amendments of the product information.
4. The medicinal product can still be safely and accurately delivered.
5. There is no impact to the Risk Management Plan of the medicinal product.
Documentation
1. Amendment of the relevant section(s) of the dossier, including description, drawing and composition of the
device material, compatibility and usability studies as appropriate.
It does not apply for referenced
2. For the addition or replacement of a'co-packaged medical device, evidence that relevant standards have

devices. More information in the Q&A

been met e.g. EU declaration of conformity or, where applicable, EU certificate, or other appropriate
documentation such as summary information confirming compliance with relevant General Safety and
Performance Requirements.

You ran mlodenaakian feddrbd ek sdayind corputibilia bisiike Gs apprapatscode: variations E M A

4.

Justification for the deletion of the device.



Q.IV.2 Changes to an integral

Q.IV.2  Changes to an integral medical device (part)

Cond. To
be fulfilled

Docum.
To be
supplied

Proced. Tvpe

(a)

Addition or replacement of an integral device (part) or major
change to the materials and|or design and|or performance
characteristics of an integral device which may have a significant
impact on the delivery or the quality, safety, or efficacy of the
medicinal product

I

Addition or replacement of an integral device (part) which does not
have a significant impact on the performance, delivery, quality,
safety or efficacy of the medicinal product

B

Deletion of an integral medical device (part) that does not lead to
the complete deletion of a strength or pharmaceutical form

[An

Change of a material of a device (part) not in contact with the
medicinal product

A

Change of a material of a device (part) in contact with the medicinal
product that does not have a significant impact on the
performance, safety, quality or efficacy of the medicinal product
and does not contain materials of human or animal origin for
which assessment is required of viral safety data or TSE risk

[B

Addition or replacement of a supplier/manufacturer of an existing
device (part)

W
(=23

Addition or replacement of a site responsible for sterilisation of the
device (part) and/or change to the sterilisation process of the device
{part) when supplied as sterile

You can ask questions at slido.com

Other minor change to an integral device (part)

#variations2026
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medical device (part)

To be used for addition, replacement,
deletion or any other change excluding
changes in specification attributes or
analytical procedures that have its own
scopes in Q.IV.3.

Site responsible for the assembly of the
device should be submitted under
Q.ll.b.1.f

Deletion of supplier is under E.5

When the sterilization is done by the
manufacturer of the medicinal product
as part of the manufacturing process,
a scope under Q.II.b should be used

EMA

=
=




Q.IV.2 Changes to an integral medical device (part)

Conditions

1.  The medicinal product can still be safely and accurately delivered.

2. The remaining product presentation(s) must be adequate for the dosing instructions and treatment duration
as mentioned in the summary of product characteristics.

3. The change has no impact on the performance, delivery, safety or quality of the finished product. The
functionality must remain the same.

Documentation
4. There is no substantial amendment of the product information.
1.  Amendment of the relevant section(s) of the dossier, including revised product information as appropriate.
5. There is no change to the device (part).
P ler! ; i " fisari 2. Justification for the absence of a Notified Body opinion/EU certificate/EU declaration of conformity, based
' € supplier/manufacturer does nat periorm sterfisaton. on the risk-assessment performed, which concluded that the proposed change has no significant impact on
‘ the medicinal product.
; 3. The results of stability studies that have been carried out under ICH conditions, on the relevant stability
In case of minor cha nges to the parameters, on at least two pilot or industrial scale batches, covering a minimum period of 3 months, and
device with no Slg nificant im pact on an assurance is given that these studies will be finalised, and that data will be provided immediately to the
o ) - - competent authorities if outside specifications or potentially outside specifications at the end of the
the medicinal pr0dUCt, a JUStlflcatlon approved shelf life (with proposed action).
for the absence of a NBOp/EU
- ; 4. Where appropriate, proof must be provided that no interaction between the medicinal product and the
certificate based on the im paCt device (part) occurs {e.g. no migration of components of the proposed material into the content and no loss
assessment can be acce pta ble. of components of the product into the device), including confirmation that the material complies with
See Q QA relevant pharmacopoeial requirements or legislation of the Union on plastic material and objects in contact
with foodstuffs.
Comparative data on permeability e.g. for O,, CO, moisture should be provided as appropriate.
5. Ewidence that the sterilisation has been conducted and validated in accordance with GMP and[or relevant

180 standards, as per guideline on the sterilisation of the medicinal product, active substance, excipient and
primary container.

You can ask questions at slido.com  #variations2026 passcode: variati

Description of the sterilisation method and sterilisation cycle. Validation of the sterilisation cycle should be
provided if it does not use the reference conditions stated in Ph. Eur..



Q.IV.3 Changes to the dimensions, specification
attributes and/or acceptance criteria or analytical
procedures for an integral medical device (part)

().IV.3  Changes to the dimensions, specification attributes and|or ) Docum. to
. s u . . Cond. o
acceptance criteria or analytical procedures for an integral medical | | . o be Proced. type
device (part) supplied
{a}  Minor change to the dimensions of a medical device (part) 1,23 1 1A
(b)  Change to the specification for a medical device (part) thar is not
part of the final product specifications
1.  Change to the specification acceptance criteria, including 1,2,45 |1 1A
amendments to more accurately describe the appearance
2. Addition of a new specification attribute with its 128 1,2,3 1A
corresponding analytical procedure
3. Replacement of a specification attribute with its 1,2,3 IB
corresponding analytical procedure
4. Change outside of a specification acceptance criteria or 1
deletion of a specification attribute that has a significant
impact on the quality, safety, performance or usability of the
device
{c)  Change to an analytical procedure for the medical device (part)
1.  Addition, replacement or other change to an approved 1,6 1,2, 4 1A
analytical procedure
2. Deletion of an analytical procedure if an alternative an 1.7 1 1A

analytical procedure is already authorised

=

Major change in dimensions

would be a change in design
under Q.IV.2.a (type II)

Q.IV.3 is only applicable to
specifications and analytical
procedures for the medical device
(3.2.P.7).

Analytical procedures and
specifications that are part of the final
product specification and control
strategy (3.2.P.5) should be classified
under the appropriate Q.Il.d category.

EMA



General principles

 Changes to medical devices should be submitted under the
appropriate Q.IV classification, even if the medical device also acts
as container closure system.

« For clarification in which cases an EU certificate/Notified Body
Opinion is needed, please consult the Q&A for applicants, marketing
authorisation holders of medicinal products and notified bodies
regarding medicines used in combination with medical devices and
consultation procedures for certain medical devices

« For dossier requirements please consult QWP-BWP Guideline on
medicinal products used with a medical device. Any information
that is not a requirement should not be included in the
dossier. If included, it would need to be maintained through the
appropriate variations.

You can ask questions at slido.com #variations2026 passcode: variations EMA



https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/questions-answers-implementation-medical-devices-vitro-diagnostic-medical-devices-regulations-eu-2017-745-eu-2017-746_en.pdf
https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/questions-answers-implementation-medical-devices-vitro-diagnostic-medical-devices-regulations-eu-2017-745-eu-2017-746_en.pdf
https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/questions-answers-implementation-medical-devices-vitro-diagnostic-medical-devices-regulations-eu-2017-745-eu-2017-746_en.pdf
https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/questions-answers-implementation-medical-devices-vitro-diagnostic-medical-devices-regulations-eu-2017-745-eu-2017-746_en.pdf
https://www.ema.europa.eu/en/documents/regulatory-procedural-guideline/questions-answers-implementation-medical-devices-vitro-diagnostic-medical-devices-regulations-eu-2017-745-eu-2017-746_en.pdf
https://www.ema.europa.eu/en/documents/scientific-guideline/guideline-quality-documentation-medicinal-products-when-used-medical-device-first-version_en.pdf
https://www.ema.europa.eu/en/documents/scientific-guideline/guideline-quality-documentation-medicinal-products-when-used-medical-device-first-version_en.pdf
https://www.ema.europa.eu/en/documents/scientific-guideline/guideline-quality-documentation-medicinal-products-when-used-medical-device-first-version_en.pdf
https://www.ema.europa.eu/en/documents/scientific-guideline/guideline-quality-documentation-medicinal-products-when-used-medical-device-first-version_en.pdf

Q&A on combination products

The Q&A has been updated to include the reference to the updated Variations guidelines and
clarify in which cases a EU certificate/Notified Body Opinion is needed. Those are listed under
section 4 Lifecycle management:

Question 4.1 Will I need to provide a (new or updated) EU declaration of conformity/certificate of conformity issued
by a notified body/notified body opinion if there are changes to the device (or device part) after the initial
marketing authorization

Question 4.2 How should I submit changes to the terms of the Marketing Authorisation following changes to the
device (or device part)?

For minor changes to the integral device (or device part) that do not impact the quality, safety or
performance of the device (part) or the intended use of the device, the MAH should assess and provide a
justification (based on a risk-assessment) whether the change has no significant impact on the
device to justify the absence of a NB opinion; otherwise, proof of compliance with the MDR should be
provided.

In case of groupings of multiple minor changes to the device, the accumulation of changes may have a
greater impact and warrant the request of a NBOp.

@ EMA



Q&A on combination products

As a guiding approach, a new or revised notified body opinion (or for class I (excluding Im and Is),
MAH’s GSPRs compliance statement for the device part of an iDDC) is:

1. required when a new device is introduced with a line extension or variation;
2. expected when major changes are introduced to an existing device, such as:
= change to its design
= addition or replacement of an integral device (part)
= change to its performance characteristics

= change to its intended purpose such as a different patient population and/or new
user (e.g. home versus hospital setting) and/or new usability study, and/or
significantly different instructions for use.

which may have a significant impact on the delivery or the quality, safety, or efficacy of
the medicinal product.

3. expected in case of changes to the medicinal product which may impact the performance
or safety of a device, for example the introduction of a new finished product formulation
resulting in different viscosity significantly affecting device performance.
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Q.V & M - Changes to PMF variations

Q.V.a.1 Inclusion of a new, updated or amended PMF (Plasma Master File)

o d) PMF 2nd step procedure from IA;, to IA when changes do not affect the properties of the finished product - New doc 5: Updated product

information if required by national legislation

Change from D. to M and reduction from 23 categories to 16. NO CHANGES TO VAMF (Viral Antigen MF) scopes.

M.4 Addition or relocation of a blood/plasma collection centre within a
blood establishment already included in the PMF

a) Relocation downgraded from IB to IA, with 3 new conditions (same
legal entity, inspected, same quality system)

M.5 Deletion or change of status (operational/non-operational) of
establishment/centre(s) used for blood/plasma collection or in the
testing of donations and plasma pools

M.7 Addition or relocation of a centre/laboratory for testing of donations
and/or plasma pools within an establishment already included in the PMF

Combined D.10 to D.13 in M.9: Changes of an establishment or centre in
which storage of plasma is carried out or organization involved in the
transport of plasma

Combined D.14 - D.16 into M.10: Addition or replacement of blood and
plasma tests

Combined categories D.17-D.18 into M.11: Change of inventory hold
procedure

M.12 Addition or replacement of blood containers (e.g. bags, bottles)

c) Change from non-operational to operational: new scope type IB
when epidemiological data has not been annually submitted or there
have been other than administrative changes in blood centres

a) Relocation downgraded from Type IB to IA with 3 new conditions
(same legal entity, inspected, same quality system)

a) Relocation downgraded to Type IA, with 3 new conditions (same
legal entity, inspected, same quality system)

b) New scopes for Minipools (NAT) - CE-marked (Type IA) & non CE-
marked (Type II)

Removal of inventory hold period or reduction in its length: from type
IB to IA

b) New scope IB: non CE-marked, no impact on quality. Doc.: proof of
equivalent Quality and anticoagulant solution complies w/ Ph. Eur

You can ask questions at slido.com #variations2026
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Chapter C
Clinical (Safety/Efficacy/PhV)



C. Safety, Efficacy, Pharmacovigilance Changes

- Mainly minor revisions New category Old category
- Clarifications, incorporation of Article 5 C.1 C.I.1
recommendations C.2 C.I.2
- Redundant categories deleted C.3 (revised) C.I.3
« Section C.II for veterinary products removed C.4 C.I.4
yen C.5 C.I.5
« Roman numeral “I” removed for human products,
resulting in new classification codes for all variation C.6 C.I1.6
categories C.7 C.I.7
C.8 C.1.8
C.9 (revised) C.I.11
C.10 C.I.12
C.11 (new)
C.12 (revised) C.I.13

You can ask questions at slido.com #variations2026 passcode: variations EMA



News and revisions (1)

C.3

« Clarifications made that this category also covers PRAC recommendations and other joint

recommendations of the EU competent authorities

« Type IB classification (C.3.b) added for implementation of changes that require minor
assessment — previously widely used “z” classification

C.3  Change(s) in the summary of product characteristics, labelling or package
leaflet intended to implement the outcome of a procedure concerning

PSUR or PASS, or the outcome of the assessment done by the competent Cond. 1o | Docum.to | o .
authority under Article 45 or 46 of Regulation (EC) No 1901/2006, or the | | " /sy be type :
outcome of a PRAC signal recommendation, or to adapt to a joint supplied P
recommendation of EU competent authorities (e.g. a Core SmPC, or

following the assessment of an Urgent Safety Restriction etc.)

(a) Implementation of the agreed wording 1 1,2 LA

Implementation of the agreed wording that requires additional minor

assessment (e.g. translations are not yet agreed upon)

(c) Implementation of change(s) which require to be turther substantiated
by new additional data to be submitted by the MAH

Il
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News and revisions (2)

Cc.9

« Type IA classification clarified to emphasize that the scope is to implement a previously
conducted assessment (in previous guideline: "agreed wording")

« Type IB classification added for various changes that require minor assessment

C.9 Introduction of, or change(s) to, the obligations and conditions of a Cond. to DD{EL"' | Proced.
marketing authorisation, including the risk management plan be fulfilled supplied type
(a)  Implementation of changes to reflect the outcome of previous 1 1,2 1Ay

assessment

Implementation of changes which require additional minor assessment
(e.g. change to the due date of obligations and conditions of a
marketing authorisation and required pharmacovigilance activities in

the risk management plan, including changes to the due date of study
milestones, and template updates)

mplementation of change(s) which require to be turther substantiated
by new additional data to be submitted by the holder where significant
assessment by the competent authority is required

You can ask questions at slido.com  #variations2026 passcode: variations
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News and revisions (3)

C.11

« New type IB category for Package Leaflet user test, based on art 5 recommendation.

C.12

« Bioequivalence studies explicitly mentioned in the scope for clarification

« Further clarification made that this category is intended for variations where no product

information revision is proposed by the MAH

(.12 Other variations not specifically covered elsewhere in this Annex which | ]
involve the submission of studies, including bioequivalence studies, to Cond. to CociL, Proged.
mvo ) ’ 8 qu be fulfilled | be supplied type
the competent authority
II
Note:  This variation scope includes the submission of studies where no changes to the summary of product characteristics, labelling or

package leaflet are initially proposed by the MAH.

In cases where the assessment by the competent authority of the data submitted leads to a change of the summary of product
characteristics, labelling or package leaflet, the relevant amendment to the summary of product characteristics, labelling or

package leaflet is covered by the variation.
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@ EMA

EUROPEAN MEDICINES AGENCY

EMA/CMDh
Q&As and Guidance

Susanne Winterscheid, CMDh member and VRWP
chair, BfArM, Germany

Brian Dooley, Pharmaceutical Quality Office, EMA

Gernot Hirn, QWP member, Austria




EMA/CMDh Q&As and guidance to support
implementation of revised variations guidelines

New & revised guidance:
o EMA/CMDh Guidance on the application of the revised variations framework (June/25 and Sep/25)
o Update of CMDh guidance documents to reflect new Variation Guidelines (Oct/25)
o Q&A on skip testing (Oct/25)

o Q&A on novel or complex manufacturing process (Nov/25)

o EMA’s post-authorisation guidance e.q.:

-  Type IA/IB/II/Extension applications/grouping of variations (Nov/25)
-  Classification of changes: Q&A (Nov/25)

o Q&A regarding medicines used in combination with medical devices and consultation procedures by notified
bodies (Nov/25)

o Guidance on stability testing for applications for variations (December 2025)

o Guidance on Post-Approval Change Management Protocol (PACMP) (December 2025)

Additional guidance upcoming:

o Guidance on Product Lifecycle Management document (PLCM) (expected in January 2026)
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https://www.ema.europa.eu/en/guidance-application-revised-variations-framework
https://www.ema.europa.eu/en/guidance-application-revised-variations-framework
https://www.hma.eu/human-medicines/cmdh/procedural-guidance/variation/revised-variations-framework.html
https://www.hma.eu/human-medicines/cmdh/procedural-guidance/variation/revised-variations-framework.html
https://www.hma.eu/human-medicines/cmdh/procedural-guidance/variation/revised-variations-framework.html
https://www.ema.europa.eu/en/human-regulatory-overview/research-development/scientific-guidelines/quality-medicines-qa-introduction/quality-medicines-questions-answers-part-2
https://www.ema.europa.eu/en/human-regulatory-overview/research-development/scientific-guidelines/quality-medicines-qa-introduction/quality-medicines-questions-answers-part-2
https://www.ema.europa.eu/en/human-regulatory-overview/research-development/scientific-guidelines/quality-medicines-qa-introduction/quality-medicines-questions-answers-part-1
https://www.ema.europa.eu/en/human-regulatory-overview/research-development/scientific-guidelines/quality-medicines-qa-introduction/quality-medicines-questions-answers-part-1
https://www.ema.europa.eu/en/human-regulatory-overview/research-development/scientific-guidelines/quality-medicines-qa-introduction/quality-medicines-questions-answers-part-1
https://www.ema.europa.eu/en/human-regulatory-overview/research-development/scientific-guidelines/quality-medicines-qa-introduction/quality-medicines-questions-answers-part-1
https://www.ema.europa.eu/en/human-regulatory-overview/research-development/scientific-guidelines/quality-medicines-qa-introduction/quality-medicines-questions-answers-part-1
https://www.ema.europa.eu/en/human-regulatory-overview/post-authorisation/
https://www.ema.europa.eu/en/human-regulatory-overview/post-authorisation/
https://www.ema.europa.eu/en/human-regulatory-overview/post-authorisation/
https://www.ema.europa.eu/en/human-regulatory-overview/post-authorisation/
https://www.ema.europa.eu/en/human-regulatory-overview/post-authorisation/
https://www.ema.europa.eu/en/human-regulatory-overview/post-authorisation/
https://www.ema.europa.eu/en/human-regulatory-overview/post-authorisation/variations-including-extensions-marketing-authorisations/
https://www.ema.europa.eu/en/human-regulatory-overview/post-authorisation/variations-including-extensions-marketing-authorisations/
https://www.ema.europa.eu/en/human-regulatory-overview/post-authorisation/classification-changes-questions-answers
https://www.ema.europa.eu/en/human-regulatory-overview/post-authorisation/classification-changes-questions-answers
https://www.ema.europa.eu/en/human-regulatory-overview/medical-devices
https://www.ema.europa.eu/en/human-regulatory-overview/medical-devices
https://www.ema.europa.eu/en/human-regulatory-overview/medical-devices
https://www.ema.europa.eu/en/documents/scientific-guideline/guideline-stability-testing-applications-variations-marketing-authorisation-revision-3_en.pdf
https://www.ema.europa.eu/en/documents/scientific-guideline/guideline-stability-testing-applications-variations-marketing-authorisation-revision-3_en.pdf
https://www.ema.europa.eu/en/documents/scientific-guideline/questions-answers-post-approval-change-management-protocols-pacmp-revision-1_en.pdf
https://www.ema.europa.eu/en/documents/scientific-guideline/questions-answers-post-approval-change-management-protocols-pacmp-revision-1_en.pdf
https://www.ema.europa.eu/en/documents/scientific-guideline/questions-answers-post-approval-change-management-protocols-pacmp-revision-1_en.pdf
https://www.ema.europa.eu/en/documents/scientific-guideline/questions-answers-post-approval-change-management-protocols-pacmp-revision-1_en.pdf
https://www.ema.europa.eu/en/human-regulatory-overview/research-development/scientific-guidelines/quality-guidelines/quality-lifecycle-management
https://www.ema.europa.eu/en/human-regulatory-overview/research-development/scientific-guidelines/quality-guidelines/quality-lifecycle-management

Guidance on the application of the revised
variations framework - Type IB/II variations

« Type IB/II variations:

o If submitted before 15 January 2026, the current eAF should be used and the procedure will follow
the current EC Variations Guidelines (2013) until its conclusion.

o If submitted as of 15 January 2026 the updated eAF should be used and the new EC Variations
Guidelines (2025) followed.

You can ask questions at slido.com #variations2026 passcode: variations EMA



Guidance on the application of the revised
variations framework - Type IA variations

 Type IA variations:

- The date of implementation should be taken as the point of reference for the application of the
current/new EC Variations Guidelines.

o All Type-IA variations implemented before 15 January 2026 should be submitted before 15
January 2026.

— If no annual update is due before 15 January 2026, the MAH should submit an earlier annual
update/individual notification(s) outside the annual update.

o The first type-IA variation implemented as of 15 January 2026 will start a new cycle for the
annual update.

You can ask questions at slido.com #variations2026 passcode: variations @ EMA
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and CMDh have prepared updates of relevant guidance documents in order to

pt to the revised variations guidelines. They will be applicable from 15 January
2026, however, they are published already now for giving early advice to
stakeholders to prepare future variation applications adequately. Some minor updates
may still be necessary in the next weeks.

Stakeholders should monitor the webpages on EMA and CMDh websites mentioned at
the Variations framework section. They should also take the necessary measures to
prepare their systems, processes, procedures and documentation for compliance with
the revised variation framework.

In case of doubt, MAHs should contact the relevant competent authority.

» Summary of the Pharmacovigilance System and Risk Management Plan in the
Mutual Recognition and Decentralised Procedures (October 2025) - [Track
wversion]

« Extension applications in Mutual Recognition and Decentralised Procedures
{October 2025) - [Track version]

» Recommendations on informed consent applications in Mutual Recognition and
Decentralised Procedures (October 2025) - [Track version]

= CMDh Recommendation on Implementation of Article 30 Decisions cf. Directive
2001/83/ec, as amended for Generic/Hybrid/Biosimilar Medicinal Products
Approved through MRP/DCP (October 2025) - [Track version]

Position paper common grounds seen for invalidation/delaying day 0 for
variations (October 2025) - [Track version]

« Urgent Safety Restriction Member State Standard Operating Procedure (October
2025) - [Track version]

» Standard Operation Procedure for Article 61(3) Changes to Patient Information
(October 2025) - [Track version]

= QB8A - List for the submission of variations for human medicinal products
according to Commission Regulation (EC) 1234/2008 as amended (October
2025, correction December 2025) - [Track version]

» Recommendation on the classification of an unfereseen variation to the terms of
the marketing authorisation (Template Art. 5 ) (October 2025) - [Track version]

« Recommendation for classification of unforeseen variations according to Article 5
of Commission Regulation (EC) Mo 1234/2008 (October 2025)

» Examples for acceptable and not acceptable groupings for MRP/DCP products
(October 2025) - [Track version]

Home = Human regulatory: overview > Post-authorisation = Variations including extensions of marketing authorisations

Variations including extensions of marketing
authorisations

ing authorisation. This section provides guidance for marketing authorisation holders on the regulatory
requirements and procedures for the different types of vanations.

CHuman) (Regulatury and procedural guidanoe)
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