\ 2

EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH

Variation eAF v1.24.0.0

Changes introduced in v1.24.0.0 of the variation form (to NCA users) -
Updated

Kristiina Puusaari
Go-live of the new version 15t September 2020
Mandatory use from 15th Of December 2020 An agency of the European Union H




Summary of changes in v1.24.0.0

EUROPEAN MEDICINES AGENCY

e The v1.24.0.0 provides a major technical change in the variation application form (H&V)

e The change mainly affects the applicants as the way of selecting the variation types and scopes
has changed significantly

e The change to the EMA and NCAs is less, however, opening of received forms should be much faster
as the form has become much lighter and shorter as the variation scopes are now selected using
controlled terminology lists (from RMS) instead of hard coded list

e The main change for the receiving authorities is in the *Conditions and Documentation’ which are
now integrated in to the form and are inherent part of the scopes that have been selected. This
means that there is no longer a need for a separate Annex to provide these. The applicant can
include justification/details why certain condition is not met/document is not provided or to provide
any other details as necessary directly in the eAF section 3.

e Unfortunately, at the time of go live the, due to RMS system limitation, the conditions and
documentations integrated into the eAF are not in the same order as in the Classification
Guideline. The system does not allow manual ordering of the items and hence they are
displayed in a different order. The numbers referred to in the Classification Guideline are not
displayed, however, we are discussing if these should be added to RMS. These may provide ease of
seeing which condition/documentation is in question, however, they may not appear in numerical
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Important reminders on the use of eAFs
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These points are very important to the applicants filling in the forms, however, it is good to
be aware of this points in case you are asked or come across a form with an issue;

+ The eAFs should only be edited using adobe editing tools as using any other editing tools
may lead to issues when the forms are received and may lead to rejection. If the
received form appears not signed or is sighed but is not properly locked, it may
have been edited using Adobe Acrobat/Acrobat Pro or other non adobe tool

« Please note that the forms must be signed using an image of a signature or a signature
snippet. Adobe sign or other digital signature tools cannot be used

» Please note that imports of data from an older version do not work when there are
significant changes to the form from the previous version. For example, it is not possible
to import data from v1.23.x.x due to very extensive DES changes

« In general, if you experience any issues with the forms - please report these to the EMA
Service Desk portal immediately

« If you notice that there is an error in the newly introduced RMS variations list, for
example a typo, a missing scope, error in the Conditions or Documentation etc, please
follow the updated eAF new term request process
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Details of the changes
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3 TYPES OF CHANGE(S)

ariatiom this appiication: Messe follow issbruction Below bo add venation
1l Saction 1 ul'd-hmln-!, =% for the proper e Insded. Nawi [
Wals, in order B show dhe variabis.

Faii can saledt e vaniatlon by clicking e ralevant chadibox of Bhe varinlion bokx.

Mabe: Ay change In Type of Appiication dn Section 1, will delsde swy selecied variation!

Variation | Swlectsd Show Selected Yariatsoes Shev Variwtion Lists

Please see example of a filled in, locked e
form section 3 using in v1.24.0.0 on the P ——— :

rl g ht . et | )5 2k - GUALITY CHARGES: - ATTVE SUESTAHCE - Carminal of scivs s brisnce -Changs | n sk pracedns for sches sa brisnce er
ating oo a of e ackive wuriance - Cwistion of o basf procech e far

[ ——. it Fan

Procecure e [ ] i[E]

[ T TH
& sy e s i b il o icalian.

Please note that the following slides o !

o ko fommai-lon meisine B RCi 8 R inccing 3

provide details to the applicant on how to e i T
fill in the form and may not be so much = o e e e s §

. ®
interest to the EMA users, however, these v o o]
e gt ota: [ rarera e gep |

could be useful in understanding the user T —
experience of the applicant and the B

| B T

buslness rUIeS. oty |t on e iz provida for tha s alsicry mohcriytha sppicstion hisdchensd o, Thi
hzdwn-hm'.lnlriku\dlumll'nwdh w14 airmcing
| [ = u-u.um . U A& |
tasomin e mma

Hata: [
E b T ek o foamai-lor meiedne piodBci. 8 JpE ik inchading e
Hats: |

| [ g sarmicn sppcuton o o Farum e g ardl baich s atn |
Hats: [
e . —=

| . th S ey it ey it st
wots: [Matarpacanis 1

Classified as internal/staff & contractors vy uie curupedn Meuicnes Ayerncy



Accessing control terminology lists
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« In order to access the control terminology lists, the forms must be trusted first

« Please save the form on your local drive - potentially with another name - and open the
saved form using adobe reader. It is important to use adobe reader to edit the
forms instead of adobe acrobat or acrobat pro as using these will result in issues
with locking the forms and may lead to rejection

* Once you open the form, there should be an exclamation mark on the top of the left
hand pane

«  When you click this with your mouse, a yellow banner will open across the top, please
select trust this document one time only

vanistion_v1.24.0.0_avb.pdf - Adobe Acrobat Reader DC
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Details of the changes - Connection between sections 1 and 3
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The selections made in section 1 ‘Type of Application” will now directly affect the

section 3 and depending on the selection, only the relevant scopes are available for
selection in section 3.

If a ‘single’ variation has been selected in section 1, it is only possible to select a
single scope in section 3

Type of Application (tick all applicable options)
*Note: Any change in Type of Application, will delete any selected variation in Section 3!

(®) single variation Type IA;,
Grouping of variations g Type IA
Worksharing Type IB unforeseen? ®
Type IB 3. TYPES OF CHANGE(S)
Type II

Variations included in this application: Please follow instructions below to add variation

fill Section 1 of the form first, so as for the proper variations to be loaded. Navigate through the dropdown
Type II Art. 29 lists, in order to show the variation.

You can select the variation by clicking the relevant checkbox of the variation box.
Note: Any change in Type of Application in Section 1, will delete any selected variation!

| Variation | Selected | Show Selected Variations Show Variation Lists

Single Variation is being selected. You may choose only type IA variation changes and only one scope.

| i
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Details of the changes - Connection between sections 1 and 3 &
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If a grouping has been selected in section 1, a form validation error will be raised if only single
scope is selected with the exception of Type IA;, or Type IA variations where a single
scope can be selected without a validation error

Type of Application (tick all applicable options)
*Note: Any change in Type of Application, will delete any selected variation in Section 3!

() single variation Type 1A,
(@) Grouping of variations [ ]TypeIA
Including a line extension® ® Type IB unforeseen? ®
Worksharing [<] Type 1B
Type II
Type II Art. 29* ®

Grouping of variations is being selected. You may choose variation changes of types that are selected on section 1.

FORM VALIDATION

Validation Errors: 1
Please select more than 1 Variations in Section 3 when Grouping of variations is selected in Secticn 1 and re-validate.
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Details of the changes - Connection between sections 1 and 3 L2
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The selection of scopes in section 3 is done by drilling down dropdown menu which displays
different available scopes based on the selections in section 1

Please note that any changes in Type of Application in section 1 will delete any

Selected va riationS! Variations included in this application: Please follow instructions below to add variation

fill Section 1 of the form first, so as for the proper variations to be loaded. Navigate through the dropdown
lists, in order to show the variation.

You can select the variation by clicking the relevant checkbox of the variation box.
Note: Any change in Type of Application in Section 1, will delete any selected variationf

‘ Variation ‘ Selected ‘ Show Selected Variations Show Variation Lists

Single Variation is being selected. You may choose only type IB variation changes and only one scope.

‘B. QUALITY CHANGES El‘
‘B.I ACTIVE SUBSTANCE EI‘
‘B.I.a) Manufacture E”

B.l.a.1 Change in the manufacturer of a starting material/reagent/intermediate used in the manufacturing process of the ac
B.l.a.2 Changes in the manufacturing process of the active substance

B..a.3 Change in batch size (including batch size ranges) of active substance or intermediate used in the manufacturing pro
B.l.a.4 Change to in-process tests or limits applied during the manufacture of the active substance

B.l.a.5 Changes to the active substance of a seasonal, prepandemic or pandemic vaccine against human influenza

B.l.a.z Re-arrangement and amendment of equipment in the plasma pooling line of the active substance which has already




Details of the changes - Connection between sections 1 and 3
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In order to Variation | Selected Show Selected Variations Show Variation Lists
B.la.2.

select the aza |1

C h osen sco p e / Single Variation is being selected. You may choose only type IB variation changes and only one scope.

it is important

i select
to tl C k th e B.La2.a - QUALITY CHANGES - ACTIVE SUBSTANCE - Manufacture - Changes in the manufacturing process of the active substance -
Miner change in the manufacturing process of the active substance

‘select’ tick I
bOX. If th|s bOX Procedure Types: |A|:| IB@

is not ticked o \

changes in the Etfhlhangeisful.,descr-.bad imheope}ipp.icanm partf an Actve Substanca Mastr Fie, appicabi.

dropdown e | \ |
menu, the If only one procedure type, for example IB is possible, based on the
selected selection in section 1, or due to classification guideline, the

options will be procedure type will be automatically ticked by the system and
deleted cannot be manually changed
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Details of the changes - Connection between sections 1 and 3
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For Type IA and Type IA;, the implementation date and implementation note are available.

Single Variation is being selected. You may choose only type IA variation changes and only one scope.

IB. QUALITY CHANGES

IB.II.FINISHED PRODUCT

IB.II.b} Manufacture

IB.II.b2 Change to importer, batch release arrangements and quality control testing of the finished product

[T |

IB.II.b.Z.a Replacement or addition of a site where batch control/testing takes place

select
B.ll.b.2.a - QUALITY CHANGES - FINISHED PRODUCT - Manufacture - Change to importer, batch release arrangements and quality

D control testing of the finished product - Replacement or addition of a site where batch contrel/testing takes place

\ Procedure Types:  IA g B I:l ¥

Implement. Date: | | Implement. Note:

Conditions:
DThe site is appropriately authorised.

Note: |

DThe product concerned is not a biclogical/immunelogical medicinal product.

Mot | I
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Details of the changes - Connection between sections 1 and 3
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Where relevant the Art 5. checkbox will be automatically ticked and cannot be manually
unticked.

Single Variation is being selected. You may choose only type [A variation changes and only one scope.

B. QUALITY CHANGES

B.I ACTIVE SUBSTANCE

B.l.c) Container closure system

B.L.c.1 Change in immediate packaging of the active substance

B.l.c.1.z Deletion of one of the authorised bulk or final containers

select
B.Le1.z- QUALITY CHANGES - ACTIVE SUBSTANCE - Container closure system - Change in immediate packaging of the active

D substance - Change in immediate packaging of the active substance

Procedure Types: 1A @ B |:|
Implement. Date: | | Implement. Note: Article 5 @

Conditions:
DThe remaining packaging must be adequate for the storage of the bulk or final active substance at the authorised conditions.

Mate: |
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Details of the changes - Connection between sections 1 and 3 N
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When grouping is selected in section 1, and different procedure types have been selected in
section 1, you will need to manually select the procedure type. + and - buttons, as well as
‘clone’ button to add additional scopes/clone scopes you have selected are available

select + -
B.l.b.2.a - QUALITY CHANGES - FINISHED PRODUCT - Manufacture - Change to importer, batch release arrangements and guality
m control testing of the finished product - Replacement or addition of a site where batch control/testing takes place Ak

Procedure Types: 1A[X] 1B [ |

Implement. Date: | |

Implement. Note: IS months after approval

Conditions:
The site is appropriately authorised.

Mote:

J The product concerned is not a biological/immunological medicinal product.

Mote:
R] Method transfer from the old to the new site or new test laboratory has been successfully completed.
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Details of the changes - Connection between sections 1 and 3
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The relevant Conditions and Documentation are now available directly in the form and those
relevant to the selected procedure type and scope are shown as a part of the scope.

If the condition/documentation tick box is not ticked, the free text field is mandatory. The
free text field is always available and any necessary information can be included in it, as
previously done in the separate annex to the application form.

select + =
B.Jl.b.2.a - QUALITY CHANGES - FINISHED PRODUCT - Manufacture - Change to importer, batch release arrangements and quality

Please note:

< control testing of the finished product - Replacement or addition of a site where batch control/testing takes place Clone

Procedure Types: 1A IB
Rl The separate

Implement. Date: | | Implement. Note: F months after approval
e e annex is no longer

’V{ The site is appropriately authorised.

expected to be

Note: | |

EThe product concerned is not a biological/immunological medicinal product. p rov i d ed a S a pa rt

Mote: | | . .

Rl Method transfer from the old to the new site or new test laboratory has been successfully completed. Of th e S U b m I SS I O n .

Note: Details on the documentation provided that the applicant wishes to provide for the regulatory authority the application is addressed to. This

* |text does not have size limit and the field is wrapped for ease of reading.

Rl At least one batch control/tasting site remains within the EUVEEA or in a country where an operational and suitably scoped GMP mutual recognition agreement (MRA)
exists between the country concerned and the EU, that is able to carry out product testing for the purpose of batch release within the ELVEEA.

Mote: |
Documentations:

Rl Amendment of the relevant section(s) of the dossier (presented in the EU-CTD format or NTA volume 6B format for veterinary products, as appropriate) including revised

12 product information as appropriate
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Details of the changes - Connection between sections 1 and 3 &
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Always ensure that you have selected the scope and ensure that the details are shown in the
summary box before moving on. This is especially important for grouping variations if you
need to select a different scope as this will be done by repeating the selections using the
dropdown menu.

3. TYPES OF CHANGE(S)

Variations included in this application: Please follow instructions below to add vanation

fill Section 1 of the form first, so as for the proper variations to be loaded. Navigate through the dropdown
lists, in order to show the variation.

You can select the variation by clicking the relevant checkbox of the variation box.

Note: Any change in Type of Application in Section 1, will delete any selected variation!

Variation Selected Show Selected Variations Show Variation Lists
Bllb.2.a 1

—

Grouping of variations is being selected. You may choose variation changes of types that are selected on section 1.

select
\ B.Lb.2.a - QUALITY CHANGES - FINISHED PRODUCT - Manufacture - Change te importer, batch release arrangements and quality
5 control testing of the finished product - Replacement or addition of a site where batch control/testing takes place

Clone

Procedure Types: 1A [Z] 1B I:‘

Implement. Date: | | Implement. Note: F months after approval

Crnditiomes
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Details of the changes - Connection between sections 1 and 3
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For groupings, if you have used the ‘Show Selected Variations’ button and wish to continue
adding different scopes, please click the ‘Show Variation Lists” which will display a ‘fresh’
dropdown menu to continue scope selection.

If you have not used ‘Show Selected Variations’ button and wish to continue adding other
scopes, simply start over by selecting the relevant scope using the required level of detail -
as long as you have selected the previous scope and can see it in the summary box, you are
not overwriting the previous selection.

3. TYPES OF CHANGE(S)

Variations included in this application: Please follow instructions below to add variation

fill Section 1 of the form first, so as for the proper variations to be loaded. Navigate through the dropdown
lists, in order to show the variation.

You can select the variation by clicking the relevant checkbox of the variation box.

Note: Any change in Type of Application in Section 1, will delete any selected variation!

Variation Selected Show Selected Variations Show Variation Lists
Bllb.2.a 1 /
Grouping of variations is being selected. You may choose variation changes of types that are selected on section 1. \

| E
A. ADMINISTRATIVE CHANGES

B. QUALITY CHANGES

C. SAFETY, EFFICACY, PHARMACOVIGILANCE CHANGES

14 D. PMF / VAMF




Details of the changes - Connection between sections 1 and 3
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In order to Variation | Selected Show Selected Variations Show Variation Lists
B.la.2.

select the aza |1

C h osen sco p e / Single Variation is being selected. You may choose only type IB variation changes and only one scope.

it is important

i select
to tl C k th e B.La2.a - QUALITY CHANGES - ACTIVE SUBSTANCE - Manufacture - Changes in the manufacturing process of the active substance -

Miner change in the manufacturing process of the active substance

‘select’ tick I
bOX. If th|s bOX Procedure Types: |A|:| IB@

is not ticked o \

changes in the Etfhlhangeisful.,descr-.bad imheope}ipp.icanm partf an Actve Substanca Mastr Fie, appicabi.

dropdown e | \ |
menu, the If only one procedure type, for example IB is possible, based on the
selected selection in section 1, or due to classification guideline, the

options will be procedure type will be automatically ticked by the system and
deleted cannot be manually changed
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EUROPEAN MEDICINES AGENCY

Any questions?

Further information

EMA Service Desk

Official address Domenico Scarlattilaan 6 « 1083 HS Amsterdam « The Netherlands
Address for visits and deliveries Refer to www.ema.europa.eu/how-to-find-us
Send us a question Go to www.ema.europa.eu/contact Telephone +31 (0)88 781 6000

Follow us on % @EMA_News
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