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1. Welcome 7/ Introduction

Alberto Ganan Jimenez

1 Webinar on Regulatory and Procedural Aspects of Type | variations



EUROPEAN MEDICINES AGENCY

This webinar aims at supporting applicants in the preparation
of their submissions of Type IA and Type IB variations....

We intend to:
- give an overview of the aspects checked during validation,
- provide examples of the most common validation issues identified during
validation or processing of these procedures,
- increase awareness of the guidance documents and tools that could be

used in the preparation of the submissions
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.....with the ultimate target of reducing the number of issues
raised during validation.

High rate of validation issues™
48% |As#, 44% IBs, 48% lls

V/ U U W

Improving the Reduce the Reduce the Timely e, \
o . .
guality of number of VSI administrative implementation | \\__ﬁ
submissions “Right first time” burden of changes ~=
*2015 data.

#In the case of IAs, issues that required clarification or further documentation
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The Agency aims at:
continuously monitoring and

improving our procedures, guidance INFORM CONSULT
and interaction with stakeholders

COOPERATE

i e.g. surveys,
€e.g. news items, 9 Yy e.g. focus groups,

Q&As, platform G nes technical expert

meeting, Workshops, development, public groups
Info-Days consultations on

deliverables

- An EMA/Industry platform on centralised procedures was established in 2014
(2 meetings/year)

- An EMA survey on post authorisation procedures took place in 2015

- As a follow up action, an initiative to improve the quality of submissions was
launched during 2016
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Initiative to improve the quality of submissions and reduce
the number of validation issues during 2016

Analysis of VSI in Extend analysis to Development of

Type IB C.1.2 other types of Webinar to MAH guidance on
scopes oIS Q4 2016 classification
Q1 2016 Q2-4 2016 Q1 2017
= Analysis of VSI = ldentification e Presentation to < Completion of
« Interaction with of aspects for MAH: EMA procedural
MAH to discuss trainings, - Aspects checked and regulatory
challenges in update of at validation guidance
preparation of guidance e How to
submissions complete the
eAF
e EMA guidance
e Practical
examples of
common
mistakes
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Agenda - Session 1

Item Agenda Time

1. Welcome / Introduction 13:30 - 13:40
Alberto Ganan Jimenez

2. General overview of validation issues for type IA and IB variations 13:40 - 14:05
Simona Villa-Celciago and Michalina Majda

3. Electronic Application Form. Aspects to consider when preparing 14:05 - 14:20
yvour submission.
Simona Villa-Colciago

4. Documentation requirements. Aspects to consider when preparing 14:20 - 14:35
yvour submission.
Blanka Zakutna, Birgitte Jorgensen

5. Update of safety Product Information for Generics 14:35 - 14:50

Birgitte Jorgensen
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Agenda - Session 2

Item  Agenda Time

Coffee Break 14:50 - 15:05
B. GMP and Inspection related documentation 15:05 - 15:30
Laetitia Deguil
7. Applications affecting an Active Substance Master File (ASMF) and 15:30 - 15:50
CEP
Carlos Aicardo
8. Concluding remarks 15:50 - 16:00

Alberto Ganan Jimenez
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2. General overview of validation issues
for type 1A and IB variations

Simona Villa-Colciago and Michalina Najda
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Ccontents

1. Introduction — what is a variation

2. Types of variations and Centralised Procedure
overview

3. Type IA/IA, variations — Definition

e Review Process

* Negative outcome

¢ Most common validation issues
* Implementation date

¢ Commission Decision

e Fees
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Type IB Variations

* Definition

* Process

« Most common validation issues
e Fees
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What is a variation?

e Administrative

* Quality
Approved
Marketing S « Safety
Authorisation Vaniations Efficac
[ ]
(MA): y
f ) A change to the )
Authorisations previously
are legally approved content
binding of the Marketing
L ) _ Authorisation
( )
All aspects of s -
medicines on the Flllngn\gil;’lggons
market must continued
comply with the compliance
. MA J . J
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TypeS Of VariatiOnS Variations Regulation Variations
(1234/2008) as Guidelines (2013/C
amended by (712/2012) 223/01)

« Type IA — “Do and tell” for changes implemented in previous 12 months

 Type IA,y - “Do and tell” and requires immediate notification after

implementation

« Type IB — “Tell, wait and do” and requires notification before implementation

(wait 30 days after submission of procedure)

« Type Il — More detailed changes (“Tell and do”) and requires approval

before implementation (usually 60 day review; range 30-90 days)

 Extension applications — e.g. additional strengths, pharmaceutical form

and route of administration (up to 210 day review)
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Handling of variations in the centralised procedure

Validation of documentation (1A) /
Assessment phase (IB, I1)

Submission

Start (IA/1A) Start (IB, II) N(}tgﬁﬂ?n
Opinion
Pre-submission queries service
(PQS): Procedure Manager (PM) - oversees all aspects of the management
of procedure;
For 1A/1Bs > first point of contact with MAHs and Rapporteurs

IAquery@ema.europa.eu

Procedure assistant (PA) — supports PM and MAH (Annexes, EPAR

IBguery@ema.europa.eu updates)
For Type lls /other: For I1As and IBs, a procedure specific PM is assigned upon receipt of
) submission. For IBs, MAH is informed of the assigned PM at start of
Procedure designated PM procedure or during validation phase (if VSI during validation)
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Type I1A/1A, variations - Definition

According to Commission Regulation (EC) No 1234/2008, Type IA/IA,y procedures are
minor variations which have only a minimal impact, or no impact at all, on the
quality, safety or efficacy of the medicinal product concerned.

These are clearly classified in the Guidelines on the details of the various categories of
variations and in the CMDh Recommendation for classification of unforeseen variations
according to Article 5 of Commission Regulation (EC) 1234/2008 .

Type IA variations do not require assessment. These are simple, administrative
procedures.
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Review process

The Agency will review the Type IA/IA, variation(s) within 30 calendar days following
receipt. By day 30 the Agency will inform the MAH by Eudralink about the outcome of
the review (favourable or unfavourable).

During the review the Agency will verify the documentation against the validation
checklist and in particular:

- whether the application form has been properly filled in;
- the presence and correctness of the required documentation and

- compliance with the required conditions, in accordance with the Classification
Guideline.

In exceptional cases, during the review process the Agency may issue a request for
supplementary information (VSI) in case deficiencies have been identified in the
submission, responses to which are due within 4 working days as part of a new
eCTD sequence.
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Negative outcome

Common causes for negative outcome of the review:

* incorrect scope applied for;

* incorrect scope classification (e.g. a ‘z’ indent submitted as a Type IA/IA,, in the
absence of a CMDh Art. 5 Recommendation to classify it as such);

* insufficient/inadequate documentation provided;
* no responses provided to the VSI issued.
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v

- All approved presentations are listed Ensure that only affected presentations are listed under
but the change(s) applied for section 2 of the application form (see also footnote 8)

N[t 2&ffect(s) only specific ones

Most common validation issues

. . The date of implementation for each Type IA/IA
Form = Implementation date missing variation should be indicated (as per with Annex 1V, point

- A.7 scope for deletion of >1 site is 2(a) of Commission Reqgulation (EC) No 1234/2008)
repeated more than once

A single A.7 scope can be applied for to delete >1 site

Relevant = The copy of the relevant page from The copy of the guideline page should always be

Guideline the guideline has not been attached submitted and relevant conditions/documentation ticked.

or applicable conditions/ Not compulsory for .z scopes
page documentation have not been ticked P Y P
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17

Most common validation issues

» The change(s) applied for modify(ies)
Product the Product Information but only the
Information EN version is provided or no

and languages at all.

Annex A » The change(s) applied for modifies
Annex A but is has not been provided

e Documents in eCTD are incorrectly
updated/removed

Webinar on Regulatory and Procedural Aspects of Type | variations
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V4

One file per language should be submitted and saved in

eCTD under Module 1.3.1 (PDF version) and under the

‘Working documents’ folder outside the eCTD structure
(Word version in tracking mode)

One file per language should be submitted and saved in
eCTD under Module 1.2 (PDF version) or under the
‘Working documents’ folder outside the eCTD structure
(Word version in tracking mode).

Module(s) affected by the change(s) should be properly
updated to ensure the correct dossier’s life cycle.
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Most common validation issues

Analysis of Type IA/IA, applications submitted between 01 Sept 2015 and 01 Sept

2016: QP
L . . Guideline declaration
 48% of submissions triggered either a page, 6°|/o — 6%
request for clarifications or additional information;
. ; ; Contact ~_PI/Annex
« most common validation issues: person, 9% | A, 24%

18

Incorrect update/missing Annex A/PIl: 24% \ B
Incorrect update/missing Module(s): 22% | N
Application Form incorrectly filled in: 22%

Discrepancy in details of contact person: 9%

Guideline page missing, conditions/documentation " "
not ticked: 6% J\ —/<

.. . ication | Modules,
Incorrect or missing QP declaration: 6% o3 ' 229

Form, 22%

Other issues: 11%
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Implementation date

The implementation date is dependent on the type of change(s) applied for and should
be intended as follows:

Quality changes: when the company makes the change in its own quality system (to
allow to manufacture conformance batches and generate any needed stability studies
to support a Type 1A, variation before making an immediate notification).

Product Information (PI1): when the company internally approves the revised PlI,
which will then be used in the next packaging run.

Change in name of the MAH: the date when the new name is reflected by the
Chamber of Commerce.

Change in the address of the MAH: the date of the physical move.
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Commission decision

For Type IA/1A,,//1B variations affecting the PI, the Commission decision (CD) will be
updated within 1 year unless an opinion triggering an immediate CD is finalized in the
meantime. In this case, the Type | changes will be included in the annexes to that
opinion and consequently reflected in the resulting CD.

Type I1A=-==========-=--mmom oo > 1 ysar Next lType IAy === === === mm = e e mmm oo » 1vyear

| | | | | | I | | | I | I
Reference point Send all Annexes to EC = New reference point
+ line listing

Type IA > Type Il CXMP opinion Art. 23.1a(a) Next Type 1A » 1 year
l | | | I | | | | | l | l
| | | ! | | I | | | I | I

Reference point Send all Annexes to EC = New reference point
+ line listing

Note: in case of an upcoming submission of a variation, extension or other regulatory procedure affecting the PIl, the MAH should also include as
a grouping application any Type IA/IA changes affecting the Pl that have not been previously notified to keep the Pl up-to-date and to facilitate

document management.
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Fees Type IA

The Agency will charge 1 Type IA/IA,, fee x scope x product, as declared in the
application form, at the start of the procedure, irrespective of the outcome (positive,
negative, partial/full withdrawal).

y  APPR! .

I

Scope 1

i 0 REJECTED
0 REJECTED
: o ~ APPR .

Scope 2

- 4 fees invoiced

Scope 3

|

(1l

Scope 4

|
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Fees for new presentation/pack size(s)

New presentations/pack sizes: the application form should list under the section
‘Variations included in this application’ the applicable scope as many times as the new
presentations/pack sizes (each additional presentation/pack size attracts a separate
fee) ; Variation Selected

B.ILeSa)1. |2

Bllesa)2 |1

B.Il.e.5 Change in pack size of the finished product Procedure type Top
- =" = a) Change in the number of units (e.qg. tablets, ampoules, etc.) in a pack
e.g.: addition of 1 new presentation
. . +
Wlth N th e ap p roved ran g e fo r Ny ggggge within the range of the currently approved pack ey Ie° ')";f:':“l:"fl :ﬂ“’-: _

2 strengths and
1 neW presentation OUtSide the %1 Change within the range of the currently approved pack A 9 Implement. Date: -
approved range for 1 strength

1B -
sizes I016-10-19

Change outside the range of the currently approved +
X 2 g g Y app
. pack sizes
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Fees for IG submissions

1G submissions: the total fee will be calculated as 1 fee x scope x product (e.g. 1
scope, 2 products = 2 fees; 2 scopes, 3 products = 6 fees).

The change(s) applied for should not be repeated as many times as the products

included in the IG. It is understood that the same change(s) apply/ies to all products
included in the application:

Variation |selected
iy B.ILb.1b) 1
e.g.: addition of 1 new manufacturer smvia |2
reSponS|b|e for pr|mary packag"’]g B.IL.b.1 s;?tlicrearn"eurlfttzrear::':li;:;::irrltgla:;foa:::::i’;l?hseite for Procedure type Top
finished product
and
+
a Implement. Date:
2 new manufacturers responsible B =) |Secondary packaging ske W B ore101 =

for secondary packaging.

N
# of products included in the I1G X 2)  Secondary packaging site X 1 B et (=

2016-10-19

submission: 5

» b) Primary packaging site > 1Ay il
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Type IB variation definition

Commission Regulation
(EC) No 1234/2008
(‘the Variations
Regulation’) defines a
minor variation of Type

IB as a variation which
IS neither a Type IA
variation nor a Type Il
variation nor an
Extension.

«“Tell, Wait and Do” — upon acknowledgment of
receipt of a valid notification MAH must wait 30 days to
ensure notification is deemed acceptable by Agency.

= Variation Guidelines contains examples of changes
which are considered Type IB.

= When one or more conditions for Type IA/IAy
variations are not met, such change should be
classified as IB unless explicitly listed as type II.

e Unforeseen variations (change is not specifically
classified in Variation Regulation or as CMDh Art 5
recommendation) should be submitted as Type IB or
Type 11, depending on the impact of the change(s) on
the quality, safety and efficacy of the finished product.

» The Rapporteur is involved in assessment of changes.
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Type IB procedure

Receipt of
submission

c
O o

= 0

T @

S c

— In case of

c_5 Q. vglti?jrz:ticgn deficiencies VSI

> is sent

Delayed or . L
VSI MAH has 5 insufficient Fultlrilnvglrlsdgﬂon
(Only 1 working days response will admgi]r?istrative

- . to resolve issues lead to partial or fee

8 <) pOSSIble!) full invalidation.

T 3

-

= L Only 1 RSI

T o St?r:t of Day +30 foéseen Positive or
> e Notification or Negative
L RSI 30 di‘%/ospc'“k Notification

procedure
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Validation issues — checklist

« Transparency — checklist is publicly available
(http://www.ema.europa.eu/docs/en_GB/document_library/Reg
ulatory _and_procedural _quideline/2015/11/WC500196337.pdf)

* Upon receipt of the application the Procedure Manager validates
documentation against validation checklist.

* Different types of issues:

* Blocking issues — presented in Bold font. Must be satisfactorily
resolved by MAH prior to start of the procedure.

 Issues related to information needed for documentation check —
presented in Italics. Not blocking issues

* Issues presented in Normal font. In case, no other issues identified
they are highlighted in variation report for future improvement

26 General overview of validation issues for type | variations
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Validation issues — checklist

Covers different
sections of the
submission:

Supporting Product
documentation information

Application
Form RMP

Cover letter ASMF

27 General overview of validation issues for type | variations

checklist®

TECHNICAL SUBMISSION REQUIREMENTS

* Dossier is submitted in eCTD format? and is technically valid (i.e. has passed eCTD technical
wvalidation criteria)

COVER LETTER®

+ Present, dated and signed.

« Refers to the same medicinal product(s), EU numbers and procedure as listed in the
application farm.

«  Where applicable, previous regulatory and/or procedural advice requested to the Agency is
attached.

APPLICATION FORM*

+ Present, correct version, dated and signed by the contact person authorised for
communication as specified in section 2.4.3 of the initial Application Form or a letter
of authorisation is attached.

+ States the name and address of the MAH and of the contact person as previously
notified to the Agency.

‘Type of application’

« Correctly identified by ticking the box(es) Type IA, Type IAn (in case of grouped variations) and
Type IB. It should also be specified whether the procedure is foresean or unforeseen in the
classification guidance.

« Indicates whether it is a single or a grouped submission.

*Products concerned by this application’

* EU markating authorisation number(s) of (all) affected presentation(s) is/are listed.*

« Is/are the same as that/those indicated in the Present/Proposed table, Precise Scope and
cover letter.

‘Types of change(s)"

« All changes applied for are correctly classified according to the Guideline on the
details of the various categories of variations (2013/C 223/01).

+ When two or more changes fall under the same indent, the scope number is indicated

as many times as there are changes (e.g. scope B.ILe.5.a.2 is repeated 'x’ times for 'x’
additional new pack sizes).
+ In case of grouped variations including changes categorised as type IA,
- the date of implementation for Type IA changes is provided,



-
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Most common validation issues

. . = No precise scope provided
Appllcatlon £010000 - Annexes impacted are incorrectly selected
deficiencies: = Present/proposed table is not provided

« Editorial changes are not listed

Ensure Application Form is filled in
according to guideline and is consistent
with the submission content

Classification = Incorrect scope applied for . In case of doubts contact
D . . « Incorrect number of scopes applied for B ; d
deficiencies: = Not all changes applied for query@ema.eurapa.eu for advice
o Check against the Classification guideline
MISSI”g © USTHIEEON ol GTErgEs and make sure all affected documents

e GMP documentation

e[o1ol1gaI= 1= ESI Al < Discrepancies between provided documentation are updated and submitted

* Based on data from January 2015 — August 2015
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Fees

 The fee will be charged upon validation of the procedure and should be paid within
30 days of the date of the invoice (“Due Date”).

 For an application that has been found not to be valid, an administrative fee for the
validation of the application shall be charged.

* A scope can be withdrawn from the application during the entire procedure:
- withdrawal during validation (i.e. before start of the procedure): no fee is charged;
- withdrawal during evaluation phase: the full fee will be charged.
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3. Electronic Application Form. Aspects to
consider when preparing your submission

Simona Villa-Colciago
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Contents

Introduction
Where to find the eAF
eAF - breakdown

IA vs IB

a kM L N PF

Most common validation issues
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Introduction

Bring Industry and NCAs towards a single application process

Have higher data quality due to more structured data entry and
usage of controlled terms

Add built in business validation rules to guide the applicants in filling
the form in correctly

Have validation rules for the form in place and publicly available
Remove manual data extraction processes
Re-use data y

Import data into databases
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Where to find the eAF

The application form can be found at:
http://esubmission.ema.europa.eu/eaf/index.html

Forms
Currently accepted version of forms :

+ [nitial MAA Human and Vet, Variations and Renewal: 1.20,1.20.0.1 and 1.20.02 and 1.20.0.3
‘We strongly recommend using the latest version of the forms where possible.

Flease Moie: eAFs should be signed and locked using Adobe Reader versions 10 and 11
For reviewing locked and signed forms we recommend using Adobe Reader or Adobe Acrobat versions 10 and 11

Form Motice to Applicant Revision Electronic Forms version 1.20
MAA-Human Revision 12 MAA-Human Form 18.10.2018 New
Variation Rewision June 2015 Variation Form 18.10.2016 New
Renewal Revision June 2012 Renewal Form 18.10.2016 New
MAA-Net Revision 7.4 MAA-Vet Form 18.10.2016 New
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Release Notes version 1.20

MAA-H Release Notes 18.10.2016 New
Wariation Release Notes 18.10.2016 New
Renewal Release Notes 15.10.2016 New
MAA-Vet Release Motes18.10.2016 New


http://esubmission.ema.europa.eu/eaf/index.html

eAF - Breakdown

The application form set-up is the following:

34

MAH and contact information
Products concerned

Reflection of scopes

Information regarding the change

Validation of form

Webinar on Regulatory and Procedural Aspects of Type | variations
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MAH and contact information

The information in this section should
always correspond to the details of the
product registered with the EMA.

If there is a deviation of contact person,
the variation submission should contain
an updated letter of authorisation or the
appropriate form duly filled in.

Applicant / marketing authorisation holder change
of contact person for product invented name /
product number template

Document details
Download document ®] Applicant / marketing authorisation holder change of

contact person for product invented name / product
number template

35 Webinar on Regulatory and Procedural Aspects of Type | variations

mm.m«tummw @

Mamber State

Company Name
Address 1
Address 2

Postcode
Country

Name and address of contact person® ®

Member State

First name

Company Name
Address 1
Acdress 2

Country
Telephone

United Kingdom

ABC Holdings
Sole Street no.1

(mame of: Ry, town, village, efc)

DA1 SBY
United Kingdem

United Kingdom

John Smith

ABC Holdings
Camden Road

(mame of: city, town, vilage, etc)

AB11 2HA

United Kingdom
0044 123456789

EUROPEAN MED

CINES AGENCY

Contact

authorised
contact
person
should be up-
to-date.

1f they need
to be
modified, the
change in
contact
person form
should be e-
mailed to PA-
BUS@ema.eu
ropa.eu

details of the |;



http://www.ema.europa.eu/ema/index.jsp?curl=pages/includes/document/document_detail.jsp?webContentId=WC500005128&murl=menus/news_and_events/news_and_events.jsp&mid=WC0b01ac058009a3dc

EUROPEAN MEDICINES AGENCY

Products concerned

This section should only contain the product(s) and presentation(s) affected by the
change(s) applied for in the current submission (see also footnote 8).

2. PRODUCTS CONCERNED BY THIS APPLICATION” (7}
{] Ferm and Strength information.is provided in footnote . . . .

-
ACHTYLSALICHLIC ACITS | . . . :.,| -
MA Numbar(s) Invented Name MA Holder Narna Pharmacestical Form Strength Uit
EW1/08/122/001 + - WonderPil [[= ] ABC Holdings = | Filmcoated tablet -] soo - | mg [ 2 b=
Ew1w11§ooz - WonderPil : ABCHnldhg.l. Film-coated tablet i soo = 2 =
e : =] = &= : : ; : & (=] = s
EW1|3¢.E-ABCT-HMM35W—-“1QE]+“
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Reflection of scopes

3. TYPES OF CHANGE(S)

Copy of the relevant page(s) from the Guideline for this/these change(s) is attached and the relevant boxes for

* Itis of paramount importance that this
H H H H X conditions and documentation (both for Type IA and Type IB) are ticked.
I n fo r m atl O n m I r ro rS th e C h an g eS ap p I I e d fo r - Vnriat:)ns il'll:ll.:jdid in this npplg:at:ufn: Please follu‘:\r mstruct]iuns belkov.rd to add variation

To add a variation Item, Click Show All Types and select check boxes for the required variation items. When all
items have been selected click Show only Selected.

« For variations concerning a single product, how il s I
identical scopes (changes) should be Variation __[selected

B.JLa.3a)1. |1

repeated as many times as needed biazm |1

B.I.a.3 Change in batch size (including batch size ranges) Procedure type Top

* For IG applications, the same scope manufacturing process of the active substance
(change) must be app!led_to all products o — < ot pots: |
concerned by the application. The scope(s) e soieozor
applied fOr Should not be repeated for eaCh °If one of the conditions is not met and the change is not specifically listed as Type II.
product as this will incur into unnecessary _ o
. . B B.ILa.3 gr-nished plnl:otc:':ct tion ( ts) of the Procedure type Top
fees being invoiced. .

Changes in components of the flavouring or colouring system

- . Implement. Date:
o1 Addition, deletion or replacement K Ay 18" —
2016-09-07

* The number products in Section 2 and the
number of scopes Section 3 dictate the total
fee invoiced.

°If one of the conditions is not met and the chanae is not specifically listed as Tvpe II.
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Information regarding the change(s) applied for

* Precise scope and background for change

* Should be clear and concise

* For grouped applications, each scope
applied for should be identified by
catalogue (e.g. B.l.a.1.a, B.l.a.1.f)

* A brief background for the change
should be included in this section.

* Annexes affected

*  When the Product Information is
modified the correct Annex(es) should

be ticked in this section.

38 Webinar on Regulatory and Procedural Aspects of Type | variations

PRECISE SCOPE AND BACKGROUND FOR CHANGE, AND JUSTIFICATION FOR GROUPING, WORKSHARING AND
CLASSIFICATION OF UNFORESEEN CHANGES (if applicable)

(include a description and background of all the proposed changes. In case of grouping and worksharing a justification
should be provided in a separate paragraph. If a variation concerns an unforeseen change, include a justification for its
proposed classification).

This is a grouped variation application to introduce changes relating to the active substance
(acetylsalicylic acid) and to the finished product (WonderPil 500 mg film-coated tablets).

B.ll.a.3.a.1 - To remove camauba wax (component of the colouring system used in the film-coat) from
the composition of the finished product (include background of change)

B.la3.a - Toincrease the batch size of the active susbtance from 150 kg to 360 kg.

ANNEXED DOCUMENTS (WHERE APPROPRIATE)
The following amended product information proposals are provided in the relevant sections of the EU-CTD format or NTA
volume 6B format, where applicable:

g Summary of product characteristics
Manufacturing Authorisation Holder responsible for batch release and conditions of the Marketing Authorisation!? @

<t Labelling
Package leaflet

Mock-upst® @
@

Specimens’®
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Information regarding the change(s) applied for

» Present and proposed table

 Can be presented as part of the eAF or as
an Annex and should reflect all the
changes applied for.

 If changes are made to the Product
Information these should also be reflected
here

« Editorial changes should also be described
in detail in this section.
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Validation of form

» Declaration of the applicant

 For Type IA procedures, boxes 2 and 3 should always be ticked.

@ Where applicable, all conditions as set for the variation(s) concerned are fulfilled;

)

E For type IA notifications: the required documents as specified for the changes concerned have been submitted;

 The last box should always be ticked in case of 1Gs or WS (worksharing)
procedures

— E For worksharing or grouped variations affecting more than one MA: the MAs concerned belong to the same MAH.
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Validation of form

e Signature

SIGNATURE

Proof of payment (when relevant)

 The person signing the application form e .
should always be the person authorised feners N
by the MAH tO dO SO- Status (Job title)

Regulatory affairs specialist

..., For worksharing/grouping for more than one MA: the main signatory confirms authorisation to sign on behalf of
@ the designated contacts as specified in section 2.4.3 in Part IA/Module 1 Application Form for each of the MAs

 The last box should always be ticked / - NS
for 1Gs or WS (worksharing)

procedures gwl,m ol

. Tip: before signing the application form ensure that a copy
") is saved separately in case further changes are needed.

[\ " | Once signed, the form is locked.
[

v
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IA vs IB

1A IB

* No guideline page is
needed for .z scopes.

 Implementation date/
justification should always

be present. e The extract from the

classification guideline
should have the
relevant documents
ticked (justification for
missing documents
speeds up the process).

 The extract from the
classification guideline
should have relevant
conditions and
documentation ticked
(except for .z scopes
classified as Type IA/IA
following Art. 5).
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Most commmon validation issues

MAH and « Person authorised to communicate
contact on behalf of the applicant is
. . different than the official rengtered Ensure the person signing the form is the person
InfO rm atlon contact authorised to communicate on behalf of the MAH.
P rOd ucts = All authorised presentations are e.g. if the change only affects the 200mg film-coated
reflected instead of only those tablets, these are the only presentations to be listed
conce FHEd affected by the change. here.
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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2009/10/WC500005128.doc

EUROPEAN MEDICINES AGENCY

Most common validation issues \/
o MAHs and ASMF holders can contact
=IG ZCOFEES mU'ﬂP“eq by numr?er _Of IAquery@ema.europa.eu, 1Bquery@ema.europa.eu
EFC:: ul(l: Sf’] resu |?g Iln ((;_VGI’ Cd_?rg_mg or the relevant PM for the product in case of doubts
1 SNt el Elreinigizs (el eline) el on classification or have other queries.
Information are presented in the present and a
regardmg proposed table
Change =Not all (_:hange_s are applied for as Date of implementation should always be mentioned
scopes in section “Types of changes” for IA scopes.
= Implementation date missing for IA All changes in the dossier should be described in the
variations application form.

All changes to the authorisation which fit into an
indent of the variation guideline should be classified

<When the Pl is affected, only accordingly.
annexes in EN are submitted (when
linguistic review is not required)

e Editorial changes in the Pl not

Annexes to reflected in the eAF Procedure-specific requirements should be followed

the eAF < Annex IV of a previous Renewal/ (e.g. linguistic review)
PSUR still included in the PI All changes in the PI should be detailed in the present

= Changes beyond the scope of the and proposed section/Annex.
variation are made to the Pl

44 Webinar on Regulatory and Procedural Aspects of Type | variations


https://www.google.co.uk/imgres?imgurl=http://www.clipartkid.com/images/604/county-divorce-mediation-the-right-choice-by-b-robert-farzad-Qpom2V-clipart.jpg&imgrefurl=http://www.clipartkid.com/right-choices-cliparts/&docid=x8HK1UcgGdBS5M&tbnid=J5i27Mov-CCieM:&vet=1&w=1000&h=1000&bih=777&biw=1600&ved=0ahUKEwjz7aG29JvQAhWKPxoKHfi3BIkQxiAIAg&iact=c&ictx=1
mailto:IAquery@ema.europa.eu
mailto:IBquery@ema.europa.eu

EUROPEAN MEDICINES AGENCY

Most common validation issues — cont.

ASMF number and version number not mentioned on the Application form in the
present and proposed section.

D-U-N-S numbert? @ D-U-N-S number?! @
EU or National ASMF @ EU or National ASMF ®
reference number!? reference number!2

OTHER APPLICATIONS!? @

In all variations where the ASMF is affected by the change, the
ASMF number and version should be indicated here
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Mock application form

A sample of a pre-filled application form is published on our website in order to provide
practical guidance.

The mock application form can be found at:
http://www.ema.europa.eu/docs/en_GB/document_library/Other/201
4/12/WC500179305.pdf
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http://www.ema.europa.eu/docs/en_GB/document_library/Other/2014/12/WC500179305.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2014/12/WC500179305.pdf

EUROPEAN MEDICINES AGENCY

4. Documentation requirements —
aspects to consider when preparing
your submission

Blanka Zakutna, Birgitte Jorgensen
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Supporting documentation

e Classification Guideline
« Documentation

e PI

« RMP

48 Webinar on Regulatory and Procedural Aspects of Type | variations



EUROPEAN MEDICINES AGENCY

» The MAH is responsible for the quality of the submitted
documentation

» The MAH should ensure that the Type | variations fully comply
with the data and documentation requirements as specified In
the Variations Guideline

» In grouping of variations, the MAH should clearly identify each
change as well as the related supportive documentation for the
change
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Classification guideline

EUROPEAN MI:DVCINES AGENCY

» Copy of the relevant page(s) from the Classification Guideline should be attached

for each change applied for

* Not applicable to unforeseen changes (.z scopes in the Classification guideline )

» The relevant conditions and documentation should be ticked, as specified in the

Classification Guideline

Classification Guideline
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COMMISSION

Rrussels, 16052013
C{2013) 2804

Guaidelines
of 16.05.2013

ull |h I’{Ill Df!h III‘ ous categories of v .Ill‘llll II Illlltnp(‘l‘.lli on of the procedures
= 1L, Tla, 1IN and IV o i (EC) No 1234/2008

rinti to the terms of
for h pman use and veterinary
i pursuant to » those

e 2008 oncerning the
marketing nulhnrixmmnq for medicinal p
medicinal products and on the d



http://ec.europa.eu/health/files/eudralex/vol-2/2013_05_16_c2804_en.pdf

EUROPEAN MEDICINES AGENCY

Documentation / Amended sections of the dossier

The documentation to be provided is listed in Annex IV of the Variations
Regulation and in the Commission Classification guideline

» The submitted documentation should be presented in accordance with

the appropriate EU-CTD (EU common technical document) format
headings and numberings

» The amendments in the relevant sections of the dossier should

correctly reflect the changes applied for and listed in the Present and
Proposed table of the Application form.
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Copy of the relevant pages from the Classification Guideline

B.lL.d.2 Change in test procedure for the finished Conditions | Documentation | Procedure
product to be to be supplied type
N\ 71 fulfille
E} a) Minor changes to an approved test proced 1,2,3.4, 41,2 1A
b) Deletion of a test procedure if an alternative 4 1 A
method is already authorized
c) Substantial change to, or replacement of, a
biologicall immunologicall immunochemical
test method or a method using a biological M
reagent or replacement of a biological
reference preparation not covered by an
approved protocol
dj Other changes to a test procedure (including 1.2 B
replacement or addition) !
e) Update of the test procedure to comply with
the updated general monograph in the Ph. 2,3,4,5 1 14
Eur.
f) To reflect compliance with the Ph.Eur. and
remove reference to the outdated internal test | 2, 3,4, 5 1 1A
method and test method number*
Conditions
‘ na) 1. Appropriate validation studies have been performed in accordance with the relevant guidelines
and show that the updated test procedure is at least equivalent to the former test procedure.
This condition is not applicable as the method is pefformed according to Ph. Bur. 223
BIl 2. There have been no changes of the total impurity limits; no new ungualified impurities are
detected
B 2. The method of analysis should remain the same (e.g. a change in column length or
temperature, but not a different type of column or method);
Bd) 4. The test method is not a biclogicalimmunologicalimmunochemical methed or a methed using a
biological reagent (does not include standard pharmacopoeial micrebiological methods).
5 The registered test procedure already refers to the general monograph of the Ph. Eur. and any
changes are minor in nalure and require update of the technical dossier.
52 Webinar on Regulatory and Procedural Aspects of Type | variations

BILb.3 Change in the manufacturing process of the | Conditions to | Do fi
finished product be fulfilled | to be supplied type

Minor change in the manufacturing processof an [ 1,2,3,4,5,6, | 1,3,4,6,7,8 |Ia
V immediate release solid oral dosage form or oral | 7
olutions.

\-H/Subsmnu'nl changes to a manufacturing process o
that may have a significant impact on the quality.,
safety and efficacy of the medicinal product

¢ The product is a hiologicalimmunological o
medicinal product and the change requires an
assessment of comparability.

d) Introduction of a mnon-standard terminal o
sterilisation method

¢) Introduction or increase in the overage that is o
used for the active substance

)  Minor change in the manufacturing process of an 1,246,783 |IB
agqueons oral suspension.

No change m qualitative and quantitative impurity profile or in physico-chemical properties

Not fulfilled. as
biological product

x 2 \he product concemed 1s not a biological /mummumological or herbal medicinal product.

3 T}ve manufacturing principle including the single mamufacturing steps remain the same, e g
prbeessing intermediates and there are no changes to any mamifacturing solvent used in the
prpcess.

4 je currently registered process has to be controlled by relevant in-process controls and no
cjlanges (widening or deletion of limits) are required to these controls

V 5 /'he specifications of the fimished product or intermediates are unchanged.
V 6/ The new process must lead to an identical product regarding all aspects of quality, safety and




Copy of the relevant pages from the Classification Guideline

BEIef Implementation of changes foreseen i an approved | Conditien: te | Docemesmades | Proceduse
change management profocol beflflled | tobesmpplied | rype
a}  The implulenl_aﬁun of the change requires no | 1 L4 . ent of the relevant section(s) of the dossier (presented in the EU-CTD DI A 1 =
further supportive data T rm.at fcr wveterinary products, as appropriate), including identification method [ The applicant is advised to
b} The implementation of the chamge requires 1234 B Vo1 evant, and including revised product information as appropriate. add C|Erlfci1CEtIC::I"115 as these
5 can speed u =
farther supportive data Module 3.2.P.1 validaption ofpthe
«) Implementation of a chamge for a L2345 B A declaration that the required stability studies have been started under ICF/V. procedure.
biological immunological medicinal product indication of the batch numbers concerned) and that, as relevant. the required minimum safisiactory stability
Conditions = ta were at the disposal of the applicant at time of implementation and that the available data did not indicate
- oblem. Assurance should also be given that the studies will be finalised and that data will be provided
X 1. The proposad chanze has been performed fully in ne with the approved change managsmant inmmediately to the competent authorities 1f outside specifications or potentially outside specifications at the
protocel =nd of the approved shelf life (with proposed action).
In agreement with the Agency, some minor change have been made and are described in The results of stability studies that have been carried out under ICH/VICH conditions. on the relevant stability
a 4] parameters, on at least two pilot* or industrial scale batches, covering a mininmumn period of 3 months. and an
3. assurance is given that these studies will be finalised, and that 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
pproved o gementy o Dropose;d a:_t;‘:n)' du h licable (: 11 fi 1 th
> e e N Sample of the new product, where applicable (see Notice to Applicants Requirements for samples in the
Inchuded in the Cover Lecter b # Afember States).
X2 Dec:mtl_o\r. h‘ the change is m accordance with the approved if'“,gz mﬂ.l:aglemem and that Either a Ph. Eur. Certificate of Suitability for any new component of amimal susceptible to TSE risk or
the study _res_u__t, ma_le ““e:“'."’.m_ cntena EDE{?LﬁEd__m ﬂ:e protocol. Ir_.ad.f:mqu*_ :]_rec_u_anun where applicable, documentary evidence that the specific source of the TSE risk material has been
“Ihnt_n.n _n:s!::men‘t of comparability is not required for blologicalimmunological medicimal previously assessed by the competent authonty and shown to comply with the scope of the current Note for
products Guidance on Mimnimising the Risk of Transmitting Animal Spongiform Encephalopathies via Human and
Inchided in the Cowver Letter ‘ v 5 eterinary Medicinal Products. The following information should be included for each such material: Name
‘>\: 3. Fesults of Me studies parformed I accordance wilh Mie approved chomze mamagement .nm_nufactu.rel" species and tissues from which the material is a derivative, country of origin of the source
protocol animals and its use.
/ ¥ Amenimen of fhe relevant saction[s) of e Gossier (presented in the EUCTD formt w WTA llfor thre Centralised Procedure, this information should be included in an updated TSE table A (and B, if
vohume 58 format for weterinary products, as approprizte) relevant)
- . . Data to demonstrate that the new excipient does not interfere with the finished product specification test
The following sections are amended: X .
A lethods, if appropriate.
3.5 Drag salatanca Module 3.2.P.5.3
234 Appandicas 7 Justification for the change/choice of excipients etc. must be given by appropriate development
_V 3251 Gananl mfemmatica pharmaceutics (including stability aspects and antumicrobial preservation where appropriate).
32521 Deweription of mannficmring process and procse For solid dosage forms, comparative dissolution profiledata’® of at least two pilot scale* batches of the
3.2.5.2.3 Comol of materials 8. fnished product in the new and old composition. For herbal medicinal products, comparative disintegration
33534 Commal of critical stems data may be acceptable.
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Pl — Product information

A revised product information must be submitted if the Type | changes
affect any of the annexes (i.e. annex A, SPC, annex II, labelling and/or
package leaflet).

¢« Pl should only include the changes declared in the Present/Proposed table in the AF

* Pl should correctly reflect the scope of the variation and should be based on the latest approved version
(i.e. previously concluded IA/IB or CHMP Opinion)

Two different submission requirements for:
» Type IA and IB procedures without linguistic review of Product information

» Type IB procedures with linguistic review of Product information
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Pl — Product information

When preparing the Product information Annexes for Type |
submissions, MAHs should refer to the following guidance documents:

- the checklist for the submission of Annexes, which provides guidance
on formatting, naming convention and administrative details,

- the QRD convention for preparation of Word versions,

- the guidance on how to correctly prepare the PDF versions.
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http://www.ema.europa.eu/ema/pages/includes/document/open_document.jsp?webContentId=WC500004715
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http://www.ema.europa.eu/ema/pages/includes/document/open_document.jsp?webContentId=WC500004716

EUROPEAN MEC
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PI requirements at the time of submission

Annex I-IIIB

SmPC
Annex II
Labelling
PL

Annex A
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eCTD

Electronically
(outside aCTD)

eCTD

Electronically
(outside eCTD)

Type IA and IB
without linguistic
review of PI

a complete set of
annexes of the
product information
in all EEA languages
in PDF (clean) -
correctly formatted

complete set of
annaexes of the
product information
in all EEA languages
in word
(highlighted)

(] &

Type IB
with linguistic
review of PI

complete set of
Annexes of the
product
information in EMN
(only) in PDF
(clean)- correctiy

formatted
g

complete set of
Annexes of the
product
information in all
EEA languages in
word (highlighted)

L

All EEA languages in PDF (clean)

-
=

all EEA language versions in word

(highlighted)
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Amendments to the dossier — Editorial changes

» MAH may include Editorial changes to the dossier in a variation concerning that part
of the dossier (up to “fourth level” of eCTD structure)

= If the variations affects ‘3.2.S.2.1’ editorial changes can be submitted in sections ‘3.2.5.2.1-
3.2.85.2.7’

» Changes that can be classified as a variation as per Variations Guideline should be

submitted under the appropriate variation category and cannot be considered as
editorial.

» Changes to the scientific content (e.g. removal of obsolete specifications, update of
dossier to bring it in line with current manufacturing process) cannot be accepted
as an editorial change.

Classification of changes: questions and answers
4. Editorial changes
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EUROPEAN MEDICINES AGENCY

» The MAH should clearly identify the proposed editorial changes in the
application form.

» A brief description of the editorial changes should be also provided
In the precise scope of the application form

» The editorial changes should be detailed in the present/proposed
table or provided as a separate Annex to the Application form

» A statement from the MAH confirming that the proposed editorial
change(s) do(es) not change the content of the concerned part of the
dossier beyond the scope of the variation submitted should be
included.
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Example of submission of editorial changes

PRECISE SCOPE AND BACKGROUND FOR CHANGE, AND JUSTIFICATION FOR GROUPING, WORKSHARING AND

CLASSIFICATION OF UNFORESEEN CHANGES (if applicable)

(include a description and background of all the proposed changes. In case of grouping and worksharing a justification

should be provided in a separate paragraph. If a variation concerns an unforeseen change, include a justification for its proposed classification).

Editorial changes
» In addition, the MAH wishes to take the opportunity of this submissicn to present an editorial change in the section 5.6 Container Cosure System related the "Manufacturer 1.
This editerial change is further detailed in the 1.2 Raticnale, section 7.

Additionally, the ASMF holder has alsoc brought several editorial changes to impreve the readability of the updated sections and to remove some inadequate level of details regarding Analytical
Procedures (5.4.2), Analytical Vvalidation (S.4.3) the Container Closure System (5.6).

Sections affected by the scopes of the variation - 3.2.5.4.4, 3.2.5.6 and 3.2.5.7.3

Sections where editorial changes are allowed- 3.2.5.4.1-5, 3.2.5.6 and 3.2.5.7.1-3

Example of declaration from the MAH

The changes proposed as editorial do not change the information of the concerned parts of the dossier beyond the scope of the variation submitted within which the editorial changes are
being submitted.
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Examples of Present and proposed table

Table 2
Changes to the Dossier - 3.2.8.2 —
Present Proposed Justification
Sterility USP <715, Sterility USP <71,
EP EP
requirement w
$§2.6.1 5§2.6.1
MAH AG IHAHAG- For consistency the facility
(SOP # OR- Sterile Reject FACILITY 1 Sterile Reject is named and not the
12-00005) (SOP # OR- company name.
12-00005)
Viruses Viruses In-vitro
In Vitro y . W e
Assay mﬁ:f:;‘ as For consistency the facility
MAH AG Free of MAHAG Free of is named and not the
(SOP # VN- detectable EACILITY 2 detectable company naie.
13-35017) viral Reject (SOP # VN- viral Reject
confaminati 13-35017) contaminati
on on
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Present

Proposed Changes

Annex|

Annex |

3. PHARMACEUTICAL FORM
Prolonged-release tablet.

Blue, biconvex, round tablet of 11.9 mm diameter debossed with “NB-890"
on one side.

3. PHARMACEUTICAL FORM

Prolonged-release tablet.

Blue, biconvex, round tablet m diameter debossed with
“NB-890" on one side.

-

SmPC for the TTP:

3. PHARMACEUTICAL FORM

The 10 mg film-coated tablets are pale vellow to
vellow . oval shaped film-coated tablet with
breaking line and engravings “1 07 on one side and
‘MM on the other side. The tablet can be divided
imnto equal doses.

S5mPC for the TTP:

3. PHARMACEUTICAL FORM

The 10 mg film-coated tablets are pale yellow to
yellow, owval shaped 3
breaking line and =po s
side and ‘M M on the ofher side.
divided info equal doses.
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Parameter
corrected
to be in line
with the
diameter
stated in
Module
3.2.P.5.1.

Term modified
as per QRD
guideline

=




Present

Proposed

Justification

Editorial changes

Appearance of the
container
(10021.01)

100 ml colourless plastic
vials, grey rubber-
stopper, aluminium cap
with deep purple flip-off
component

Appearance of the
vial
(10011.01)

100 mL colorless plastic vial,
grey rubber-

stopper, aluminum cap with
deep purple flip-off component

Editorial change of test
title. No changes in test
procedure or acceptance
criteria are proposed.
The test code was
updated from 10021.01 to
10011 .01

Bacterial endotoxins

Procedure

Bactenal endotoxins

Procedure

Editorial change to

Membrane filtration in
accordance with Ph.
Eur. /USSP

Procedure

Determine the sterility of
20 units in accordance
with Ph. Eur. 2.6.1,
“Sterility” and USP <71=>,
“Sterility Tests” —
considered as
harmonized by the ICH —
by the membrane filtration
method. Incubate for at
least 14 days.

Membrane filtration in
accordance with Ph.
Eur /USP/JP

Procedure

Determine the sterility of 20
units in accordance with Ph.
Eur. 2.6.1, “Sterility” and USP
<71>, “Sterility Tests” —and JP
4.06, “Sterility Tests”
considered as harmonized by
the ICH — by the membrane
filtration method. Incubate for
at least 14 days.

test (BET) Assay of 3 units for test (BET) Assay of three units for include reference to JP
bactenal endotoxins with bacterial endotoxins with the <4 01> in the test
the turbidimetric turbidimetric technique in procedure
technigque in accordance accordance with Ph. Eur.
with Ph. Eur. 2.6.14, 2.6.14, “Bacterial Endotoxins”,
“Bacterial Endotoxins” and JP <4.01> or USP <85>,
and USP <85>, “Bacterial “Bacterial Endotoxins Test”.
Endotoxins Test”.
Sterility Principle Sterility Principle Editornial change to

include reference to JP
<4 06> in the test
procedure

Webinar on Regulatory and Procedural Aspects of Type | variations

EUROPEAN MEDI




EUROPEAN MEDIC] NES AGENCY

Documentation requirements for Risk Management Plan (RMP)

Type IB submission chedcklist® Yes

- The pre-notification checklist on Type IA/IA
and pre-notification checklist on Type IB
+  The Version number correctly reflected.

pUbIIShed as part of the Post-Authorisation +  The changes to the RMP should be induded in the Application Form in the "Present and Proposed'

guidance (PAG) contain a dedicated section on table or provided as a separate Annex (except in case of update to the latest RMP template).

RMP. + RMP, based on the latest approved version, only induding the changes covered by the
scope of the variation with tracked changes, or

#  RMP including a summary of changes from the pravicus RMP version (mandatory in
case update to the latest RMP templata).

CHAMNGES TO THE RMP

- The pre-notification checklist for type IBs details
the main blocking issues.

- Confirm that especially the blocking issues have
been correctly implemented in the eApplication
Form and that other submission requirements
are met.

63 Webinar on Regulatory and Procedural Aspects of Type | variations


http://www.ema.europa.eu/docs/en_GB/document_library/Other/2011/03/WC500103881.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2011/03/WC500103881.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2011/03/WC500103881.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_procedural_guideline/2015/11/WC500196337.pdf

EUROPEAN MEt NES AGENCY

RMP submission requirements for MAH

How should I submit a procedure with an update to the RMP?

* The submission of a new RMP version is required for any procedure that affects the RMP

< RMP clean version is required in eCTD sequence
In addition, applicants should submit

= An RMP track change version (preferably submitted as a word working document)
or

< A summary of changes -> this is mandatory if the RMP is being updated to a new template.

For large updates of an RMP, a summary of the changes should be submitted in addition to the RMP
track change version.
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Procedure for provision of RMP by MAH

Applicable to all RMP submissions

eChanges to the RMP can be submitted as part of other variations or as a stand alone
variation (under C.1.11) (i.e. for changes in RMP linked to changes implemented in the
Pl, no additional scope is required for the update (e.g. update of safety information of
Pl and consequential reclassification of a risk in RMP)).

e Multiple minor RMP changes can be included under one single C.1.11 scope

Applicable to generic products

e An updated RMP should be submitted when the changes in the Pl of the originators
products warrants an update of the RMP (e.g. new important identified risk, risk
minimisation measures).

< The Agency will not provide the updated RMP of the reference product.
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5. Update of safety Product information
for Generics

Birgitte Jorgensen
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Changes in the Pl following assessment of the same change in
the reference product

Validationissues 2015 -5 The correct implementation of the wording in alignment with

the reference product in all EEA languages is key for the safe
and effective use of the medicinal product

B AF deficiencies

B Incorrect implementation

of wording in PI
§ Administrative issues® The precise scope of the application should provide confirmation
that no additional changes, except from those necessary to bring
m Confirmation of no . . .
additional PI changes the annexes in line with the reference product, have been made.
M Incorrect number scopes
fRMP missing Any issue should be agreed with EMA prior to submission

(IBaguerv@ema.europa.eu)

*(EMA Ietter and/or Originator Pl missing; incorrect wording of scope)
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The EMA process of communication of changes in the
reference product — safety procedure

For updates following reference product
* Type |l (safety variations)
* Renewal
« IB (safety variation)
e PSUR

=

EMA will inform the MAH to submit a IB within 60 days of communication. (Translations provided).
Number of C.1.2 scopes should be in accordance with scopes for the reference product

L

Any clarifications questions prior to submission should be addressed to IBquery
(e.g. the reference contains additional changes) before submission
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The EMA process of communication of changes in the
reference product - Signals

Signals: addressed to all INN concerned
(published online: EPITT <number>)
Classified as C.l.z type 1Ay (as per CMDh Art. 5 Recommendation)

U

The MAHs must submit according to the advice published by PRAC. All translations are available on the website.
The MAHSs will not receive a request to submit a variation.

2

[ Any clarifications questions prior to submission should be addressed to |Aquery. }
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Procedure for provision of translation by MAH

If the translation have been provided in all languages (generics, class labelling, etc.)

e The changes should be implemented as copy-paste — the text provided has
undergone linguistic review at Member State level
- If sections don’t apply this should be justified
- If there are issues with the translation, please contact IBguery
- The full set of annexes must be provided at submission
(clean PDF and highlighted working documents)

e For procedures requiring linguistic review
- The full set of highlighted working documents is required at submission
- The assessment runs in parallel, therefore changes are possible after the
conclusion of this process
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EMA Procedure for check of translation

* Upon receipt the EN annexes are checked to ensure that:
- the correct baseline of Pl is used. It should be based on Pl adopted in previously
concluded procedures and do not include any change of ongoing procedures.
- no additional changes other than those included in the scope are
incorporated
- the changes have been implemented as applied for

« A random review is carried out on few languages other than EN to ensure that:
- the changes from the EN have been implemented in the same sections
- all changes, as implemented by the reference product, have been implemented
correctly

A random review is carried out to ensure that the Product information PDF complies
with the ORD convention
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Procedure for provision of translation by MAH — special cases

If issues have been identified with the translation of the originator of any languages

- Prior to the submission, please provide IBquery with a present-proposed table with an
explanation of the mistake to agree on the acceptability of the change.

« Example of MAH of a generic highlighting issue on Originator’s Pl

72

FR{France)Y Current Current Description
0 . , Proposed . ,

! originator’s originator’s of change
s~ Package Leaflet] amendment .
b FR PI EN PI in EN
Section Title-& - et FRo Proposedo -:ext-IEZ\'n Comment=
Paragrapho
3 snnmHowtotake-| [...]Prenezles- [...]Prenezles- [...]Takethetablets: | Addition-ofmissing-

T, | comprimésdansdes- | comprimésdansles- | within-30°minutes- sentence Change to-
o 30minutes-suivantda-| 30-minutes-suivantia- | afterthe-end-ofa- complywith-
find untepas{petit- | findunzepas{petit- | meal{breakfastand- | originator ENtext.c
déjeuner-ou-diner) = déjeuner-oudiner)et- | dinner)-andswallow-
avalez-lesentiers- wholewith+water 4
avecdel ean= o
l'[
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Repeated scopes

« The number of scopes should be consistent throughout the submission (e.g. extracts from classification

73

guidance, cover letter and application form)

One scope per Pl change of the originator applies. This information is included in the EMA communication

requesting the submission (e.g. PSUSA + type Il for originator = two C.l.2.a scopes for generic).

3. TYPES OF CHANGE(S)

Copy of the relevant page(s) from the Guidaline for this/these change(s) is attached and the ralevant boxes for
conditions and documentation (bath far Type 14 and Type IB) are ticked.

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

To add a variation Ttem, Click Show All Typu' and select check boxes for the required variation items. When all
items have been selected click Show only Selected.

Show All Types

Variation Selected
c12a) 2 — For submissions with several changes with the same classification
ClIz) 1

cI Changes (s:lety.f Etticacy) to Human and Veterinary Procedure type -
Medicinal
Art. 5
+
X 2 Other variation n X1 n  lmelement. Date: _
cL2 Change(s) in the Summary ot Product Procedure type =
Characteristics, Labelling or Package Leaflet of a
generic/hybrid/biosimilar medicinal products
Following assessment of the same change for the
reference product
) Implementation of change(s) for which no new - *
X o= additionsl data is required to be submitted by the MAH B
% 2 Implementation of change{s) for which no new - *

additional data is required to be submitted by the MAH
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Coffee break
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6. GMP and Inspection related
documentation

Laetitia Deguil
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Contents

« What is Good Manufacturing Practice (GMP)

Legal Basis

GMP assurance system in the EEA vs third countries

* Annexes to the electronic Application Form (eAF)
* Manufacturing and Importation Authorisation or equivalent (MIA — annex 5.6)
* Good Manufacturing Practice certificate (GMP certificate — annex 5.9)
* Qualified Person declaration (QP declaration — annex 5.22)
* Flowchart (optional for variations - annex 5.8)

Module 3.2.P.3.1 — overview of manufacturers of the finished product (FP)

« Module 3.2.5.2.1 — overview of manufacturers of the active substance (API)
« Most common validation issues

« GMP related guidance (on slide 117)
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What is GMP?

Legal Basis

* Directive 2003/94/EC - medicinal products for human use.
* Directive 91/412/EEC - medicinal products for veterinary use.

* System ensuring that active substances and products are consistently manufactured and
controlled according to high quality standards.

» Purpose - to minimize the risks involved with the quality of medicines.

EudraLex - Volume 4 Good manufacturing practice (GMP) Guidelines

. Part 1: GMP principles for the manufacture of medicinal products.
. Part 1l: GMP for active substances used as starting materials.
. Part 111: GMP related documents, which clarify regulatory expectations.
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GMP assurance system in the EEA vs third countries - MIA annex 5.6

78

A system of manufacturing authorisations ensures that all products authorised
on the European market are manufactured/imported only by authorised
manufacturers, whose activities are regularly inspected by the competent
authorities, using Quality Risk Management principles.

All applications introducing a new manufacturing site and/or activity shall be
supported™>:

- by a valid MIA (EEA sites) or equivalent (MRA/3™ country), or
- a EudraGMDP reference (EEA sites only)

*in accordance with Article 8.3(k) of Directive 2001/83/EC (not applicable to APl manufacturers).
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Sites in the EEA and MRA/3" country - What is a MIA?

Manufacturing authorisations are required by all pharmaceutical manufacturers in the EU
whether the products are sold within or outside of the Union.

* All manufacturers/importers of medicines located in the EEA must hold a manufacturing
and importation authorisation (MIA) issued by an EEA National Competent Authority
(NCA).

« All valid MIAs are uploaded to EudraGMDP by the relevant NCA and will be cross-checked
for validity during validation of Initial MAAs and Variations.

Manufacturing authorisations equivalents e.g. drug licences, establishment licences etc.
shall be provided for manufacturers outside the EU located in 3™ countries, including
countries where Mutual Recognition Agreements (MRA) apply, showing that the manufacturer
is authorised in his own country to produce medicinal products.
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GMP assurance system in the EEA vs third countries — GMP
certificate annex 5.9

» Each EEA NCA is responsible in supervising the MIA holders (MIAH) within their territory by
performing routine GMP inspections to ensure adherence to the GMP principles.

 For products manufactured outside the EU, manufacturers are verified by routine GMP
inspections to confirm that they operate according to EU GMP standards.

* The responsibility to inspect a 3" country site falls on the NCA known as the Supervisory
Authority (not the Rapp/CoRapp) of the country where the product is imported (Batch
Release site).

* Following an inspection, NCAs will issue a GMPc or a GMP Non-Compliance Statement.
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Sites in the EEA and MRA/3™ country — What is a GMP Certificate?

« A valid GMP certificate ensures that the current site located in the EEA or outside™ has been
inspected and complies with the GMP principles.

« A GMPc is usually valid for 3 years, however, this could be reduced or extended using regulatory
risk management principles.

« GMPc / EudraGMDP references should be submitted as supporting documentation to a MIA or
MIA equivalent to verify GMP compliance but not instead of a MIA.

“Exception: Mutual Recognition Agreements (MRA) with different scopes for certain countries whereby the GMP status is recognized by the EEA

thus not requiring an EEA inspection (Australia, Canada, Japan, New Zealand, Switzerland, Israel-ACCA). There is no operational agreement with

the USA at the present time (FDA Inspection reports are used as supporting information but are not accepted instead of an EEA GMP certificate).
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QP declaration annex 5.22 — what is it and its content

« A (revised) QP Declaration/written confirmation is required for all Initial MAAs and
Variations on changes to APl & Finished Product manufacturers or Batch Release sites, and
special scopes to update the QP Declaration.

« MIA Holders are obliged to use only APIs that have been manufactured in accordance with GMP.

 For each active substance, applicant should attach a declaration(s):

« from the Qualified Person of the MIAH(S) listed as the Batch Release (Certification) site and from the
Qualified Person of the MIAH(S) located in the EEA listed as manufacturing the finished product where

the API is used as a starting material
« that the API is manufactured in compliance with the GMP principles for starting materials.
« The QP declaration should refer to an audit and show the date of the audit.

. A single QP declaration may be submitted on behalf of all QPs involved (provided all relevant sites are clearly indicated in

the single declaration).

82 Webinar on Regulatory and Procedural Aspects of Type | variations



QP

Appl

EUROPEAN MEDICINES AGENCY

declaration annex 5.22 — what is it and its content

ies to APIs only (chemical & biological but not blood or blood components and excludes quality

control and packaging only sites).

Sections of the QP Declaration to pay particular attention to if using the suggested template:

83

The correct API is listed on the first page;

Part A: all AP1 Manufacturers (including intermediate sites) and their
responsibilities/activities;

Part B: only EEA MIA Holders using the API as a starting material and/or performing Batch
Release of the finished product;

Part C: under (i) confirm that an audit has been performed; and under (ii) list the details of
the audits for all the APl manufacturers from Part A (MIAH, auditing body — MIAH or
contracted 3 party™, API site, date of audit and justification if the audit exceeds 3 years)

“Cannot be based on GMP Certificate issued by an EEA authority!

Part E: Signatory must be by the QP, dated recently and issued by a site listed in Part B.
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QP declaration annex 5.22 — tips for successful completion

PART B: Manufacturing / Importer Authorisation Holder(s) (MIAHs) to

Reference Number e.g. EMEA/ H/C/00500xx/0000 (procedure numberfor IMAA or variation) which this QP declaration applies

This QP declaraticn is applicable to thefollowing registered MIAH(s), that use the active substanceas a

PART A: Concerned active substance manufacturing sites starting material and/or is responsible for QP certification of the finished batch of a human or
veterinary medicinal product, where the active substanceis registered as a starting material and is
Name of Active Substance: only one API listed as per dossier (one QP declaration per APT) manufactured at the sites listed in Part A:
3
Name and Address of Active Substance Manufacturing Sitel? Manufacturing MIAH Site (EEA sites ONLY) MIAH Number Manufacturing
Operation / Activity? Activity
Site A listed in 3.2.5.2.1/2.5.3 (eAF)/5.8/ASMF Full or partial Site 1 - performing Batch Release (Certification) listed in MIA number from Batch Release and
Full name as per supporting documentation manufacture of the 3.2.P.3.1/2.5.2 (eAF)/5.8 authorisation all other relevant
Full address aligned with dossier as per supporting documentation active substance, Full name as per supporting documentation activities for the site
micronisation including Full address aligned with dossier as per documentation
intermediates o Batch Release
JKL Incorporated Manufacturer of active XYZ Limited Batch Control
Grand Avenue 10 substance Calle etc, 2 atch Lontro
00000 City 00000 Madrid testing
Arkansas Spain
USA
Site 2 - performing Manufacture of the Finished Product in | Same as above Relevant activities
Site B Same as above EEA (if applicable to application) listed in 3.2.P.3.1/2.5.2 e.g. M-FP
Same as above (eAF)/5.8 using the API as starting material

Full name as per supporting documentation
Full address aligned with dossier as per documentation

MNP GmbH Processing of non-
Strasse 4 sterile medicinal
00000 Berlin product

Germany Quality Control —

Chemical/Physical

84 Webinar on Regulatory and Procedural Aspects of Type | variations



QP declaration annex 5.22 — tips cont’d

PART C: Basis of QP Declaration of GMP Compliance

Please tick section (i), complete the table in sedtion (i) and, if applicable, add the supplementary
supporting information to section (iii).

(i) X On-site audit of the active substance manufactu rer(s)

(ii) Audit(s) of the active substance manufactured at the site(s) listed in PARTA
has /have been completed either by the MIAH(s) listed below or by a third party auditing
body(ies) i.e. contract acceptor(s) on behalf of the MIAHs i.e. contract giver(s) as listed:

Responsibilities in the case of multiple MIAH(s):

+  This declaration is made on behalf of all the involved QPs named on the relevant MIAH(s) specified
in Part B; = one declaration is acceptable if all relevant sites are listed in Part B,
otherwise please submit as many declarations as applicable for each relevant MIAH

+ A documented procedure defining GMP responsibilitiesis in place and that technical agreements
exist between the named companies concerning management of GMP responsibilities.

Part E: Name and Signature of QP responsible for this Declaration

This declaration is submitted by:

MIAH Site Auditing body Site audited Date of
{or contract giver) ({contract acceptor) audit!
Site 1 or 2 from Part B | Leave blank if site 1 or | Site & Should be in
2. I1f 3% party then list | Full name and address as per Part & | last 3 years,
MNP GrnbH name/address. if over then
Strasse 4 NB: NCA not JKL Incorporated justify below
00000 Berlin acceptable here Grand Avenue 10 01/03/2015
Germany I MNP - leave blank | 90000 City
Arkansas
If contractor : USA Ifovers
BDE Auditors Ltd years
Address, city, country
05/05/2010°
Site 1 or 2 from Part B | Leave blank if site 1 or | Site B Should be in
2. If 3% party then list | Full name and address as per Part & | last 3 years
name/address
NB: do not list NCA
here

4 Justification should be provided if the date of last audit exceeds 3 years:

Provide justification for audits axcaeding 3 years hare (if applicable) - the |ast audit took place on
05/05/2010 [provide reasons and explain]...

{iii) Supplementary supportive information (optional):

Summary of supporting information provided

If relevant and informative, list results of inspections or GMP certificates issued by EEA, MRA or other
recognised authority together with other supporting information (optional).
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Signatory

Signed by QP

Print name

Mame of QP signing e.g First & Last Name
Date

Recent date

Status (job title)

e.g. Qualified Person

MIAH Site
Site from Part B
Full name

Full address as per Part B

MNP GrmbH
Strasse 4
00000 Berlin
Germany

MIAH number

As per Part B and supporting documentation
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Flowchart annex 5.8 (optional for variations)

All manufacturing site details including their names, addresses and activities should be
aligned and consistent throughout the dossier e.g. eAF / 5.8 / 5.22 / 3.2.P.3.1 /
3.2.5.2.1 / PI for Initial MAAs and in the background scope / present & proposed table
and where relevant in Variations and be consistent with the supporting documentation.

Example flowchart annex 5.8
ABC Ltd Annex 5.8
Product name 200mg
Film-coated tablet

The fIOWChart annex 5'8 (mandatory In Annex 5.8 Flowchart of the manufacturing sites involved in the
.. . . . . manufacturing process of the medicinal product as listed in the eAF

Initial MAAs, optional in Variations) should

. . . Manufacture Df active sub_stance _by chemic_:al synthesis

list all manufacturing sites for the FP and By o eamang | rpsical

APl including their names, location and R

activities in a clear way with the same

terminology used in the eAF and relevant

Processing of non-sterile medicinal product

mOd U IeS - Quality Control — Chemical/Physical

MNP GmbH, Germany
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Relevant sections of the dossier: Module 3.2.P.3.1

Example 3.2.P.3.1
ABC Ltd Module 3 Quality
Product name 200mg 3.2.p3.1
Film-coated tablet

Module 3.2.P.3.1 relates to manufacturers
of the Finished Product (FP).

Module 3.2.P.3.1 — Mhnufacturers of the finished product [Product name]

All sites details and activities should be consistent with the supporting
documentation and aligned throughout the dossier.

All FP sites should be listed by their full

Site details _ Activities
name, fu” addl’eSS and a” relevant i::: ::r:;:t;';zl::sa: per supporting documentation ?ésrlﬂgr:ﬁ;r;gg\ggy as per eAF, annex
L. . . . Postcode
activities as mentioned in the eAF of Initial Yy
MAAS and Varlatlons MNP GmbH Processing of non-sterile medicinal
Strasse 4 roduct
00000 Berlin gua\ity Control — Chemical/Physical
Germany
An updated module 3.2.P.3.1 should always RSSA Srmary Packaing
. - 1 Rue de Pari S d Packagi
be submitted when making changes to 00000 Paris s TR
France
manUfaCturerS Of the FP XYZ Limited Batch Release
Calle etg, 2 Batch Control testin
Oooogﬁadrid !
Spain
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Relevant sections of the dossier: Module 3.2.5.2.1

Example 3.2.5.2.1
ABC Ltd Module 3 Quality

Module 3.2.5.2.1 relates to manufacturers Product name 200mg 3.2.5.2.1
Film-coated tablet
of the active substance (API).

Module 3.2.5.2.1 - Manufacturers of the active substance - Paracetamol

A” Apl SiteS ShOUId be I|Sted by their fu" ,3.’! sites de.':"a."fs and agtivities should be cans."ster'?.': with the supporting
ocumentation and aligned throughout the dossier.
name, full address and all relevant activities .
. . o Site details Activities
as ||Sted N the eAF Of In't'al MAAS and Full name of site as per supporting documentation | Same terminology as per eAF, annex
. . Full street address 5.8, annex 5.22
Variations. Postcode
City
Country
I h I I JKL Incorporated Manufacturer of active substance]
An updated mOdu e 32821 snou d a WayS Grand Avenue 10 Quality Control — Chemical/Physical
. R 00000 Arkansas
be submitted when making changes to USA
manufacturers of the API.
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V4

Most commmon validation issues

= Incorrect scope applied for and not in
line with the actual scope of change; Ensure correct scope is chosen

e Change of address is physical rather
than administrative and wrong scope

has been used; Ensure the correct scope is used e.g. A.x scopes
e Discrepancies in activity terminology for administrative address changes and B.1/B.II
eAF performed by the manufacturer (i.e. scopes for physical location address changes

term used “packaging” implies primary
and secondary packaging, whereas the
manufacturer is authorised to perform Ensure the terminology used in clear, detailed

secondary paqkaglng only gnd thus and consistent with the eAF
cannot be registered for primary

packaging).

e The product is sterile and one of the Ensure that conditions are met

conditions is that it cannot be sterile;

= The i_r‘r_lplementation date and/or the Ensure the implementation date and/or
conditions of transport and bulk
storage should be specified and -
validated but are missing. specified

Conditions in

guideline not
met

conditions of transport and bulk storage are
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Most common validation issues

= Company letter submitted instead of
official documentation. A company
statement in a letter is not acceptable
instead of an official document.

= No official documentation provided.

Official
documentation

* P&P missing
e Completed incorrectly and does not
reflect the changes applied for.

Present and
proposed table
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4

An updated MIA/GMPc is valid as official
documentation provided it shows the new name
and/or new address of the site

Official document = Chamber of Commerce
document or proof of establishment or MIA/GMPc

Ensure the P&P is submitted within the eAF

Ensure P&P is clear and correctly completed with
the present manufacturers and the proposed
changes to the relevant manufacturers
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Most common validation issues

Discrepancies

Certificate of
Suitability
(CEP)

Name of manufacturers and/or site
details inconsistent throughout the
dossier and/or against the supporting
documentation e.g. name differs,
address is not aligned, postcodes are
different, etc.

CEP issued by EDQM for an API
manufacturer submitted instead of
GMP certificate. A CEP does not
replace a GMPc nor confirms GMP
compliance and can only be submitted
as supportive documentation to a
GMPc.
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V4

Ensure all documentation is consistent

eAF vs present & proposed table vs MIA/GMP vs

3.2.P.3.1/3.2.5.2.1 vs 5.22

Ensure GMPc is submitted
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Most common

MIA/ZGMP

certificates

validation issues

Missing (paper and/or EudraGMDP
reference);

Invalid MIAs and/or GMP certificates
and/or wrong scope of medicinal
product covered e.g. vet medicinal
product MIA/GMPc for human products
or document covers investigational
medicinal products only;

Activity not authorised or restrictions
apply to relevant activity or
pharmaceutical form

Required information of the variation
scope not reflected in module 3
(3.2.P.3.1 and/or 3.2.S.2.1) or not
updated correctly;

Missing or additional sites in module
3.2.P.3.1/3.2.5.2.1.
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Ensure MIA and GMPc is submitted or correct
EudraGMDP reference is provided

Ensure MIA/GMPc is valid and covers the correct
scope of medicinal product

Ensure activity is authorised / not restricted

Ensure modules 3.2.P.3.1 and/or 3.2.S.2.1 are
submitted and updated correctly

Ensure no other site changes are made except
those for the relevant sites in the variation scope
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Most common validation issues

V4

= Annex 5.22 missing or lack of Ensure QP declaration is provided
justification for omission;

* Missing API sites in Parts A & C, non-
EEA sites listed in Part B, NCA
inspections listed as audits in Part C
instead of internal audits performed by
the MIAHSs (or contracted 3 party),

QP declaration the audit date of a site on the QP

declaration exceeds 3 years and no

justification for exceeding this period

Ensure all API site(s) are listed in Part A

Ensure only EEA MIAH(S) site(s) are listed in
Part B

Ensure all APl internal site audits are provided

has been provided or no audit date in Part C (no NCA audits)
provided;

= Parts of the declaration have been
deleted and/or amended and therefore Ensure the contents of the QP declaration
no longer compliant. complies with the guidance
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7. Applications affecting an Active
Substance Master file (ASMF) and CEP

Carlos Aicardo
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Contents

Concept of ASMF
Submission requirements for ASMF

ASMF specific submission documents

Most common validation issues regarding ASMF

a &> 0 h P

Concept and most common validation issues regarding CEP
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ASMF — Active Substance Master File

Separate dossier that contains information on the manufacture of the AS. The MAH
contracts the ASMF holder to manufacture the active substance.

Restricted part

A

ASMF dossier
(3.2.S - AS)

Applicant’s — MAH dossier
part (3.2.S - AS)

AP should contain sufficient information to enable the MA holder to take full
responsibility for an evaluation of the suitability of the specifications for the active
substance to control the quality of this active substance

CHMP Active Substance Master File guideline
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ASMF — Submission requirements

Different documentation/requirements needed depending on the type of changes

ASMF holder:
< ASMF dossier (if new ASMF being registered)

e etter of Access: (Annex 2 of the ASMF

Guideline);

eSubmission Letter and Administrative Details
(Annex 3 of the ASMF Guideline)

<A commitment to inform the applicant and the
EMA of any change in the ASMF

MAH
*AF including ASMF number

«Copy of the revised sections of the Applicant’s part of the
ASMF, if applicable, which should be identical to the ones
submitted by the ASMF holder.

In cases where a new ASMF is being introduced as part of

a Type |l variation, in addition:

Question 27 of the pre-authorisation guidance
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eLetter of Access (Annex 2 of the ASME Guideline),

«Copy of the complete current version of the Applicant’s
part of the ASMF in Module 3
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Example 1 —Introduction of changes to an existing ASMF

e.g. To introduce minor changes to the solvents volumes used in step 3 of the
manufacturing process of the active substance reflected in the restricted part of ASMF

ASMF holder: Marketing authorisation holder

» Updated ASMF dossier (RP and AP as e Application form including ASMF number
applicable) = Affected sections of Module 3.2.S with a

e Submission Letter and Administrative copy of the revised sections of the
Details (Annex 3 of the ASME Guideline) Applicant’s part of the ASMF, if applicable,

which should be identical to the ones
submitted by the ASMF holder.
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Example 2 — Introduction of a new manufacturer supported by an

ASMF

e.g. To add a new manufacturer for the active substance clopidogrel besylate supported
by an ASMF. The new manufacturer is Example 1 344 Street 1 Capital E28 589, Country

ASMF holder: MAH

e ASMF dossier (or updated ASMF dossier e Application form including ASMF number
with new administrative information if the  _ | ctter of Access (Annex 2 of the ASMF
ASMF is used for other medicinal products) Guideline)

e Letter of Access: (Annex 2 of the ASMF

N e Copy of the complete current version of the
Guideline); Applicant’s part of the ASMF in Module 3
e Submission Letter and Administrative

Details (Annex 3 of the ASMF Guideline)

e A commitment to inform the applicant and
the EMA of any change in the ASMF
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ASMF specific documents

Relevant documents located as annexes in CHMP Active Substance Letter of access (Annex 2)
Master File guideline

To be provided by ASMF holder and MAH when a new

0 manufacturer supported by an ASMF is introduced
EUROPEAN MEDICINES AGENCY
SCIENCE MEDICINES HEALTH ANNExz
31 May 2013 (< FROM ACTIVE SUBSTANCE MASTER FILE HOLDER ON HEADED PAPER>)
Committee of Human Medicinal Products CHMP/QWP/227/02 Rev 3/Corr *
Committee of Veterinary Medicinal Products EMEA/CVMP/134/02 Rev 3/Corr * TEMPLATE LETTER OF ACCESS

[Address of Competent Authority/EMA]
Guideline on Active Substance Master File Procedure [Date]
Final Number of Active Substance Master File:

<EU/ASMF/0000C* or National ASMF reference number®>

Name of Active Substance:
Additional guidance on how to complete ASMF documents Internal API Code (if applicable):
Active Substance Master File holder: [name and address]

Additional guidance on documents relating to an active

su bsta nce master f||e The aforementioned Active Substance Master File holder hereby authorises the <name of National
Competent Authority> <EMA including all CHMP and CVMP Members and their experts> to refer to and
review the above mentioned Active Substance Master File in support of the following Marketing
submission letter and administrative details for documents relating to an Authorisation Application(s) or Marketing Authorisation Variation(s)® submitted by [Name of Marketing

active substance master file and Annex 4-withdrawal of access letter of the Authorisation Holder/Applicant] on [planned date of submission]:
active substance master file procedure guidance (CHMP/QWP/227/02 Rev 3,
EMEA/CVMP/134/02 Rev 03)

Additional guidance on completing the Annex 2-letter of access, Annex 3-
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ASMF specific documents — Annex 3

ANNEX 3
(< FROM ACTIVE SUBSTANCE MASTER FILE HOLDER ON HEADED PAPER>) MUSt Contai n Complete present and proposed table Of Changes in
Template Submission Letter and Administrative Details for documents relating to an Active case Of an Update to a cu rrently authorised ASMF

substance Master File (ASMF)®
From:<ASMF Holder name >
<ASMF Holder address>

Astdhiclderaddiess Table of Changes between different versions of the ASMF

<ASMF Holder <Post code> Town>

This section should only be completed for updates to an already submitted ASMF.
<ASMF Holder Country>

The Table of Changes should be included as a separate document to the main Submission Cover Letter.
The ASMF holder should use the following example templates for the table. If the changes have been
previously authorised in a National or European procedure, the ASMF holder should annotate the table
with the procedure number.

To: <Name and Address of Competent Authority>
<Date>
<Reference>

Subject: Submission of documents relating to an ASMF
Table of Changes example template

for <Name of Active Substance> - <EU/ASMF/XXXXX® or national ASMF reference

number> * TABLE OF CHANGES
PRESENT PROPOSED
ASMF helder’s RP and/or ASMF holder’s RP and/or
Dear Sir or Madam: AP Version Number [version AP Version Number [version
number]/date (dd-mm-yyyy) number]/date (dd-mm-yyyy)
This Active Substance Master File is submitted in relation to the following product: Section Current situation Description of change
(CTD or NtA, as
appropriate)

Medicinal product <Name of the medicinal product>™"
Allocated procedure number | <EMEA/H/C/product reference number/procedure reference>
(as applicable) <RMS/H/product reference number/procedure rence>

<National Marketing Application/Authorisation Reference>

(Intended) Submission date
of the marketing <DD/MM/YYYY >
authorisation application or
variation (if known)
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Most common validation issues (ASMF holder)

Ensure Annex 3 is appropriately completed

= Present/proposed table not provided by ASMF holder

Annex 3 « Version number of the ASMF not reflected Ensure that ASMF number has been applied for prior to
submission
= ASMF number not applied for in advance (if Ensure ASMF dossier is updated/provided in advance or

Submission applicable)

. . . . . simultaneous submission from MAH
e ASMF dossier not submitted at time of validation

« Incorrect scope applied for by the MAH The ASMF holder should communicate all changes to the

(Ol EE[er=1d[e]g MMl = Incorrect number of scopes applied for by the MAH MAH to allow adequate classification and number of scopes
= Not all changes applied for by the MAH to be applied for by the MAH while protecting the ASMF
confidential information in the restricted part

Effective communication between the MAH and ASMF holder is key
to avoid delays in the approval of changes
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V4

Ensure that a similar approach to other type | variations is

Most common validation issues (MAH)

= ASMF number not indicated
= No precise scope description provided ) o ST
< No indication if the restricted part of the ASMF is affected applied when filling in the application form

Application
form

- Incorrect scope is applied for All changes need to be correctly classified - MAHs and ASMF

(O EEE1iler=11[e]s M = Incorrect number of scopes is applied for holders may contact IBquery@ema.europa.eu or
= Not all changes are applied for IAquery@ema.europa.eu in case of doubts on classification

* Liaise with ASMF holder to ensure that ASMF dossier is
submitted in advance or simultaneously with submission
from MAH
¢« Changes to the ASMF AP should also be reflected in the
MAH dossier

» ASMF dossier not submitted at the time of validation

S0 e]aglS5S{fe]alM - If changes to the Applicant part, Module 3.2.S not updated
accordingly

Effective communication between the MAH and ASMF holder is key
to avoid delays in the approval of changes
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Avoiding validation issues

Q27 — Pre-submission guidance IB — Pre-notification checklist

27. How shall I submit an Active Substance Master File Specific section covering application affecting an ASMF

(ASMF)? Rev. Aug 16

Type IB submission checklist! Yes nfa
CHANGES TO AN ASMF

MAH should submit:
I ncludes information on *  Application form listing the ASMF number in the 'Present and Proposed’ table (last
row).
In order to avoid validation comments, the EMA strongly recommends submission of the variation
hd Concept of ASMF application ence the ASMF holder has requested and obtained an EMEA ASMF reference number?
and has successfully carried out the submission of relevant sections of the ASMF in the appropriate
eCTD format.
. Documentation requirements * Revised sections of the dossier (open part) corresponding to ASMF open part.
MAH should liaise with ASMF holder to ensure that the following documentation is submitted:
*  Submission letter and administrative details (Annex 3 of the ASMF Guideling)*™ !,
. Ll n kS to relevant g u idel | nes *  Detailed table of changes, clearly showing the present and proposed situation. Dossier section
number(s) is/are indicated at the lowest possible level.

*  Revised sections of the ASMF dossier (open/restricted part) reflecting changes to the

A eCTD su bm iSSiOh req u i rements previously accepted version, as applicable.

The MAH is accountable to ensure that ASMF holder has provided
the required documentation
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What is a CEP? e rrr

European Directorate for the
Quality of Medicines & HealthCare

CEP — Certificate of suitability: certifies that a substance complies with the quality standards
specified in the specific monograph and applicable general monographs of the Ph. Eur. for this
substance.

TSE certificate — granted by EDQM, guarantees compliance with the general monograph on
products with TSE risk — applies to substances of animal origin.

Directive 2003/63/EC

Registration

Where the active substance and/or raw and starting material or
excipient(s) are the subject of a monograph of the EP, the applicant can

apply for a certificate of suitability that, where granted by the EDQM, shall (D Acce pted at the t| me Of MAA

be presented in the relevant section of the Module. Those certificates of

suitability ..are deemed to replace the relevant data of the ) VarlatIOn proced u re

corresponding sections described in the Module
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Content of certificate o m___

nces Division

Certificate of suitability
No. RO-CEP-Rev 00 | 14cntification

Name of the substnce:

Certification of 5

Certificate identification

Name of holder & Manufacturing site L

3 me o/

Certification : l—J Holder

Annex: additional claims

> W N e

/s) of production.

Manufacturing
a) Specifications site

Certification

b) Re_test pe rlod 13 After examination of the information provided on the manufacturing method and subsequent
14 processes (incuding purification) for this substance on the site(s) of production mentioned above,

15  we certify that the quality of the substance is suitably controlled by the current version of the

- 16 monograph Eurcpean Pharmacopoela, current edition

C E n d OtOXI n free 17  including supplements, only If it is supplemented by the test(s) mentioned below, based on the
8 analytical procedure(s) given in annex.
/‘{ = Test for residual solvents by gas chromatograpiy (Annex 1)
20 not more than 600 ppm
21 not more than S000 ppm

- 22 not mare than 290 ppm =g.=
Present in Module 3.2.R — tmevan 20 Additional
- - 24 not more than 410 ppm claims

- - 2 T ’ . rs if
Regional Information Al st orios et

The holder of the certificate has declared the absence of use of material of human or animal
8 origin in the manufacture of the substance.
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Most common validation issues

Incorrect number of scopes applied for when the
Different scenarios apply— Refer to Section

update of the CEP covers more than one renewal
or revision e.g. from RO-CEP-xxxx-xx-rev.01 to RO- i i X
7.2.2 of the EMA post-authorisation guidance

Classification
CEP-xxxx-xx-rev.04

For every claim not present in the Ph. Eur.

Monograph or CEP certificate a separate variation is

« Update of dossier with additional claims not included in
CEP certificate (e.g. re-test period, new residual solvent
applicable (e.g. introduction of a re-test period

Submission
specifications)
B.l.d.1.a.1)

A QP declaration listing the manufacturing sites

* QP declaration(s) not provided for CEP certificates when
Pn‘igrmggg%?:?g?ni'lhes‘egf U GETE SISl EES i) (both active substance/intermediates) needs to be
provided

Documentation

A similar approach is used for updates of TSE certificates
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Avoiding validation issues

EMA Post-Authorisation Guidance

7.2.2. How should I submit an updated Certificate of Suitability (CEP)?
(Classification category B.III.1) NEW Oct 2016

In line with the Marketing Authorisation Holder’'s (MAH) obligation to keep the dossier up to date, a
new or updated Certificate of Suitability (CEP) for an active substance (AS), excipient or starting
material/reagent/intermediate used in the manufacturing process of the AS should be submitted as a
variation. It is however understood that only the versions of the CEP (i.e. updated certificates) which
were used in the manufacturing process of a batch of finished product (FP)/ AS need to be included in
the dossier.
If with the submission one or more revisions of the CEP are
- - omitted, the MAH should confirm in the variation application
Includes information on form (section ‘Precise scope and background for change’) that
substance/material from the omitted CEP version(s) was not
used in the manufacture of the FP and/or AS during the
. validity of this certificate(s). Additionally, it should be
new or updated CEP certificates confirmed that any changes introduced by the omitted CEP
update(s) do not affect the quality of the AS and/or FP.

. Rules on classification on submission of
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Take home message

e ASMF - Different submission requirements are applicable depending on the
type of changes applied for

e Effective communication between the MAH and ASMF holder is key to
avoid delays in the approval of changes

e The use of the pre-authorisation guidance and pre-notification checklist is
advised when preparing the submission for ASMF

e Section 7.2.2 of the EMA post-authorisation guidance contains additional
information on classification for changes affecting CEP
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8. Concluding remarks

Alberto Ganan Jimenez
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Concluding remarks

« >40% of IA/IB submissions require a request for supplementary information
to amend issues raised during validation.

A high number of issues are linked to administrative deficiencies related to

application form, Annexes, documentation and classification.

« A number of documents and guidance available on the EMA website can be
used to support applicants in the preparation of submissions. These include

procedural and regulatory guidance, checklists and how to fill the eAF in.
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Concluding remarks

« The Agency has established a pre-submission query service through dedicated
mailboxes for Type I1As and Type IBs to support applicants in classification
queries and queries on pre-submission aspects.

« The Agency aims at continuously monitor and improve our procedures, guidance
and interaction with stakeholders.

 Follow up sessions will be organised in 2017 on aspects identified for further

guidance is needed and on other post authorisation procedures (e.g. Type IlIs)
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Your feedback matters......

Please provide your feedback on today’s session by completing the
following survey by Monday 21st November:

Feedback survey of the webinar

https://ec.europa.eu/eusurvev/runner/\WebinarRegProce
duralaspectsTypelvariations

Your feedback will be very valuable for improving our communications
with stakeholders and to identify areas where further training is needed.
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EUROPEAN MEDICINES AGENCY

Thank you for your attention

IAguery@ema.europa.eu IBguery@ema.europa.eu

European Medicines Agency
30 Churchill Place = Canary Wharf « London E14 5EU < United Kingdom

Telephone +44 (0)20 3660 6000 Facsimile +44 (0)20 3660 5555
Send a question via our website www.ema.europa.eu/contact

Follow us on % @EMA_ News


mailto:IAquery@ema.europa.eu
mailto:IBquery@ema.europa.eu

EUROPEAN MEDICINES AGENCY

Useful links — Procedural guidance

Applicant / marketing authorisation holder change of contact person for product invented name / product number template

CMDh Recommendation for classification of unforeseen variations according to Article 5 of Commission Requlation (EC)
1234/2008

CMDh Questions & Answers

Commission Requlation (EC) No 1234/2008 of 24 November 2008 concerning the examination of variations to the terms of
marketing authorisations for medicinal products for human use and veterinary medicinal products

Commission Regulation (EU) No 712/2012 of 3 August 2012 amending Requlation (EC) No 1234/2008 concerning the
examination of variations to the terms of marketing authorisations for medicinal products for human use and veterinary
medicinal products
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http://ec.europa.eu/health/files/eudralex/vol-1/reg_2008_1234_cons_2012-11-02/reg_2008_1234_cons_2012-11-02_en.pdf
http://ec.europa.eu/health/files/eudralex/vol-1/reg_2008_1234_cons_2012-11-02/reg_2008_1234_cons_2012-11-02_en.pdf
http://ec.europa.eu/health/files/eudralex/vol-1/reg_2008_1234_cons_2012-11-02/reg_2008_1234_cons_2012-11-02_en.pdf
http://ec.europa.eu/health/files/eudralex/vol-1/reg_2012_712/reg_2012_712_en.pdf
http://ec.europa.eu/health/files/eudralex/vol-1/reg_2012_712/reg_2012_712_en.pdf
http://ec.europa.eu/health/files/eudralex/vol-1/reg_2012_712/reg_2012_712_en.pdf
http://ec.europa.eu/health/files/eudralex/vol-1/reg_2012_712/reg_2012_712_en.pdf
http://www.hma.eu/293.html
http://www.hma.eu/293.html
http://www.hma.eu/20.html
http://www.hma.eu/20.html
http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2009/10/WC500005128.doc

EUROPEAN MEDICINES AGENCY

Useful links — Procedural guidance

Electronic Application Form

Eudralex — EU | eqislation

Guidelines on the details of the various categories of variations, on the operation of the procedures laid down in Chapters 11,
lla, 111 and IV of Commission Requlation (EC) No 1234/2008 of 24 November 2008

Post-authorisation procedural advice for users of the centralised procedure

PRAC recommendations on safety signals

Procedural quidance on the handling of variations
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http://eur-lex.europa.eu/LexUriServ/LexUriServ.do?uri=OJ:C:2013:223:FULL:EN:PDF
http://www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_procedural_guideline/2009/10/WC500003981.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_procedural_guideline/2009/10/WC500003981.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_procedural_guideline/2009/10/WC500003981.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_procedural_guideline/2009/10/WC500003981.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_procedural_guideline/2009/10/WC500003981.pdf
http://esubmission.ema.europa.eu/eaf/index.html
http://ec.europa.eu/health/documents/eudralex/index_en.htm
http://ec.europa.eu/health/documents/eudralex/index_en.htm
http://ec.europa.eu/health/documents/eudralex/index_en.htm
http://ec.europa.eu/health/documents/eudralex/index_en.htm
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/document_listing/document_listing_000375.jsp&mid=WC0b01ac0580727d1c#section2
http://ec.europa.eu/health/files/betterreg/pharmacos/procedural_guideline_adopted.pdf
http://ec.europa.eu/health/files/betterreg/pharmacos/procedural_guideline_adopted.pdf

Useful links — Type IA and Type IB variations

EUROPEAN MEDICINES AGENCY

CLASSIFICATION OF CHANGES: QUESTIONS AND ANSWERS

e Type IA and Type 1B variations

Fees payable to the European Medicines Agency

Mock application form

Post-authorisation guidance on IB variations: Question and answer for RMP — updated in June 2016

PRE-NOTIFICATION CHECKLIST

e Type IA variations

e Type IB variations
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http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/q_and_a/q_and_a_detail_000172.jsp&mid=WC0b01ac0580a53f5e
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2011/03/WC500103881.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_procedural_guideline/2015/11/WC500196337.pdf
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/document_listing/document_listing_000327.jsp&mid=WC0b01ac0580024596
http://www.ema.europa.eu/docs/en_GB/document_library/Other/2014/12/WC500179305.pdf
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/q_and_a/q_and_a_detail_000085.jsp&mid=WC0b01ac058013af9c
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/q_and_a/q_and_a_detail_000085.jsp&mid=WC0b01ac058013af9c
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/q_and_a/q_and_a_detail_000085.jsp&mid=WC0b01ac058013af9c
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/q_and_a/q_and_a_detail_000085.jsp&mid=WC0b01ac058013af9c
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/q_and_a/q_and_a_detail_000085.jsp&mid=WC0b01ac058013af9c
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/q_and_a/q_and_a_detail_000085.jsp&mid=WC0b01ac058013af9c

EUROPEAN MEDIC'IN'ES AGENCY

Useful links — Type IA and Type IB variations

PRE-SUBMISSION QUERIES SERVICE: QUESTIONS AND ANSWERS

e Type IA and Type IB variations

PRODUCT INFORMATION

e Templates
e« Formatting checklist (Type IA and Type IB without linguistic review)

« ORD convention

¢ Guidance on how to PDEFE files

QUESTIONS AND ANSWERS

e Type lA variations

e Type IB variations

Submission time table for Type 1B variation reguiring linguistic review
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http://www.ema.europa.eu/docs/en_GB/document_library/Other/2011/07/WC500108438.pdf
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/document_listing/document_listing_000134.jsp&murl=menus/regulations/regulations.jsp&mid=WC0b01ac0580022c59
http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2015/12/WC500198938.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_procedural_guideline/2009/10/WC500005091.pdf
http://www.ema.europa.eu/ema/pages/includes/document/open_document.jsp?webContentId=WC500004716
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/q_and_a/q_and_a_detail_000019.jsp&mid=WC0b01ac0580023b12
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/q_and_a/q_and_a_detail_000085.jsp&mid=WC0b01ac058013af9c
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/q_and_a/q_and_a_detail_000148.jsp&mid=WC0b01ac05809198e8

EUROPEAN MEDICINES AGENCY

Useful links — GMP guidance

Compilation of Community Procedures on Inspections and Exchange of Information

» Includes the Union Format for Manufacturer’s Authorisation /7 Union Format for a GMP Certificate, terminology, etc.

EudraGMDP

EU public database that contains:

¢ Manufacturing and importation authorisations for EEA Sites

» Good Manufacturing Practice (GMP) certificates for EEA + 3™ country sites
» Statements of non-compliance with GMP for EEA + 3r? country sites

* GMP inspection planning in 3 countries

MRA information

Q&A — GMP

QP declaration recommended template and guidance
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http://www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_procedural_guideline/2009/10/WC500004706.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_procedural_guideline/2009/10/WC500004706.pdf
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/document_listing/document_listing_000248.jsp&mid=WC0b01ac058005f8ac
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/document_listing/document_listing_000248.jsp&mid=WC0b01ac058005f8ac
http://eudragmdp.eudra.org/inspections/displayWelcome.do;jsessionid=nzOVT8aEPfrFHd1jZv4J3d5BMi2MTZk9bzdFyz1fmshU77TC9sdO!-1349557682
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/q_and_a/q_and_a_detail_000027.jsp&mid=WC0b01ac05800296ca
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/q_and_a/q_and_a_detail_000027.jsp&mid=WC0b01ac05800296ca
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/q_and_a/q_and_a_detail_000027.jsp&mid=WC0b01ac05800296ca
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/q_and_a/q_and_a_detail_000027.jsp&mid=WC0b01ac05800296ca
http://www.ema.europa.eu/ema/index.jsp?curl=pages/regulation/general/general_content_000696.jsp&mid=WC0b01ac0580028bfd

EUROPEAN MEDICINES AGENCY

Useful links — ASMFs and CEPs

Additional quidance on how to complete ASMF documents

CHMP _ASME quideline

EDOM — Database CEP certification search

EMA Post-authorisation guidance — Section 7 - Classification of changes

Q27 — Pre-authorisation quidance
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http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2012/10/WC500133204.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2012/10/WC500133204.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Scientific_guideline/2012/10/WC500133204.pdf
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https://extranet.edqm.eu/publications/recherches_CEP.shtml
https://extranet.edqm.eu/publications/recherches_CEP.shtml
https://extranet.edqm.eu/publications/recherches_CEP.shtml
https://extranet.edqm.eu/publications/recherches_CEP.shtml
http://www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_procedural_guideline/2009/10/WC500003981.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_procedural_guideline/2009/10/WC500003981.pdf
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http://www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_procedural_guideline/2009/10/WC500003981.pdf
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