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Type I and type II variations submitted:
i i It lan overview in Italy
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European Variations System - Evolution

Reproduced with kind permission of K P (HMRA)Reproduced with kind permission of K.P. (HMRA)



New Variation Regulation

l i C 123 /2008Regulation EC No 1234/2008 
now updated by EC/712/2012 (3 August 2012)
Implementation of specific changes:-
Within 90 days (2 November 2012)
Within 12 months (4 August 2013) – Purely National

Regulation applied from 1 January 2010 - CP and MRP/DC 
products only (optionally NAP: also in Italy)
Updated Regulation has applied from 4 August 2013 – purely

National (mandatory for all MS)



Regulation - Classification Rules
• Type IA and Type II pre-defined (high-level) in Annex II

• Extensions pre-defined in Annex I• Extensions pre defined in Annex I

• Unlisted variations = Type IB by default, with option for
- MAH to submit as Type II
- Competent Authority to require Type II at validation

(safeguard clause)(safeguard-clause)

• Because of the Type IB default, guideline needs to cover
all types of changes including admin quality clinicalall types of changes, including admin, quality, clinical, 
pharmacovigilance etc.



Summary - Types of Variations

Changes not requiring
any prior approval

Changes requiring
prior approval

Type IA Type IIType IB ExtensionDesign
Space

‘Do & tell’ ‘Tell wait & do’No submission 

Variations
Do & tell Tell, wait & do

required if 
within an 
approved 

Evaluation Procedure adapted to the level of risk

pp
design space



Classification Guideline (key document) 



Classification Guideline (key document) 

Current version – Official Journal C223/1 – 02/08/2013 
(separate from Regulation)

– Procedural aspectsProcedural aspects

– Classification

– Type IA – conditions and documentation 
requirements fully defined (30 days)

– Type IA - IA/IAIN – appropriately identified



Classification Guideline (key document) 

– Type II – changes defined (*no documentation 
requirements) (30, 60, 90 days)

– Type IB – EXAMPLES defined with documentation 
requirements (no conditions) (30 days, except 
worksharing) (facilitate submission & validationworksharing) (facilitate submission & validation, 
ensure consistency, Avoid Art. 5) 

(* exception relates to Design Space categories)



Classification Guideline – Structure 



Example – finished product manufacturer







Type IA notifications - Key Points 

“D d T ll” i l t d b f tifi ti“Do and Tell” – implemented before notification
(MAH – flexibility & responsibility)

- Type IAIN – immediate notification
(generally within 2 weeks of implementation) (g y p )

- Type IA – notification within 12 months of implementation

30 d d i tifi h k (NO t)30 day procedure: scientific check (NO assessment)
- The NCA will not request clarification, additional 
information or documentation from the MAHinformation or documentation from the MAH. 

Company should cease to apply a change if not 
acceptable.















Submission of IA variations and the “12 months 
period” by the implementation date

Type IA variations - not requiring immediate notification - should be
submitted to all relevant authorities within 12 months following the
implementation of the variationimplementation of the variation.

However sometimes the situation occurs where such implemented IAHowever sometimes the situation occurs where such implemented IA
change is replaced again within the course of those 12 months, before it has
been notified to the relevant authorities.



Submission of IA variations and the “12 months 
period” by the implementation date

Examples:

• A new site where batch control/testing takes place (IA n° B.II.b.2.a) is
implemented on 01/01/2015 and this site is deleted again (IA n° A 7) onimplemented on 01/01/2015 and this site is deleted again (IA n A.7) on
01/10/2015: we expect the company to submit both variations given the fact
that the site performed batch control/testing during this 9-month period.

• Another example is the subsequent implementation of several updated
versions of a CEP in the 12 month period following the implementation of
the first CEP version. We expect a IA variation (IA n° B.III.1.a.2, grouped ifp ( , g p
possible) for every CEP version that was implemented at a certain point in
time.



Submission of IA variations and the “12 months 
period” by the implementation date

Type IA variations submitted after the 12 months following implementation:

Not all MS deal this issue in the same way: some (majority, including IT) of
the MS requests the submission of a type IB variation in case of submission
after 12 months due to the lack of the “general condition” for a type IAafter 12 months, due to the lack of the general condition for a type IA
variation; other MSs accept type IA variations:
please check with your NCA!



Sources of useful information 



















Article 57
• As of 1 February 2016 MA holders are no longer required to 

submit Type IA variations in relation to administrative changes 
to the QP responsible for PV and PV system Master File.





The previous version was:The previous version was:



Other sources of useful information 







New! 



Worksharing (Article 20)
Sharing of assessment across multiple Marketing Authorisations (MAs)

The same Type IB or II, or the same group of variations affecting > 1 MA, 
from the same MAH, involving different NCA

The group may also contain IA changesThe group may also contain IA changes
The group may not include a line extension

– The ‘same’ change should not necessitate any product specific 
assessment 



Worksharing (Article 20)

– ‘Same MA’ includes all strengths/pharm forms of a certain product.  For 
MRP/DCP ‘same MAH’ les appl to diffe ent companies as MAH in RMSMRP/DCP, ‘same MAH’ rules apply to different companies as MAH in RMS 
and CMS

– Where appropriate CMD(h) agrees the Reference Authority 

d l d l f l– BPG details procedures – principles for Type II variation apply



TYPE OF WORKSHARING



Some critical points about 
worksharing procedures

Worksharing procedures may be efficiently time-saving and enforce
collaboration among European regulatory authorities. In the relativeg p g y
BPG they are considered similarly to type II variations in terms of
time-table and procedural steps. Nevertheless, it should be underlined
that they may include purely nationally authorized products andthat they may include purely nationally authorized products and
therefore the involvement of each NCA should be highly guaranteed in
all phases of the procedure.



Some critical points about 
worksharing procedures

• Time-table: importance of sharing among MSs and applicant
• Supporting documentation: further documentation should not be sent

after day0 and before the clock-stop
• Additional documentation: during the procedure the applicant sent to• Additional documentation: during the procedure, the applicant sent to

IT only the additional documentation related to the points raised by
IT. We reminded several times to the applicant that all MSs should

i d ll th d t d d t f ll th i d i t l lreceived all the updated documents for all the raised points, as clearly
stated in the BPG (chapter 7): “The MAH shall submit the application
and any identical subsequent documentation for the worksharing
procedure to all relevant authorities, i.e. the reference authority and
all Member States where the products concerned are authorised.”



Application of articles 23 and 24 of COMMISSION 
REGULATION (EC) N 1234/2008 d d bREGULATION (EC) No 1234/2008 as amended by 

Commission Regulation (EU) No 712/2012











DRAFT Proposal toDRAFT Proposal to 
the European 
Commission to 
update the Guideline 
on the Categorisation
of Extensionof Extension 
Applications (EA) vs. 
VariationsVariations 
Applications (V) 

May 2017/June 2018



TIME-TABLES (validation)







TIME TABLES ( t)TIME-TABLES (assessment)

Type IAType IA



Type IBType IB



Type IBType IB













key document: eCTD

An eCTD is the electronic submission of registration files that g
are organized according to the version 3.2 of the ICH eCTD 
specifications and the current version of the EU Module 1 

ifi ti I th d CTD i th b i i fspecifications. In other words, an eCTD is the submission of 
(mostly) PDF leaf documents, stored in the eCTD directory 
structure crucially accessed through the XML backbonestructure, crucially accessed through the XML backbone 
(index.xml) and with the files integrity guaranteed by the 
MD5 Checksum.

http://esubmission.ema.europa.eu/index.htm



Use of eCTD for centrally authorised products 
This step can be considered completed since all dossiers in the 
Centralised Procedure (CP) are handled in eCTD formatCentralised Procedure (CP) are handled in eCTD format.

Use of eCTD for new MAA in DCP by 1 July 2015Use of eCTD for new MAA in DCP by 1 July 2015
This step can be considered completed since applications for 
marketing authorisation within the Decentralised Procedure (DCP) 
are submitted in eCTD format since 1 July 2015. No major 
problems with this step have been identified.

Use of eCTD for new MAA in MRP by 1 January 2017
This step can be considered completed since applications forThis step can be considered completed since applications for 
marketing authorisation within the Mutual Recognition Procedure 
(MRP) are submitted in eCTD format since 1 January 2017. No 
major problems with this step have been identified.  



Use of eCTD for all regulatory activities in European procedures 
(DCP/MRP) by 1 January 2018
This refers to all submission types for a dossier such as variationsThis refers to all submission types for a dossier such as variations, 
renewals, PSURs, ASMFs and so on.

Use of eCTD for new MAA in NP by 1 July 2018
This step has been added to the updated version of the 
eSubmission Roadmap to strive for a harmonised approached 
within the EU and in consultation with all NCAs.

Use eCTD for all regulatory activities in National Procedures (NP) 
by 1 January 2019y y
This step has been added to the updated version of the 
eSubmission Roadmap to have the same stepwise approach as for 
MRP submissions.



eCTD

eSubmission Roadmap - timelines
(reflecting version 2.1 dated 28 February 2018)

All submissions in CP and new MAA in 
DCP and MRP (human) in eCTD

Use of eCTD v.4
CP (human)**

All MRP submissions (human) in eCTD

Planning and preparation for 
the implementation of  eCTD v.4

Use of eCTD v.4
MRP, DCP (human)**

eCTD
v.4

eCTD
All submissions (human) in CP, DCP, MRP  and NP  in eCTD 

All b i i i CP DCP MRP ( t)

All new MAA in NP 
(human) in eCTD

All other NP 
submissions (human)

in eCTD

All NP 
submissions 

(human)
in eCTD

eCTD
v.3.2

All submissions (vet) in CP, DCP, MRP  and NP in VNeeS

All submissions in CP, DCP, MRP (vet) 
in VNeeS

All NP submissions 
(vet) in VNeeS All other NP 

submissions (vet)
in VNeeS

All new MAA in NP 
(vet) in VNeeSVNeeS

CESP portal for delivery of all other submissions (human and vet)

eGateway for delivery of all submissions in CP and stepwise implementation for other EMA led procedures***
(human and vet)

CESP portal for delivery of all DCP and MRP submissions 
(human and vet)

Single Submission Portal 
with full integration 
of eAF (CESP dataset module)
and SPOR*eAF in all procedures (human and vet)* eAF variations and renewals*

eGateway 
CESP

CESPdataset 
for all submissions 
(human and vet)

Telematics Service Desk (stepwise implementation) 

p ( ) eAF variations and renewals

CESP dataset module for variations & renewals (H & V)*

CESP dataset module for all new MAA (human and vet) *
module*

eAF *

NCA use of Common Repository for all CP submissions and stepwise implementation for other EMA led procedures***
(human and vet)

NCA use of CR for CP 
(human) and stepwise 
implementation for other 
EMA led procedures

NCA use of CR for 
CP (vet)

Common 
Repository 
(CR)

2018 2019 2020 2021
Planning in progress
Ongoing or optional
Mandatory

*) The SPOR project will stepwise (see specific Roadmap) deliver master data services (RMS, OMS, SMS, PMS) to be integrated with the eAF and CESP 
dataset module. Currently, the mandatory use of OMS is planned for Q4 2018, subject to outcomes of further planning exercise.

**) Timelines subject to planning   ***) Some procedure types are excluded

EMA RELOCATION



key document: QP declaration



Qualified Person’s declaration concerning GMP compliance Qualified Person s declaration concerning GMP compliance 
of the active substance manufacture “The QP declaration 
template” 
 

21 May 2014
EMA/334808/2014 
Compliance and

Reference Number ____________________ 

 

Compliance and 
Inspections 
Department 

PART A: Concerned active substance manufacturing sites 

Name of Active Substance: 

  

Name and Address of Active Substance Manufacturing Site1,2 Manufacturing 
Operation / Activity3 

  

  

  

  

  

1. List each site involved in the synthesis of the active substance beginning with the introduction 
of the designated active substance starting material, include intermediate manufacturing sites / part–
processing sites. 

2. State the site name and address in detail, including the building numbers (if applicable).  

3. For example – Full or partial manufacture of the active substance, micronisation. 



PART B: Manufacturing / Importer Authorisation Holder(s) (MIAHs) to 
which this QP declaration applies which this QP declaration applies 

This QP declaration is applicable to the following registered MIAH(s), that use the active substance as a 
starting material and/or is responsible for QP certification of the finished batch of a human or 
veterinary medicinal product, where the active substance is registered as a starting material and is 
manufactured at the sites listed in Part A: manufactured at the sites listed in Part A: 

 

MIAH Site MIAH Number Manufacturing 
Activity 

   

   

   

   

   

 

“This declaration is made on behalf of all 
the involved QPs named on the relevant 
MIAH(s) specified in Part B”MIAH(s) specified in Part B



PART C: Basis of QP Declaration of GMP Compliance Q p

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

 (i)  On-site audit of the active substance manufacturer(s) 

 

(ii) Audit(s) of the active substance manufactured at the site(s) listed in PART A 
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: 

d b d d d fMIAH Site 

(or contract giver) 

Auditing body 

(contract acceptor) 

Site audited  Date of 
audit4 

    

    

    

    

    

    

    

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

“In the case of third party audit(s) I have evaluated each of theIn the case of third party audit(s), I have evaluated each of the 
named contract acceptor(s) given in Part C and that technical 
contractual arrangements are in place and that any measures 

taken by the contract giver(s) are documented e g signedtaken by the contract giver(s) are documented e.g. signed 
undertakings by the auditor(s).”



Sources of useful information 



Examples of critical cases 
where a “simple” Type IA 

variation may not be y
sufficient to cover the 
proposed change(s)proposed change(s)



B.III.1 Submission of a new or updated 
Ph Eur Certificate of suitabilityPh. Eur. Certificate of suitability

an example of a “simple” type IA variation,
where MAHs often do not consider the
possibility that some relevant aspects (i epossibility that some relevant aspects (i.e.
micronization, particle-size distribution,
dilution, potential viral safety, sterilization) aredilution, potential viral safety, sterilization) are
not covered by CEP procedure and therefore
other variations could be necessary to add the
new API manufacturer into the Dossier.



CEPCEP
MA

MACEP
To EDQM

MA

MA

MA

H. Bruguera @2015  EDQM, Council of Europe. All rights reserved. 29



CEP and Module 3CEP and Module 3
Options for Submitting API InformationOptions for Submitting API Information

CEP and Module 3CEP and Module 3
• Retest period is optional

– If mentioned on the CEP, stability data have been assessed

Certificate of suitability (CEP)
Active Substance Master File (ASMF/EDMF)

y
– If NOT mentioned => stab data not assessed. Either the 

substance is tested just before use, or stability data may be 
submitted in the Marketing Application. 

St ilit IF ti d i btitlActive Substance Master File (ASMF/EDMF)
Substance Part of CTD
• Sterility: IF mentioned in a subtitle

– The validation of the sterilisation process has been 
submitted and assessed

– This is mentioned on the CEPThis is mentioned on the CEP
– The site is under a systematic inspection programme
– Anyway, sterilisation information should be included in the 

Marketing Application

Dr. Susanne Keitel, 05/09/2009 
©2009 EDQM, Council of Europe, All rights reserved 99 99

H. Bruguera, 2011@ EDQM, Council of Europe, all rights reserved



CEP d M d l 3CEP d M d l 3
Options for Submitting API InformationOptions for Submitting API Information

CEP and Module 3CEP and Module 3

• Grades (eg. Micronised) are optional

Certificate of suitability (CEP)
Active Substance Master File (ASMF/EDMF)

– If approved, mentioned as subtitle + specification + method
– If NOT mentioned on the CEP => not assessed. May be 

submitted in the Marketing Application
Active Substance Master File (ASMF/EDMF)
Substance Part of CTD
• Polymorphism:

– Some substances show polymorphism. Often mentioned in 
the monograph
If the company claims a specific form: mentioned as subtitle– If the company claims a specific form: mentioned as subtitle 
+ specification + method

– If NOT mentioned on the CEP => not assessed. To be 
checked in the Marketing Application

Dr. Susanne Keitel, 05/09/2009 
©2009 EDQM, Council of Europe, All rights reserved 99 1010

H. Bruguera, 2011@ EDQM, Council of Europe, all rights reserved



What may be covered (or not)What may be covered (or not)
Options for Submitting API InformationOptions for Submitting API Information
What may be covered (or not)What may be covered (or not)
• Production Section

– In some monographs

Certificate of suitability (CEP)
Active Substance Master File (ASMF/EDMF)

– In some monographs
– Compliance must be ensured, but generally not by a routine 

test
– For a chemical test: assessed at the Certification levelActive Substance Master File (ASMF/EDMF)

Substance Part of CTD
– For criteria related to viral safety, etc, NOT assessed at the 

Certification level
• Use of materials of animal or human origin:

– For information to users and authorities. 
• Compliance of individual batches are not covered by 

a CEP and batch data are needed

Dr. Susanne Keitel, 05/09/2009 
©2009 EDQM, Council of Europe, All rights reserved 99 1111

H. Bruguera, 2011@ EDQM, Council of Europe, all rights reserved



What should be addressed at theWhat should be addressed at the 
level of the MAA ?

• EDQM assessment is performed taking into account 
the ‘general’/common use of the substance,

• specific uses should be addressed at the level of thespecific uses should be addressed at the level of the 
MAA

• And a CEP may not address all parameters relevant for 
th ifi i th fi i h d d t h ithe specific use in the finished product e.g. physico-
chemical characteristics, Production section, stability
data for a retest period (only if absent on CEP)…. 
additional data neededadditional data needed

H. Bruguera ©2015 EDQM, Council of Europe. All rights reserved.



B III 1 S b i i f d t dB.III.1 Submission of a new or updated 
Ph. Eur. Certificate of suitability

Examples (where specific details are given):



B III 1 S b i i f d t dB.III.1 Submission of a new or updated 
Ph. Eur. Certificate of suitability

Examples (where specific details are given):



B III 1 S b i i f d t dB.III.1 Submission of a new or updated 
Ph. Eur. Certificate of suitability

Examples (where specific details are given):



B III 1 S b i i f d t dB.III.1 Submission of a new or updated 
Ph. Eur. Certificate of suitability

Examples (where some details are missing):

• In case the re-test period is not stated in the CEP and MAH wants to
include a re-test period for the API: grouping (IB) of B.III.1.ap g p g ( )
Submission of a new or updated European Pharmacopoeial Certificate
of Suitability to the relevant Ph. Eur. Monograph (active substance, IA)
and B.I.d.1.a.4 Change in the re-test period/storage period (or storageand B.I.d.1.a.4 Change in the re test period/storage period (or storage
conditions) of the active substance where no Ph. Eur. Certificate of
Suitability covering the retest period is part of the approved dossier:
Extension or introduction of a re-test period/storage period supportedExtension or introduction of a re-test period/storage period supported
by real time data (IB).





B III 1 S b i i f d t dB.III.1 Submission of a new or updated 
Ph. Eur. Certificate of suitability



B III 1 S b i i f d t dB.III.1 Submission of a new or updated 
Ph. Eur. Certificate of suitability

Examples:

• Micronization [and particle-size distribution] or sterilization: groupingMicronization [and particle size distribution] or sterilization: grouping
of B.III.1.a Submission of a new or updated European Pharmacopoeial
Certificate of Suitability to the relevant Ph. Eur. Monograph (active
substance IB if condition 2 or 5 is not met) and what?substance, IB if condition 2 or 5 is not met) and what?



B III 1 S b i i f d t dB.III.1 Submission of a new or updated 
Ph. Eur. Certificate of suitability



micronization

sterilization



particle size distribution (when relevant)particle-size distribution (when relevant)
• In case it is necessary to set or modify particle-size specification:



Pay particular attention to the new condition n. 11







Quality of WaterQuality of Water 
• By default the minimum acceptable quality of the water 

is potable water (see CPMP/CVMP NfG on quality of p ( / q y
water for pharmaceutical use (CPMP/QWP/158/01 
Revision & EMEA/CVMP/115/01 Revision).

• Only when a special grade/quality for the substance• Only when a special grade/quality for the substance 
(e.g. sterile and/or free from bacterial endotoxins) is 
mentioned as sub-title on the CEP, or when only one 
route of administration is known will a specific qualityroute of administration is known, will a specific quality 
of water be expected & assessed.

• When water is used in the lasts steps, this is mentioned 
th CEPon the CEP

H. Bruguera ©2015 EDQM, Council of Europe. All rights reserved.





B III 1 S b i i f d t dB.III.1 Submission of a new or updated 
Ph. Eur. Certificate of suitability



CEPs & animal derived materialCEPs & animal derived material
• when a product of animal origin is used for the manufacture of a non-

biological substance (eg. Use of a peptone in a fermentation medium, 
preparation of amino acids from poultry feather etc) The followingpreparation of amino acids from poultry feather, etc). The following 
applies : 

• If there is a TSE risk, this is assessed within Certification, ‘double CEP’, 
(references to specific & TSE general monograph); ( p g g p );

• If non-ruminant material, Viral safety is not considered, and the CEP 
carries a sentence “the holder of the certificate has declared the use of 
substance of human or animal origin in the manufacture”. Viral safety 
d t i t d b EDQM if d t i id ddata is not assessed by EDQM even if data is provided. 

• In such situations, each national licensing authority which receives the 
CEP in a marketing authorisation application has to consider if viral 
safety should be evaluatedsafety should be evaluated.

H. Bruguera ©2015 EDQM, Council of Europe. All rights reserved.



B III 1 S b i i f d t dB.III.1 Submission of a new or updated 
Ph. Eur. Certificate of suitability



B III 1 S b i i f d t dB.III.1 Submission of a new or updated 
Ph. Eur. Certificate of suitability



B III 1 S b i i f d t dB.III.1 Submission of a new or updated 
Ph. Eur. Certificate of suitability



B III 1 S b i i f d t dB.III.1 Submission of a new or updated 
Ph. Eur. Certificate of suitability

What information are necessary?

• Since viral safety is not assessed during CEP release procedure, all the
necessary information assessing the risk with respect to potentialy g p p
contamination with adventitious agents should be provided in section
3.2.A.2 “Adventitious Agents Safety Evaluation”, as detailed in Volume
2B “Notice to Applicants” - Medicinal products for human use. This2B Notice to Applicants Medicinal products for human use. This
must include not only information regarding TSE risk but also any
other information related to Viral Safety according to monograph Ph.E.
5 1 75.1.7.



B III 1 S b i i f d t dB.III.1 Submission of a new or updated 
Ph. Eur. Certificate of suitability

Also note that updated section 3.2.A.2 with essential
information (Ph E 5 1 7 ) may be acceptable within type IBinformation (Ph.E. 5.1.7.) may be acceptable within type IB
variation if new viral inactivation studies are not necessary.



B III 1 S b i i f d t dB.III.1 Submission of a new or updated 
Ph. Eur. Certificate of suitability

Other issues related to CEP presentation:

• Is it acceptable that some of the sites reported in the CEP are not
i l d d i th D i ?included in the Dossier?

• How to find information about possible sites of production of• How to find information about possible sites of production of
intermediates, which should be subjected to QP declaration for GMP
compliance (document 5 of the check-list)?



CEP & sites of manufactureCEP & sites of manufacture
• Content of CEPs was changed in July 2013
• All CEPs (new and revised) granted since then 

carry:
 Holder details on the CEP
 Sites involved in the manufacture of a substance, 

after the introduction of starting materialsafter the introduction of starting materials
o Annex 1 to CEPs

H. Bruguera ©2015 EDQM, Council of Europe. All rights reserved.



CEPs granted beforeCEPs granted before…

• They contain:y
 Holder
 Manufacturer of the final substance
 Manufacturer of crude, last intermediate before 

salification, etc

• Users of CEP/customers need to obtain more• Users of CEP/customers need to obtain more 
detailed information from CEP holder

H. Bruguera ©2015 EDQM, Council of Europe. All rights reserved.



(in the new certificates, now in Annex 1)( e e ce ca es, o e )





Thank you for your attention!

CONTACTS
Dr. Marco Franceschin

Ufficio Procedure Post Autorizzative 
Medicinal Products Authorization Dept. 

l dItalian Medicines Agency 
Via del Tritone, 181 - 00187 Roma 

m franceschin@aifa gov itm.franceschin@aifa.gov.it


