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Dichiarazione di trasparenza/interessi*
Le opinioni espresse in questa presentazione sono personali e non impegnano in alcun modo l’AIFA

Interessi nell’industria farmaceutica NO Attualmente 
Da 0 a 
3 anni precedenti 

oltre 3 anni 
precedenti 

INTERESSI DIRETTI: 

1.1 Impiego per una società: Ruolo 
esecutivo in una società 
farmaceutica 

X    obbligatorio 

1.2 Impiego per una società: Ruolo 
guida nello sviluppo di un 
prodotto farmaceutico 

X    obbligatorio 

1.3 Impiego per una società: altre 
attività 

X    facoltativo 

2. Consulenza per una società X    facoltativo 

3. Consulente strategico per una 
società 

X    facoltativo 

4. Interessi finanziari X    facoltativo 

5. Titolarità di un brevetto X    facoltativo 

INTERESSI INDIRETTI: 

6. Sperimentatore principale X    facoltativo 

7. Sperimentatore X    facoltativo 

8. Sovvenzioni o altri fondi 
finanziari 

X    facoltativo 

9. Interessi Familiari  X   facoltativo 

 

* Elisabetta Tribulato, secondo il Regolamento per la disciplina dei conflitti di interesse all’interno dell’Agenzia Italiana del Farmaco

approvato dal CdA AIFA con Delibera n. 37 del 13 ottobre 2020.

N.B. Il compenso ricevuto per questo intervento è regolato dalla contrattazione collettiva.



❖ Decreto Legislativo n. 2019 del 24 aprile 2006

❖ Regolamento n. 1234/2008 e s.m.i

❖ Classification Guideline

❖ Best Practice Guides –CMDh

❖ Question & Answers – CMDh & EMA

❖ European Pharmacopoeia Certificate of suitability (CEP)

❖ Qualified Person declaration



DECRETO LEGISLATIVO 24 aprile 2006, n. 219 
Attuazione della direttiva 2001/83/CE (e successive direttive di 
modifica) relativa ad un codice comunitario concernente i 
medicinali per uso umano, nonché della direttiva 2003/94/CE. 

→ Articolo 6, comma 1)
Nessun  medicinale  puo`essere immesso  in commercio  sul territorio  
nazionale senza aver ottenuto un'autorizzazione dell'AIFA o un'autorizzazione  
comunitaria  a  norma  del  regolamento (CE) n. 726/2004   in   combinato   
disposto   con  il  regolamento  (CE)  n. 1394/2007.

→ Articolo 6, comma 2)
Quando  per  un medicinale e' stata rilasciata una AIC ai sensi del  comma  1,  
ogni  ulteriore  dosaggio, forma farmaceutica, via di somministrazione e 
presentazione, nonche' le variazioni ed estensioni sono  ugualmente  soggetti  
ad  autorizzazione  ai sensi dello stesso comma  1;  le  AIC  successive  sono 
considerate, unitamente a quella iniziale, come facenti parte della stessa 
autorizzazione complessiva, in particolare ai fini dell'applicazione dell'articolo 10, 
comma 1.



Registrazione prodotti medicinali: 
il processo di valutazione



Criteri per l’autorizzazione all’immissione in commercio

MA is granted when the Benefit-
Risk balance of a product is
positive, meaning that benefits
from use of this product outweigh
risks associated with its use

Benefits                        Risks



VARIAZIONI al dossier di registrazione

https://www.google.it/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&ved=2ahUKEwiVnKj8wvDiAhVM_KQKHXLKB2wQjRx6BAgBEAU&url=https%3A%2F%2Fwww.slideshare.net%2Fnahlaraafat12%2Fintroduction-to-pharmacovigilance&psig=AOvVaw2ZFdhareHZi0VkkJgb7MMU&ust=1560861127649151


European Variations System - Evolution

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



New Variation Regulation

Regulation (EC) No 1234/2008 

amended by EC/712/2012 (3 August 2012) and 

by EU 2021/756 (24 march 2021)

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)



https://eur-lex.europa.eu/legal-content/EN/TXT/?uri=CELEX%3A02008R1234-20210513

New Variation Regulation

https://eur-lex.europa.eu/legal-content/EN/TXT/?uri=CELEX%3A02008R1234-20210513


Type IA Type II

Evaluation Procedure adapted to the level of risk

Changes not requiring
any prior approval

Changes requiring
prior approval

Type IB ExtensionDesign

Space

Variations

Summary - Types of Variations

‘Do & tell’ ‘Tell, wait & do’No submission 
required if 
within an 
approved 
design space



Regulation - Classification Rules

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

• 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)

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





Classification Guideline (key document) 



Classification Guideline – Structure 





Example – finished product manufacturer

Biological/
immunological

Sterile/
non-sterile



Example – finished product manufacturer



Example – finished product manufacturer



Example – Active Substance manufacturer



Example – Active Substance manufacturer

B.I.a.1.a)







New! 



Grouping



Grouping



❑Type IA notifications – Key points

➢ “Do and Tell” – implemented before notification
(MAH – flexibility & responsibility)

➢ Type IAIN – immediate notification
(generally within 2 weeks of implementation)

➢ Type IA – notification within 12 months of 
implementation

➢ 30 day procedure: scientific check (NO assessment)
➢ The NCA will not request clarification, additional 

information or documentation from the MAH
➢ Company should cease to apply a change if not 

acceptable



❑Type IB notifications – Key points

➢ «Tell, Wait and Do» - implementantion after
approval

➢ 30 day procedure: scientific assessment
➢ The NCA can request clarification, additional  
information or documentation from the MAH

❑Type II variations – Key points
➢ «Tell, Wait and Do» - implementantion after

approval
➢ 60 day procedure (usually): scientific assessment
➢ The NCA can request clarification, additional  
information or documentation from the MAH

















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 variation.

However 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 01/01/2022 and this site is deleted again (IA n° A.7) on
01/10/2022: 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 if
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 IA
variation; other MSs accept type IA variations:

please check with your NCA!



Sources of useful information 















Other sources of useful information 









New! 



TIME-TABLES (validation)







TIME-TABLES (assessment)

Type IA



Type IB



Type IB



Type II



Type II



Type II



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 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’ rules apply to different companies as MAH in RMS 
and CMS

– Where appropriate CMD(h) agrees the Reference Authority 

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



WorkSharing



WorkSharing



WorkSharing



WorkSharing
New!



WorkSharing
New!











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

Commission Regulation (EU) No 712/2012









CTD  (Common Technical Document)

Format approvato a livello internazionale utilizzato:

➢ per la presentazione di domande di registrazione dei prodotti
medicinali in Europa, USA e Giappone (regioni ICH)

➢ per tutte le tipologie di domande di registrazione (sia “full” che
“abridged”)

➢ per tutte le categorie di prodotti medicinali (inclusi radiofarmaci,
vaccini, herbals etc...)

Scopo del suo utilizzo è armonizzare le differenti filosofie regolatorie e i
diversi approcci alla revisione dei dati salvaguardando tempo e risorse
e facilitando la revisione da parte delle agenzie regolatorie
migliorandone la comunicazione

– Rif.  Notice to Applicants vol. 2B - Presentation and content of the 
dossier









Dati da presentare nel dossier registrativo  
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Esempio: impatto sulle variazioni all’AIC
B.III.1 Submission of a new or updated Ph. 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.e. micronization, particle-
size distribution, dilution, 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.



CEP

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

MA

MA

MA

MA

MA

CEP

To EDQM



Dr. Susanne Keitel, 05/09/2009 

©2009 EDQM, Council of Europe, All rights reserved 99

Options for Submitting API InformationOptions for Submitting API Information

Certificate of suitability (CEP)

Active Substance Master File (ASMF/EDMF)

Substance Part of CTD

99

CEP and Module 3CEP and Module 3

• Retest period is optional

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

– 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. 

• Sterility: IF mentioned in a subtitle

– The validation of the sterilisation process has been 

submitted and assessed

– This is mentioned on the CEP

– The site is under a systematic inspection programme

– Anyway, sterilisation information should be included in the 

Marketing Application

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



Dr. Susanne Keitel, 05/09/2009 

©2009 EDQM, Council of Europe, All rights reserved 99

Options for Submitting API InformationOptions for Submitting API Information

Certificate of suitability (CEP)

Active Substance Master File (ASMF/EDMF)

Substance Part of CTD

1010

CEP and Module 3CEP and Module 3

• Grades (eg. Micronised) are optional

– If approved, mentioned as subtitle + specification + method

– If NOT mentioned on the CEP => not assessed. May be 

submitted in the Marketing Application

• Polymorphism:

– Some substances show polymorphism. Often mentioned in 

the monograph

– 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

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



Dr. Susanne Keitel, 05/09/2009 

©2009 EDQM, Council of Europe, All rights reserved 99

Options for Submitting API InformationOptions for Submitting API Information

Certificate of suitability (CEP)

Active Substance Master File (ASMF/EDMF)

Substance Part of CTD

1111

What may be covered (or not)What may be covered (or not)

• Production Section

– In some monographs

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

test

– For a chemical test: assessed at the Certification level

– 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

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



What 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 the 
MAA

• And a CEP may not address all parameters relevant for 
the 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 needed

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



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

Examples (where specific details are given):



Examples (where specific details are given):

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



Examples (where specific details are given):

B.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.a
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 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 supported
by real time data (IB).

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





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



Examples:

• Micronization [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?

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



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



micronization

sterilization



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





key document: QP declaration
Directive 2001/83/EC as amended (Directive 2001/82/EC for 

veterinary medicinal products) states that manufacturing-

authorisation holders are obliged to use, as starting materials, 

only active substances that have been manufactured in 

accordance with the detailed guidelines on GMP for starting 

materials. Thus the legislation puts the responsibility on the 

manufacturing-authorisation holders using the active 

substance and does not foresee mandatory routine inspections 

of active-substance manufacturers.

eAF (updated September 2021):

http://ec.europa.eu/health/files/eudralex/vol-1/dir_2001_83_cons/dir2001_83_cons_20081230_en.pdf
http://ec.europa.eu/health/files/eudralex/vol-5/dir_2001_82/dir_2001_82_en.pdf
https://www.ema.europa.eu/en/glossary/medicinal-product
https://www.ema.europa.eu/en/glossary/active-substance
https://www.ema.europa.eu/en/glossary/guideline
https://www.ema.europa.eu/en/glossary/active-substance
https://www.ema.europa.eu/en/glossary/active-substance


QP declaration



QP Declaration Template 

➢ QP Declaration Template and Guidance were published in May 2014

•http://www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_proc
edural_guideline/2014/06/WC500167852.pdf

•http://www.ema.europa.eu/ema/pages/includes/document/open_document.jsp
?webContentId=WC500167853

http://www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_procedural_guideline/2014/06/WC500167852.pdf
http://www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_procedural_guideline/2014/06/WC500167852.pdf
http://www.ema.europa.eu/ema/pages/includes/document/open_document.jsp?webContentId=WC500167853
http://www.ema.europa.eu/ema/pages/includes/document/open_document.jsp?webContentId=WC500167853




QP Declaration Template and Guidance useful to:

• harmonize the format for the declaration

• prevent questions during assessment

• enhance the efficiency of the regulatory process

• provide clear requirements

The template is not mandatory; but if not used the same information is
necessary

QP Declaration Template



Qualified Person’s declaration concerning GMP compliance 

of the active substance manufacture “The QP declaration 

template” 
 

Reference Number ____________________ 

 

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. 

21 May 2014
EMA/334808/2014 
Compliance and 
Inspections 
Department 



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

 

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”



PART C: Basis of QP Declaration of GMP Compliance 

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: 

MIAH 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 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. signed 
undertakings by the auditor(s).”



QP Declaration highlights  

➢ QP declaration is mandatory for any Marketing Authorization to confirm
that the API is manufactured in accordance with GMP

➢ A QP declaration is signed by the QP working for the manufacturing
and/or importing site located in EEA

➢ It is generally based upon an on site audit of the active substance
manufacturer(s)

“Off-site” audit as exceptional case (e.g. atypical API , travel difficulties) 

➢ The outcome of the audit confirms that the manufacturing complies with
the principles and guidelines of GMP



QP declaration highlights 

➢ It should be based on an on-site audit of the API manufacturer:

- The auditor may be a third party contractor (written agreement)

- Suitably trained and experienced person(s)

- The audit cannot be replaced by GMP certificates from a relevant
competent authority

➢ When more than one holder of a Manufacture/importation
authorization is involved, it may be acceptable to provide a single
declaration signed by one QP, provided that:

- it is signed on behalf of all the involved QPs

- the arrangements are covered by a technical agreement



Requested for:

- All new MA applications

- All MA renewals

- Relevant variations

• Addition or replacement of API manufacturer

• Addition or replacement of finished product manufacturing site

• Addition or replacement of the Batch Release site

Irrespective of API data submission – CEP, ASMF or 3.2.S.

QP Declaration and Marketing Authorizations 



SM API FP



Sources of useful information 



API-1 FP-1

API-2 FP-2





API-1 FP-1 BR

FP-2 BR-2









Un ringraziamento particolare a Eugenia 
Cogliandro e Marco Franceschin per il 

supporto formativo e alla prof.ssa Carla 
Caramella per l’invito.

A voi GRAZIE per l’attenzione! 

... ci sono domande?



CONTACTS

Dr.ssa Elisabetta Tribulato

Ufficio Procedure Post Autorizzative 

Post-Authorisation Procedure Office. 

Italian Medicines Agency 

Via del Tritone, 181 - 00187 Roma 

e.tribulato@aifa.gov.it

mailto:e.tribulato@aifa.gov.it
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