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Post-Authorisation Study (PAS)

Post-authorisation study (PAS) may be requested by competent authorities in EU
Member States or the EMA in accordance with DIR 2001/83/EC or REG (EC) 726/2004, or
conducted voluntarily by MAHs, and could either be

= Clinical trial
Requirements of DIR 2001/20/EC apply
= Non-interventional post-authorisation study
Requirements of DIR 2001/83/EC and REG (EC) 726/2004 apply

Clinical trial Post-authorisation Non-interventional
inical tria Study {PAS) post-authorisation
Post-authorisation ! study

--------------- ma AL b L b b L L L 2t & 2 L L L L. J

Pre-authorisation
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Post-Authorisation Safety Study

Post-authorisation Safety Study (PASS)
Legal definition DIR 2001/83/EC Article 1(15):

'‘Any study relating to an authorised medicinal product conducted with the aim of
identifying, characterising or quantifying a safety hazard, confirming the safety
profile of the medicinal product, or of measuring the effectiveness of risk management
measures’.

* May cover clinical trials and non-interventional studies;
* May be imposed as an obligation of marketing authorisation or conducted voluntarily;

* Covered by a specific chapter of the pharmacovigilance legislation, Implementing
Regulation (EC) 520/2012 chapter VIII and GVP Module VIII on PASS;
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PASS - MAH Initiated, Managed or Financed

A) Pursuant to an obligation imposed by a Competent Authority

e as a condition to the granting of the marketing authorisation, or after the granting of a
marketing authorisation if there are concerns about the risks of the authorised medicinal
product [REG Art 10 and 10a, DIR Art 21a and 22a] [GVP V.B.6.3: Category 1]

e as part of a marketing authorisation granted under exceptional circumstances or
conditional MA [GVP V.B.6.3: Category 2]

= DIR 2001/83/EU Articles 107m-q apply (non-interventional PASS oversight by
PRAC)

= IR 520/2012 Articles 36-38 apply for format of study protocol, abstract and study
results for non-interventional PASS)

= GVP Module VIII (Rev 2) requirements for non-interventional PASS
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PASS - MAH Initiated, Managed or Financed

B) Voluntarily

e Studies required in the Risk Management Plan to investigate a safety concern or
evaluate the effectiveness of risk minimisation activities [Category 3]

e Any other PASS

= DIR 2001/83/EU Art 107m applies to non-interventional PASS (submission of
protocol and final study report to Competent Authority of the Member State where

the study is conducted)

= GVP Module VIII (Rev 2) requirements for imposed non-interventional PASS (e.g.
format of study protocol, abstract and study results) are NOT mandatory but

recommended
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PASS Categories in EU RMP

GVP V.B.6.3 Summary table of additional pharmacovigilance activities (Rev 2)

In annex Study Supervised under
II of MA category

(CAPs (PhV - -
only) Plan) Article Article
107m 107 n-q

Type of activity

Imposed “Interventional”* ves, in Mandatory No No
Annex IID 1 ;
PASS I . and subject
B ’ to penalties
interventional Annex IID P Yes Yes
e “ . ” Yes, in
Sp_eC|f_|c Interventional”* Annex 11E Mandatgry No No
obligation Non Ves. in 2 and subject
- I -
’ to penalties
interventional Annex IIE P Yes Yes
“Interventional”* No L I No No
. egally
Required ) 3
_ Non _ No enforceable Ve No
interventional
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Non-interventional PASS - PRAC Supervision

8

Study not to promote use of product
Payments to HCPs [...] shall be restricted

MAH to submit protocol and progress
report to MS where study is conducted (on
request of NCA)

MAH to send final study reports within 12
months of end of data collection to NCA
where the study was conducted

MAH to monitor data and implication on B/R

Recommendation to follow format and
content of protocol and study report in line
with IR (EC) 520/2012

EU PASS/PAES Requirements for Disclosure

+

Article 107m - all PASS Article 107n-q - PASS

Prior to study start MAH to submit draft
protocol to PRAC (or NCA when
conducted in only 1 MS) for
endorsement (or objection) with 60
days TT

+ After study start protocol amendments

require PRAC/NCA endorsement (or
objection)

Final study report submitted to the
PRAC/NCA within 12 months of the end
of data collection + electronic abstract of
study results

+

Based on results PRAC makes
recommendations



Imposed non-interventional PASS since 07/2012

Number of imposed non-interventional PASS protocols
reviewed* by PRAC Jul 2012 - Dec 2016

35
30 e
25
20
15
10 ) B
5
|
D ermpon | s om0 *Protocol review procedure started
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Post-Authorisation Efficacy Studies 1

* A Post-Authorisation Efficacy Study (PAES) may be imposed for

e (Covers clinical trials and observational

Conditional marketing authorisations [REG (EC) 726/2004 Article 14(7)]

Marketing authorisation under exceptional circumstances [REG (EC) 726/2004 Article 14(8)
or DIR 2001/83/EC Article 22]

Marketing authorisation for ATMP [REG (EC) 1394/2007 Article 14]
Paediatric use of medicinal product [REG (EC) 1901/2006 Article 34(2)]

Pharmacovigilance referral procedure for safety reasons [Articles 31 or 107i of DIR 2001/83/EC;
Article 20 of REG (EC) 726/2004 ]

1
Safety |[PASS)

(non-interventional) study designs; Claicalial Efficacy (PAES)
I

10

Post-authorisation

Pre-authorisation
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* In addition, PAES may be imposed as an obligation of MA within the scope of Delegated
Regulation (EU) 357/2014 which lays down the specific situations

« when it may be necessary to complement the data available at the time of
authorisation with additional information concerning the efficacy of a medicinal product;

« when post-authorisation information may require significant revision of previous
efficacy evaluations and call for additional, confirmatory efficacy data, while the
marketing authorisation is maintained.

* EMA scientific guidance on post-authorisation efficacy studies

(EMA/PDCO/CAT/CMDh/PRAC/CHMP/261500/2015) includes a ‘working’ definition of PAES
(no legal definition);

* Since June 2014, 29 PAES have been imposed by CHMP, all are clinical trials;
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Disclosure of Clinical Trials information
03/2011 e —

European Union Clinical Trials
Portal and Database

« The EU CTR, launched in March 2011 * Portal as single entry point for submitting

containing protocol information and clinical trial information in the EU

since Jul’l4 also results information, e EMA makes information stored in the

allows to search for database publicly available subject to

 interventional clinical trials that are transparency and disclosure rules:
conducted in the EEA/EU; * Appendix on disclosure rules to functional

 clinical trials conducted outside the specifications for the EU Portal and
EU/EEA linked to European paediatric- Database (EMA/228383/2015)

medicine development (PIP)

= Applies to PASS and PAES falling under the definition of a clinical trial




Home & Search

Joining a trial Contacts About

Clinical trials

The European Union Qlinical Trial= Regiser allows youtosearch for protocol and results information on:
= interventional dlinical trialsthat are conductedin the European Union [EU) and the European EconomicArea (EEA),
= clinical trizls conducted outside the EU / EEA that are linked to European paediatric-medicine development.

Learn moreabout the EU Clinical Trisls Re

r including the murce of the information and the legal basis.

Eis

The EU Qlinical Trials Register curentlydisplays 29186 clinical trialswitha EudraCT protocol, of which 4426 areclinical trisls conducted with subjects lessthan 18

yearsold.
The register al= displaysinformationen 18612 older paediatric trials[in scope of Article 45 of the Paediatric Regulation (EC) No 190:1/2006).

arch

Examples: Canoer AND drug na me. Pneumaonia AND s ponsor name.

How to search [pdf]

Advanced Search: Searchtools@

EU Clinical Trials Regizer Service Dest: euctri@ema. europa.su
European Medicines Agency © 1995-2016 | 30 Churchill Place, Canary Wharf, London E14 5EU
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o Contains interventional clinical
trials starting after 01/05/2004;

o Results disclosure mandatory
since 07/2014;

o Online guidance on searching the
register;

2,097 resultfs} found for: Diabetes. Displaying page 1of 105,

1234567 89 Nedtr La

EudraCT Number: 2011-002741-35 Sponsor Protocol Number: TAK-
75 301

SBI‘tDatE*: 2012-02-15 Subscribeto this Search
Tosubscribe to the R5Sfeed for this
searchclick here . Thiswill provide
an R5Sfeed for dinical trials matching
your search that have been added or

updsted in thelas 7 days.

Sponsor Mame: Taked a Global Re=arch & Development Centre [Europe) Ltd.

FullTitle: A Randomized, Double-Blind, Placebo-Controlled, Phase 3 Study to Evaluate the Efficacy and Safety of
Daity Oral TAK-875 25 mg and 50 mg Compared with Placebo in Subjectswith Type 2 Diabetes

Medical condition: Type 2 diabetes mellitus (T20M)

Disease: Version SOCTerm Chssifiation  Term Level Download Options:
Code Number of Trials to download:
140 10027433 -Metabolism 10029505 Mominalin-dependent  LLT Trials shown on current page [v]
and nutrition disorders dizbetes mellitus
140 10027433 -Metabolism 10012613 Disbetesmellitus non-  LLT DowpiodConess
and nutrition disorders. insulin-de pendent Summary Details ﬂ
140 10027433 -Metabolism 10063624 Typell disbetes mellitus LLT Downioad Format:
and nutrition disorders inadequate control Plain Text ﬂ

R ———————



https://www.clinicaltrialsregister.eu/doc/How_to_Search_EU_CTR.pdf
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EU Clinical Trials Register (EudraCT) - Statistics*

Number of Clinical Trials by Population
5,000

M CT with Adults

Number of Clinical Trials in EudraCT 4,200 8 CT with Children (<18 Years)
1,800
1,600
1,400
1,200 M Phasel
M Phase2
1,000 7 M Phase3
800 - i Phase4
600 -
400 -
= Number of Clinical Trials in EudraCT
o over time (n=49,865)
2004 2005 2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 6,000
5,000
4,000 ﬁbﬁ
# The counts refer to the number of CT in o —f
. 2,000
EudraCT authorised by an EU NCA v
0

T T T T T T T T T T T T 1
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Registration of Non-Interventional Studies
)

European Union Post-Authorisation Mandatorv reaistration
Study (EU PAS) Register y =g

o Public register of non-interventional post-authorisation studies (PAS) hosted and
maintained by EMA;

« EU pharmacovigilance legislation requires EMA to make public the protocols and abstracts
of results of non-interventional post-authorisation safety studies (PASS) imposed
in accordance with Article 10 or 10a of Regulation (EC) No 726/2004 or with Articles 21a or
22a of Directive 2001/83/EC [EU RMP Category 1 + 2].

o Annex III of the Commission Implementing Regulation (EU) No 520/2012 further specifies
that the final report of imposed non-interventional PASS must provide the date of
making it public (in EU PAS Register).

15 EU PASS/PAES Requirements for Disclosure



EUROPEAN MEDICINES AGENCY

Registration of Non-Interventional Studies
)

European Union Post-Authorisation Vil A 0 e e
Study (EU PAS) Register ——

« PASS initiated, managed or financed voluntarily by a MAH

o required in a Risk Management Plan (RMP) [Category 3] to further investigate safety
concerns or

« to evaluate the effectiveness of risk minimisation activities, and
e any other PASS
should be registered to support the same level of transparency, scientific and quality
standards.

 Non-interventional PAES outside the scope of DIR 2001/20/EC (including for studies
conducted outside the EU) should also be registered in the EU PAS Register.
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EU PAS Register (www.encepp.eu)
CAEEY spemrenonocenres e

Home > EU FAS Ragister

Tratning in PhEpt and PV The European Union electronic Register of Post-Authorisation
Studies (EU PAS Register)

On this page you can register {or resume a draft application for) 2 new study, update existing study
records or search the EU PAS Register,

To register a new study pleas= click on 'Add Study” below:

=) T

To resume a draft application saved previcusly (but not submitted vet) or to amend and re-submit 2
previously rejected application, please follow the link:
Resume Draft/Rejected application

Public Consultation

1] I
"§§§§§§;

1

To update an existing study record please dick on 'Edit Study' below:

To search for registered studies, please dick on "Search’ below:

- T

For assistance please contact us at: EU_PAS_Register@sma.curopa. eu

& 1995-2016 European Medicines Agency | Contact Us | Privacy Policy | Admin Login | Disclaimer

o EUROPEAMN MEDICINES AGENCYT m

Version: 4.2.1.0
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« Hosted on ENCePP website;

Search Studies@

The search criteria are non-mandatory. The
database entries.

EU PAS Register Number: glps
Status of Study: [ |

O
(ml

Title of Study: |:
Acronym: |:

Study type:

oooag

Study requested by a regulator:
Rizk Management Plan: [P
Other registration numbers:

O

[

In

Research Retwork: | [] arppy
O awse
[0 e1oBADASER:
O e1oREG
O caring
[0 erms

['l_FLNRAGFME
Otther

Study drug

Substance Class {ATC Index): : e, 003 ar dhuretics
ot I
e —

ENCePP Seal: ) es ) Mo

Population 388" [ preterm newborns
O Term newborns (0-27 days)
[ Infants and toddlers {2& days - 23 months)
[ children (2 - 11 years)

Adnlacrants $17 . 17 wazrc

Other population: [ ganar impairad
[ Hepatic impairad
] Irnmunocompromised

O Pregnant wornen

Scope of the Study: | [ pisease epidemiclogy
[ Risk assessment
] Drug utilisation study
[0 Effectiveness evaluation
O other

W

Clan




EU PAS Register (www.encepp.eu)

\ENCPD.

European Network of Centres
for Pharmacoepidemiology and Phar

acovigilance

g -0

Administrative Details (

i )

Status: Finalised

1. Study identification

Last updated on: 281 1/2016

EUPAS15749

Pattern of use of intravitreal drugs with antiangiogenic
properties for age-related macular degeneration and
other vascular retinopathies

Anti-VEGF drugs

Observational study

This is a drug utilization study of antivEGF drugs for the
treatment of age related macular degeneration and other
vascular retinopathies in clinical practice, in the Tuscany
region of ltaly, from 2011 to 2015

Na

Mot applicable

‘ Home | Sitemap | Q&A ‘ Notice Boar«| | Links | Contact Us I Search EU PAS Register Number ‘
Official title
Home > Search results
e | Study it acronym
e Tra— sy e —
Brief description of the study
ENCePP D ts .
943 Studies found
Training in PhEpi and PV
- y . Last .
?
Code of Conduct Status  Official Title Lead Investigator Updated Was this study re_quested by_ a regulator?
- o - - - — - — Is the study required by a Risk Management
Standards & Guidances Finalised| Pattern of use of intravitreal drugs with antiangiogenic Dr Rosa Gini 28/11/2016 Plan (RMP)?
properties for age-related macular degeneration and other
ENCePP Study Seal vascular retinopathies ( Y T 1
Public Consultation - : - . = AE :
Finalised Perioperative complication following anaesthesia in children Professor
Glossary of terms with respiratory infection Souhayl Status: Finalissd Last updated on: 28/11/2016
Finalised Characteristics of patients initiating empagliflozin or other non- Dr Soulm: 16. ENCePP seal
Resources Database insulin glucose lowering drugs in the United Kingdom Farsani :
Finalised The Genetics and Neuroendocrinology of Short Stature Dr Christq Ar® ¥ou requesting the ENCePP seal for nis study?  No
International Study (GeNeSIS)
17. Full protocol
Finalised REVIEU - A multinational, retrospective, observational drug Professor
EU PAS Register utilisation study of REVOLADE™ (eltrombopag) In selected Disclosurg ~Document
countries in the European Union Clinical D] Pattern of use drugs for AMD treatment_to_publish. pdf -
Advisor
. . . L . 18. Study Results
Finalised PGx7610: Genetic Evaluation of Hepatotoxicity in Pazopanib Professor
Studies Disclosurd Document
Clinical D}  report_antivVEGF.pdf -
Advisor
Finalised PGx447:Exploratory genetic analysis of pazopanib (GW786034)  Professor Pleass list the 5 most relevant publications using data from your study
related diarrhea in patient with RCC Disclosurd f it
_— Reference Link to web-publication
Vi / Vi
( VEG102616,VEG105192 VEG107769) Clinical D web page of the study in the web page of ARS hitps_fiwww_ars.toscana.itfitiprogettifarmacoepidemiologia/3460-
farmaco-utilizzazione-d! r‘arm_aclroer—\ -
EU PASS/PAES Requirements for Disclosure B
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di Epiderniologia
ionale di sanita della Toscana (ARS)
W.ars.toscana.it/it/

n of a research network?

senile-e-altre-retinopatie-vascolari html c
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EU PAS Register - Statistics e

epidemiol‘g‘y‘
« 997 studies registered by 3 Feb 2017 =
« 508 (51%) requested by regulator (EU and non-EU)

Risk
assessment
32%

Effectiveness
evaluation
19%

Study registration over time
(Jan 2011 - Dec 2016)

300 .

Drug

utilisation
250 = Type of study o
24!
200
Scope of study
150 M Active surveillance
4
100 # Non-interventional
(observational)
50 u Clinical trial
0 —«“"‘—yj ‘ ®Other
2011 2012 2013 2014 2015 2016*
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EU PAS Register — RMP Studies

« 618 (62%) of studies provide this information (feature available since 07/2016)

« 370 (37%) studies are part of a pharmacovigilance plan (EU or non-EU RMP)
by 3 Feb 2017 (n=997)

M EU RMP Category 1
M EU RMP Category 2

248, 40% u EU RMP Category 3

L4 Non-EU RMP only
1 Not applicable
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Disclosure requirements for PASS - Summary Il

Non-interventional PASS imposed as a legal obligation by a regulatory authority (EU RMP
Category 1):

« Legal obligation of MAH to register the study in EU PAS Register
- obligation applies at the time of study report

« Legal obligation of MAH as regards the format of the study protocol, study report and
abstract of study report (GVP VIII Annex III)

« Recommendations in GVP VIII
« MAH to upload the study protocol prior to start of data collection or data extraction

« MAH to upload study report within two weeks of finalisation

21 EU PASS/PAES Requirements for Disclosure
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Disclosure requirements for PASS - Summary II

« To be encouraged to upload in the EU PAS Register the protocols and results of nhon-
interventional imposed PASS after PRAC recommendation has been issued.

« EMA will otherwise upload the protocols and public abstracts of results into the EU PAS
Register on its own initiative in order to fulfil its legal obligations* unless alternative
timelines are agreed.

« PASS protocols and full study reports may be publicly available via the Agency’s obligation
to provide Access to Documents under Regulation (EC) No 1049/2001 (subject to the
exceptions set out in Article 4).

« If PASS is a clinical trial it should be registered in the EU Clinical Trial Register and a
summary of the results should be uploaded to be made public.
*Article 26(1)(h) of Regulation (EC) No 726/2004 requires the Agency to make public “protocols and public abstracts of
results of the post-authorisation safety studies referred to Articles 107n and 107p of Directive 2001/83/EC".
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EU PAS Register — Disclosure Imposed PASS (3 Feb 2017)

M EU RMP Category 1
M EU RMP Category 2 \l/
248, 40% u EU RMP Category 3 l EU RMP Category 1

14 Non-EU RMP only
ot applicible EU RMP Category 2 7 Finalised
y » 3 with protocol & report

7 Finalised » 1 with protocol only
* 4 with protocol & report « 2 with report only
« 1 with protocol only 35 Ongoing

6 Ongoing * 19 with protocol
« 3 with protocol 14 Planned

4 Planned « 7 with protocol

« 1 with protocol
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Disclosure requirements for PAES — Summary

PAES initiated, managed or financed by a MAH voluntarily, or pursuant to an
obligation imposed by a competent authority [within or outside the scope of Delegated

Regulation (EU) No 357/2014]:

. PAES which fall under the definition of a clinical trial in line with DIR 2001/20/EC

should be registered in the EU Clinical Trial Register;

* Non-interventional PAES should be registered in the EU PAS Register;
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Questions?

Thank you for your attention.

Further information

[www.ema.europa.eu]

European Medicines Agency

30 Churchill Place e Canary Wharf e London E14 5EU e 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



