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CO-OPERATION IN POST-MARKETING SURVEILLANCE OF MUTUAL
RECOGNITION/DECENTRALISED PROCEDURE PRODUCTS

Introduction

Within the EU/EEA OMCL Network, a voluntary post-rkating surveillance scheme has been set
up for medicinal products having received a mangtuthorisation via the Mutual Recognition
Procedure (MRP) or the Decentralised Procedure JDCP

The marketing authorisations for th&RP/DCP-products’ are granted separately by the Member
States. After these products have been placed emdkional market, the responsibility for the
supervision of their quality rests with the indivad Member States. However, in all Member
States, the marketing authorisation applicatiomghfese products are based on an identical dossier,
including identical specifications. This gives rodan co-operation and creation of a surveillance
scheme at the EU/EEA level in the field of indepamtcofficial control ofMRP/DCP-products.

The main purpose of this voluntary post-marketingvsillance scheme is to improve the
surveillance of théIRP/DCP-products placed on the EU/EEA market through two principles

1. Work-sharing with the aim of optimal and codeefive use of analytical resources which is
achieved:

* by reducing duplication of testing BfRP/DCP-products by severaparticipants

* by offering testing oMRP/DCP-products to otherparticipants and testing several
batches in the same analytical run

2. Sharing of the test results, offering the indinal Member States and other concerned bodies
(e.g. Heads of Medicines Agencies, EMA):

* a broader and in-depth overview of the quality MRP/DCP-products on the
EU/EEA-market (surveillance at the EU/EEA level)

* the opportunity to focus the national surveillaactvities by taking advantage of the
results of testing work done in other OMCLs.

The reliability of testing results is a pre-conaiitifor a fruitful sharing of work and results. The
reliability of testing results can be better asduia testing laboratories with quality management
systems fulfilling the requirements of ISO/IEC 1%02and having successfully undergone
assessment by peers within the OMCL Network orrbingernationally recognised body.

A risk based model for targeting medicinal produftis market surveillance testing has been
developed within the network. In 200//RP-products were the first product group selected for the
evaluation of the model in a trial phase. This niadeavailable to all members of the network
beyond the MRP/DCP post-marketing surveillance grénonplementation of a risk-based approach
is encouraged for the establishmentesfing plans.

! Definitions of the termin italic are given in the Glossary at the end of this daim
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Scope

This document is a reference document describirgg ghnciples of theMRP/DCP-product
surveillance scheme applied, in particular for

» elaboration oPeriodic Surveillance Work Programmes (PSWP)
» sampling and testing
* reporting and sharing results

» follow-up activities

Working Principle

The Member States/OMCLs patrticipating in th#RP/DCP-product surveillance scheme define
their testing plans by entering them as proposedojects into the MRP/DCP-product testing
database. If testingoverlaps are identified, the OMCLs concerned discuss thaenailaterally to
consider whether the testing could be done by testeng laboratory only or if work could be
shared, respectively. Foepetitions it is verified by the OMCL if repeated testingustifiable. The
testing plans from all participants together forive tMRP/DCP periodic surveillance work
programme. Based on therojects in this plan, allparticipants may consider sampling of products
from their own market and, upon a case-specifieagent, have the products tested bytésteng
laboratories.

The outcome of the testing is reported topatticipants through theMRP/DCP-product testing
database and, on request, the full results sent to intechsarticipants.

Elaboration of Periodic Surveillance Work Programmes

The participants set up theitesting plans by means of théMRP/DCP-product testing database,
listing the MRP/DCP-products they intend to test during the forthcomimgRP/DCP-product
surveillance period. Upon a request from thsecretariat (about 1-2 month before beginning of the
MRP/DCP- product surveillance period), they enter théesting plans directly into the database.

The testing plans can be queried at any moment on-line by OMCL dedabusers with access
rights. These plans are discussed betwgmanticipants in order to avoid unnecessary
overlaps/repetitions and to make other organisational arrangements.nWh@roduct is on the
market of the Reference Member State (RMS) or a Martate where crucial steps of production
take place, testing of that product in the OMCLlooé of these would facilitate follow-up activities
related to the dossier or inspections, respectivefrticipants will communicate the agreed
adjustments of thperiodic surveillance work programme to all participants by directly amending
the relevant information in the database

During the specifiedRP/DCP-product surveillance period additionalprojects can be directly
added while existingrojects can be amended, cancelled or put on-hold.
Sampling and Testing

The OMCL identified agesting laboratory in the periodic surveillance work programme (or the
Competent Authority of the Member State) samples ghoducts from the national market and
initiates the testing after the sampling deadline.
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Before the sampling deadline, othparticipants (OMCLs or their respective Competent Authorities
for sampling), interested in sending samples fstirtg, send a request to ttesting laboratory. For
each producthe testing laboratory and the otheparticipants will bilaterally agree on the testing.
They also agree on the sample size, testing paeaspeichedule for testing etc., unless this has
already been fixed in advance (e.g. in the databasén separate notifications sent out to the
participants).

Sampling in more than one Member State is encodrdggrause then the surveillance scheme will
give a better view of the quality of the specifrogucts on the EU/EEA market (improved EU/EEA
level surveillance) and severarticipants can have samples taken from their own market apdly
(improved national level surveillance). Furthermasending a sample for testing to ttesting
laboratory offers a possibility of controlling amRP/DCP-product taken from the national market
of an OMCL that might not have all the techniquesded for testing it. Because the sample
exchange is multilateral and thesting laboratory receives no economic compensation for the work
of analysing extra samples, it is essential faaindo-operation that each laboratory takes caae th
a good balance is maintained between samples sgrdanal samples received for testing. Also,
because no economic compensation for the testkes tplace, the exchange of samples between
the testing laboratories should not necessarily (or primarily) be consideess commercial sub-
contracting.

OMCLs test the products based on approved MAH nusti{tAccording to MAH dossier”) or on
other methods validated in line with OMCL NetworkAQprinciples ("Survey mode”,
pharmacopoeial method etc.).

Reporting and Follow-up

At the end of the control, a full test report isiséo the sample providers. This report can be a
national test report, normally prepared for tesamples by the OMCL. As soon as possible after
completion of the control the testing OMCL insersults for all samples, their own and samples
sent by other participants, in the MRP/D@duct testing database under the respective project.
Several batches from different countries can bduded in one project. However, the final
evaluation of result is made by the sample provider

Issues identified during testing are summarisethbyesting laboratories in theMRP/DCP product
testing database under item “follow-ups”. The follow-up actions addcisions are completed by the
sampling and/or testing OMCL. Follow-up actions ¢enadded separately from the insertion of
results after completion of the control and up-datentinuously.

In general follow-up activities lie within the respsibility of the national authorities. Thus the
Competent Authority of the Member State where ttapct was sampled will be responsible for
any follow-up activities. Thearticipants are encouraged to inform each other where ap@tepof
such activities. In cases when an issue concenmplea from several countries, the follow-up
activities should be discussed between the OMCltigyaants involved.

In case of issues concerning the content of theketiag authorisation dossiee.§. unclear test
procedure, mistake in the mathematical formula) ¢he RMS of the medicinal product has to be
informed. This could most easily be done by usimg ¢ontacts within the OMCL Network; the
testing laboratory contacts the OMCL of the RMS that in turn inforthe marketing authorisation
authority about the issue.

If, as an outcome of a testing campaign, a pharpwaial issue is identified, the European
Pharmacopoeia Department of EDQM (EPD) is contaetar by the Competent Authority or the
secretariat for further action.
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Participants are encouraged also to report their resultsViBP/DCP-products not included in the
periodic survelllance work programme (coming e.g. from ad-hoc testing). When necessary,
participants interested are free to ask tiesting laboratory for a detailed test report.

Meetings

The progress and development of tM&P/DCP-product surveillance scheme and the current
periodic surveillance work programme is followed and discussed in one or more meetoggsyear.
Meetings could typically be arranged as a spddiBP/DCP-product surveillance session during
the event of the annual OMCL meeting. Other meefingsibilities are teleconference or e.g. a
breakout session during the CAP annual meeting.

MRP/DCP-product Testing Database

The secretariat is the coordinator of théMRP/DCP-product testing database, which contains
MRP/DCP-product and test related information necessary to runsineeillance scheme. The
product information is sourced from the common MBRPP database of the EU/EEA authorities,
which is calledCommunication and Tracking System (CTS).

EDQM initiates and the OMCLs maintain for their ownganisation a list of thtMRP/DCP-
product surveillance contact persons, who acta@msinistrative, sampling, testing contacts etc. and
who at the same time are registered us®€@L administrator or “conventional” user) of the
MRP/DCP-product testing database; the complete list of OMCL users can directly lmevdloaded
from the database.

Results of the testing according to gheriodic surveillance work programme, are entered on an
ongoing basis into the database byttsing laboratory. Participants have access to the data via a
protected portal. In addition read-only access he tlatabase is granted to quality assessors,
inspectors and members of the pharmacovigilands ohiNational Competent Authorities (NCAS)
of EU/EEA Member States upon request.

For the exchange of meeting documents or otherrgemdormation there is foparticipants an
Extranet site with controlled access in place daii&Pnet.
Ownership of data and confidentiality

The NCA of the member state responsible for sogreisample is the owner of the data generated
for this sample. This can either be the NCA of tikting OMCL / concerned member state for its
own samples or of a participating OMCL / concerneember state for samples which were sent by
this laboratory / member state to the testing latooy.

The information generated in the programme shoully be used in a shared responsibility for
actions within the rules governing medicines; tfaugegulatory purposes.

In the case of external use / publications, theay(®) of the data need(s) to be contacted to obtain
an agreement.
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Glossary

Adminigtrative contact: Person within an OMCL, who serves as contact pdomt general
information related to th®IRP/DCP-product surveillance scheme.

Communication and tracking system (CTS): IT tool for licensing authorities for implementiragd
running the mutual recognition and decentralisext@dure.

MRPnet: Extranet site with restricted and controlled asqesername and password required) used
to exchange general information/documents amquagsici pants.

MRP/DCP-products = Mutual Recognition Procedure or Decentralised Procedure Products:
Medicinal products that have been authorised inentban one EU/EEA Member State using the
procedures laid down in the articles 27ff of Direet2001/83/EC as amended or article 31ff of
Directive 2001/82/EC as amended.

MRP/DCP-product surveillance period or testing period: The time between finalisation of
subsequerdurveillance work programmes. In terms of theMRP/DCP-product testing database it is

the period (normally calendar year), which matcivéb the date when the corresponding official
OMCL test report was signed by the responsiblegrer$he year should also match that of the
“date of release” entered in the database.

MRP/DCP-product testing database: A computer application that has been developedhay t
OMCL network and EDQM to serve as common data foolrunning theMRP/DCP-product
surveillance scheme.

OMCL administrator: Registered OMCL user of theIRP/DCP-product testing database with
extended access rights allowing the inclusion ef @MCL users of the same organisation in the
database and “de-freezing” of finalised projectated by the same OMCL.

Overlap: Projects in the responsibility of different OMCLs with idécal MRP/DCP number
allocated to the samtesting period. Overlap testing does not automatically mean dapbn of
work. Overlaps might indicate work-sharing of tgsarameters between different OMCLs
(chemical/pharmaceutical parameters vs. microbioddgparameters) or might be caused by ad-hoc
testing on national level due to an incident.

Participant: OMCL participating in, contributing to or by othereans being involved in the post
marketing surveillance scheme MRP/DCP-products described in this document. With respect to
the MRP/DCP-product testing database the term participant comprises all registered OMCL
(active and passive participantdctive participants are OMCLs, which on a regulasis
contribute or have contributed in the past or hadecated their intention to contribute in the near
future to the testing scheme eithertesing laboratory or as sample provider. The abbreviation
used in this context is POMCL (“Participating OMQLPassive participants are OMCLSs, which
are registered in theMIRP/DCP-product testing database upon request as potential future
participants of the testing scheme but so far have not indittteir intention to contribute.

Periodic surveillance work programme: Compilation oftesting plans after possible duplication of
work has been eliminated as far as possible.

Project: In context of theMRP/DCP-product testing database a project comprises all tests a single
OMCL performs on a medicinal product with define®RRYDCP number or on an active ingredient
of anMRP/DCP-product with defined source.
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Repetition: Projects with identical MRP/DCP number allocated to difiereesting periods.
Subsequent testing is common practice in post-niatksurveillance schemes and might be the
follow-up of observations made during the anteda¢sting campaign or the result of a risk-based
product selection.

Secretariat: The secretariat of the Department Biological Stadidation, OMCL Network &
HealthCargDBO) at the EDQM.

Testing laboratory: OMCL that, according to thgeriodic surveillance work programme, will test
anMRP/DCP-product. The abbreviation used in this context is TOMCLgSting OMCL”).

Testing plan: OMCL plan for the surveillance &RP/DCP-products.
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