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INTRODUCTION

Mutual recognition of control results between Cotepe Authorities (CAs) is recognised as
one of the key components of a collaborative apgro@ the sampling and analysis of
medicinal products between Medicines Agencies. riBpaf workloads and acceptance of
results is necessary for the success of this awmiddion. It must be possible for Competent
Authorities to take appropriate regulatory actiontbe basis of reports they receive without
further confirmatory testing otherwise the concepwork sharing and collaboration fails.
Equally it should be recognised that there areuonstances when re-testing is needed and
they should be identified to avoid confusion.

Mutual recognition of control result needs to basidered in a number of contexts:

) The legal basis for mutual recognition of data aotential amendments to
legislation.

i) The Official Medicines Control Laboratory (OMCL) ajity system and its
contribution to the assurance of laboratory results

1)) Additional accreditation needs for certain laboratactivities.

Iv) Exceptions to the general principle of mutual recbgn of data.
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THE LEGAL FRAMEWORK FOR SAMPLING AND TESTING

Mutual recognition of test results is establishethiwv the framework of Directive 2001/83 in
the context of the OMCL network and the officialtdla release of human vaccines and
medicinal products derived from human blood and &uplasma. To this end, Article 114 of
the Directive requires MA holders to submit sampdésndividual batches of the products
concerned to an OMCL or an equivalent designatedréiory for examination prior to
release to the market (OCABR). Furthermore, wiseich a test has been performed in one
Member State, these results will apply in all othember States.

The same approach to the above is proposed initeetde applied to veterinary medicines
EC 2001/82.

The Centrally Authorised Product (CAP) sampling aedting programme is an annual
post-marketing surveillance exercise sponsored A Ecoordinated jointly by EMA and
EDQM, and performed by OMCLs within the EEA Netwotkis based on EC Regulation
n° 725/2004, Article 57, and focuses on the quaésting of products which have undergone
the centrally authorised procedure. Testing matewhich is collected from the EU/EEA
market along the distribution chain, preferablycksely as possible to the patient, include all
biological and chemical CAPs with the exceptiorihoman biologicals, which are covered by
the Official Control Authority Batch Release (OCABRrocedure. Follow-up measures are
coordinated by EMA.

The programme is based on the principle of workriiegaand mutual recognition of test
results, and has been adopted by all 30 EU/EEA mesthtes and was implemented in 1998.
For each product, one or two control laboratoriedb@ most carry out the tests, according to a
fixed protocol based on the marketing authorisaapplication. The results are mutually
recognised by all EEA member states.

For further information on the activities of the @MU network, see Annex.1

Article 111 of Directive 2001/83 establishes théngiple of surveillance of the quality of
medicines by means of GMP inspections. Within Hriscle the CA is also empowered to
take samples for independent analysis in an OMCleguivalent designated laboratory.
Information sharing and mutual recognition of inspens is achieved through certificates of
GMP and the now established EudraGMP databasetasdeden sub-paragraphs 6 and 7 of
Article 111. Further requirements for communicatad information from inspection reports,
article 40 manufacturing authorisations, articlewtiolesale dealing authorisations and GMP
certificates, are specified in article 122 of theebtive.

Other than the OCABR batch release, and the ingmedctctivities, there is currently no
legislative provision for mutual recognition of tadatory testing. If it is thought necessary
there are two options available to address this.

1. Amendments to Directive 2001/83 as part of the esurirevision for this
legislation and of the corresponding Directive fdgeterinary Medicines,
2001/82.

Principles for Mutual Recognition of Control Results ndérsed by HMA, October 2009, Version 1.0 3/9



2. A policy statement by HMA indicating that mutuatognition of test results is
generally accepted and defining the scope of tbigy the monitoring of its
application, and the exclusions that are to beiegpl

Legislative amendments have the advantage thatvibeld establish a legal basis for mutual
recognition of data that would be open and traresgato all parties. However, it could be a
protracted process that would not be implementednadiately. Furthermore, legal

definitions can be restrictive and defining the peof the collaboration whilst making

provision for any necessary exemption could beatiff.

Producing an HMA policy position could be implemeshiquickly and there would be greater
flexibility to define conditions and exemptionst would be possible to manage the policy
within Competent Authorities through performancgechves and Heads of Agencies would
have visibility of it. It could be monitored aspart of the Benchmarking of Medicines
Agencies Programme (BEMA) and review and improvemsién the policy would be easily

achieved. It would not, however, be legally bimdibut this should not be a major
disadvantage.

QUALITY SYSTEMSWITHINOMCLS

There currently exist a number of mechanisms wheréICLs can implement and
demonstrate compliance with accepted InternatiStahdards of laboratory quality systems.
The basic principle of these is external assessagaihst the requirements of ISO 17025 and
the relevant OMCL QA guidelines. This can be aobikthrough:

1. Accreditation to ISO 17025: General requirementsclampetence of testing
and calibration laboratories.

2. The Mutual Joint Audit (MJA) programme of EDQM.

Accreditation to ISO 17025 is an independent assessby a National Accreditation Service
against the requirements of the agreed InterndtiStendard. A number of OMCLs have
chosen to seek this accreditation since at a ratitevel it provides an assurance of
competence when it is necessary to carry out remylactions or technical, forensic reports
in legal cases.

The EDQM Mutual Joint Audit (MJA) programme has nbeaen operating since 1996. Itis a
voluntary programme managed and facilitated by ED@Nh the support of the OMCL
network. Audits are conducted jointly by EDQM aactredited auditors from OMCLs and
they assess compliance with the OMCL quality sysémmapproved by the Network at its
annual meetings. All guidelines from the OMCL QuyalSystem have been agreed as
recommendation documents by the European Accremit@#ssociation (EA). The EDQM
MJA programme is considered equivalent to ISO 178&5editation Laboratories receive an
attestation of compliance following the successfunpletion of an audit. See Annex 2 for
further information.

In the case of an OMCL failing to achieve the ED@Mternal assessment, support and
assistance is available from the EDQM/OMCL Netwiarkelp reach this standard.
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EDQM further supports the OMCL quality systems bynducting proficiency testing
schemes that allow individual laboratories to asgbe competency of individuals in the
conduct of analytical techniques, which is an efgépart of any laboratory quality system.

EXCEPTIONSTO MUTUAL RECOGNITION POLICY

Any policy, if it is to be successful, needs toageise the exceptions to its applications. The
focus of the mutual recognition of results needbdmn the market surveillance activities of
OMCLs, in particular the sampling and testing ohtcally authorised products, mutual
recognition products and decentralised productsotdirm compliance with any registered
specification. It is in the context of Europearlatworation for the analytical monitoring of
these products that the HMA WG was initially setawl it is important that this remains its
focus. Nonetheless there will be circumstanceswthe results of the analyses could lead to
regulatory action, in particular if a quality defas identified which would lead to a rapid
alert and product recall.

There will be situations where it is necessaryddgrm additional analysis or to confirm the
results of the original analysis when regulatoryticaic needs to be taken against a
manufacturing, wholesale dealing or marketing auglation. For these reasons, legal
requirements for mutual recognition may not be appate. As with inspection reports
sharing of analytical reports should be establigbethese situations.

The one area where sharing of samples and muttagméion of results may not be possible
is for forensic or illegal samples. Continuity @fidence is of major importance with such
samples and laboratories handling such samples toebd familiar with and comply with
these requirements. Under these circumstancessénsible and logical for such samples to
be handled within the control system of individivgmber State so that the individual legal
requirements in Member States are met. If it isessary to transfer legal samples between
OMCLs then it is the responsibility of the partesncerned to ensure that the requirements
are complied with.

RECOMMENDATIONS

The HMA adopts a policy of mutual recognition a$tteesults for the market surveillance and
analysis of products authorised under the mutuebgeition procedure (MRP) and the
decentralised procedure (DCP) similar to the systtmat already exist for CAP and OCABR,
and based on the existing voluntary scheme coastiriay EDQM.

The HMA policy should require individual OMCLs tcehonstrate that they work to an
appropriate quality system which will confirm conapice with ISO 17025 and the relevant
EDQM/OMCL Network QA documents.

The HMA policy should recognise the circumstancdsenv MS may conduct their own
investigations and analysis. These might be tica to regulatory actions, and enforcement
investigations in Member States.
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The Benchmarking of European Medicines Agenciesdatals should include performance
indicators on collaboration and work sharing foe @nalytical market surveillance of the
quality of medicinal products.

HMA WGPT
September 2009
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ANNEX 1

Activities of the OMCL Network*

The Network of Official Medicines Control Laboraies (OMCLS) was established in 1994

on the initiative of the EDQM Iin close co-operatiath the Commission of the European

Union. The Network is open to all countries thavédnaigned the European Pharmacopoeia
Convention as well as to observers to the Eurofpdarmacopoeia Commission, provided

that the criteria of the Network are fulfilled.

There are 2 levels of collaboration.

e General activities covering all areas of common interest and invavall member
states of the Network such as work in the fieldQufality Assurance (QA), Proficiency
Testing Scheme (PTS), Market Surveillance Studi$S) and common Network
strategies (risk-based approach for post-markesampling and testing, combating
counterfeits and illegal medicines, establishmdntemtres of expertise, improvement of
communication, etc.).

e Activities restricted to the European Economic Area (EEA), in which a number of
activities take place within the more restrictiegulatory framework for medicines in the
EU/EEA, notably those connected to the Centraligedketing Authorisation Procedure
(CAP), the Mutual Recognition Procedure (MRP) / &wcalised Procedure (DCP) and
the Official Control Authority Batch Release (OCABB blood and plasma derivatives,
human vaccines and veterinary immunobiologicals.

‘Networking’ means sharing of know-how within a pa@b experts, work sharing and mutual
recognition of test results based on commonly abjpgecedures, and consequently saving of
resources and costs in the testing of medicinadymts, enlargement of the national
“coverage rate” of tested products for the indiadNetwork members and finally reduction
of duplication of work.

Definition of OMCL

An Official Medicines Control Laboratory (OMCL) ia public institution, which only
performs laboratory testing for a Competent Auttypindependently from the manufacturer,
for medicinal products prior to and/or after maihkegt for the general surveillance of
medicines in relation to the safety of human patiard/or animals.

Nevertheless, where such institutions or speodfahihical competences are not available, the
Competent Authorities or OMCL may have another tatmy act as their control laboratory,
which does not necessarily give this laboratorydtaeus of an OMCL within the Network.
The laboratory should then sign a technical agreenas well as an impartiality and
confidentiality agreement which also covers cotdliof interest.

! Terms of Reference for the General European OMGitwhrk (GEON) of the Council of Europe

PA/PH/OMCL (07) 79 12R and its annexes.
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ANNEX 2

Har monised Quality Assurance (QA) approach within the OMCL Network

In the early 90s, the General European Official Miegs Control Laboratory (OMCL)

Network (GEON) agreed on the need of implementiagnmonised quality management
systems (QMS) throughout the OMCL Network as thsidaillar for building mutual

confidence in the laboratory procedures and fougual recognition of tests results.

With this purpose, the ISO/IEC 17025 standard “Galnequirements for the competence of
testing and calibration laboratories” was seleetedhe most appropriate to fulfil the needs of
the OMCLs for the implementation and maintenanca QMS. Complementarily, in view of
the particular activities carried out by OMCLs aa#ling into account their specificities, QA
guidelines and documents are continuously beinffedtesince then to give support to the
OMCLs in the implementation of the ISO/IEC 1702&mstard.

Several of these QA guidelines and documents hbtened the status of recommendation
documents after their adoption by the European @araiion for Accreditation Laboratory
Committee (EA/LC). Thus, their use is strongly @m@aged during external audits at the
facilities of OMCLs, performed either by an Accriadion Body member of EA, or by the
experts of the OMCL Network and EDQM, in the fraofea Mutual Joint Audit (MJA) or
Mutual Joint Visit (MJV).

The following QA OMCL guidelines have been adopbgEA:

Validation of Analytical Procedures

Uncertainty of Measurement - Part 1 (compliancertgs
Scope of Accreditation of OMCLs

Qualification of Equipment - Core document

Annex 1: Qualification of HPLC equipment

Annex 2: Qualification of GC equipment

Annex 3: Qualification of UV-Visible spectrophototees
Annex 4: Qualification of IR spectrophotometers
Standard aide-mémoire for the MJA of OMCLs

10. Aide-mémoire for environmental conditions and tmeatt of biological
models

© © N o g~ wDdRE

These and other guidelines can be downloaded frenfEtiropean Directorate for the Quality
of Medicines & HealthCare (EDQM) websiteyw.edgm.elt The OMCL Network intends
to reinforce the collaboration with EA to ensurattthe same status is gradually obtained for
other OMCL guidelines.
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Quality Assurance (QA) Programme within the OMCL Network

With the aim of promoting and later on verifyingatra harmonized QMS approach is taken
within the OMCL Network, the EDQM Department of Rigical Standardisation, OMCL
Network & HealthCare (DBO) has established and dioates a QA Programme, with a high
level of participation and satisfaction amongst AMCconsisting of: Mutual Joint Visits
(MJV), Mutual Joint Audits (MJA), Tutorials (TU)nd Training Visits (TV).

The main objective of an MJV is to assist the OMQ@bplementing a QMS in accordance
with the ISO/IEC 17025 norm and the relevant OMQiidglines by giving recommendations
for improvement, while MJAs are aimed to verify tleeel of compliance of the laboratory
with these reference standards once the QMS iblested. Tutorials are aimed to coach
OMCL staff on QA or technical subjects, to help @BICL developing a QMS according to
ISO/IEC 17025 and the OMCL guidelines. In all sagbe audit/visit/tutor team is composed
of duly qualified experts of the OMCL Network andemm co-ordinator from the EDQM, all
specifically trained for the quality audit. The DI organises also Training Visits in which
members of an OMCL requiring training on QA or teickal topics, visit the facilities of
another OMCL.

In Figure 1, the total number of MJA, MJV, TV/TU rpfmmed in OMCLs within the
EU/EEA area is presented. The QA programme hamgla lavel of participation and the
requests are increasing every year, showing thenutment of OMCLs to reaching
excellence in QA and promoting the harmonisationthe field of medicines control
throughout Europe.

In two occasions, a MJA was performed jointly wétiNational Accreditation Body (Austria
and Germany), upon request of the audited OMCL. e Ewperience showed that the
approaches taken are equivalent.

Figurel: Total number of MJV, MJA, TV/TU performed withindhOMCL Network EU-
EEA area, from December 1997 until July 2009
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