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1. Introduction

This section presents the findings for the two ElLsRn the field of animal health
(brucellosis and foot-and-mouth disease) and comgtes the evaluation carried out in
2009. To ensure consistency of the evaluation methagolthe same approach used for the
previous evaluation was applied in the current dinés consisted of:

Desk review of the relevant legislation;

Review of the relevant documents provided by Bt¢RL and DG SANCO for the
evaluation period, i.e. Working Programmes, TedinReport, Financial Reports,
Workshop Reports;

Review of relevant material on the diseases;

Interviews with the relevant desk officers of BBNCO;

Survey of the EU-RLs (online questionnaire);

Interviews with the Directors and other relevstaiff of the EU-RL;

Survey of the NRLs.

The network of EU-RLs dealing with major animal eises has been set up progressively
over time since the late 1970s. The EU-RLs for éllosis and foot-and-mouth (FMD)
disease were designated in 2006, and their redplitiss and tasks are laid down in Article
32 of Regulation (EC) No 882/2004 and other rele\Ed legislation, in particular for the
EU-RL for FMD in Annex XVI of Council Directive 2@85/EC. The establishment of
these EU-RLs responds to the overall need to erstigh level of animal health in the EU,
and to ensure that animal health conditions daanbas an obstacle for the free movement of
live animals and animal products in the single raa(84/432/EE¢and 91/68/EE®).

In terms of context against which these EU-RLs westablished, the following points need
to be highlighted as relevant to this evaluation:

! The most recently designated EU-RLs in the fidldhbl are excluded from the scope of this evaluafjoe.
Equine diseases, Rabies, Crustacean diseases gimg Boberculosis).

2 The new Animal Health Strategy for the Europeaniobnfor 2007-2013 identified the need for a
comprehensive evaluation of Community Referenceotatories (CRLS) in the field of animal health dive
animals, to assess the performance of the CRLgeopbse options for the future operation of theesys in
particular in view of the changing circumstancesvinich these operate and future needs. This evatuatas
carried out during 2008/09 by Agra CEAS Consulim@artnership with VetEffect.

% Council Directive 2003/85/EC of 29 September 2@®3Community measures for the control of foot-and-
mouth disease (amending Directive 92/46/EEC).

4 Council Directive of 26 June 1964 on animal Hegltoblems affecting intra-Community trade in bavin
animals and swine (64/432/EEC).

5 Council Directive 91/68/EEC of 28 January 1991amimal health conditions governing intra-Community
trade in ovine and caprine animals.
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Brucellosis It is an old endemic disease in the EU, whicbhusently present in one third of
MS and has been eradicated in many of the othergrfiains present mainly in Southern
Europe). The long history of control of the disehas allowed for the development of a high
expertise in many MS. It is a disease which affécimians, and there are vaccines to prevent
infection and to control spread.

Laboratory manipulation of live cultures or contaated material from infected animals is
hazardous and must be done under containment 3ewelhigher, to minimise occupational
exposure. Where large-scale culture of Brucellaagied out (e.g. for antigen or vaccine
production) then biosafety level 3 is esseftial

FMD: It is a highly contagious viral disease affectintpinly cloven-hoofed animals.
Directive 2003/85/EC lays down measures for therobmand eradication of FMD, and was
adopted following the 2001 FMD cridisThe Directive sets out detailed measures to hapid
control and eradicate FMD and outlines proceduoesdcovering free from FMD without
vaccinatiorf status. It also lays down provisions for disepsgparedness, including national
contingency plans, diagnostic capacity and vacdiaeks. This Directive has moved
emergency vaccination further to the forefronthaf aivailable control measures.

Following an incident of virus escape causing atéohoutbreak in the UK in 2007 the bio-
containment requirements for laboratories spedi§icauthorised for handling the live virus
were reinforcef

® OIE Manual of Diagnostic Tests and Vaccines fard@&rial Animals 2010, chapter on bovine brucédios

! Overall, for the 2001 FMD crisis, the total expiuack declared by all affected Member States (Fearlceland,
Netherlands, and the UK) was about 2,693.4 mill®dR, of which 1,616 million EUR was claimed for Comrityn
reimbursement. This covered for compensation faugtter and destruction of animals as well as féisting of farms and
equipment. Following the decision to reimburse dss®lated to the FMD crisis of 2001, the EU paidtal of 465.6 million
EUR to Member States from the EU Veterinary Fundu(6e: DG SANCO).

8 Strict rules for the security measures that mesapplied in any EU laboratory handling the foot-amouth virus are laid
down in Annex 12 of the FMD Directive.
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2. Evaluation of the fulfilment of the duties and &sks of the EU-RLs for
brucellosis and FMD

2.1. EU-RL for brucellosis

Main findings - EU-RL for Brucellosis Rating
Overall evaluation of the fulfilment of the dutiesand tasks established in the  ++
legislation

The EU-RL for brucellosis is based at the MaisotieA Animal Health
Laboratory (up to % July 2010 LERPAZAnimal Diseases & Zoonoses Research
Laboratory), a part of ANSES (French agency for food, envimental and
occupational health safety — formerly AFSSArench Food Safety Agercy

The EU-RL is fulfilling all of its contractual dws, responsibilities and
obligations as specified in Commission RegulatiB@) No 776/2006 of 23 May
2006 amending Annex VIl to Regulation (EC) No 8&®2 of the European
Parliament and of the Council as regards EU Referéaboratories.

1.0 DIAGNOSIS AND ASSISTANCE

1.1 Activities and methods used by EU-RLSs to ensure the correct diagnosis of ——
animal diseases by National Reference Laboratories (NRLS).

There is a long history of brucellosis control e U, and this has contributed
a high level of skills in many EU NRLs, particulaih some MS. This situatio:
of a long-standing track record of expertise inesakMS has meant that it hé
taken a while for the EU-RL to position and eststblitself within the network:
Currently the network is established and the cemiig of NRLs to the networ.
has increased.

Brucellosis is eradicated in almost all EU MS extamginly in the southern pa:
of the EU, and few NRLs deal with bacteriology amdlecular methods. EL
legislation provides for standards for complemexatfon test (CFT), which ig
one of the most important serological tests ansd itsed for disease control a:
EU trade.

There are almost 27 different CFT methods curreapiplied in the EU fok
brucellosis diagnosis. The multitude of methodsds necessarily considered ;
be a weakness of the system. Nonetheless, it sidened desirable and realis’
to achieve a single method to perform this tegioaigh this might not be the ot
routinely used in all MS, all MS should have thesgibility to refer to a standar.
method. Reaching this level of harmsation, however, has to be a conser:
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Main findings - EU-RL for Brucellosis Rating
process. The first ring trial, undertaken in 20@7-§ave the EU-RL a muct
needed picture of the situation in the various MS a starting point, the EU-R
has therefore achieved a good overview of the uariechniques used in the M

In 2009, MS NRLs were asked to compare the CFTd'aolethod against the or
used in the different NRLs, and this indicated gaedults. This supports th
argument that reaching consensus on a single &tstoeh (e.g. CFT ‘cold’ and/c
‘warm’ method) is considered to be a realistic obye.

None of the serological tests is able to providdatsrown full diagnosis for the
disease in all situations and for all objectivebefefore, a combination of tes
may be needed depending on the objective. Thufgrass indirect diagnosis

concerned for eradication purposes, the trend iimpoove the way of associatir
current techniques rather than to develop new iqaks. Research is howev
focused on direct diagnosis of the disease on dmsaraples (milk or anima
organs), e.g. PCR is currently the focus, as welthe rapid identification an
characterisation of the bacterial strain (i.e. roolar techniques). These tests

developed in collaboration with the different MS INR collaboration is alsc
important for their validation.

The analytical methods and techniques respondate-sf-the-art standards
that the EU-RL is one of the OIE RLs in this ared aegularly collaborates wit
the other OIE RLs and participates in the OIE rewis of the manual (brucellos
chapters). The results of the survey of the NRLsfioo this, with nearly all
NRLs considering that the analytical methods amthrigjues developed and/
validated and/or assessed by the EU-RL over theblggars are state of the
and appropriate to ensure animal health.

The EU-RL for Brucellosis uses the prescribed tediacteriological anc
molecular methods) for pathogen identification adow to the OIE guidelines
In terms of serological tests, the EU-RL uses #stst prescribed in the releve
EU legislation (Directive 64/432/EEC and Direct®&68/EEC)

A questionnaire was sent by the EU-RL at the en?l080 on activities and tes
in place; results were received in June 2010 aadchaw being analyzed.

The results of the survey carried out under thesgure evaluation indicate th:
NRLs consider the development/validation/assessmieanalytical methods he
largely contributed to their improvement and harimsation, taking into accour
the context of the disease. The analytical methbds are now the focus ¢
research and development by the EU-RL in collalbmmatvith some MS NRLS
are highly appreciated by most NRLs; however, tteynot be readily applied i
several NRLs, due to their insufficient experieacel capacity at present in su
techniques (i.e. PCR, molecular methods).

Food Chain Evaluation Consortium 8



Evaluation of EU-RLs in the field of food and feedand animal health: Draft Final Report
DG SANCO Framework Contract on Evaluation, Impagtessment and Related Services — Lot 3 (Food Chain)

Main findings - EU-RL for Brucellosis Rating
1.2 Ringtrials carried out and assessment of their effectiveness. ++

The EU-RL for brucellosis has organized proficiemests (PTs) at EU level fc
serology, once on serum samples and twice for rsdiknples: 25 NR
participated in 2007/08 (launched end 2007, dueetent establishment of EL
RL, with results collected in 2008) and 17 in 2009.

According to the EU-RL, the first ring trial proved a clear picture of the quali
levels that MS have achieved in testing. The tolalserum samples explicitl
showed the heterogeneity of procedures, partiguksifar as CFT is concerne
(this test, as indicated above, is being routinedgd throughout the EU for tt
diagnosis of brucellosis in many animal species.eXplained earlier, this he
encouraged the EU-RL to aim primarily at improviigarmonization by
proposing a unique standard operating procedurthi®particular test.

For each trial there is a global report edited hy EU-RL that is sent to all M
NRLs as well as to the Commission. A follow up (aimimessage) was sent
participant NRLs who faced problems or errors dytime ring-trial, to find our
whether the origin of these problems had been iitshtor not and whether ar
help was needed from the EU-RL.

Regarding the trend in the performance of the NBUsr time, as only 2 PT
have been carried out so far there are not enoatg skries yet to do such

analysis. However, there has been some evidenocapsbvement in some MS
although the period is too short to see a systencdange. The NRL that we
visited is following recommendations and changitsgyprocedures. The numb
of emails and enquiries the EU-RL receives from NRIis increasing
Furthermore, the EU-RL reports that NRLs are beogmmore open, an
confidence in EU-RL assistance is increasing. hos¢é MS NRLs that are als
recognised internationally, cooperation is imprgvin

Survey results indicate that the PTs organisechbyBU-RL have contributed t
the improvement and the harmonisation of analytivathods in use in the NRL:

1.3 Development of new diagnostic tools by the EU-RLSs.

The ongoing activity of the EU-RL concerns the ass®&nt/bette
characterisation of existing tools rather than mees¥ development.

In particular, the EU-RL is working on:

- The evaluation of quality of serology test forrgioe brucellosis (not ver
standardised up to now at international level);

- The validation of serological test foBrucella ovis infection (ovine
contagiougepididymitig andBrucella canisnfection.
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Main findings - EU-RL for Brucellosis Rating

Furthermore, in 2006/07 EF$Aecommended that certain tests are not suit
for inclusion in the EU legislation on intra-Comniyrtrade pending the condu
of further studies). Discussions were held on tbvidy of the EU-RL in this
direction, in the context of the Work Programme tlog next two years and tk
focus is on establishing a collection of sera fattle sheep and goats in 20:
This activity was already included in the workingppgramme of 2011 and tF
goal is expected to be fully achieved in 2011.

The future trends in the development of new metha@dsto improve and us
better molecular tools for epidemiology researcth @ifferential diagnosis.

1.4 Supply of diagnostic tools to other laboratories.

Standard materials:

The EU-RL has received a number of requests tolguppcellosis strains an
responded to all of them. The response time isrte@do be satisfactory, in vie!
of the context of the disease.

The EU-RL does not supply antigens (excBptovis CFT antigen), since thes
reagents are easily available commercially througtive EU. However, the EL
RL supplies the phages and monospecific sera tieahecessary for biotypin
Brucella strains. At present, all reagents needed for tRed\are available in th
EU-RL. DNA from Brucella reference strains as well as Brucellin, titratech
andB. ovisantigen were also prepared and supplied to seveualtries.

The supply of reagents is free of charge in alesgto MS NRLS).

Survey results indicate that the supply of standaederials by the EU-RL he
contributed to the improvement and harmonisatioanafytical methods in use.

SOPs:

The EU-RL focused at the beginning of its mandat¢he elaboration of SOF
for the performance of techniques (RBT, CFT, iELJ3Xucella isolation and
identification) and for the quality control of diagstic reagents. 3 SOPs he
been produced up to now, 2 are in final version TRBFT); these SOPs we|
used in the 2009 ring trial. The iIELISA manual isreguidelines than SOPs,
tests are usually based on commercial Kits.

SOPs are being drafted now @&mnucella isolation and identification and ne
SOPs are being started on reagent and vaccineotoiline objective is tc
complete the range of SOPs by the end of 2011.

9 The EFSA Journal (2006) 432, Opinion on “Perfarosa of Brucellosis Diagnostic Methods for Bovines,
Sheep, and Goats”.
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Main findings - EU-RL for Brucellosis Rating

Survey results indicate that the SOPs produceddistdbuted by the EU-RL
have contributed to the improvement and harmomisati analytical methods i;
use. :

1.5 Assistance to other laboratories for diagnosisin case of an outbreak.

EU-RL assistance for confirming outbreaks is najureed during brucellosis
outbreaks; the EU-RL provided assistance by charaotg isolates and
conducting epidemiological studies. The main agsis# that the EU-RL provides
is the identification, bio-typing and sometimes ewmllar analysis on strains
previously isolated by the MS or third country NRLs the case of exceptional
outbreaks of porcine brucellosis in brucellosiefreountries, the EU-RL
assistance was requested to try to identify thecgoof the outbreaks (i.e. within
the MS or imported).

2.0 TRAINING

Training activity has been limited due to low demd@mm MS. Only one training
session has been organised by the EU-RL sincesi&bleshment, following &
specific request. The reason for this limited ies¢ris the long history an
tradition in brucellosis testing in the EU, wheretmany MS feel there is n¢
much more to learn at least on routine diagnostibriiques. On the other har,
there is increasing interest in training for molactesting.

Consequently, there has been very limited feedfrack the NRLs survey on th
ad hoc training; one NRL who responded to the dqoestvas very satisfied.

The EU-RL organises a yearly workshop, which israted by the NRLS
Feedback on this from the survey has been veryip@sall NRLs that answere:
the question found the quality of the workshop$dovery satisfactory and ve:
relevant to their needs, and that workshops hawéribated to the improvemer.
and harmonisation of analytical methods in uséié@NRLSs.

2.2 Arethetraining activities sustainable in the long term?
Training is currently limited as discussed abovher& may however be more

requests for training as the methods currentlyddeveloped are more advanced
for the current capacity and expertise of many ME_bI

3.0 NETWORKING

A specific website is not yet in place and theeeraquests from MS NRLn this
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Main findings - EU-RL for Brucellosis Rating
sense. The EU-RL is aware of this and the creabioan interactive specifi
website is listed as one of the next prioritieshef EU-RL. The plan is to ada
the existing website platform of the EU-RL for eggiidiseases (which is al
based within ANSES), and to provide all regulatic8®Ps, and links importal
for the sector including international web linkhelTwebsite will have public an
restricted access (MS NRLs only). Restricted ac¢tssthe MS NRLs) will
include regular access to information for publicas. The objective is to have t
website in place and working in 2012.

3.1 Activities carried out to ensure harmonisation of diagnostic methods.

Other activities undertaken to ensure harmonisatiodiagnostic methods wel
fully satisfactory.

Data regarding diagnostic methods carried out e@Nt& NRLs were collecte
through a questionnaire launched and analysed(d6-2007 and through a 200
2009 activity report requested at the end of 2008ckv is currently being
analysed.

In order to harmonise the identification Bfucella strains at EU level, the ELU
RL has produced and made available to all MS NRiesreagents (phages W
Th, Iz1 and R/C; anti-A, -M, and -R monospecifictiaaera) needed for th
bacteriological characterisation Bfucellaspecies and biovars.

3.2 Coordination with national reference laboratories. +++

Coordination activities have been satisfactory ovlee evaluation perioc
Collaboration has improved generally, and the iaseel number of enquiries al
calls for assistance received by the EU-RL arendicator, as also confirmed k
the results of the survey. The EU-RL receives ations to attend and participa
in projects (research initiatives) by other MS. Hwer, the EU-RL commente
that still there is some lack of transparency fesme NRLs, and this is related
the fact that the trust has still to be built, déind needs time.

3.3 Regular consultation to the Commission on these coordination activities.

The cooperation with DG SANCO is functioning wetldarelations are good; tf
administrative procedures are clear and the exehahghformation with the EC
Is satisfactory. The EU-RL director has chaired Ewwopean Task force fc
Monitoring Disease Eradication in the Member Stat8&heep and Goal
Brucellosis Expert sub-group; and participatedh® Bovine Brucellosis Expe
sut-group since 2001. The E-RL is normally also consulted for advice
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Main findings - EU-RL for Brucellosis Rating
changes in EU legislation on brucellosis.

There is a regular exchange with the EC for theipron of scientific advice an:
expertise. Many of the discussions are taking ptiogeng the meeting of Tas
Force sub-groups (at least two-three times per, y#as plenary for all anime
diseases for which there is EC co-financing).

3.4 Exchange of information with other international reference laboratories.

This EU-RL is one of the 9 OIE and of the 2 FAO Rasbrucellosis. Its activity
over the years has included active participatiothéoannual revision of the Ol
Manual brucellosis chapters and to the validatioh newly establishec
international sheep and goats brucellosis and perdrucellosis respectiv
standard sera, and participation to the @Ehocworking group for the revisi
of the OIE Code as regards brucellosis chapters.

The EU-RL has participated to a number of inteoratl PTs and EU Projects,
well as the review of the annual ECDC/EFSA reparzoonoses in the EU.

Collaboration with other EU-RLS:

In the view of the EU-RL synergies could be inceshby organising a meetir
once per year between all AH EU-RLs. This will lgrirbenefits as thi
organisation of the various tasks is a common jsports could be shared a
could help EU-RLs harmonise their way of workingrially, up to now, there
has been only one meeting organised between aRREJ{2 years ago) and or
meeting organised by EFSA for zoonoses: these wWereonly two occasion
when there has been discussion more widely witerdBU-RLs. There is regulé
discussion with other EU-RLs based in France (@ggine diseases, rabies, €
on organisation of ring trials, practical issues)et

4.0 QUALITY ISSUES (including accreditation)

The EU-RL has a quality manual and a quality mandteere is a quality
manager and a quality service at both ANSES heatkyaaand laboratory leve
and a quality manager at Unit level).

The main equipment of the EU-RL were acquired vesgently (< 2 years
ELISA Reader, electronic pipettes, biosafety calsiner in the last 10 yeal
(incubators, refrigerators, freezers, real-time PE®R.). The immunoserology le
is 15 years old and the molecular biology lab wsildished 7 years ago.
biosafety level 3 facility dedicated trucella bacteriology was built in 200
within the already existing BSL3 laboratory (bui years ago). This laborato
has been approved in 2009 by the National Healthoaties (AFSSAPS) afte
inspection according to National and WHO bio-satety biosecurity standards.
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Main findings - EU-RL for Brucellosis Rating

4.1 Staff T+t

The EU-RL has highly qualified staff and the Diactof the EU-RL is
considered among the top experts in this fieldrnagonally. '

4.2 Accreditation

The EU-RL belongs to a Unit that has been accreéditece 2006 according 1
NF EN ISO/CEI 17025 standard by the French Commifta Accreditation
(COFRAC) [Accreditation No.: 1-2246]

The present scope of the accreditation is: ‘
+ Serological diagnosis of brucellosis by RBT, CFATSMRT, iELISA on |
milk or serum); 3

» Bacteriological diagnosis including identificatiohBrucella

The following items were requested for the next ®AE audit (planned end ¢
September-October 2010): '
» Biotyping of Brucella;
» Control of diagnostic antigens and kits (RBT, CBRAT, MRT, iELISA on

milk or serum);
» Control ofBrucellavaccines (Rev.1 and S19).
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2.2. EU-RL for FMD

Main findings - EU-RL for FMD Rating
Overall evaluation of the fulfiiment of the dutiesand tasks established in the ++
legislation

The EU-RL for FMD is located within the Control d&fesicular Disease
Laboratory at the Institute for Animal Health, bas# Pirbright, in the UK. I
started its activity as an EU-RL in 2006.

The EU-RL is fulfilling all of its contractual dws, responsibilities an
obligations as specified in Regulation (EC) No 824 and in Directive
2003/85/EC.

1.0 DIAGNOSIS AND ASSISTANCE

1.1 Activities and methods used by EU-RLs to ensure the correct diagnosis of
animal diseases by National Reference Laboratories.

A number of tests have been developed by the EUaRIEMD (see Technica
Annex). These tests have contributed to the imprnare¢ and the harmonisatic
of diagnostics, and are in use in the MS NRLs,aaith with some variations
The methods of ELISA and real time PCR are usednbye NRLs, wherea
sequencing is less common due to the complexitigefinalysis required.

These variations can be explained by the avaitglwh facilities and expertise |
the NRLs, which is a key constraint in many MS. TBEE-RL reports that
overall, NRLs have improved their use of PCR foonfr line diagnostics
(introduced in PTs in 2006), particularly with néga samples. As an exampl
in the 2007-2009 period, the share of NRLs that alktthe test threshold
improved from 61% to 80% for serology testing.

Although there is continuing need for improvemantsome MS, the network fc
the EU as a whole has developed during the evalugiriod, including throug:
the work of the EU-RL, to achieve sufficient capyadio provide an adequa:
level of diagnosis. In most cases, NRLs are nova iposition to detect FML
antibodies in post outbreak surveillance and thinoladporatory confirmation o
clinical signs, with the confirmatory diagnosis yided by the EU-RL
complementing MS NRL capactfy

% |n addition, MS also have access now to penside wéen there is suspicion of the disease, forkquic
diagnosis.
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Primary diagnosis capability is more varidbland there is still work to be done
this requires a network approach at the nationedlieFirstly awarenessof
looking for FMD in the field and thelaboratory capability to carry out rapic
and accurate diagnosis. The level of awarenessnma®ved, due to both th
2007 FMD outbreak in the UK and the FMD outbreak2®ilO in Japan. Th
contribution of the EU-RL in this respect has beeovided through informatiot
exchange with NRLs, the quarterly reports, regulmlogue and meetings i
which the EU-RL actively engages with NRLs; thedeuf confidence of being
able to cope with the disease has also improvedigBee RL at global level, th
EU-RL is able to quickly provide information abaty threats which may corn
from outside the EU.

The PTs have led to the increase in measurabl@rpghce in both antige
ELISA and PCR; however, MS perform to a much bedtendard in PCR, as th
is a widely used technique applied routinely fdnestdiseases as well as FM
therefore NRLs have more experience and have bpikkapacity to apply it. It
terms of performance, the PCR also has fewer réagerables than ELISA: thi
means that ELISA can have greater variations inlt@between MS and is mo
difficult to harmonise across a number of laboriator

Despite the progress of the NRLs in capabilitydetection, there is still need |
assess NRLs every year, as this represents for NRRks the only chance the
have to test their methods. In addition, confirmatesting might be carried ot
by the EU-RL but also by some other NRL (some otN&Ls have gooc
capability to do this).

The EU-RL is working to improve the performanceatifNRLs but no specific
targets have been set as it could be misleadihgve specific benchmarks anc
is more important to strive for continuous improwhand horizon scanning fi
new developments as the field of diagnostics istatily evolving.

Training is very important in order to raise theaeity of NRLs, and there i
need for more EU training; this is currently coasted by the resources
Pirbright (these constraints are financial but @gailability of staff resources).

The analytical methods and techniques respondate-st-the-art standards, al
they are those described in EU standards and ind@ihostic manuals. The ELU
RL is considered to be among the world leaders MDFdiagnosis and is
involved in an extensive programme of research tfee development an
validation of analytical methods. The -RL is also highly involve in

1 The most frequent test for serology is an NSP EL#SAilable commercially (Prionics) — to detect bodies
against FMD - this is not serotype specific andsitgood for using on a herd basis (ideal test ferdh
surveillance) — but when looking for primary outike there is need to use ELISA or PCR to detect ¥MD
nucleic acid in individual animals.
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international networks and holds strong cooperatitth leading world RLs ir
the field (within the EU and in TCs, e.g. the US).

Survey results indicate that the NRLs consider thatanalytical methods ar
technigues developed and/or validated and/or am3$dgsthe EU-RL over the |
5 years respond to state-of-the-art standards enedppropriate to ensure anir
health.

It is noted that most methods currently in use vaereeloped and validated pri
to the evaluation period, and that some new methoalg be restricted to mot
advanced laboratories (in terms of available fiaediand expertise to conduct t
specific tests).

1.2 Proficiency tests carried out and assessment of their effectiveness. +++

The EU-RL for FMD has organized proficiency testsCammunity level five
times since designation, i.e. every year since dstablishment in 200¢€
Participation to the PTs is increasing year by year

This activity has, in the view of the EU-RL and tHBLs, led to the improvemet
of harmonised diagnostic procedures at EU levels T$1also evident from th
results from the most recent PTs, which showed #lhtEU laboratories
performed the tests up to the standards: therebbas a marked increase
performance over time (PCR and virus isolationdascribed above). It is als
indicated by the EU-RL that there is a competitadge to participating in th
PTs; this appears to be healthy competition betwéRhs leading to improve
performance.

Follow up activities:

The EU-RL communicates the results to the EU anel MRLs through
presentations given at the annual NRL meetings. fidports of the NRL
meetings are placed on the EU-RL website (all estrare coded — onl
participating NRL knows their number and each samglplicate has uniqu
code, so that NRLs cannot exchange informatiord)faadback letters followin
each PTs round are sent to each laboratory idergifgreas where there is ne
for improvement. The EU-RL keeps abreast of thiovolup activities by NRLs
after communication of the results through corresigmce by email and/or lett:
and follow-up at the next meeting.

No ad-hoc training was provided as a follow up\aitias no specific reques:
following PTs was made; however, it is noted thed training courses aim ft
address the problems identified during PTs althoughraining directly follows
the PTs feedback.
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1.3 Development of new diagnostic tools by the EU-RLSs. ++

The laboratory is engaged in a wide range of rebeancluding the developme
and validation of virological and serological diagtic tests. In 2009 there w.
continued development of th8VANODIP® FMDV-Ag penside test enabl
early detection of FMD virdé. In addition, FMDV-Ag test for SAT 2 and fc
SVD were developed (findings were published in 2009

The main aim of the development of these toolsoidntribute to improve
reliability and speed of diagnosis. The main disvier these activities are:

1. Develop parallel tests to allow differential gl@sis;
2.Speed up diagnosis, by developing a set of tqaba that could be used
the field",

1.4 Supply of diagnostic tools to other laboratories.

The EU-RL has supplied FMD strains or test reagaptsn request. The pane
for the trials (annual proficiency tests) are deee of charge and free of transp
costs for MS NRLs. Additional material, for instanéor building stocks o
reagents, are charged (see Tabfé 1)

The average time to supply strains and/or antigensonsidered satisfactor
Results of the survey indicate that the distributiof standard materials h
contributed to the improvement of analytical methaded in the NRLs.

The accredited SOPRPae not produced or disseminated on a systemasis las
they are specific to the Pirbright laboratory, buethods and protocols a
provided when requested to scientists in other jg@ao NRLs. The EU-R
approach is to ensure that all the NRLs have tipaaty (technical knowledge
to develop their own SOPs, adjusted to their overlifes (this is part also of th
accreditation process). In addition, reference mdento the OIE Diagnost
Manual for FMD which is primarily written and rewed by staff from the EU
RL. The EU-RL also produces instruction manualsBEbISA kits and protocols
for PCR testing. In addition, it responds to enggsirreceived for providin
specific details for packaging and sending samipkgsuctions and methods.

2 The test has been developed in co-operation with@HE Community Reference Laboratory for FMD,
Institute for Animal Health, Pirbright LaboratoryJK and Instituto Zooprofilattico Sperimentale della
Lombardia e dell’Emilia Romagna (IZSLER), Italy, et of a Defra funded project and the EU projeab-
On-Site, a project on new and emerging technolofgiesletection of important diseases in animals anighal
products.

¥ The EU-RL is also working with companies, and withhe EPIZONE consortium they are looking at
technologies such as mobile PCR.

14 Exceptions to this (on ELISA kits or individualagents for FMD diagnosis or differential diagnosisnly
charge transport costs (air freight), are collatheegprojects (e.g. FAO/OIE) or emergency requeStOIE it is
currently discussed the ability to provide reagatteasonable rate.
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There has been some dialogue with DG SANCO on #wal rior EU field an
laboratory identification manu&l The activity carried out by the EU-RL in t
sense has been to collect information from othenty and electronic sources
compile what is already available elsewhere to diplication of work. Th
EU-RL will continue developing an electronic colien of these manuals a
their in house protocols that will be accessiblaltdNRLs.

1.5 Assistance to other laboratories for diagnosisin case of an outbreak. +++

The EU-RL characterised 1,528 samples by sequerstiog the designation of
the EU-RL. It also provided assistance to the NRLsase of outbreaks, namely
during the outbreaks in the UK and in CY in 2807

In particular, in the case of CY, the EU-RL prowdeonfirmatory diagnosis,
processed a large number of virological and sercdbgamples, actively guided
and advised to CY CA staff and DG SANE@nd carried out field visit and
onsite support in CY.

In 2009 the EU-RL also provided training on useP@R testing to one CY CA
official (following request from CY CA). As a resudf this ad-hoc training, the
test is now used at the NRL and CY participateRTs.

1.6 Antigens and vaccine bank ++

The EU-RL prepared antisera as needed against FiHa¥®ine strains to be used
in vaccine matching tests and reviewed requirememtgotency testing of the
vaccine antigens held in the EU FMD vaccine bank &r preparation of

reference materials.

The EU-RL also advises the Commission on all aspestated to FMD vaccine
strain selection, antigen selection and currengatsr and provides immediate
updates on significant disease events globallys Tilais been an ongoing proc

*The requirement to develop a FMD diagnostic mamae identified in the 2009 WP. As a follow up, ase
in the 2009 Technical Report, a process was ieiiab develop this. As a great deal of relevardrmftion is
available from a variety of sources, the approaa leen that it would be the role of the manuddring this
together in one place. It was decided to colleetrttaterial in the form of links through the interi@o an ‘e’
manual. The first version of the in progress ‘e m@nwas delevoped in 2009 and is available atBEheRL
website.

8 See Paton DJ, Ferris NP, Hutchings GH, Li Y, SwalkieKeel P, Hamblin P, King DP, Reid SM, Ebert K,
Parida S, Savva S, Georgiou K, Kakoyiannis C. Itigasons into the cause of foot-and-mouth disedsss
seropositive small ruminants in Cyprus during 200/ansbound Emerg Dis. 2009 Oct;56(8):321-8. PuthMe
PMID: 19744234.

7 As a result of the extensive analysis, the EU-Riswable to confirm that FMD problem was linked tacim
earlier outbreak, which has implications on congtoategy and measures for the outbreak and fodefiaition

of what constitutes an FMD outbreak.
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especially with the recent appearance of new &rairFMDV in the region, the
development of new vaccines by commercial compaaiesthe very recent re-
stocking of the EU vaccine antigen bank in 2010.

For those components of this work that involve aligxperimentation, there has
been continuous disruption since 2007 due to thgoiog closure of the large
animal facilities at Pirbright. However, the EU-Rlas confirmed to the FCEC
that the isolation units are now fully operatioaald the ability to perform FMD

experiments when required has been restored.

2.0 TRAINING

The EU-RL for FMD has structured its trainings itm& weeks FMDV training
course, which is organised every year at the EUAproximately 8 people pe
year attend the 2 week FMD training course from yndifferent countries (this
includes MS and other countries). Also, some ad traming is providec
following requests (e.g., the CY CA official).

The EU-RL considers there is need for EU speaiiming and that it would be
good idea to provide such training; however theeecanstraints in terms of co
and staff resourcé® A feasible approach could be a Training of Tren@oT).
ToT would be a useful addition in EU-RL tasks, tavé e.g. a rolling set ¢
training; this could be done on location at thenwd laboratories rather than
Pirbright. This idea has been discussed with OIlE BAO, and the feedback h
been positive. Another idea — in addition to cutreaining - is to set up trainin
team and spread the course over the year, by bggakidown into different
specific areas/components e.g. sequencing etc.

A set of written and/or ‘e’ documents accompanessheof the training courses.

Feedback collected from participants is mainly tigto sessions at the end
training and this shows very good reception bytthgees. The annual PTs a
NRL meeting also provide information to the NRLg. iduring the meeting EL
RL presents tests and objectives and process ifuy tisese.

3.0 NETWORKING

3.1 Activities carried out to ensure harmonisation of diagnostic methods.

The EU-RL collects and collates data and infornmata diagnostic methods at
test results carried out in NRLs in the EU. Thi®imation is disseminated to tt
NRLs via the annual meeting and on the websitehEBumore, questionnaires a
circulated with the PTs panels and presentationsherresults are made ate

18 More generally, the need for training has incrdaseponentially: this year 53 laboratories fromailer the world were
involved in PT training.
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annual NRL meetings, included in the proceedingthefNRL meetings and t
feedback letters following the PTs sent to eacbriatory.

3.2 Coordination with national reference laboratories.
Coordination activities have been very satisfactory

Collaboration:

The collaboration with NRLs is working well: a netik has been achieved and
actively present. This is also confirmed by thaultssof the survey, showing th:
all the NRLs agree that it is working very well fairly well. However, the EU-
RL also notes a major shortcoming of the systenth& the EU-RL has n
authority to impose to MS that they follow theistructions.

Annual meetings are held in collaboration with Ei¢-RL for SVD.

Scientific collaboration is regular with some NRim the various diagnosti
tools (i.e. NRLs able to work on live virus). Theollaboration througt
involvement in EPIZONE allows to share ideas andember in collaborative
projects.

Website:

The websites for EU-RL FMD and EU-RL for SVD haweeh developed by th
EU-RL™. Different access levels to various documents ames for differen
users have been established. The registrationctsaing the website has be
sent to each NRL. The website is part of a widarettgment for a referenc
laboratory information system (RelLalS) that hasnbeeder development fc
several years at IAH

The website is generally considered to be fairlgfuisas a communication toe
with the NRLs, however NRLs feedback on this hanhelatively limited.

3.3 Regular consultation to the Commission on these coordination activities.

Cooperation with DG SANCO:

The cooperation and the exchange of informatiorh idG SANCO are fairly
satisfactory. There is continuous exchange wittamgdo scientific advice an
expertise provided to the EC; requests tend to framm year to year, dependir
also on events and developments. The administrgineeedures are cles
although they are considered cumbersome by the EUMRre generally, the
EU-RL has expressed the need to understand madyc2G SANCO financial
conditions and rules (which budget items are digilor funding) and wouli

19The address for the website figtp://www.foot-and-mouth.org/crl

?n the meantime, results of all serotyping, molacwharacterisation and vaccine matching carrigcabthe
IAH FMD reference laboratories can be viewed at:
http://www.iah.bbsrc.ac.uk/primary_index/currensgarch/virus/Picornaviridae/Aphthovirus
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welcome more guidance on this.

Cooperation with other EU-RLSs:

The EU-RL collaborated with the CSF EU-RL (DE) oawhto organise an
analyse results of PTS process (2007-2008). AlgbjmPirbright, it collaborates
with the EU-RL for bluetongue.

In terms of potential synergies between the EU-8LSVD and the EU-RL fo
FMD, the EU-RL commented that the potential consitien of synergies can &
discussed at various levels.

3.4 Exchange of information with other international reference laboratories. +++

The EU-RL is highly involved in activities with th@lE/FAO RLs for FMD,
other laboratories and International Governmentstha staff of EU-RL has hig
international reputation in this field. This allowke EU also to have moi
visibility in international networks.

The EU-RL undertakes the following activities:

1. International harmonisation and standardisabbrmethods for diagnosti
testing or the production and testing of vaccines;

2. Preparation and supply of international refegestandards for diagnostic te:
or vaccines;

3. Research and development of new proceduresdgnasis and control;

4. Collection, analysis and dissemination of epimbogical data relevant t:
international disease control.

5. Provision of consultant expertise to OIE or & ®ember Countries

Furthermore, the EU-RL actively participates in tiémes of EPIZONE, als
leading a one-year EPIZONE internal call projectdied to collaborate with othe

labs in Europe and China to share approaches &sligate the epidemiology ¢
FMDV in Asia.

4.0 QUALITY ISSUES (including accreditation)

Laboratory equipment and facilities

The EU-RL for FMD has access to state of the adipmgent required tc
undertake analysis of material that is submitt€dis equipment includes:

Microbiological safety cabinets;

Tissue culture incubators, ultra centrifuges ;

ELISA readers;

Extensive computer hardware and software, autesnatbots for nucleic
acid extraction;
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- Real-time PCR machines; and,
- A high-throughput capillary sequencer.

During the period of disruptions after the summeR007, the EU-RL largely
continued its operations. Despite strain in resesirdhe EU-RL was able t
respond to the CY outbreak in October/November 2085 a result of the
outbreak, there have been more administrative psasefor sending material
NRLs and this caused some delays; this issue has bddressed at EU-R
meetings. Also as a result of the outbreak, thaseldleen substantial governme
investment on a new IAH building (3-year plan ftatse of the art lab), which i
expected to be completed in 2013 and to be opeddtim 2014. The nev
building plan is for all the activities of the IAHut the FMD RL will be &
dedicated wing (and the SVD RL will be within theng but a separate area).

4.1 Staff

The EU-RL has highly suitable qualified staff. TRE-RL staff attends numerot
meetings as chairs, keynote speakers, presenterspanicipants. Staff als
organise international meetings and attend OIER&@ HQ regularly and chair
and hosts the secretariats of the OIE/FAO RLs ndtvemd the Internatione
Vaccine Bank Network.

4.2 Accreditation
The EU-RL has a quality manual and a quality manage

Accreditation to ISO 9001 was awarded in 2001 b$.BAccreditation to ISC
17025 was awarded by UKAS in December 2008.

All the tests involved in EU-RL activities are aedited, either ISO 17025 or IS
9001.
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3. Overview of evaluation results for EU-RLs for bucellosis and FMD

3.1. Adequacy of assistance to NRLs

One of the main tasks of the EU-RLs for animal tie@ the provision of assistance to the
NRLs in order to improve the diagnostic capacitytted MS and to harmonise the analytical
methods in use in the EU. This is achieved by meznseveral activities, such as the
development and transfer of analytical methods, dfganisation of proficiency tests, the
supply of standard reference materials and stanoledating procedures, and the provision
of training.

The assessment of the work of the evaluated EUiRpresented below:

3.1.1. Activities and methods used by EU-RLs to eae the correct diagnosis of
animal diseases by NRLs and development of new diagstic tools by
the EU-RLs

Overall, the EU-RL activities and the methods us®ensure correct diagnosis of animal
diseases are considered to be satisfactory; tisissasient was generally supported by the
NRLs surveys.

EU-RLs are embedded in centres of excellence wittpoad international reputation for
research on their particular diseases; the directord senior scientists of EU-RLs are
recognised experts in their field and have pariigd on the drafting of chapters for the OIE
Manual and other authoritative publications. Havimgrnational experts among EU-RL staff
is considered an advantage, because it expandgrofiessional network outside the home
country. The evaluated EU-RLs apply the necessaalyical techniques in their area of
competence and diagnostic methods of satisfacteaiity and in line with the OIE standards.
This illustrates that the EU-RL and NRL networklaboratories is functionally efficient and
is fully capable of harmonising and modernisingdiregnosis of the diseases across the EU.

The methods in use in the EU-RLs are state of tharal the EU-RLs are highly involved in
the development and/or assessment/validation of degnostic toof (see individual
evaluation reports for details on the methods agedl and in use). In particular:

» TheEU-RL for Brucellosis has developed a new diagnostic standard serurhesps
and goats and the activity currently carried ouhoswns the assessment/better
characterisation of existing tools rather than el development. Examples are the
evaluation of quality of serology test for porcibeucellosis, and the validation of
serological test for Brucella ovis infection. Fugurends of research in this area are to
improve and use better molecular tools for epidémgyp research and differential
diagnosis (i.e. tools that give clear identity tiams isolated on the field).

2L In the case of EU-RL for brucellosis, the activiturrently carried out concerns the assessmersrbett
characterisation of existing tools rather than nee development. Future trends of research ampoove and
use better molecular tools for epidemiology redeartd differential diagnosis, i.e. a tool that giwtear identity

to strain isolated in field.
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The EU-RL for FMD is actively involved in the development of newgtiastic tools
(in particular SVANODIP® FMDV-Ag penside t&9t which aim to contribute to
improve reliability and speed of diagnosis. The nmdiiivers for these activities are to
generate highly parallel tests to allow differehtigagnosis simultaneously on the
same sample and to speed up diagnosis, by devglapivhole set of techniques that
could be used in the field.

The diagnostic tools developed/assessed/validagetthédo EU-RLs are transferred to NRLs,
although the development may have taken placeary#ars before the establishment of the
EU-RL, and/or the harmonisation of the methods & unay not be fully achieved for
different reasons:

In the case of th&U-RL for Brucellosis: given the history of the control of this
disease in the EU, one serological method in uder(Gs different in each MS.
Nonetheless, the EU-RL has worked first to gatheknawledge on the various
techniques in use, and then progress towards thblietment of a standard method.
The information provided by the consulted partie§){RL, NRLSs) in this evaluation
suggests that this is a realistic objective. Imterof improvement of the diagnostic
techniques, few NRLs deal both with bacteriologg amlecular methods, but none of
the serological tests is able to provide on its duthdiagnosis for the disease in all
situations and for all objectives. Therefore a coration of the tests may be needed
for eradication and as far as indirect diagnoscoigcerned, the trend is to improve the
way of associating current techniques. These tstsleveloped in collaboration with
the different NRLs in EU and this collaborationrgortant also for their validation.

In the case of th&U-RL for FMD , a number of tests have been developed by the
EU-RL (see related evaluation report). These tdséwe contributed to the
improvement and the harmonisation of diagnostich@&NRLSs, and are in use in the
MS, although with some differences, i.e. ELISA aedl time PCR are used by the
majority of the NRLs, while certain agent ident#imon tests have been introduced to
various extents (i.e. sequencing is less commontaltiee complexity of the analysis
required}®. The EU-RL reports that overall, NRLs have impbteeir use of PCR for
front line diagnostics (introduced in PTs in 200&rticularly with negative samples,
and this is demonstrated by the improvements imp#rrmance tests carried out for
the same detection method in a period of time (ZBWIV), i.e. the share of NRLs that
met all the test thresholds was improved from fi@l®o to 80% for serology testing.
The PTs have led to the increase in measurablerpghce in both antigen ELISA

2 The test has been developed in co-operation with@IE Community Reference Laboratory for FMD,
Institute for Animal Health, Pirbright LaboratoryJK and Instituto Zooprofilattico Sperimentale della
Lombardia e dell’Emilia Romagna (IZSLER), Italy, gert of a Defra funded project and the EU projeab-
On-Site, a project on new and emerging technolofgiesletection of important diseases in animals anighal
products. In addition, a separate FMDV-Ag test $&T 2 and for SVD were developed and findings were
published in 2009.

%3 These variations can be explained by the avaitglif facilities and expertise in the NRLs, whiha key
constraint in many MS.
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and PCR; however, MS perform to a much better stahish PCR’, as this is a widely
used technique applied routinely for other diseasesvell as FMD, therefore NRLs
have more experience and have built up capaciyppdy it.

3.1.2. Ring trials carried out and assessment of délir effectiveness

The organisation of proficiency tests is one of thain tasks of the EU-RLs as it allows
assessing the technical capacity of the NRLs teatieéhe virus or pathogen causing the
disease and the sensitivity and the specificitythaf tests in use. The two EU-RLs have
organised and followed up inter-laboratory compeeatests on a yearly basis (see evaluation
reports on individual EU-RLS) since their desigoatiThe participation of the NRLs to the
trials increased over time (in the case of brus&lthe degree of participation also relates to
the specificities of the sector, i.e. milk testiogly used where there is a significant diary
production), as well as the performance of the NRLs

This activity has, in the view of the EU-RL and th&RLs, led to the improvement of
harmonised diagnostic procedures at EU level. ttiquéar:

= In the case of th&U-RL for Brucellosis, the first ring trial carried out provided a
clear picture of the quality levels that MS havéiiaged in testing and explicitly
showed the heterogeneity of procedures, partiguéglfar as CFT is concerned. This
has encouraged the EU-RL to aim primarily at imprgwharmonization by proposing
a unique standard operating procedure for thisiqudatr test. The fact of having
meaningful collaborative ring trial tests is an igador of success and of the
establishment of the network. The possibility ofdertaking quantitative trend
analysis to assess performance in ring trials dwee is limited in the case of
brucellosis, as there are no data series; howalherEU-RL has noted that it can
observe an improvement in some MS over time. Thseovation is validated by the
results of the survey of NRLs, as in the view oftlaé respondents the organisation of
ring trials has contributed to the improvementhd ainalytical methods in use in their
laboratories.

» In the case of th&U-RL for FMD , the research on FMD diagnostics is constantly
evolving with new technology, so ring testing ist reo routine repetitive annual
exercise and new tests are constantly being inteiuNonetheless, the results from
the most recent PTs showed that all NRLs perforthedtests up to the standards:
there has been an increase in performance over (@R and virus isolation, as
described above). Although there is continuing nieedmprovements in some MS,
the network for the EU as a whole has developednguthe evaluation period,
including through the work of the EU-RL, to achieudficient capacity to provide an
adequate level of diagnosis. In most cases, NResiaw in a position to detect FMD
antibodies in post outbreak surveillance and thinolmporatory confirmation of

#In terms of performance, the PCR also has fewegergtavariables than ELISA: this means that ELISA ca
have greater variations in results between MS sumdoire difficult to harmonise across a number bbtatories.
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clinical signs, with the confirmatory diagnosis yded by the EU-RL complementing
MS NRL capacity. Primary diagnosis capability is more varidbénd there is still
work to be done — this requires a network approaicithe national level: firstly
awareness of looking for FMD in the field and tHaboratory capability to carry out
rapid and accurate diagnosis. The level of awasehas improved, due to both the
2007 FMD outbreak in the UK and the FMD outbreak2@10 in Japan. The
contribution of the EU-RL in this respect has bgwovided through information
exchange with NRLs, the quarterly reports, regdiatogue and meetings in which
the EU-RL actively engages with NRLs; the levekohfidence of being able to cope
with the disease has also improved. Being the Riladtal level, the EU-RL is able to
quickly provide information about any threats whinay come from outside the EU.

3.1.3. Supply of diagnostic tools to other laboratees

The EU-RLs have supplied diagnostic tools to oflaboratories, but the frequency of this
service depends on the demand. In particular:

» The EU-RL for Brucellosis has produced and made available to all MS NRLs the
reagents needed for the bacteriological charaatesis of Brucella species and
biovars.

» TheEU-RL for FMD , supplies regularly to NRLs relevant material cértain cases
(in particular, for additional material for e.qg.iling stocks of reagents), it charges
fees for the provision of reagents.

Another indicator of improved harmonisation is fv@duction and availability of Standard
Operating Procedures (SOPs) that can be incorgbrate EU diagnostic manuals. This is
currently done by the EU-RLs on a systematic bais@n request. In particular:

» The EU-RL for Brucellosis focused since the beginning of its mandate in the
elaboration of SOPs for the performance of theedifit techniques and for the quality
control of diagnostic reagents and has producezet®OPs up to now, whereas two
are in the final version. The objective is to coetplthe range of SOPs by the end of
2011.

= With regard to theeU-RL for FMD , SOPs are not produced or disseminated on a
systematic basis as they are specific to the Bimbriaboratory, but methods and
protocols are provided when requested to scientistether European NRLs. In
addition, reference is made to the OIE Diagnostanial for FMD. The EU-RL also
produces instruction manuals for ELISA kits andtpcols for PCR testing. In
addition, it responds to enquiries received forvahmg specific details for packaging
and sending samples instructions and methods. Thesebeen some dialogue with

%5|n addition, MS also have access now to pensidemesn there is suspicion of the disease, for qdiagnosis.

%5 The most frequent test for serology is an NSP EL#S4ailable commercially (Prionics) — to detect batlies against FMD
— this is not serotype specific and it is goodusing on a herd basis (ideal test for herd suamik) — but when looking for
primary outbreaks there is need to use ELISA or RC@ietect FMDV or nucleic acid in individual animals
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DG SANCO on the need for EU field and laboratorgntification manudl. The
activity carried out by the EU-RL in this sense Ihaen to collect information from
other country and electronic sources to compiletwhalready available elsewhere to
avoid duplication of work. The EU-RL will continudeveloping an electronic
collection of these manuals and their in housegoails that will be accessible to all
NRLs.

3.1.4. Assistance to other laboratories for diagnasin case of an outbreak

In the case of thEU-RL for Brucellosis, assistance for confirming outbreaks is not resglir
by EU legislation; therefore the EU-RL provided is&sice by characterising isolates and
conducting epidemiological studies. This is duethe fact that the MS and most TCs,
particularly those where infection has been pre$ent long time and where there is an
eradication programme, have enough means to rapidgtify and confirm brucellosis
outbreaks. The main assistance that the EU-RL @esvis the identification, bio-typing and
sometimes molecular analysis on strains previasshated by the MS or TC NRE%

The EU-RL for FMD provided assistance to the NRLs in case of oukisteaamely during
the outbreaks in Cyprus in 2087by confirming serological findings (primary diagis
rather than confirmation), processing a large nundfeboth virological and serological
samples and visiting Cyprus to provide onsite suppd’he EU-RL also provided training in
2009 on the use of PCR testing to a Cyprus CA. frhiging proved highly effective, and as
a result the test is currently used and the NRLigpates in PTs. The EU-RL also provided
assistance by characterising a high number of ts®lan order to generate the necessary
intelligence on the global FMD situation and totlfier complete the strain collection
necessary to match with existing vaccines (thisviggtfalls within the scope of the IAH both
as OIE RL and EU-RL).

" The requirement to develop a FMD diagnostic mamaa identified in the 2009 WP. As a follow uprased
in the 2009 Technical Report, a process was ieiiab develop this. As a great deal of relevardrmftion is
available from a variety of sources, the approaah leen that it would be the role of the manuddriog this
together in one place. It was decided to colleetrtiaterial in the form of links through the interirgo an ‘e’
manual. The first version of the in progress ‘e mahwas delevoped in 2009 and is available atBhkRL
website.

% |n the case of porcine brucellosis exceptional matks in brucellosis-free countries (Poland, Romarfor
instance, the EU-RL assistance was requested t tigentify the source of the outbreaks (withie tS or
imported).

% See Paton DJ, Ferris NP, Hutchings GH, Li Y, SwakeKeel P, Hamblin P, King DP, Reid SM, Ebert K,
Parida S, Savva S, Georgiou K, Kakoyiannislrvestigations into the cause of foot-and-moutlease virus
seropositive small ruminants in Cyprus during 200vansbound Emerg Dis. 2009 Oct; 56(8):321-8. PetbM
PMID: 19744234.

%0 As for the outbreak in the UK in 2007, the IAH seqgced the strain and detected that it was theinacc
strain, as part of its EU-RL activity.
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3.2. Extent to which coordination and training actvities carried out by the EU-RL
have been satisfactory

3.2.1. Coordination activities

Coordination activities have been satisfactory dlierevaluation period for both the EU-RLs
and this is fully confirmed by the NRLs survey ahé interview with DG SANCO officers.
The network is progressively establishing and talfation has increased since the EU-RLS’
designation. There are in certain very limited sas@me issues with regard to transparency,
but this appears to be largely due to the fact ttmatdesignation is very recent and the trust
has not been fully built yet. A shortcoming of thgstem reported by one EU-RL is the
limited authority that EU-RLs have to impose to &t they follow their instructions.

3.2.2. Collection and dissemination of data and infmation

The activities carried out to ensure harmonisatibdiagnostic methods have been effective
and this is confirmed by the results of the surgéyNRLs. These activities include among
others the collection of data and information om dimgnostic methods and test results carried
out in NRLs in the EU.

Regarding dissemination:

* In the case of th&U-RL for FMD , this information is disseminated via the annual
meetings and on the website for the EU-RL for FMbe website of the EU-RL is
largely considered effective as a communicatiohwotin the NRLs.

= This is not the case for ti8U-RL for Brucellosis, as currently there is no website in
place and there are requests from NRLs in thiseséltss is an area which needs to be
improved; the EU-RL is aware of this and the cogatof an interactive specific
website is listed as one of the next focus of thé-RE, with the objective of
launching it in 2012.

The quality of the workshops organised by the EWRE very high and these annual

meetings constitute in the view of the NRLs a \gopd opportunity to exchange information

and knowledge with the other NRLs and to have mfation on the disease. The latter is
considered very important particularly in the comt®f brucellosis, as the disease is

eradicated in many countries and therefore the stumis represent for the NRLs an occasion
to receive updates on many issues and to buildveonle for collaboration.

3.2.3. Cooperation with DG SANCO

Cooperation with DG SANCO is also considered towmeking well and the relations are
good; there is communication on administrative ésSuand on the design of the working
programs as well as assistance from the EU-RL<i@mtfic issues. With regard to the latter,
there is continuous exchange for scientific adaod expertise; requests tend to vary from

31 One shortcoming indicated by one EU-RL is the poontact details for the leaders of NRLs and the
redundant and outdated information on NRL statamfthe EC. These issues have been communicatdz to t
EC and action has been taken.
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year to year, depending also on events and develofsmOther examples of provision of
scientific expertise to the EC are:

» The Director ofEU-RL for Brucellosis chairs the Task Force on brucellosis subgroup
on sheep and goats;

* In the context of the close collaboration betwe&h ANCO and the FAO based and
EU funded EUFMD, th&U-RL for FMD provides regular reports and updates on the
global and regional FMD situation and the variouss/pools to EUFMD, including a
presentation at each Executive Committee meeting.

3.2.4. Exchange of information with other internatonal reference
laboratories

The EU-RL for Brucellosis holds regular discussions with other EU-RLs base#irance
(e.g. equine diseases, rabies, e.g. on organisattiomg trials, practical issues etc.).

The EU-RL for FMD collaborated with the CSF EU-RL (DE) on how to amige and
analyse results of PTS process. Also, within Rtiiriit collaborates with BT EU-RL.

Both the EU-RLs are also reference laboratories@tiE and FAO, and have continuous
exchange and a very good collaboration with laloores in third countries. The international
role of the EU-RLs is also beneficial to the EUitasnproves visibility and brings benefits
related to connection to these international neta.or

In their international role they have participatadnany activities, such as in the case of the
EU-RL for brucellosis:

- The annual revision of the OIE Manual brucelladiapters (4);

- The validation of newly established internatioeheep and goats brucellosis and
porcine brucellosis respective standard sera; and

- Working Groups for the revision of the OIE Coderagards brucellosis chapters;
- Provision of consultant expertise to FAO.

In the case of th&U-RL for FMD , examples of activities at international level a®
follows:

» International harmonisation and standardisatioomethods for diagnostic testing or
the production and testing of vaccines;

» Preparation and supply of international referen@mdards for diagnostic tests or
vaccines;

» Research and development of new procedures fonoség and control;

= Collection, analysis and dissemination of epizdog@al data relevant to
international disease control;

= Provision of copy to OIE/FAO and EU of all referdibgnostic test results relating to
altered epidemiological situations.

= Provision of consultant expertise to OIE or to ®IEmber Countries;
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=  Provision to the secretariat for a network of OIFFMD Reference Laboratories
and joint annual reports for these laboratorieSie and FAO.

Both the EU-RLs are also actively involved in Eljects, which are considered a good
opportunity to foster collaboration

3.2.5. Training

Concerning training, the type of training providew the number of trainees varies:

= The EU-RL for FMD has structured its trainings in a two weeks FMD&ining
course, which is organised every year at the IARinbright and it is provided against
payment of a fee. Eight EU-NRL scientists haveraléel the course during the period
of evaluation. With regard to sustainability, the-RL would like to further expand
this activity for EU experts (plus accession anddidate countries), but this also
depends on funding and on staff sustainability.

» In the case of th&U-RL for Brucellosis, training is on request; despite the fact that
training sessions have been proposed to the NRWbly, two scientists/technicians
from one MS have been trained since the establishofehe EU-RL. The reason for
limited interest is the long history and traditionbrucellosis testing in EU, so many
NRLs feel there is not much more to learn at leastoutine diagnostic techniques. In
the case of molecular testing, however, there ileiRL interest.

3.3. Extent to which the EU-RLs fulfil the requirements laid down in the EU
legislation

The objectives of the establishment of EU-RLs a® Idown in Regulation (EC) No
882/2004. In the context of official controls perfeed to ensure the verification of
compliance with feed and food law, animal healtd animal welfare rules, the rationale for
the designation of EU-RLs lies in the necessityaofeliable and harmonized diagnostic
service at MS level to ensure that controls areiezhiout in the most effective and efficient
manner. In particular, the work of the CRLs and NR4$ aimed at ensuring &igh quality
and uniformity of analytical resultsThis is of outmost importance in the contexttbé
single market, as animal health should not be astacke to trade, as stated in Council
Directive 91/68/EEC for trade in ovine and capriaeimals and Council Directive
64/432/EEC for trade in bovine animals and swinankbnised diagnosis is crucial, as when
results are discussed by interested parties tlsemrmmon acceptance of their reliability,
especially in terms of sensitivity and specificiypd scientific significance.

The following conclusions can thus be reached enetttent to which the evaluated EU-RLs
have fulfilled the requirements laid down in thgdebase:

= In the case of th&U-RL for Brucellosis, as outlined in the above analysis, the
harmonisation of different diagnostic techniquegplace at MS level for brucellosis is
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being pursued, although it is not yet fully achgwgiven the short period since

designation (four years), the history of the diagisdor this disease and its features
(to produce reference serum takes two years, teldewiagnostic test takes time). A

high improvement brought by the network is the @éased confidence among NRLs,
i.e. that NRLs now have more confidence in thestdsty are using

= With regard to th&eU-RL for FMD , the research on FMD diagnostics is constantly

evolving with new technology, e.g. DIVA testing aod the spot rapid on-farm ("pen-
side") testing. New methods are constantly intredii¢the EU-RL has a central role in
this and its activity contributed to the diffusiand the uptake of tests by the NRLs.
Furthermore, the EU-RL actively provided assistaioc®!S during outbreaks, despite
the disruptions occurred at the laboratory in th@mer of 2007. A specific task of
the EU-RL for FMD is to advice the Commission oh apects related to FMD
vaccine strain selection and use, prepare antsermeeded against FMDV vaccine
strains to be used in vaccine matching tests aviéwed requirements for potency
testing of the vaccine antigens held in the EU Fixiacine bank and for preparation
of reference materials.

3.4. Contribution of the EU-RLSs to the achievemenbf the objectives pursued by
the EU legislation

The designation of the EU-RLs in the field of aninh@alth is aimed at achieving high
quality, uniform and reliable analytical resultstiim the EU. The main role of the EU-RLs,
as defined in the legal bases, is to provide therdination, guidance, methodology and
practical tools that are necessary to achieve gigility and harmonised diagnosis across the
Community. If successful, EU-RLs will have thus inedtly contributed to the effective
implementation of the policy, which in its turn ¢obutes to the achievement of higher level
objectives such as to protect and raise the arhewdth status in the Community, in particular
of food-producing animals and to ensure intra-Comityurade and imports of animals and
animal products comply with the EU animal healtlesu

Both theEU-RL for FMD and theEU-RL for Brucellosis have been found to contribute to
the achievement of the objectives pursued by thddgislation in the field of animal health
and improve animal health standards in the EU.

3.5. Adequacy and appropriateness of the requiremés for the EU-RLSs set in the
EU legislation and in the work programmes

The requirements for the EU-RLs set in the legstatand in the work programmes are
adequate and appropriate to achieve establishethhhealth objectives. This is evidenced by

%2 This is an area where there if continuous commkedaaelopment of diagnostic kits by private compganiso
there was constant temptation to use one kit ovethar.
% As a result of the outbreak, there have been momsirastrative processes for sending material to sl&ahd

this caused some delays; there has been also stidls¢pvernment investment on a new IAH buildirsggyear
plan for state of the art lab), which is expectethé completed in 2013 and to be operational iM201
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the critical role which RLs have played in respoigdio animal disease emergencies in the
EU in recent years and in supporting animal diseas#grol within the EU. It is not only
within the EU that the EU-RLs have achieved succassentres of excellence they have had
global influence through training and technologynsfer with their staff being recognised as
world experts in their field.

4. Current efficiency and effectiveness of EU finarial aid

4.1.1. Overview of EU financial aid

The total funding of the EU-RL for brucellosis fhre years 2006-2009 was €856,197. This
includes the funding provided for workshops ($égure 1 data for 2010 are provisional
budget, data for workshops for 2010 was not avig)alAccording to the EU-RL, the EU
contributed 95% of this amount (including overheaadtribution: 7% of total EU amount).
The remaining 5% of the funding came from the matiggovernment; however, this does not
take into account the full overhead costs. Accaydim the EU-RL accounts, indirect costs
account for 60% of the total actual costs and (ekol the EC contribution to overhead: 7%)
this is covered by the national government.

Figure 1 EU-RL for Brucellosis: allocation of EU funds* by cost category, 2006-2010 (in €)

300,000
250,000
200,000
150,000
100,000
50,000 I
0]
2006 (July to 2007 2008 2009 2010
December)
W 1- Staff M 2- Capital equipment B 3- Consumables
M 4- Comparative tests ® 5- Missions B Workshops

* The EU financial contribution accounts for 95%tbé indicated total amounts.
Source: Agra CEAS elaboration based on EU-RL finamefgorts and provisional budgets (2010)
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The EU financial contribution for the EU-RL for FMDBuring the evaluation period was
approximately €1.2 million, including overhead admition i.e. 7% of total EU amount (see
figure below; data for 2006 and 2010 are basedrowigional budget figures). According to
the EU-RL, the EC contribution covers 47% of thetal actual costs of operating the EU-
RL, and the remaining 53% is being provided by DBEBFR
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Figure 2 EU-RL for FMD: allocation of EU funds by cost category, 2006-2010 (in £)
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W 1- Staff M 2- Capital equipment B 3- Consumables
B 4- Comparative tests ® 5- Missions m Workshops

Source: Agra CEAS elaboration based on EU-RL findmefgorts and provisional budgets (2006, 2010)

The EU financial contribution (allocation) to theB&-RLs has remained relatively stable
over the evaluation period. The two EU-RLs recei9&el (brucellosis) and 11% (FMD) of the
total allocated funds for the EU-RLs in the animealth over the period 2006-2G10

The categories of costs absorbing the largest shfa@mmunity grants is represented by
staff costs, followed by consumables  Figure 1 and

%4 The EU-RLs for TSEs, crustaceans, equine diseasksahies are not considered in this analysis.
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Figure 2). Costs for sending samples for inter-comparatests represent (on average) a
marginal expenditure for the EU-RLs. Funding fopital equipment is seldom requested or
represents a low share of the total funding, wisgbartly due to the difficulties of attributing
the percentage to be used for the activities ofBEbeRL. In terms of the staff costs, the
structure of the staff comprises several persoegoptthg time to the EU-RLs activities to a
different degree. In both EU-RLs a senior scientsstthe Director of the EU-RL, in a
supervising role and mostly involved in networkengd assistance. Directors’ involvement (in
terms of time) amounts to 10-15%; usually a jursicientist coordinates the activities of the
EU-RL spending 70% to 100% to these functions,uidicly administrative tasks. Other
important contributions come from technical staff.

4.1.2. Effectiveness

The effectiveness of the financial aid grantedh EU-RLs has to be evaluated considering
the actual results achieved against the global spetific objectives and the originally
expected outcomes. The analysis of effectivenesgpaces what has been done with what
was originally plannedi.e., it compares actual with expected or estimategpuds, results,
and/or impacts.

The analysis in the above sections has demonstifzéthe EU-RLs have fulfilled their tasks
and duties as stated in the relevant legislatiad, @arried out their duties as outlined in the
annual working plans. The actual results achieaad, the timeframe of their achievement,
are therefore generally in line with original exjaions.

In terms of the effectiveness of the EU-RLs asstesy, the 2008-09 evaluation of the EU-RL
network in the animal health field had concludedtthy contributing to the harmonisation
and improvement of diagnosis and providing confionadiagnosis in emergency situations,
the EU-RLs play a crucial role in the preventiom &arly detection of animal diseases. This
function renders benefits which are not always ipessto capture in monetary terms.
However, in the context of the limited costs of yation compared to the potential
significant costs of animal disease outbreaks,epeatedly demonstrated by the costs of
outbreaks in the EU in the last 15 years, the atedt EU contribution to EU-RLs is
considered to be an effective way of dealing withreal health issues.

In terms of the effectiveness of the individual RUs, the annuality of the funding as such is
a mechanism that guarantees results and targetsedm@n a year to year basis.

As already discussed, the core duty of the EU-RBs helated to the activities for

harmonising diagnostic tests and raise the quafitiagnosis across the EU. This objective
appears to have been significantly achieved. feiserally agreed that the work of the EU-
RLs during the evaluation period has contributedh® improvement of the quality of the

diagnosis capacity at EU level, and thereby tcaitféevement of the overall objectives of EU
legislation in the field of animal health.

Training activities are not provided by the two RUs to the same extent as they are
dependent on demand, i.e. the need, for trainihng.HU-RL for FMD organises and provides
training on a regular basis charging a fee fomtrg courses, but would like to expand this
activity, which at present is limited by staff afushds constraints. The EU-RL for brucellosis
has had requests and provided training on an adb&sis. Where training has been provided,
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this has been effective and tangible results wehéesed, as evidenced by improvements in
the trainee operations.

4.1.3. Efficiency

The efficiency of the financial aid granted to tBg-RLs has to be evaluated considering the
resources (inputs) that have been committed toEfHeRLs against the actual outputs or
results. The analysis of efficiency looks at th&éordbetween the outputs, results, and/or
impacts and the inputs (particularly financial i@®@s) used to achieve them.

In terms of overall efficiency, the 2008-09 evaiaatof the EU network in the animal health
field had concluded that the system of the EU-R&s the primary advantage of streamlining
multiple operations at a central level, therefox®iding duplication of activities, while
developing a common approach at EU level. Thisxjgeeted to result in cost savings. The
standardisation and harmonisation of tests andeptoes is a time consuming and labour-
intensive task, which requires considerable ressuind therefore such savings will take
time to materialise. The amount of resources abilat EU level is not equal among MS,
and in some MS the number of researchers avail@bltotal and for each disease) or the
capacity in place may not be sufficient to addrdss scope of tasks and to reach the
satisfactory results in a comparable timeframe.sTisi particularly important for those
diseases for which the majority of MS do not haxpegience and where the use of protocols
developed by the EU-RL is therefore crucial.

Conducting research on infectious diseases requiesng in place expensive high-
containment facilities, which is the case for ins& for the EU-RLs for FMD. The same
capacity is also present in other NRLs, but notN&RILs can afford this high standard. There
are therefore benefits in terms of NRLs being ébleave indirect access and benefit from the
high level infrastructure and resources of the HU-Rhere are also benefits of knowledge
diffusion and exchange related to belonging toEbleRL network.

An alternative to this system could - in principlée the establishment of an "EU Central
Laboratory” on the diseases under review. Howetyes, would imply very high costs of a
scale not comparable to the financial assistanceermily provided to the EU-RLs. The
transfer to a new location of the extensive colbectof samples and strains of highly
contagious pathogens would carry a prohibitive dostif at all technically possible (in
addition, location in one place would create acsexirisk). The use of a network, instead, is
cost saving since it capitalises on the resourtresdy available at EU and MS level and
generates multiplier effects, for an extended nurobbeneficiaries.

There are also important complementarity, synergyg #&everage effects. The EU-RLs
capitalise on the existence of an available inftestire to attract resources from various other
sources, all of which contribute to common objeedivThe Community assistance to an EU-
RL typically builds on the budgetary contributiomade by the MS to the basic infrastructure
of the laboratory in which the EU-RL is based. Aliigh the Community assistance
specifically targets EU-RL duties and activitiessagh, the EU-RL benefits from the wider
laboratory facilities and resources both directig andirectly. This point is discussed further
in the following section.

The individual EU-RLs are also repositories of aagrnumber of strains, which allows the
conduct of genetic studies and epidemiologicaitiggand generates important cost savings.
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4.1.4. Adequacy of financial aid granted to the EURLS

According to the legal base, EU financial assistattcc EU-RLs can reach up to 100%. The
actual contribution of EU funding to the EU-RL ogttonal expenses against other sources of
contribution, in percentage terms is 95% for the®Ufor Brucellosis, and 47% for the EU-
RL for FMD; in both cases national governments cdiie additional shares of expenses. In
the case of the EU-RL for FMD, the model appliedthy laboratory to calculate cost rates
differs from the one adopted by the Commission @ctual salary costs), therefore generating
a difference, which has to be covered by natiopgkeghnments. It is also noted that in general
the level of overheads amounts to 20%-40% of dicests, whereas only 7% is covered by
EU funding.

The total expenditure figures submitted by the Hl$Rhould be treated with caution. The
difficulty for example of estimating the time speby staff on EU-RL duties may
overestimate the overall scale of the EU-RL operati expenses. Also, the lack of a
harmonised approach in the way EU-RLs make thetsmaes may account for some of the
difference between the EU-RLs.

Reliance on other sources of funding is not thaedsereper se This is indeed a positive
feature of the system: the co-financing princi@an any case underlying the legal basis of
the EU assistance.

However, the apparently significant dependence therosources of funding to run the
activities of the EU-RLs could raise concerns om shstainability of the support received by
public national funds, as in some cases natiorsaurees are decreasing or have reached the
maximum ceiling (e.g. UK DEFRA in the case of th&-RL for FMD). In this case,
therefore, this was identified as a potential thfeathe future operation of the EU-RLs.

In terms of the adequacy of the funding for theiviilal cost items, and the likely impact
this may have on EU-RL activities, the followingugs are raised.

* In the case of the FMD EU-RL, funds from the Comitwdo not fully cover the costs
related to the stafhvolved in the activities of the EU-RL. A fulleoverage appears to be
advocated to avoid problems of instability and néttely to ensure the possibility of
retaining staff for these activities. In particylarany inputs are needed from the staff in
the organization and implementation of the proficietests (preparation of the panels,
sending operations, follow up activities), fromeahnical point of view, but also in terms
of administrative tasks.

» Training activitiestake up a considerable amount of time of the parsio(e.g. in the case
of the EU-RL for FMD), and the scarcity of stafing or funding may have an impact in
reducing the availability of such activities.

 The EU-RL for FMD charged fees for the supply ohghostic reagents or reference
material. This appears to be occurring mostly in situationser® such material is
requested in high quantities beyond what would Hee gcope of the normal level of
assistance provided by the EU-RL to NRL diagnasstitvities.
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Table 1 Fees charged by the EU-RL for FMD for the gpply of diagnostic material

EU-RL MATERIAL FEE
FMD Reagents
Non-concentrated, non- £ 42.00/ml

purified antigen*

Concentrated, purified £395.00/100g
antigen*

Semi-purified antigen (Diluted £48 0o/m

1:10)*

Rabbit and Guinea Pig type £210.00/ml
specific

Positive bovine serum 58.00/ml
Negative bovine serum £48.00/ml
Reference Sera £85.00/serum

Source: IAH Price list, March 2010

5. Overlaps, potential new areas and recommendatigrfor the future

As indicated in the introduction to this Report; fbe EU-RLs in the field of animal health,
the objective of the present evaluation has beenotaplement the evaluation of the 12
animal health EU-RLs which was undertaken in 200% previous evaluation provided a
comprehensive analysis of challenges and futurermetendations for the networ EU-
RLs in the animal health field. Our findings on tB&-RL for FMD and the EU-RL for
Brucellosis during the present evaluation have iomeid that the conclusions and
recommendations identified under the previous ataln are also valid in the case of the
EU-RLs for FMD and Brucellosis. Reference to theswlier findings is made, where
appropriate, in the text below.

5.1. Synergies and overlaps

Evaluation questions: In view of the policy objeet referred to above, can synergies
between different EU-RLs be increased? Are theeelaps between different EU-RLs?

There are potential synergies betwdbe EU-RL for FMD and the EU-RL for SVD
(Swine Vesicular Disease), as the work carried adtstaff required is similar and there can
therefore be significant benefits and efficiensreknowledge sharing and knowledge transfer
between these two EU-RLs. The two EU-RLs are ctigydpased in the same facilities
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(Institute for Animal Health - 1AH, Pirbright, UK)Addressing this issue is discussed under
recommendation 3 below.

No other specific synergies or overlaps were idieati between the two EU-RLs under
review and any other EU-RLs.

More generally, the two EU-RLs have confirmed timelihgs of the previous evaluation that
there is significant scope for synergies through ékchange of good/best practices between
the EU-RLs involved in the animal health field, fasther discussed in recommendation 1
below.

5.2. Potential new areas

Evaluation question: Are there elements that coeltbmmend the creation of new EU-RLs
and if so in which areas?

No potential new areas were identified. As indidadove, this evaluation complements the
one conducted in 2008/09 for EU-RLs in the animealth field more generally, which
included the identification of potential new areas previously discussed and validated by the
Commission.

5.3. Challenges and areas for improvement

Evaluation questions: According to the resultshaf &nalysis carried out, the contractor shall
identify possible problems, challenges and areasnfiprovement in the current structure of
EU-RLs and propose options for improvement. Théuatars shall in particular consider the
following issues:

- How the potential of the EU-RLs to contribute to DEANCO policy objectives,
individually and as a network, could be fully depd,

- How to address potential overlaps of responsiletitand tasks between some EU-RLS,

- How to ensure that potential synergies betweenammore EU-RLs are deployed (please
consider the possibility to merge or better cooalen the work of two or several
laboratories),

- How to ensure the most cost efficient use of Edifgn

5.3.1. Summary of the key conclusions of the prageevaluation

As outlined in the analysis of the previous sedjdhe two EU-RLS subject to this evaluation
were found to perform adequately their tasks anflifd the requirements as set out in the
legislation. In particular, the evaluation indicatbat:

1. Assistance to the NRLs during the evaluationiogehas been adequate in order to
harmonize and improve diagnostic methods useddNRLS;

2. The diagnostic methods developed, validatedassessed respond to state-of-the-art
standards and are appropriate to ensure animahheal
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3. Coordination activities carried out by the indival EU-RLS, such as proficiency tests and
workshops have been satisfactory, as have beenitiasticarried out to support the
Commission's action;

4. There is variability in the organisation of tisg activities, depending on needs: unlike
the EU-RL for Brucellosis, for which the requedis training are very limited, the EU-RL
for FMD has experienced an increased demand fonirica This issue is being addressed
in recommendation;2

5. EU financial aid for the EU-RLs is used in arfeefive and cost efficient way.
Nonetheless there is potential to improve the assest of the way in which the funding
Is used, thereby effectively informing the proce$sapproving the continuation of the
funding in subsequent years, as discussed undanreendation 4

6. The 2008/09 evaluation of the network of EU-Riasl concluded that the system of EU-
RLs is an effective way to improve animal healtlthe EU. This finding is confirmed by
the current study and with reference to the twoMl$-subject to the evaluation;

7. Synergy potentials and overlaps within the bevatetwork of EU-RLs in the field of
animal health were already identified in the pregi@valuation. Within the focus of the
current evaluation of the two EU-RLs, one case akptial consolidation between the
EU-RL for FMD and the EU-RL for SVD was identifigdecommendation )3 and the
potential to reinforce the network through moretesysatic exchange between all EU-RLs
involved in the animal health field was also cami#d (recommendatior).1

8. The evaluation has not indicated potential nexasfor the creation of new EU-RLs, as a
more extensive analysis had been carried out inrctimext of the previous evaluation,
based on consultation of an extensive sample of REE- CVOs, NRLs. The
recommendations outlined in the previous studysaievalid and no further new areas
were identified.

Taking into account these conclusions, this secpoesents four recommendations for
improvement, in order to ensure that the potemtigdhe EU-RLs under review to contribute
to DG SANCO policy objectives is fully deployed, &mldress potential synergies and to
ensure that EU funding is used efficiently.

5.3.2. Recommendations for improving the EU-RL netark

The recommendations below draw on the findingshefgrevious evaluation of the network
of EU-RLs in the animal health field, where appiitaand when these have been confirmed
by the present evaluation of the two EU-RLs und=fiew. In some cases, there are also
parallels with the recommendations suggested fngtwork of EU-RLs in the field of food
and feed safety.

Recommendation 1: Reinforce the network through more systematic exchange between all
EU-RLs

The previous evaluation had concluded that thevodt' of the EU-RLSs, although working
effectively individually and as a whole, does nohstitute more than a ‘virtual’ system, as in
practice it is not yet fully operating as a reaiwak in the sense of exchange of experiences
between EU-RLs. The evaluation had therefore recend®d a more systematic and
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structured way of collaboration in order to inceedise added value of the network through
sharing of good/best practices.

The actions proposed included, among others, thenigation of a meeting of the EU-RLS on
an annual basis (or once every two years). Thdiffgnhas been confirmed and strengthened
in the course of this evaluation. In the view oftbBU-RLs, synergies with the other EU-RLs
could be increased by organising a meeting once ypar between all AH EU-RLs.
According to the EU-RLs, this meeting would bringnkfits as it would favour the exchange
of good/best practices in relation to the orgarsabf the common tasks of the EU-RLs.
Thesefora would enable the exchange of views and findingswelt as reports, thereby
helping the EU-RLs harmonise their way of working.

Recommendation 2: Reinforce the organisation of training activities (EU-RL for FMD)

The previous evaluation had concluded that thewme hggh variability both in the provision
and the organisation of training activities. The ti#J-RLs subject to this evaluation showed
that there are different needs depending on theactaistics, the history of the disease and
the development of diagnostic techniques.

In the case of the EU-RL fdBrucellosis,the requests for training are very limited, and
therefore the activity of the EU-RL staff in thisnse.

The opposite applies for the EU-RL of FMD. The ame of the evaluation showed that,
despite the improvement in the diagnostic capacidifethe NRLs since the designation of the
EU-RL, there is need for more training of EU NRI$ie EU-RL pointed out constraints in
terms of cost and staff resources. Additional fuftdsextra capacity building and training in
EU MS where NRLs lack expertise and experienceccbelp to bring all NRLs to the same
level of expertise. An alternative approach to mmase the benefits of training, as suggested
by the EU-RL for FMD, is theTraining of Trainers (ToT) furthermore, it is also suggested
that — subject to the availability of the necesdanjlities - this could be done on location at
the trained laboratories rather than at the EU-Rik&mises.

Recommendation 3: Address synergy potentials between the EU-RLsfor FMD and for SVD

Due to the evidence on potential synergies betweeRU-RL for SVD and the EU-RL for
FMD, the evaluation has explored how these couldliEsddressed.

It is noted that the previous evaluation of EU-Rh.ghe animal health field had covered the
EU-RL for SVD, which was found overall to fulfil we well (rate ++) its tasks and duties.
The scope for significant potential synergies wite EU-RL for FMD had also been pointed
out in the previous evaluation, and one of the meoendations identified was to combine the
EU-RLs for FMD and SVB. In particular, the evaluation suggested that:

% paragraph 5.5.2: consolidation of CRLs, Final Rep#tL’s Evaluation, Part One,
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» CRL for Swine Vesicular Disease and Foot and Mdbitease the activities of the
CRLs are located within the same laboratory andgame unit, IAH, Pirbright. Many
activities, such as training, are run together fie two diseases. There are many
factors which would suggest the option of a contimmneof the two diseases as optimal:
currently, the disease (SVD) is present only intéchareas of the Community (ltaly)
and the perception of the risk of the diseasews [bhe majority of the NRLs (SVD) are
able to perform diagnosis, and some of them hawellext capability in place.
Furthermore, SVD and FMD are inter-dependent an® $/mostly important in terms
of differential diagnosis from FMD.

The EU-RL for FMD commented on this point thathaligh work and staff required are
similar, it is important that a potential consotida does not lead to a decrease in combined
funding, as this would simply reduce the work pesgme of either EU-RL. The way the
teams are constructed means that there is a Ishared activity and expertise between the
two RLs, therefore reductions in funding for one Will lead to reductions in the other RL. It
is therefore clarified that the objective here asatddress synergies, rather than overlaps,
therefore the scope will be to maximise the syms@if the work that can be carried out by
the funding currently available for each EU-RL.

On the other hand, when considering further codatibn of these two EU-RLs, it should be
taken into account that there are also differeruetsveen the two diseases: SVD related
activity is currently not very active (it is camlieout more for contingency, as SVD occurs
mostly sub-clinically), but it is important to kedpe capability and funding in case the
disease re-emerges, as well to provide differemtiajnosis from FMD in case of clinical
occurrence of SVD. Therefore, in the view of the-EU for FMD, despite similarities in the
activities of the two RLs, a consolidation wouldt moing substantial savings, and should be
explored in terms of maximising synergies rathantreducing the funding provided.

Recommendation 4: Strengthen elements of output based funding and create a flexible
funding mechanism

This recommendation, as discussed in the evaluafithe network of EU-RLs for food and
feed, applies also in the context of the EU-RLsdioimal health. Indeed, several elements of
this recommendation (flexibility of funding, develment of objective, output-based
indicators, to measure performance) were also iitkshtand discussed under the previous
evaluation of the network of EU-RLs in the animahlth field.

The recommendation proposes a more systematic agprof the evaluation of EU-RL
outputs, as basis for continuing the provision widing. Similar suggestions were made
within the evaluation of the EU-RLs in the animaalth field (2009¥, that recommended
the use of indicators to assess the effective imefgation of the WP and the efficacy of
funding, and also to compare performances amorigrelift EU-RLs (benchmarking; such
indicators were developed in Table 10 of the pravievaluatio®f. The results of the present
evaluation are consistent with these outcomes laisdoption is therefore recommended and
further strengthened.

%6 Option 5.4.2 (¢).

37 http://ec.europa.eu/food/animal/diseases/laboedfeval _com_ref labs report 112009 _en.pdf
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With regard to the funding rules and procedures, drrent evaluation is in line with the
recommendations of the evaluation of the EU-RLsfdod and feed, concerning the need for
a higher degree of flexibility and a broader ranféems to be funded under the workshop
budget line. Additional funds for extra capacityl@ing and training in EU MS where NRLs
lack expertise and experience could help to brlhiyRLs to the same level of expertise with
regard to the EU-RL for FMD (see also recommendazip
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Annex 1 Technical annexes for the EU-RLSs in the fid of animal health

Main findings - EU-RL for Brucellosis Rating
Overall evaluation of the fulfilment of the dutiesand tasks established in the ++
legislation

The EU-RL for brucellosis is based at the Maisofffe/AAnimal Health Laboratory (up
to 1* July 2010 LERPAZAnimal Diseases & Zoonoses Research Laborjterpart of
ANSES (French agency for food, environmental andupational health safety —
formerly AFSSA +rench Food Safety Agency

The EU-RL is fulfilling all of its contractual ds, responsibilities and obligations as
specified in Commission Regulation (EC) No 776/2@3623 May 2006 amending
Annex VIl to Regulation (EC) No 882/2004 of the Bpean Parliament and of the
Council as regards EU Reference Laboratories.

1.0 DIAGNOSIS AND ASSISTANCE

1.1 Activities and methods used by EU-RL to ensure the correct diagnosis of animal ++
diseases by National Reference Laboratories (NRLS).

There is a long history of brucellosis control e tEU, and this has contributed t
high level of skills in many EU NRLs, particulaily some MS (UK, IT, DE, FR - all
of which are OIE RLs for brucellosis). This sitwatiof a long-standing track record
expertise in several MS has meant that it has takemile for the EU-RL to positi
and establish itself within the network. Currentiye network is established and
confidence of NRLs to the network has increased.

Brucellosis is eradicated in almost all EU MS examsginly in the southern part of t
EU, and few NRLs deal with bacteriology and molecuhethods.

EU legislation provides for standards for completfe@tion test (CFT), which is o
of the most important serological tests and itssdifor disease control and EU trad

There are almost 27 different CFT methods curremplglied in the EU for brucello
diagnosis. The multitude of methods is not necédgsaonsidered to be a weaknes
the system. Nonetheless, it is considered desirabtk realistic to achieve a sin
method to perform this test; although this might Im® the one routinely used in all M
all MS should have the possibility to refer to anstard method. Reaching this leve
harmonisation, however, has to be a consensusgwotRe first ring trial, undertaken
2007-08, gave the EU-RL a much-needed picture ekituation in the various MS.
a starting point, the EU-RL has therefore achiesedood overview of the vario
techniques used in the MS.

In 2009, MS NRLs were asked to compare the CFTd'aolethod against the one u
in the different NRLs, and this indicated good kssurhis supports the argument t
reaching consensus on a single test method (e.§.'€d’ and/or ‘warm’ method) i
considered to be a realistic objective.
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Main findings - EU-RL for Brucellosis Rating

None of the serological tests is able to providétemwn full diagnosis for the disea
in all situations and for all objectives. Therefoaecombination of tests may be nee
depending on the objective. Thus, as far as inticdkagnosis is concerned f
eradication purposes, the trend is to improve thg @f associating current techniq
rather than to develop new technigues. Researobwever focused on direct diagno
of the disease on animal samples (milk or animghws), e.g. PCR is currently t
focus, as well as the rapid identification and elsterisation of the bacterial strain (
molecular techniques). These tests are developedllmboration with the different M
NRLs; collaboration is also important for their idation.

The analytical methods and techniques respondate-sf-the-art standards, in that
EU-RL is one of the OIE RLs in this area and regyleollaborates with the other O
RLs and participates in the OIE revisions of thenu@ (brucellosis chapters).

13 out of the 15 NRLs that answered the questitailytagree or tend to agre
that the analytical methods and techniques develaped/or validated and/o
assessed by the EU-RL over the last 5 years redpostdte-of-the-art standar
(2 NRLs do not know).

13 out of the 15 NRLs that answered the questi@aiyagree or tend to agree that t
analytical methods and techniques developed andibdated and/or assessed by
EU-RL over the last 5 years are appropriate to easanimal health (1 NRL disagre
1 does not know).

The EU-RL for Brucellosis uses the following préked tests for pathog
identification, according to the OIE guidelines:

» Bacteriological method&earch by culture, identification and biotyping):
As prescribed in Annex C to Directive 64/432/EERe techniques and media us
their standardisation and the interpretation oftiltssconform to those specified in t
OIE Manual of Diagnostic Tests and Vaccines forr@strial Animals, Sixth Editio
2008, Chapter 2.4.3 (bovine brucellosis), Chaptér22(caprine and ovine brucellos
and Chapter 2.8.5 (porcine brucellosis).

* Molecular methods
In the context of development of future methods asdrecommended in the 20
revision of the abovementioned bovine brucellogiapter, a multiplex PCR ass
(Bruce-ladder) that can identify and differentiatea single step mo®rucella specie
as well as the vaccine straiBsabortusS19,B. abortusRB51 andB. melitensidkev.1 is
used as an additional means Boucellaspecies identification.

In terms of serological testéhe EU-RL uses:

i. The tests prescribed for certification of bovindnzals in Annex C t
Directive 64/432/EEC (RBT, CFT, iELISA on milk asérum, milk ring
test, SAT and FPA);

ii. The complementary tests (CELISA) approved for gomdition of bovin
brucellosis in the EU (Annex C to Directive 64/4BBC);
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Main findings - EU-RL for Brucellosis Rating
iii. The tests prescribed for certification of sheep goaks in annexes C (R
and CFT for brucellosis) and D (CFT for ovine cgibais epididymiti

(B. ovis) of Directive 91/68/EEC.

A questionnaire was sent by the EU-RL at the en@Gff9 on activities and tests
place; results were received in June 2010 and@sebeing analyzed. AU, PT, UK, F
use the Bruce-ladder method (this new method iseaey to use in laboratories, a
needs some experience in molecular methods).

According to 13 out of 16 NRLs that responded tce tburvey th
development/validation/assessment of analyticahau= have very well (8 NRLs)
fairly well (5 NRLs) contributed to the improvemeifithe analytical methods (1 N
disagrees, 2 do not know).

According to 7 out of 13 NRLs that responded to tkarvey, th
development/validation/assessment of analyticahott have very well (5 NRLS)
fairly well (2 NRLs) contributed to the harmonigatiof the analytical method (3 NR
disagree, 3 do not know).

The feedback from the NRLs has to be seen in théegbof the information provide
above on the characteristics of the disease andtisting capacity in NRLs. Th
methods currently in use were previously validatisgrefore the contribution of t
EU-RL can only be limited in this respect. On ththes hand, the analytical metho
that are now the focus of research and developetiie EU-RL in collaboration wit
some MS NRLs are highly appreciated by most NRlbsydver, they cannot be read
applied in several NRLs, due to their insufficiemperience and capacity at presen
such techniques (i.e. PCR, molecular methods).

1.2 Ring trials carried out and assessment of their effectiveness.

The EU-RL for brucellosis has organized proficiertegts (PTs) at EU level f
serology, once on serum samples and twice for satkples: 25 NRLs participated
2007/08 (launched end 2007, due to recent estamdish of EU-RL, with result
collected in 2008) and 17 in 2009.

Milk testing is used only where there is significaairy production (cow’s milk) i.
largely the northern/central part of the EU, whitwere is a long tradition of testing m
(cheaper than testing animals). In some MS in thheern part of the EU (as well as
smaller MS) where dairy production (cow’s milk) rizore limited, milk testing is n
really used and NRLs have less experience. Hemdg, ¥ NRLs participated in th
milk testing PT in 2007/08. This ring trial hadlie reorganised in 2009 due to shipm
problems with the earlier PT (samples did not arfivgood condition). Two other ri
trials (not PTs) were also organised, as part ef vhlidation of sheep and go
brucellosis serum standards prepared by the EUaRdL the EU CFT standard operat
procedure, respectively.

According to the EU-RL, the first ring trial prowdd a clear picture of the quality lev
that MS have achieved in testing. The trial on segamples explicitly showed t
heterogeneity of procedures, particularly as farC&sl is concerned (this test,
indicated above, is being routinely used throughth@# EU for the diagnosis

brucellosis in many animal species). As explainadier, this has encouraged the -
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Main findings - EU-RL for Brucellosis Rating
RL to aim primarily at improving harmonization byoposing a unique standa
operating procedure for this particular test.
For each trial there is a global report edited sy EU-RL that is sent to all M
NRLs as well as to the Commission. NRLs are inéidaby codes followin
rules according to ISO standards; full anonymityerssured. Moreover, ea
participating NRL receives an individual report lwithe evaluation of its ow
results.
A follow up (e-mail message) was sent to participRLs who faced problems
errors during the ring-trial, to find out whethdetorigin of these problems had b
identified or not and whether any help was needewh the EU-RL. In one case (ser
ring-trial), it was necessary to organise a specifission in one NRL to help solve t
multiple problems this NRL faced during the trial.
The EU-RL plans to carry outrfore in depth analysis of proficiency ring triatsarder
to give more active assistance to NRLs which eciel@reaknesses in test performan
This indicates that for NRLs that faced problemsirduring trials there has not be
enough feedback and there is a need to give mtike assistance, e.g. by sending m
frequently emails to understand how they deal wigir problems and to guide them.
Regarding the trend in the performance of the NBusr time, as only 2 P
have been carried out so far there are not enoath skries yet to do such
analysis. However, there has been some evidencepsbvement in some M
although the period is too short to see a systentai@nge. The NRL that w.
visited is following recommendations and changitsgprocedures. The num
of emails and enquiries the EU-RL receives from MNRIis increasing
Furthermore, the EU-RL reports that NRLs are beocgmmore open, an
confidence in EU-RL assistance is increasing. Ros¢ MS NRLs that are al
recognised internationally, cooperation is imprgvin

According to 16 out of the 18 NRLs that answereddhestion, PTs have contribu
very well (14 NRLs) or fairly well (2 NRLs) to timprovement of analytical methods
use in the NRLs (1 NRL disagrees, 1 does not know).

According to 8 out of the 13 NRLs that answeredaghestion, PTs have contribut
very well (6 NRLs) or fairly well (2 NRLs) to thearmonisation of analytic
methods/quality of analytical data in the NRLs @LNdisagrees, 4 do not know).

1.3 Development of new diagnostic tools by the EU-RLs.
The development of new diagnostic tools was disuliséso in points 1.1 and 1.2 abo

Furthermore, the ongoing activity of the EU-RL is 0

- The evaluation of quality of serology test forr@oe brucellosis (not ve
standardised up to now at international level);

- The validation of serological test foBrucella ovis infection (ovine
contagiousepididymitig - testing up to now is only CFT and trying
validate IELISA; Brucella canisinfection (rare disease in EU apart fr
BUL/ROM but could be a problem with imports from 3)C
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Furthermore, in 2006/07 EFS$Arecommended that certain tests are not suitalule
inclusion in the EU legislation on intra-Communitgde pending the conduct of furth
studies). Discussions were held on the activitghef EU-RL in this direction, in th
context of the Work Programme for the next 2 yedise focus is on establishing
collection of sera for cattle sheep and goats h120d his activity was already include
in the working programme of 2011 and the goal {geexed to be fully achieved in 201
This work is highly dependent on MS cooperation.

All this work concerns the assessment/better chanaation of existing tools rathe
than new tool developmens also explained in point 1.1 above, future treads to
improve and use better molecular tools for epidémgip research and differenti
diagnosis, i.e. a tool that gives clear identitgti@in isolated in fiefd.

1.4 Supply of diagnostic tools to other laboratories.

The supply of standard materials and of standareratimg procedures (SOPS)
discussed below:

Standard materials:
The EU-RL has received a number of requests tolgupcellosis strains, as detaile
below, and responded to all of them. The respanse is reported as one/two mont
for the shipment oBrucella strains and one/two weeks (depending of stafflalvdity)

for the preparation and shipment of the phages thedmonospecific sera that a
necessary for biotypinBrucellastrainé’.

In the last five years, 14 requests came from MBstrains), 1 from a third country (
strains) and 6 from the industry (15 strains). 7 M8eived reference or field strai
while 6 private companies (all from third countjigeceived strains for vaccine
antigen production. Moreover, the EU-RL received aesponded to 19 requests
supplying phages, monospecific sera, brucellin gkin-testing), DNA from referenc
strains, titrated sera am ovisantigen from 10 MS as well as from 5 third colegri

The EU-RL does not supply antigens (exd@povisCFT antigen), since these reage
are easily available commercially throughout the However, the EU-RL supplies tf
phages and monospecific sera that are necessaryidtyping Brucella strains. At
present, all reagents needed for the NRLs areadlailin the EU-RL. Most of ther.
(especially monospecific sera) had to be produéted the EU-RL nomination since tf
previous stock was only sufficient for their owrtigities. DNA fromBrucelle reference

% The EFSA Journal (2006) 432, Opinion on “Perforoenf Brucellosis Diagnostic Methods for Bovines, &heand
Goats”.

%9 The disease is endemic throughout the world, seyrhman cases are imported (imported productiseade caught
abroad). The difficulty is that this disease affetiany species and has many forms (different sfrain

“0 Al reference, vaccine and antigen strains arelalvia in the EU-RL collection. Other strains arétuned and
prepared for shipment as soon as requested. Howahipping strains within the EU requires an expmatmit
from the French Sanitary Authorities and an imgatmit (depending on country). This can take sdveeaks.
Shipment also requires to be well organised siBcecella strains are submitted according to UN 2814
conditions (air (IATA) and road (ADR) transport cpamies). This is in the context of internationdésuaiming

at preventing bio-terrorism; this affects admin aodts (500-1000 euro per shipment). The EU-RL otlEs
cost for NRLs — they only charge the private sector
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strains as well as Brucellin, titrated sera d@hdovis antigen were also prepared
supplied to several countries.

The supply of reagents is free of charge in alesgto MS NRLS).
According to 14 out of the 16 NRLs that answeredjtinestion standard materials h

contributed very well (7 NRLs) or fairly well (7 N& to the improvement of analyti
methods in use (1 NRL disagrees, 1 does not know).

According to 7 out of the 14 NRLs that answeredgtestion, standard materials h
contributed very well (6 NRLSs) or fairly well (1 NRo the harmonisation of analytic
methods/quality of analytical data in the NRLs @LNdisagrees, 6 do not know).

SOPs:

The EU-RL focused at the beginning of its mandatéhe elaboration of SOPs for
performance of techniques (RBT, CFT, iELISBrucellaisolation and identificatio
and for the quality control of diagnostic reager®sSOPs have been produced u
now, 2 are in final version (RBT; CFT); these S@ese used in the 2009 ring trial. T
IELISA manual is more guidelines than SOPs, as taist usually based on commer
kits.

SOPs are being drafted now Brucellaisolation and identification and new SOPs
being started on reagent and vaccine control. 8IPS are drafted in FR and curre
translated into EN. The objective is to complete thnge of SOPs by the end of 2
As soon as these SOPs/guidelines are drafted atigegent to NRL and subject to N
review and amendments, after which in about a fresfinal version is produced.

In its next annual report, the EU-RL is planningéport what has been implemente
the NRLs, and changes in NRLs after SOPs/guidelirere implemented.

According to 10 outf the 15 NRLs that answered the question, SOPs rnteluted
very well or fairly well to the improvement of ayi@tal methods in us@ disagree, 2 d
not know).

According to 8 of the 13 NRLs that answered thesgre, SOPs have contributed v
well or fairly well to the harmonisation of analyél methods/quality of analytical d
in the NRLs (1 NRL disagrees, 4 do not know).

1.5 Assistance to other laboratories for diagnosisin case of an outbreak. t+

The EU-RL provided assistance by characterisinglaise and conducting
epidemiological studies. EU-RL assistance for gomfig outbreaks is not required
during the brucellosis outbreaks. The MS and mieistl tcountries, particularly those
where infection has been present for a long timd aich have an eradication
programme, have enough means to rapidly identity @nfirm brucellosis outbreaks,
frequently by serology without necessarily isolgtaBrucellastrain.

The main assistance that the EU-RL provides is itlemtification, bio-typing and
sometimes molecular analysis on strains previoissliated by the MS or third count
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NRLs. In the case of exceptional outbreaks of pardirucellosis in brucellosis-free
countries (PL, RO), the EU-RL assistance was raqdds try to identify the source of
the outbreaks (i.e. within the MS or imported).

2.0 TRAINING

Training:

Despite the fact that training sessions, dedic&iioer to serological testing or
bacteriology ofBrucellaor to control of diagnostic reagents, have beepgsed to th
MS during the 3 first annual workshops, no reqest been received up to now ex
one from PL regarding molecular typing Bfucella by MLVA. Therefore, only on
training session has been organised by the EU-Rtests establishment, following t
specific request (2 scientists/technicians fronmhBize been trained). The reason for
limited interest is the long history and traditiorbrucellosis testing in the EU, wher
many MS feel there is not much more to learn adtlea routine diagnostic techniqu
On the other hand, there is increasing interedrdiming for molecular testing e
interest from PL and other new MS.

Additionally, 52 trainees were trained during wdréps (in 2008 and 2009) on
diagnosis of brucellosis organised by FAO-APHCA &i# in Thailand for Asian a
Pacific countries and directed by the laboratory.

Third country training: 2 trainees from third cories were trained in 2006 and 2008
organization of proficiency ring trials and serdtaj diagnosis of brucellos
respectively.

There has been very limited feedback from the NRlursey on the ad hoc training;
NRL who responded to the questions was very setisfi

The limited feedback from the NRLs has to be seethé context of the relative
limited interest and participation so far, duehe teasons outlined above.

Workshops:

According to all the NRLs that answered the ques({it8 NRLs), the quality of t
workshops has been very satisfactory and very aeleto their needs;

According to 17 out of the 18 NRLs that answeresl gestion, workshops h
contributed very well or fairly well to the impravent of analytical methods in us
the NRLs (1 NRL does not know);

According to 8 of the 13 NRLs that answered thestipre, workshops have contribu
very well and fairly well to the harmonisation ofiadytical methods in the NRLs
NRLs do not know).

2.2 Arethetraining activities sustainablein the long term?

Training is currently limited as discussed abovieerE may however be more requests
for training as the methods currently being devetbpre more advanced for the curn
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capacity and expertise of many MS NRLs.

3.0 NETWORKING

A specific website is not yet in place and theeraquests from MS NRLs in this sen
The EU-RL is aware of this and the creation ofrdgeractive specific website is listed
one of the next priorities of the EU-RL. The plantd adapt the existing webs
platform of the EU-RL for equine diseases (whiclalso based within ANSES), and
provide all regulations, SOPs, and links import@ntthe sector including internation
web links. The website will have public and redatt access (MS NRLs onl
Restricted access (for the MS NRLs) will includgular access to information f
publications. The objective is to have the webisitelace and working in 2012.

3.1 Activities carried out to ensure harmonisation of diagnostic methods.

Other activities undertaken to ensure harmonisatiodiagnostic methods we
fully satisfactory.

Data regarding diagnostic methods carried out M8 NRLs were collecte
through a questionnaire launched and analysed @6-2007 and through
2008-2009 activity report requested at the end0@92which is currently bein
analysed.

In order to harmonise the identification Bfucella strains at EU level, the E
RL has produced and made available to all MS NRiesreagents (phages W
Th, I1z1 and R/C; anti-A, -M, and -R monospecifictiasera) needed for t
bacteriological characterisation Bfucellaspecies and biovars.

3.2 Coordination with national reference laboratories. T+t

Coordination activities have been satisfactory dierevaluation perioddccording to
18 of the 19 NRLs that answered this question tiehoration with the EU-RL i
functioning very well (1 NRL does not know).

Collaboration has improved generally, and the iaseel number of enquiries and c
for assistance received by the EU-RL are an indicdthe EU-RL receives invitatio
to attend and participate in projects (researdiainres) by other MS. However, the E
RL commented that still there is some lack of tpamency from some NRLs, and thi
related to the fact that the trust has still tdob#t, and this needs time.

3.3 Regular consultation to the Commission on these coordination activities.

The cooperation with DG SANCO is functioning welidarelations are goo

Food Chain Evaluation Consortium 52



Evaluation of EU-RLs in the field of food and feedand animal health: Draft Final Report
DG SANCO Framework Contract on Evaluation, Impagtessment and Related Services — Lot 3 (Food Chain)

Main findings - EU-RL for Brucellosis Rating
The head of EU-RL is chairing the Task Force orcéllasis subgroup on she
and goats, and OIE meetings. For developing the Warking Programs ther
are discussions on how to modify and design themwhich there has bee
always consensus. The EU-RL is normally also caedubr advice on chang
in EU legislation on brucellosis. The administratprocedures are clear and
exchange of information with the EC is satisfactory

Scientific advice and/or expertise provided to H

There are no data on the number of requests fensiic advice and/or expertise fro
DG SANCO per year, but there is a regular exchaiMgny of the discussions al
taking place during the meeting of Task Force sungs (at least two-three times
year, plus plenary for all animal diseases for Wwhiere is EC co-financing).

3.4 Exchange of information with other international reference laboratories.

This EU-RL is one of the 9 OIE and of the 2 FAO Rbs brucellosis. It
activity over the years has included the following:

o

i) The EU-RL has actively participated to the arnwevision of the OIE
Manual brucellosis chapters (4) and to the valaabf newly establishe
international sheep and goats brucellosis and perdsrucellosis respectiv
standard sera;

i) The EU-RL director has chaired the EuropeankT@sce for Monitoring
Disease Eradication in the Member States, SheepGaals Brucellosi
Expert sub-group; and participated to the BovinacBHosis Expert sub
group since 2001,

iii) The EU-RL director has participated severahds and chaired once t
OIE ad hocworking group for the revision of the OIE Code ragards
brucellosis chapters;

Iv) The EU-RL director has served in 2019 and 283G FAO consultant fc
the implementation of a brucellosis control andgdistic programme i
Bosnia & Herzegovina.

The EU-RL has patrticipated to:

1) An international proficiency ring-trial on MLVAof Brucella strains in
2007 and 2009 (organised by FLI, Jena, Germany);

i) A multicenter European comparison trial for thalidation of a multiplex
PCR assay for typinBrucellaspecies in 2007-2008;

i) The EU COST Action 845 “Brucellosis in man aadimals” (2001-2006)

iv) The EU COST Action B28 “Array technologies f®@SL3 and BSL4
pathogens” (2005-2010);

v) The reviewing of the annual ECDC/EFSA reporzoonoses in the EU

vi) The I1ISO 17025 accreditation audit of a NRL 1808, 2009 and 201
(brucellosis serological diagnosis in ruminants);

vii) An ISO 17025 external audit of another NRL in 2Q&@rological ant
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bacteriological diagnosis of brucellosis in rumitgn

Collaboration with other EU-RLS:

Formally, up to now, there has been only one mgeainganised between all EU-RLs
years ago) and one meeting organised by EFSA fonases: these were the only t
occasions when there has been discussion moreywidti other EU-RLs. There i
regular discussion with other EU-RLs based in Feafecg. equine diseases, rabies,
on organisation of ring trials, practical issues)etin the view of the EU-RL synergi
could be increased by organising a meeting oncggmarbetween all AH EU-RLs. Th
will bring benefits as the organisation of the vas tasks is a common issue; rep
could be shared and could help EU-RLs harmonise was of working.

4.0 QUALITY ISSUES (including accreditation)

The EU-RL has a quality manual and a quality manéiere is a quality manager a
a quality service at both ANSES headquarters ahdrédory level and a quali
manager at Unit level).

The main equipment of the EU-RL were acquired vegently (< 2 years: ELIS
Reader, electronic pipettes, biosafety cabinetsjnothe last 10 years (incubato
refrigerators, freezers, real-time PCR, etc.).

The immunoserology lab is 15 years old and the outde biology lab wa
established 7 years ago.

A biosafety level 3 facility dedicated ®rucella bacteriology was built in 200
within the already existing BSL3 laboratory (buik years ago). This laborato
has been approved in 2009 by the National Healthoaities (AFSSAPS) afte
inspection according to National and WHO bio-satety biosecurity standards

4.1 Staff

The EU-RL has highly qualified staff and the Dicbf the EU-RL is considere
among the top experts in this field internationally

4.2 Accreditation

The EU-RL belongs to a Unit that has been accréditece 2006 according
NF EN ISO/CEI 17025 standard by the French Commifte Accreditation
(COFRAC) [Accreditation No.: 1-2246]

The present scope of the accreditation is:
» Serological diagnosis of brucellosis by RBT, CFATSMRT, iELISA on
milk or serum);
» Bacteriological diagnosis including identificatiohBrucella

Food Chain Evaluation Consortium 54



Evaluation of EU-RLs in the field of food and feedand animal health: Draft Final Report
DG SANCO Framework Contract on Evaluation, Impagtessment and Related Services — Lot 3 (Food Chain)

Main findings - EU-RL for Brucellosis Rating

The following items were requested for the next ®BE audit (planned end
September-October 2010):
* Biotyping of Brucella;
« Control of diagnostic antigens and kits (RBT, CERT, MRT, iELISA on milk
or serum);
» Control ofBrucellavaccines (Rev.1 and S19).

5. Financial issues

The total funding of the EU-RL for the years 200892 was €856,197. Th
includes the funding provided for workshops (segere below; data for 2010 a
provisional budget, data for workshops for 2010 waisavailable). According t
the EU-RL, the EU contributed 95% of this amoumcliiding overhea
contribution: 7% of total EU amount). The remainid% of the funding cam
from the national government; however, this doestake into account the fu
overhead costs. According to the EU-RL accountdirést costs account f
60% of the total actual costs and (excluding the d&@tribution to overhea
7%) this is covered by the national government.

Extent to which the financial support received rad¢ké¢ needs of the EU-RL

The financial support received broadly meets trelaef the EU-RL. It is note
that the recruitment of a senior scientist in cbasfithe development of resea
activities, particularly on validation of new diaggtic tools, could ensure t
maintenance and dissemination of the scientificnkadge of the EU-RL. Th
reinforcement of the EU-RL scientific team wouldalallow it to initiate/lea
further collaboration at EU or international level.
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Total financial contribution* to the EU-RL for bruc ellosis, 2006-2010 (in €)

300,000
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0]
2006 ( Julyto 2007 2008 2009 2010
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| 1-Staff M 2- Capital equipment B 3- Consumables
W 4- Comparative tests ®m 5- Missions m Workshops

*95% of the total indicated amounts are providedheyEU contribution
Source: EU-RL Financial Reports and provisionaldaid (2010)
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Overall evaluation of the fulfilment of the dutiesand tasks established in the ++
legislation

The EU-RL for FMD is located within the Control ¥esicular Diseases Laborator
the Institute for Animal Health, based at Pirbrightthe UK. It started its activity as
EU-RL in 2006.

The EU-RL is fulfilling all of its contractual ds, responsibilities and obligation
specified in Regulation (EC) No 882/2004 and inebfive 2003/85/EC.

1.0 DIAGNOSIS AND ASSISTANCE

++

1.1 Activities and methods used by EU-RLs to ensure the correct diagnosis of animal 4
diseases by National Reference Laboratories.

A number of tests have been developed by the EWGREMD (see table below). Th
tests have contributed to the improvement and émmanisation of diagnostics, and
in use in the MS NRLs, although with some variasiohhe methods of ELISA and r
time PCR are used by more NRLs, whereas sequengifgss common due to
complexity of the analysis required.

These variations can be explained by the avaitghili facilities and expertise in t
NRLs, which is a key constraint in many MS. The BU-reports that, overall, NR
have improved their use of PCR for front line diasfiics (introduced in PTs in 200
particularly with negative samples. As an exampie¢he 2007-2009 period, the shar
NRLs that met all the test thresholds improved f&ifo to 80% for serology testing.

Although there is continuing need for improvemeintsome MS, the network for t
EU as a whole has developed during the evaluatoiog, including through the wo
of the EU-RL, to achieve sufficient capacity to yide an adequate level of diagnosi
most cases, NRLs are now in a position to detecDFitibodies in post outbre
surveillance and through laboratory confirmatiorciofical signs, with the confirmato
diagnosis provided by the EU-RL complementing MSLNfpacity'.

Primary diagnosis capability is more varidBland there is still work to be done —
requires a network approach at the national |dviestly awarenessof looking for FMD
in the field and themaboratory capability to carry out rapid and accurate diagn
The level of awareness has improved, due to b&tl2@0®7 FMD outbreak in the UK a
the FMD outbreak in 2010 in Japan. The contributéthe EU-RL in this respect h
been provided through information exchange with NRihe quarterly reports, regu
dialogue and meetings in which the EU-RL activehgages with NRLs; the level
confidence of being able to cope with the diseasediso improved. Being the RL
global level, the EU-RL is able to quickly providdgormation about any threats wh
may come from outside the EU.

The PTs have led to the increase in measurablerpahce in both antigen ELISA
PCR; however, MS perform to a much better standafICR, as this is a widely u
technique applied routinely for other diseases ali as FMD, therefore NRLs ha
more experience and have built up capacity to apply terms of performance, the P
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also has fewer reagent variables than ELISA: theams that ELISA can have gre
variations in results between MS and is more diffito harmonise across a numbe
laboratories.

Despite the progress of the NRLs in capabilitydetection, there is still need to as
NRLs every year, as this represents for most NRlesanly chance they have to
their methods. In addition, confirmatory testingghti be carried out by the EU-RL
also by some other NRL (some other NRLs have gapdlaility to do this).

The EU-RL is working to improve the performanceaifNRLs but no specific targ
have been set as it could be misleading to haveifgpdenchmarks and it is m
important to strive for continuous improvement ahdrizon scanning for ne
developments as the field of diagnostics is cottistawolving.

Training is very important in order to raise theaeity of NRLs, and there is need
more EU training; this is currently constrained thye resources at Pirbright (th
constraints are financial but also availabilitystdff resources).

The analytical methods and techniques respondte-sf-the-art standards, and they
those described in EU standards and in OIE diagnostinuals. The EU-RL
considered to be among the world leaders in FMyrhais and is involved in
extensive programme of research for the developraant validation of analytic
methods. The EU-RL is also highly involved in im&tional networks and holds str
cooperation with leading world RLs in the field {lain the EU and in TCs, e.g. the U

9 out of the 11 NRLs that answered the questicallyoagree or tend to agree wh
asked whether the analytical methods and technideesloped and/or validated and
assessed by the EU-RL over the last 5 years resfmsthte-of-the-art standards a
are appropriate to ensure animal health (2 NRLs©doknow).

Test For Specificity Description/Comment
Cell culture Virus Group The use of primary calf thyroid cells
isolation developed in the early 1960s. In the last

three years cell line produced in DE usef
FMD diagnosis was identified (this
considered not to be as sensitive, but use
back up when there is no possibility to o

RT-PCR | Virus Group The IAH has led work to develop and val
genome real-time RT-PCR assays for routine diag
detection and it has worked with other labs over the

eight years to generate validation dat
these tests. Currently this is accepted
front-line diagnostic tool in many EU mem

LFD Antigen Group The EU-RL has worked with I1ZS and Sva
org. to produce LFD for FMD diagn
sensitive to all 7 serotypes. It has also
developed other devices to complement pne
another for use in the field.

Eood ChainEvaluation Qonsortium 58




Evaluation of EU-RLs in the field of food and feedand animal health: Draft Final Report
DG SANCO Framework Contract on Evaluation, Impagtessment and Related Services — Lot 3 (Food Chain)

Main findings - EU-RL for FMD Rating

sensitive to all 7 serotypes. It has

developed other devices to complemen
another for use in the field.

The objective of the EU-RL is to produce
validate other FMDV type-specific dev
within next 1-2 years

ELISA Antigen Serotype | This method was developed and validat
the mid-1980s and it is still used.

The objective is to develop research
mabs and recombinant proteins to impro
existing polyclonal based assay (the plan
finalise it next year).

VP1 Phylogeny Strain In recent years an introduction to
sequencing sequence analysis has been included as
the training course run at the EU
Reference sequence data for prototype s
that other RLs can use to provide a
unified framework for phylogenetic anal
and guide protocols for VPI sequencing
available on the Web.

The EU-RL is currently discussing
possibility of publishing a formal publicat

on this.
Complete | Phylogeny| Strain | This is a work in progress. It was devel
genome following the 2001 UK outbreak and use
Sequencing real time in 2007 outbreak. It provides gr

resolution than VPI sequencing. It is not
as diagnostic tool but to support f
epidemiology to monitor the evolution of
disease across farms. It also provides va
insights into the processes that drive evol
of the virus in different regions of the worl

Serological tests used:

Test For Specificity
2D VNT and LPBE Vaccine Matching 1976 and Strain
1988
VNT Antibody 1976 Serotype
ELISA Structural Protein Antibody Serotype
1986/2001
ELISA Non-structural protein Pan-serotype
Antibody validated 3 years (detects all
project 2007 FMDV serotype
antibodies)

According to 8 out of the 13 NRLs that answeredagnestion, analytical methods h
contributed very well or fairly well to the imprawent of analytical methods used in
NRLs (4 NRLs disagree, 1 does not know).
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This response appears to be due to the fact that methods currently in use w
developed and validated earlier than 5 years agg,tlsat some new methods ma
restricted to more advanced laboratories (in tesh®vailable facilities and expertise
conduct the specific tests).

According to 4 out of the 10 NRLs that answeredaginestion, analytical methods h
contributed very well or fairly well to the harmsation of the analytical methods in
by the NRLs (1 NRL disagrees, 5 do not know).

1.2 Proficiency tests carried out and assessment of their effectiveness. T+t

The EU-RL for FMD has organized proficiency testsCammunity level five time
since designation, i.e. every year since its estailent in 2006. The lower participat
at the beginning was possibly due to the lack cirawess on the importance of the
however, the participation is increasing year bgryé&ow participation was also due
the fact that the initial point of contact for itimig participation in the PTs was
always up to date in the MS and sometimes alsdaihee of first point of contaét to
further communicate to the NRL. The EU-RL has rhiske issue in the last f
meetings and currently these problems have begelJaovercome. It would help
have an official list of primary contacts, reguwadpdated in every MS — it needs to
discussed whether this falls within the EU-RL dsitte could be maintained at SAN
level.

This activity has, in the view of the EU-RL and tN&Ls, led to the improvement
harmonised diagnostic procedures at EU level. iBhadso evident from the results fr
the most recent PTs, which showed that all EU latooies performed the tests up to
standards: there has been a marked increase iorperice over time (PCR and vi
isolation, as described above). It is also indidaby the EU-RL that there is
competitive edge to participating in the PTs; thjgpears to be healthy competi
between NRLs leading to improved performance.

According to all NRLs that answered the questioB NRLs), the organization
proficiency tests has contributed very well or ffaivell to the improvement of analyti
methods used in the NRLs. According to 5 out o1€hRRLs that answered the ques
(5 NRLs do not know), proficiency tests have cbuated very well to the harmonisat
of the analytical methods used by the NRLs.

Follow up activities:

The EU-RL communicates the results to the EU amdNRLs through presentati
given at the annual NRL meetings. The reports efNiRL meetings are placed on
EU-RL website (all entries are coded — only paptiting NRL knows their number a
each sample replicate has unique code, so that M&wsot exchange information )
feedback letters following each PTs round are semeach laboratory identifying ar
where there is need for improvement. The EU-RL keaepreast of the follow
activities by NRLs after communication of the resuhrough correspondence by e
and/or letter and follow-up at the next meeting.

No ad-hoc training was provided as a follow up\agtias no specific requests follow
PTs was made; however, it is noted that the trginourses aim to address the prob
identified during PTs although no training diredityows the PTs feedback.
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1.3 Development of new diagnostic tools by the EU-RLSs.

The laboratory is engaged in a wide range of rebeass already outlined in the table
section 1.1. , including the development and vailofeof virological and serological
diagnostic tests. In 2009 there was continued dewveént of theSVANODIP® FMDV-
Ag penside test enabling early detection of FMMisg/t In addition, FMDV-Ag test fo
SAT 2 and for SVD were developed (findings werelishied in 2009).

The main aim of the development of these tools ixontribute to improve reliability
and speed of diagnosis. The main drivers for taesgities are:

3. Develop parallel tests to allow differential ghasis;
4. Speed up diagnosis, by developing a set of tqaba that could be used in the
field®.

1.4 Supply of diagnostic toolsto other laboratories.

The EU-RL has supplied FMD strains or test reagapt: request (as detailed in
table below). The panels for the trials (annualffipiency tests) are sent free of ch
and free of transport costs for MS NRLs. Additionaterial, for instance for buildi
stocks of reagents, are charged (see pricé’list)

Number of countries that have received FMD strainsor test reagents (upo
request), 2008-2010:

MS TC Industry
2010 5 1 6
2009 8 3 5
2008 4 3 4

The average time to supply strains and/or antigernfeur weeks but this is alwa
dependent upon how rapidly the consignee sendWthBL the correct documentat
and how quickly this application is processed tigiothe external systéfn

According to 9 out of the 13 NRLs that answeredqilestion, distribution of standa
materials has contributed very well or fairly webd the improvement of analyti
methods used in the NRLs. In the view of one NR&asitnot contributed at all (1 N
disagrees, 3 do not know).

According to 5 out of the 10 NRLs that answeredqunestion, distribution of standa
materials has contributed very well or fairly wedl the harmonisation of the analyti
methods used by the NRLs (5 NRLs do not know).

The accredited SORs®e not produced or disseminated on a systemasis las they a
specific to the Pirbright laboratory, but methodwd gorotocols are provided wh
requested to scientists in other European NRLadthtion, reference is made to the
Diagnostic Manual for FMD which is primarily writteand reviewed by staff from t
EU-RL. The EL-RL also produces instructi manuals for ELISA kits and protocols
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PCR testing. In addition, it responds to enquirexeived for providing specific det
for packaging and sending samples instructionsnagtthods.

There has been some dialogue with DG SANCO on ¢kel for EU field and laborato
identification manuéf. The activity carried out by the EU-RL in this serhas been
collect information from other country and elecimsources to compile what is alre
available elsewhere to avoid duplication of workeTEU-RL will continue developi
an electronic collection of these manuals and tieihouse protocols that will
accessible to all NRLs.

In terms of SOPs, the OIE recommended test proesdand Pirbright protocols
supplied to MS by the EU-RL during PTSs. The SORsspecific quality assuran
protocols for the IAH laboratories, and therefdre EU-RL aims to ensure that all
NRLs have the capacity (technical knowledge) toettgy their own SOPs, adjuste
their own facilities (this is part also of the aaditation process). The IAH SOPs wo
need to be modified to become a set of generic aasth

Underlying some of the lack of progress on thisuésss that there is not eno
discussion within the wider network and an elemehicompetition between tho
involved in FAO initiatives and the EU-RL — as ansequence the EU-RL is not fu
aware always of what other activities are beingettgyed on this. There is a nee
share more on experience of network to have a mwiesive picture of what is go
on worldwide.

According to 6 out of the 10 NRLs that answeredqtestion, SOPs have contribu
very well or fairly well to the improvement of aytatal methods used in the NRL
NRL disagrees, 3 do not know).

According to 4 out of the 9 NRLs that answeredaihestion, analytical methods h
contributed very well or fairly well to the harmeation of the analytical methods u
by the NRLs (5 NRLs do not know).

1.5 Assistance to other laboratories for diagnosisin case of an outbreak. et

The EU-RL characterised 1,528 samples by sequesdiicg the designation of the EU-
RL. It also provided assistance to the NRLs in caseutbreaks, namely during the
outbreaks in the UK and in CY in 2087

In particular, in the case of CY, the following iatance was provided by the EU-RL.:

-confirmation of the serological findings (primatiagnosis rather than confirmation);
- processing of a large number of virological aetbogical samplé$

- field visit of a staff member to onsite suppor@y;

- provision of active guidance and advice to CY €aff and DG SANCE.

In 2009 the EU-RL also provided training on usd”@R testing to one CY CA official
(following request from CY CA). As a result of thasl-hoc training, the test is now used
at the NRL and CY patrticipates in PTs.
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1.6 Antigens and vaccine bank ++

The EU-RL prepared antisera as needed against FM&X¢ine strains to be used in
vaccine matching tests, as follows:
. paired bovine vaccinal sera, rabbit and guineaspig against O Manisa, A
IRN 87, SAT105, SAT251, SAT309;
. Bovine vaccinal sera against O BFS; A ARG 2001 @&idCorreze;
. Paired Rabbit and Guinea pigs sera against O Cam@asIRAQ, A IRN 05,
Asial Shamir and SAT2 Eritrea.

The EU-RL reviewed requirements for potency testhghe vaccine antigens held in
the EU FMD vaccine bank and for preparation of nexfiee materials, in particul&
Manisa heterologouandhomologoughallenge tests were conducted in 2007 and 2008,
respectively.

The EU-RL also advises the Commission on all aspeetated to FMD vaccine
strain selection and use on a regular basis byleptegne and at meetings. This has
been an ongoing process especially with the remgpearance of new strains of FMDV
in the region, the development of new vaccines diyraercial companies and the very
recent re-stocking of the EU vaccine antigen bark010.

The EU-RL advises DG SANCO on all aspects of vaeeintigen selection and current
threats and provides immediate updates on signifidisease events globally.

For those components of this work that involve aligxperimentation, there has been
continuous disruption since 2007 due to the ongoiagure of the large animal facilities

at Pirbright. However, the EU-RL has confirmedhe FCEC that the isolation units are
now fully operational and the ability to perform BEMexperiments when required has
been restored.

2.0 TRAINING

The EU-RL for FMD has structured its trainings ibnwe weeks FMDV training cour
which is organised every year at the EU-RL. Appmtadely 8 people per year attend
2 week FMD training course from many different cigs (this includes MS and ot
countries, for a total of 8-9 people i.e. as masyhe space available in the labora
allows for).

This training is offered to NRLs in MS and thirducdries. The EU-RL considers th
is need for EU specific training and that it woblkela good idea to provide such train
however there are constraints in terms of costsaafi resources. A feasible approa
could be a Training of Trainers (ToT). ToT would d&eseful addition in EU-RL tas
to have e.g. a rolling set of training; this coldd done on location at the trai
laboratories rather than at the EU-RL premisess Tdéa has been discussed with
and FAO, and the feedback has been positive; anmtbéa suggested by the EU-RL i
set up a training team (in addition to the curtesining) and spread the course ove
year, by breaking it down into different specifieas/components (e.g. sequencing

The EL-RL would welcome more input and active participatialso from SANC
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during meetings in Brussels, as there has beéndittcussion on training needs. Th
helpful input for the identification of training eds (e.g. recent meeting of EU-RL h
with Balkan countries identified specific need Balkan countries, as a consequen
which the IAH will develop a specific training pr@nme).

The participation of MS over the last five years baen as follows:

2006: 2 trainees from PL, 2007: 1 from SK, 2008RQ, 1 AU, 2010: 1 from PL (r
training), 1 from FR, 1 from SL. There is a feeattend the course, which amount
750 pounds/week (1,500 for the two weeks). The EUaRuld like to expand activiti
even further, but this also depends on funding @mdtaff sustainability (currently t
EU-RL has staff that can provide such training).

Also, some ad hoc training is provided followingjuests (e.g., the CY CA official).
A set of written and/or ‘e’ documents accompangssheof the training courses.

Feedback collected from participants is mainly tigto sessions at the end of trai
and this shows very good reception by the train€bs.annual PTS and NRL mee
also provide information to the NRLs, i.e. durimg tmeeting EU-RL presents tests
objectives and process for using these.

According to the two NRLs that received trainingidg the evaluation period, ad h
trainings have contributed very well to both thgrmwvement and the harmonisatio
analytical methods used in the NRLs

Two NRLs replying to this question considered tihat training provided was ve
satisfactory; training activities were very relevan fairly relevant to their needs in t
view of two and one NRLSs respectively.

3.0 NETWORKING

3.1 Activities carried out to ensure harmonisation of diagnostic methods.

The EU-RL collects and collates data and informmaboa diagnostic methods and
results carried out in NRLs in the EU. This infotioa is disseminated to the NRLs
the annual meeting and on the website. Furtherngurestionnaires are circulated
the PTs panels and presentations on the resultmade at the annual NRL meeti
included in the proceedings of the NRL meetings twedfeedback letters following
PTs sent to each laboratory.
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3.2 Coordination with national reference laboratories. . ++

Coordination activities have been very satisfactory

Collaboration:

The collaboration with NRLs is working well: a nettk has been achieved an
actively presentThis is also confirmed by the results of the surgbgwing that all (1
responding) the NRLs agree that it is working weeflor fairly well. The EU-RL als
commented that the actual involvement of NRLs mg trials is improving year by ye
However, the EU-RL also notes a major shortcomihthe system is that the EU-
has no authority to impose to MS that they follbwit instructions.

Annual meetings are held in collaboration with Ei¢-RL for SVD.

Scientific collaboration is regular with some NRIBE, IT, NL) for the variou
diagnostic tools (i.e. NRLs able to work on liveeud). The collaboration throu
involvement in EPIZONE allows to share ideas aneinter in collaborative projec
e.g. for sequencing analysis with DK, IT and Tyrk&nkara). EU projects are a g
opportunity to foster collaboration in the viewtbhé EU-RL.

Website:
The websites for EU-RL FMD and EU-RL for SVD haveeh developed by the E
RL>.

Type of documents can be found and downloaded @rerview presentations
meetings; annual and quarterly reports; resultmoliecular and phylogenetic anal
available by region and country; proceedings ofNF. meetings.

Different access levels to various documents ameésafor different users have b
established. The registration for accessing thesikelhas been sent to each NRL.
website is part of a wider development for a refeeslaboratory information syst
(ReLalS) that has been under development for skeyeaas at IAH®.

The website is largely considered effective asramanication tool with the NRLs
the EU-RL,; statistics on access are not currerliected.

NRLs feedback on this has been relatively limiRssponses to the survey (13 NR
total) indicate:

7 NRLs tend to agree with the statement that theyfind information needed (3 N
tend to disagree);

6 NRLs agree that the content of the website OEthdRL is relevant to their day-to-d
activity (3 tend to disagree);
4 NRLs agree that the website contains informatioh available elsewhere (3 NR
tend to disagree);

7 NRLs agree that the website provides up-to-dafermation (1 NRL tends
disagree);

7 NRLs agree that the website is user-friendly.
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3.3 Regular consultation to the Commission on these coordination activities. t+

Cooperation with DG SANCO:

The cooperation and the exchange of informatioh W& SANCO are satisfactory. T
EU-RL commented, however, that it is difficult tave a regular flow of informatio
despite willingness this is not always achievahie tb busy work schedules of every
involved (DG SANCO and EU-RL). There is continuoeischange with regard
scientific advice and expertise provided to the E€fjuests tend to vary from yea
year, depending also on events and developments.

The administrative procedures are clear, althobgly fare considered cumbersom
the EU-RL; however the EU-RL has adapted to thehe EU-RL also notes that at
beginning of the mandate they made a significafdrieto update and complete
contact details for NRLs.

Cooperation with other EU-RLS:

The EU-RL collaborated with the CSF EU-RL (DE) oomhto organise and anal
results of PTS process (2007-2008). Also, withirbfght, it collaborates with the E
RL for bluetongue.

In terms of potential synergies between the EU-8.SVD and the EU-RL for FM
the EU-RL commented that the potential considenatibsynergies can be discusse
various levels. Firstly, in terms of funding strearlthough the work and staff requi
is similar, it is important that a potential coridation does not lead to a decreas
combined funding. The way the teams are construtieghs that there is a lot of sh
activity and expertise between the two RLs and ctdn in one RL will lead t
reductions in the other. The EU-RL also notes thi important to bear in mind t
there are differences between the two diseasethainthe SVD activity is more f
contingency, but it is nevertheless important tegkéhe capability and funding in ¢
the disease re-emerges. Therefore, despite sitid@kain the activities of the two RLs
consolidation is not considered to bring substarsi#vings. This issue has also b
discussed at UK DEFRA level.

3.4 Exchange of information with other international reference laboratories. T+

The EU-RL is highly involved in activities with th@lIE/FAO RLs for FMD, oth
laboratories and International Governments and shaff of EU-RL has hig
international reputation in this field. This allowse EU also to have more visibility
international networks.

The EU-RL undertakes the following activities:

0 International harmonisation and standardisatiomethods for diagnostic testing
the production and testing of vaccines;

A combined FMD/SVD Proficiency Testing was condudcite 2009 (study supported

the EC and the EUFMD), with the participation ofldBoratories, of which 5 were fr

EU member countries. The results of this study weesented at the joint meeting

FMD/SVD NRLs in Brussels, Belgium in January 2010@ avill be incorporated into t

Proceedings of the meeting.
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0 Preparation and supply of international referenamdards for diagnostic tests
vaccines;

Rabbit and guinea pig antisera against A22 IrattaA and SAT2 Eritrea were prepa

for strain differentiation by Liquid Phase Blockirfglisa. OIE Reference sera

available for serotypes O, A, Asia 1 and C. Rahhill guinea pig antisera against

Manisa, Satl, Sat 2 and Sat 3 are available fainstfifferentiation studies and ot

serology tests. Bovine sera against O1 Manisas alailable.

0 Research and development of new procedures fono&g and control (see po
1.3);

o Collection, analysis and dissemination of epizdotical data relevant
international disease control.

The EU-RL provides copy to OIE/FAO and EU of alfereal diagnostic test resu

relating to altered epidemiological situations. Bagreports are made to the Euro

Commission for the Control of FMD (EUFMD) which &inces the WRL-functio

including a presentation at each Executive Committeeting.

o Provision of consultant expertise to OIE or to ®MEmber Countries
Furthermore, the EU-RL actively participates inthkmes of EPIZONE, also leadin
one-year EPIZONE internal call project funded tdadmrate with other labs in Euro
and China to share approaches to investigate iderawlogy of FMDV in Asia.

Other meetings include numerous scientific and @Gowent level meetings at natio
and International level, also farmers and Inteorati agency meetings.

4.0 QUALITY ISSUES (including accreditation)

Laboratory equipment and facilities

The EU-RL for FMD has access to state of the adipggent required to undert
analysis of material that is submitted. This eqept includes:

- Microbiological safety cabinets;

- Tissue culture incubators, ultra centrifuges ;

- ELISA readers;

- Extensive computer hardware and software, auteanabbots for nucleic ac
extraction;

- Real-time PCR machines; and,

- A high-throughput capillary sequencer.

During the period of disruptions after the summie2@)7, the EU-RL largely continu
its operations. Despite strain in resources, theREUvas able to respond to the

outbreak in October/November 2007. As a resultefdutbreak, there have been

administrative processes for sending material to.®N&d this caused some delays;
issue has been addressed at EU-RL meetings. Alaaemsult of the outbreak, there
been substantial government investment on a newliildling (3-year plan for state
the art lab), which is expected to be complete@0d©3 and to be operational in 20
The new building plan is for all the activities thie 1AH, but the FMD RL will be
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dedicated wing (and the SVD RL will be within thengy but a separate area).

4.1 Staff it

The EU-RL has highly suitable qualified staff. TE&J-RL staff attends numero
meetings as chairs, keynote speakers, presentdrpaticipants. Staff also organ
international meetings and attend OIE and FAO HQulaly and chairs and hosts
secretariats of the OIE/FAO RLs network and therimational Vaccine Bank Networ

4.2 Accreditation ++
The EU-RL has a quality manual and a quality manage

Accreditation to ISO 9001 was awarded in 2001 b$.BAccreditation to ISO 170
was awarded by UKAS in December 2008.

All the tests involved in EU-RL activities are agdited, either ISO 17025 or ISO 90

5. Financial issues.
The EU financial contribution for the EU-RL durinthe evaluation period w
approximately €1.2 million, including overhead aimition i.e. 7% of total EU amou
(see figure below; data for 2006 and 2010 are basegdrovisional budget figure
According to the EU-RL, the EC contribution covdi&s of their total actual costs
operating the EU-RL, and the remaining 53% is b@irgyided by DEFRA.

Extent to which the financial support received rad¢lké needs of the EU-RL

The EU-RL points out that the way the funding isLgeis a major issue for them, as
not considered to provide sufficient economic suppno particular, according to EU-
accounts, the EU funding covers 47% of the actudtRE costs, and this is n
considered to be sufficient to meet the needs ohtaiaing a viable work force (co
team of high level experts). The EU-RL relies hawn funding from other areas,
this case mainly DEFRA (53%), but there is condbat funding from these source
under pressure. There is some small funding fror® BAd research grants, but var
highly from year to year.

However, it is noted that the EU financial conttibn to EU-RLs is based on
principle of co-funding, and in any case the hosgaaisation has to contrib
financially to maintain in place the capacity tothe UK RL (as well as the world R
for FMD. It is also noted that the IAH has alsoesgt in bilateral agreements to ac
the NRL for Ireland, Finland, Estonia, Latvia, MalSlovenia, Sweden. These are
agreements (they predate the evaluation period)itaisdnot clear what purpose t
serve and how they are relevant — it would be algdea to follow in the next EU-
meeting what is status of those and whether tiseneed for revisions.

There is also the issue of the different methodplotjowed for the calculation of st
costs, which means that the EU contribution onlyecs part of the actual cost. The |
operates since 2004 a “full economic cost” (FECYeldqrather than the marginal ¢
model operated by the EU) and therefore calculebss rates on the basis of expe
agency costs and the number of hours availablamwiitie financial year for chargea
work. The EU pays actual salary costs so the diffee between salary costs
allowable overheads and the FEC charges are cowgr&EFRA. Anexample of th
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FEC principle is given in the footnote befSwThis entails that the contribution fro
DG SANCO only covers approximately 16% of the aofsa person employed for tt
EU-RL, or 20% of the costs borne for animal experits’. The overhead is very hig
due to the high cost of the facilities involvedgthisecurity), but can only be met up
7% by EC contribution.

One of the main shortcomings, according to the EUiRthe ‘failure to recognize th
effort in running PT§ despite an ever increasing desire from countogsarticipate an
significant praise from CVOs for the process.

The PT component of the EU-RL work has indeed m®ed very significantly durin
the evaluation period and is a task that is typioadry intensive in staff inputs includin
administrative time (such as administrative work floe shipment of samples). Th
increase is not reflected in an increase in stafl #he budget dedicated to t
component, which has led to a situation where siedf working systematically ov
time.

In a context where there is pressure from the Ukegament (DEFRA) to cut down o
budgets, it is becoming difficult to attract thefamding from this source for addition
recruitment. There are also questions about thgeloterm sustainability of the DEFR
funding. If DEFRA decides to cut down the fundingadministrative staff for exampl
this will have repercussions on the EU-RL actigtees the staff time is mostly shar
between EU-RL activities and other activities. Thugs becoming increasingly difficu
for 1AH to attract funding from other sources; atgexceptionally secured FAO fundir
for one year for support person on the administeaside in relation to some increas
re-storage activity undertaken this year.

More generally, the EU-RL has expressed the needntterstand more clearly D
SANCO financial conditions and rules (which budigetns are eligible for funding) an
would welcome more guidance on this.

EU financial contribution to the EU-RL for FMD, 2006-2010 (in £)*

£350,000

£300,000

£250,000 6. MISSIONS

£200,000 m 5 COMPARATIVE TESTS

= 4. CONSUMABLES
£150,000
m 3. CAPITAL EQUIPMENT
£100,000 - B 2. SUBCONTRACTING
£50,000 :I m 1. STAFF
£O m T T T T

2006 2007 2008 2009 2010

* Excludes 7% overhead.
Source: EU-RL Financial Reports and provisionaldaid (2006, 2010).
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Exchange rates: 2006: € 1 = 0.68865; 2007: € 1741® GBP; 2008: € 1 = 0.961 GBP; 2009: € 1 = 0.8954
GBP; 2010: € 1 = 0.84 GBP.
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Annex 2 Survey questionnaire for EU-RLs in the fied of animal health
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Health & Consumer Protection
Directorate-General
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Evaluation of EU Reference Laboratories in the field of food and feed safety,
animal health and live animals

DG SANCO

INTRODUCTION

This questionnaire takes place in the framework of an evaluation of the EU Reference
Laboratories (EU RLs), for the European Commission’s Directorate General for Health and
Consumers (DG SANCO), which is carried out by the Food Chain Evaluation Consortium
(FCEC).

The objective of the evaluation is twofold: first, to assess the performance of the EU RLs in the
last 5 years or since their designation as EU RL; second, to identify any shortcomings and
suggest options to address these through future improvements. The evaluation covers 28 EU RLs
in the field of food and feed safety, animal health and live animals, including the EU RL for
Brucellosis.

The following questionnaire is part of a complete data collection process that also includes
literature review, stakeholder interviews, and a survey of National Reference Laboratories
(NRLs). It covers the main areas of your activities as an EU RL, as laid out in the legal base as
well as the annual working programmes (WPs). It contains questions grouped into sections in
accordance with the tasks and functions of an EU RL, as generally set out in Regulation
882/2004. The questionnaire is structured as follows:

Identification data

General issues

Section A: Diagnosis

Section B: Training

Section C: Networking

Section D: Financial issues
Section E: Quality issues
Section F: Options for the future
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The questionnaire will form the basis of a phone interview to be held to be scheduled in the
month of September. We would therefore appreciate it if you could complete the questionnaire,
as well as provide the following material (in electronic form, if in paper copy preferably in 2
copies), by 3 September, to allow our team to study the documents in advance of the interview:

¢ WPs and Annual Reports since your designation as an EU RL;

e SOPs (Standard Operating Procedures) of the relevant diagnostic tests;

e Description of the EU RL (organigram and staff description), budget (including EU
contribution and other sources), information on your Quality System/Accreditation Status.

Please note that, in completing the questionnaire, where appropriate/necessary, you can refer to
the WPs and Annual Reports, or other relevant documents, for further information. In this case,
please indicate clearly reference to the relevant document and page/section, and attach the
document in question for reference.

For non-English speaking EU RLs: please complete the questionnaire in English if possible.

Please email filled questionnaire and other material to the attention of:

Lucia Russo
Email: lucia.russo@ceasc.com

Phone: +32-2-7360088
Fax: +32-2-7321361
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IDENTIFICATION DATA

EU RL for: Brucellosis

- Name of the person completing the questionnaire:
- Position:

- Phone number:

- E-mail:

GENERAL ISSUES

1) How do you prioritise your work? Please indicate % of staff time spent on your main
functions/duties as listed below (sections A, B and C) as well as on administrative work.

2) What are the factors influencing prioritisation? Please explain.

3) Have priorities changed over time? Please explain.

SECTION A. DIAGNOSIS
Section A.1. Diagnostic procedures

4) Which recognised procedures (prescribed test or alternative tests following EU standards and
OIE guidelines, other) do you use to identify the pathogen?

5) Which serological tests (EU standard or alternative following OIE guidelines, other,..) do you
use?

6) Since the establishment (designation) of the EU RL.:

i) How many requests to supply strains did you receive per year? Please specify how many
requests were received from EU MS, and how many from third countries, and other
requests (industry)

i) How many requests to supply strains did you respond to per year? Please distinguish
again between EU MS and third countries, and other requests (industry).

7) What is the average time taken to type strains? Has this changed over time? (See also 12)
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8) How many strains have you retained per year? Has this changed over time?

9) Do you collect/collate data/ information on diagnostic methods and test results carried out in
NRLs in the EU?
YES O NO O

Is this information accessible?
YES 0O NO O

How is this information disseminated to NRLs? Please explain.

10) How do you keep abreast of new developments of significant epidemiological concern?
Examples of practice:

e Number of contributions to peer reviewed scientific journals of EURL ..............
e Highest impact factor of EU RL publications ...
e Exchange of data on strain characterisation ...
e Participation in EPIZONE and TAIEX Meetings — .ooviiiiii i een,
e Participation to scientific meetings
e Presentations given at meetings
e Participation to other relevant networks L
e Other meetings (please specify):

Section A.2. Diagnosis coordination

11) What is the average time taken to supply strains and/or antigens? Has this changed over
time?

12) Since the establishment (designation) of the EU RL.:

i)  Have you received any complaints from NRLs for being slow to response to requests
to supply sera and other reference reagents? If Yes, how often?

13) How many times since the establishment (designation) of the EU RL have you organised
Proficiency Testing Programmes of diagnostic procedures at EU level?

Have the results been communicated to the EU/NRLSs?
YES O NO O
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14)

15)

16)

How is this information disseminated? Please explain.

How did you keep abreast of the follow up activities by NRLs after communication of the
results?

Has this activity, in your view, led to the development of harmonised diagnostic
procedures at EU level?
YES 0O NO O

If the answer is ‘yes’, to what extent and how can that be demonstrated? Please explain.
If the answer is ‘no’, why not? Please explain.

Do you characterise isolates of Brucella to improve understanding of Brucella
epidemiology and the emergence of new strains?
YES O NO O

If the answer is “yes’:

i)  How many isolates have you characterised?

i) What proportion of strains received did you characterise?

iii)  Did you report back the results of the characterisation to the sender of the strain? To
whom else? (to the Commission/OIE/FAOQ...)

iv) If a new isolate of significant epidemiological concern emerged, how did you report
on this? And to whom? Please explain.

v) Do you carry out phylogenetic studies to identify similarities to other bacteria
strains?

vi)  On how many isolates did you carry out further analysis?

Section A.3. Diagnosis assistance

17)

How did you assist MS and third countries during outbreaks? Examples of assistance you
may have provided:

e confirming diagnosis O Frequency over time: ..................
e characterising isolates O Frequency over time: ..................
¢ conducting epidemiological studies [ Frequency over time: ..................

o other (please specify):

Section A.4. Assessment of the quality of vaccines used in the EU according to the OIE
standards

18)

How many samples of vaccines batches approved in MS did you receive?
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19) How many of the received samples have been controlled according to the OIE
requirements?

SECTION B. TRAINING

20) What activities do you perform to facilitate training? (Examples may include provision of
teaching material, guidance to attend training courses, other — please specify).

21) Have you provided any training activities as such?
YES O NO O

If the answer is ‘yes’:

How many scientists/technicians from MS have you trained (average nr/year)?

How many scientists/technicians from Third countries have you trained (average nr/year)?
Have you prepared written material for these trainings?

SECTION C. NETWORKING

Section C.1. International

22) Have you undertaken any of the following activities? Please explain type of activity and
evolution over time:

e cooperating with OIE/FAO reference laboratories for Brucellosis
O

o other (please specify):

Section C.2. Intra-EU

23) Have you prepared programmes and documents for annual meetings of NRLs?
YES 0O NO O

24) Have you received any complaints from NRLs about your willingness to communicate data
relating to EU RL activities? Please explain.

SECTION D. FINANCIAL ISSUES

25) What is the total budget of the EU RL? What is the contribution of each of the main
sources of funding? Please provide % contribution by source of funding: EC (DG
SANCO), national government, DG Research (KP7,..), other.

Food Chain Evaluation Consortium Page 6 of 8



26) How much of key EU RL staff time is spent on EU RL duties? Please provide % of staff
time by key members of staff:

27) What are the (approximate) costs of the following activities:
e storage of strains and reference reagents .o s
e Proficiency Testing Programmes
o Training
o supplyofreagents

28) Who funds the following activities? Please provide the approximate % contribution from:
EC (DG SANCO), national government, DG Research, other:

Sanco Nat. Gov. DG Res. Other
¢ storage of strains and reference reagents ....... % ....... % ... % ... %
e Proficiency Testing Programmes ... % ....... % ... % ... %
e training L. % ....... % ... % ... %
e supply of reagents ... % ....... % % ... %

29) Do you charge NRLs any fee for any of the above activities?
YES O NO O

If the answer is ‘yes’, please indicate fee (in €) per activity:
e storage of strains and reference reagents ..o
e Proficiency Testing Programmes e
o Training s
o supplyofreagents

SECTION E. QUALITY ISSUES

30) Do you have a quality manual? YES 0O NO O
If not, why not? Is it planned? Please explain.

31) Do you have a quality manager? YES 0O NO 0O

If not, why not? Is it planned? Please explain.
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32)

33)

34)

35)

36)

What is the accreditation status of your EU RL and which organisation awarded the
accreditation, and when was the accreditation awarded?

Are all tests involved in EU RL activities accredited?

Is the quality of your laboratory equipment according to the highest standards (state of the
art)? Please explain.

Is the quality of your laboratory facilities (in terms in particular of biosafety, personnel
safety, protection of the environment) according to the highest standards? Please explain.

What are the academic qualifications, publication records and years of experience of your
key staff? Please outline by key member of staff.

SECTION F. OPTIONS FOR THE FUTURE

37)

38)

39)

40)

In your view, what have been the main shortcomings and challenges your EU RL has faced
since its establishment/designation? Please explain.

What would you see as the main strengths/opportunities for your EU RL looking into the
future? Please explain.

What would you see as the main weaknesses/threats for your EU RL looking into the
future? Please explain.

How would you propose these issues can be addressed? Please explain:

e Are you satisfied withthe collaboration with DG SANCO? If not: how this
collaboration could be improved?

e More funding? For what?

e More functions/tasks? Which ones?

o More staff? What type of staff (e.g. senior, junior, qualifications)?

e Improve focus of activities? In which direction?

e Promote synergies / foster collaboration? How, with whom?

o Other? Please specify
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Health & Consumer Protection
Directorate-General

Evaluation of EU Reference Laboratories in the field of food and feed safety,
animal health and live animals

DG SANCO

INTRODUCTION

This questionnaire is developed in the framework of an evaluation of the EU Reference
Laboratories (EU RLs) for the European Commission’s Directorate General Health and
Consumers (DG SANCO), which is carried out by the Food Chain Evaluation Consortium
(FCEC).

The objective of the evaluation is twofold: first, to assess the performance of the EU RLs in the
last 5 years or since their designation as EU RL; second, to identify any shortcomings and
suggest options to address these through future improvements. The evaluation covers 28 EU RLs
in the field of food and feed safety, animal health and live animals, including the EU RL for Foot
and Mouth Disease (FMD).

The following questionnaire is part of a complete data collection process that also includes
literature review, stakeholder interviews, and a survey of National Reference Laboratories
(NRLs). It covers the main areas of your activities as a EU RL, as laid out in the legal base as
well as the annual working programmes (WPs). It contains questions grouped into sections in
accordance with the tasks and functions of a EU RL, as generally set out in Regulation 882/2004.
The questionnaire is structured as follows:

Identification data

General issues

Section A: Diagnosis

Section B: Training

Section C: Networking

Section D: Financial issues
Section E: Quality issues
Section F: Options for the future
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The questionnaire will form the basis of a phone interview to be held to be scheduled in the
month of September. We would therefore appreciate it if you could complete the questionnaire,
as well as provide the following material (in electronic form, if in paper copy preferably in 2
copies), by 3 September, to allow our team to study the documents in advance of the interview:

e WPs and Annual Reports, for the last 5 years, or since your designation as a EU RL,;

e SOPs (Standard Operating Procedures) of the relevant diagnostic tests;

e Description of the EU RL (organigram and staff description), budget (including EU
contribution and other sources), information on your Quality System/Accreditation Status.

Please note that, in completing the questionnaire, where appropriate/necessary, you can refer to
the WPs and Annual Reports, or other relevant documents, for further information. In this case,
please indicate clearly reference to the relevant document and page/section, and attach the
document in question for reference.

Please email filled questionnaire and other material to the attention of:

Lucia Russo
Email: lucia.russo@ceasc.com

Phone: +32-2-7360088
Fax: +32-2-7321361
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IDENTIFICATION DATA

EU RL FOR: FOOT AND MOUTH DISEASE

- Name of the person completing the questionnaire:
- Position:

- Phone number:

- E-mail:

GENERAL ISSUES

1) How do you prioritise your work? Please indicate % of staff time spent on your main
functions/duties as listed below (sections A, B and C) as well as on administrative work.

2) What are the factors influencing prioritisation? Please explain.

3) Have priorities changed over time? Please explain.

SECTION A. DIAGNOSIS
Section A.1. Diagnostic procedures

4) Which recognised procedures (prescribed test or alternative tests following EU standards and
OIE guidelines, other) do you use to identify the pathogen?

5) Which serological tests (EU standard or alternative following OIE guidelines, other) do you
use?

6) Since the establishment (designation) of the EU RL.:

i) How many requests to supply strains did you receive per year? Please specify how many
requests were received from EU MS, and how many from third countries, and other
requests (industry)

i) How many requests to supply strains did you respond to per year? Please distinguish
again between EU MS and third countries, and other requests (industry).

7) What is the average time taken to type strains? Has this changed over time? (See also 12)

Food Chain Evaluation Consortium Page 3 of 9




gnaire_ FMD-final.docFMD Evaluation of EU RLs: RL questionnaire

8)

9)

10)

How many strains have you retained per year? Has this changed over time?

Do you collect/collate data/ information on diagnostic methods and test results carried out in
NRLs in the EU?
YES O NO O

Is this information accessible?
YES 0O NO O

How is this information disseminated to NRLs? Please explain.

How do you keep abreast of new developments of significant epidemiological concern?
Examples of practice:

Number of contributions to peer reviewed scientific journals of EURL ..............
Highest impact factor of EU RL publications ...
exchange of data on strain characterisation ...
participation in EPIZONE and TAIEX meetings —  .ooiiiii i e
participation to scientific meetings L
presentations given at meetings L
participation to other relevant networks
other meetings (please specify):

Section A.2. Diagnosis coordination

11)

12)

13)

What is the average time taken to supply strains and/or antigens? Has this changed over
time?

Since the establishment (designation) of the EU RL.:

i)  Have you received any complaints from NRLs for being slow to response to requests
to supply sera and other reference reagents? If Yes, how often?

How many times since the establishment (designation) of the EU RL have you organised
Proficiency Testing Programmes of diagnostic procedures at EU level?

Have the results been communicated to the EU/NRLSs?
YES O NO O
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14)

15)

16)

17)

How is this information disseminated? Please explain.

How did you keep abreast of the follow up activities by NRLs after communication of the
results?

Has this activity, in your view, led to the development of harmonised diagnostic
procedures at EU level?
YES 0O NO O

If the answer is ‘yes’, to what extent and how can that be demonstrated? Please explain.
If the answer is ‘no’, why not? Please explain.

Do you characterise isolates of FMD viruses to improve understanding of FMD virus
epidemiology and the emergence of new strains?
YES O NO O

If the answer is “yes’:

i)  How many isolates have you characterised?

i) What proportion of strains received did you characterise?

iii)  Did you report back the results of the characterisation to the sender of the strain? To
whom else?

iv) If a new isolate of significant epidemiological concern emerged, how did you report
on this? And to whom? Please explain.

v) Do you carry out phylogenetic studies to identify similarities to other virus strains?

Do you characterise isolates of other vesicular viruses for differential diagnosis?
YES O NO O

If the answer is ‘yes’:

i) How many isolates have you characterised?

i) What proportion of strains received did you characterise?

iii)  Did you report back the results of the characterisation to the sender of the strain? To
whom else?

iv) Did you communicate the result to the Commission, the Member State, and the
National Laboratory concerned?
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Section A.3. Diagnosis assistance

18) How did you assist MS and where requested by the Commission third countries during
outbreaks? Examples of assistance you may have provided:

e confirming diagnosis O Frequency over time: ..................

e characterising isolates O Frequency over time: ..................

e conducting epidemiological studies [ Frequency over time: ..................

o other (please specify):

Section A.4. Antigens and vaccine bank

19) Did you prepare antisera as needed against FMDV vaccine strains to be used in vaccine
matching tests?

20) Did you review requirements for potency testing of the vaccine antigens held in the EU
FMD vaccine bank and for preparation of reference materials?

21) Did you advise the Commission on all aspects related to FMD vaccine strain selection and
use?

SECTION B. TRAINING

22) What activities do you perform to facilitate training? (Examples may include provision of
teaching material, guidance to attend training courses, other — please specify).

23) Have you provided any training activities as such?
YES 0O NO O

If the answer is ‘yes’:

How many scientists/technicians from MS have you trained (average nr/year)?

How many scientists/technicians from Third countries have you trained (average nr/year)?
Have you prepared written material for these trainings?

SECTION C. NETWORKING

Section C.1. International

24) Have you undertaken any of the following activities? Please explain type of activity and
evolution over time:
e cooperating with OIE/FAO reference laboratories for FMD O
o other (please specify):
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Section C.2. Intra-EU

25) Have you prepared programmes and documents for annual meetings of NRLs?
YES O NO O

26) Have you received any complaints from NRLs about your willingness to communicate data
relating to EU RL activities? Please explain.

SECTION D. FINANCIAL ISSUES

27) What is the total budget of the EU RL? What is the contribution of each of the main
sources of funding? Please provide % contribution by source of funding: EC (DG
SANCO), national government, DG Research (KP7,..), other.

28) How much of key EU RL staff time is spent on EU RL duties? Please provide % of staff
time by key members of staff:

29) What are the (approximate) costs of the following activities:
e storage of strains and reference reagents
e Proficiency Testing Programmes
e training
e supply of reagents

30) Who funds the following activities? Please provide the approximate % contribution from:
EC (DG SANCO), national government, DG Research, other:

Sanco Nat. Gov. DG Res. Other
¢ storage of strains and reference reagents ....... % ....... % . % ... %
e Proficiency Testing Programmes ... % ....... % % ... %
e training L. % ....... % ... % ... %
e supply of reagents ... % ....... % % ... %

31) Do you charge NRLs any fee for any of the above activities?
YES O NO O
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If the answer is ‘yes’, please indicate fee (in €) per activity:
e storage of strains and reference reagents oo
e Proficiency Testing Programmes
o TrainiNg
o supplyofreagents

SECTION E. QUALITY ISSUES

32)

33)

34)

35)

36)

37)

38)

Do you have a quality manual? YES 0O NO 0O

If not, why not? Is it planned? Please explain.

Do you have a quality manager? YES 0O NO O

If not, why not? Is it planned? Please explain.

What is the accreditation status of your EU RL and which organisation awarded the

accreditation, and when was the accreditation awarded?
Are all tests involved in EU RL activities accredited?

Is the quality of your laboratory equipment according to the highest standards (state of the
art)? Please explain.

Is the quality of your laboratory facilities (in terms in particular of biosafety, personnel
safety, protection of the environment) according to the highest standards? Please explain.

What are the academic qualifications, publication records and years of experience of your
key staff? Please outline by key member of staff.

SECTION F. OPTIONS FOR THE FUTURE

39)

40)

41)

In your view, what have been the main shortcomings and challenges your EU RL has faced
since its establishment/designation? Please explain.

What would you see as the main strengths/opportunities for your EU RL looking into the
future? Please explain.

What would you see as the main weaknesses/threats for your EU RL looking into the
future? Please explain.
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42) How would you propose these issues can be addressed? Please explain:

e Are you satisfied withthe collaboration with DG SANCO? If not: how this
collaboration could be improved?

e More funding? For what?

¢ More functions/tasks? Which ones?

e More staff? What type of staff (e.g. senior, junior, qualifications)?

e Improve focus of activities? In which direction?

e Promote synergies / foster collaboration? How, with whom?

e Other? Please specify
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