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REPORT OF THE MEETING OF THE OIE BIOLOGICAL STANDARDS COMMISSION

Paris, 7-10 February 2017

The OIE Biological Standards Commission met at the OIE Headquarters from 7 to 10 February 2017. Dr Monique
Eloit, Director General of the OIE, welcomed the Members of the Commission, Dr Beverly Schmitt, President,
Dr Franck Berthe, Vice-President, and Dr Peter Daniels, Dr Mehdi El Harrak and Dr Anthony Fooks, members of
the Commission. The second Vice-President of the Commission, Dr Hualan Chen, could not attend.

Dr Eloit identified three areas of interest for which she requested the Commission’s opinion and advice. First,
noting that the network of OIE Reference Laboratories and Collaborating Centres is of vital importance to the
scientific excellence and integrity of the OIE, Dr Eloit asked the Commission for suggestions on how the OIE can
better interact with the network, improve its value and visibility, and assess its competencies.

Secondly, Dr Eloit pointed out that a lot of resources had been put into setting up and operating the OIE register of
diagnostic kits certified by the OIE as validated as fit for purpose, but that the outcome has not fully met
expectations. She asked the Commission if the register is of relevance to users and for proposals on how to increase
submissions.

Finally, Dr Eloit reminded the Commission that the OIE Headquarters had appointed a common Secretariat to
harmonise the procedures and outcomes of the four OIE Specialist Commissions, and asked the Commission if
there had been any improvements in its modalities and liaison with the other Specialist Commissions.

The Commission is aware that some OIE Reference Centres are more active than others and agreed that identifying
some as ‘champions’ to take the lead in defined projects could be one way to increase the involvement of certain
Reference Centres in the network. One of the Terms of Reference for OIE Reference Laboratories is to “organise
regular inter-laboratory proficiency testing to ensure comparability of results”; the Commission proposed that
laboratories for the same disease could take it in turn to lead these proficiency tests. Laboratories need to become
accustomed to exchanging biological materials, and organising or participating in mandated proficiency tests. The
biobank project (see agenda item 4.1) should contribute to this objective. Finally, the Commission reported
improved communication with the other Specialist Commissions.

Dr Matthew Stone, Deputy Director General, International Standards and Science, met with the Commission on
Friday morning. He reminded the Commission of the benefit of being clear about the roles and responsibilities of
the common secretariat and of the technical secretariat for the four OIE Specialist Commissions. The goal is to
harmonise the work programmes, reports, presentations, etc., and to improve liaison among and functionality of the
Commissions.
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Dr Stone then stressed that the OIE’s engagement with the Reference Centre network is a key part of the OIE Sixth
Strategic Plan. The Commission had almost completed its work on the process and procedures to desighate and
maintain Reference Laboratories, which will bring rigour to the network. The OIE wants the Commission to
achieve the same outcome for the Collaborating Centres through the development of clearer process and rules for
applicants, but also through performance criteria. The Biological Standards Commission would take leadership in
this process, but would consult the other Specialist Commissions when necessary. The Commission should explore
ways to harness the expertise and create opportunities to strengthen the network through project activities, for

example.

The Agenda and List of Participants are given at Annexes 1 and 2, respectively.

Adoption of Agenda

The proposed agenda was presented and adopted.

The Agenda and List of Participants are given at Annexes 1 and 2, respectively.

Manual of Diagnostic Tests and Vaccines for Terrestrial Animals

For this Agenda Item, the Commission was joined by the Consultant Editor of the OIE Manual of Diagnostic
Tests and Vaccines for Terrestrial Animals (Terrestrial Manual), Dr Steven Edwards.

2.1.

2.2.

Update from September meeting — rabies: review of text on oral vaccination of dogs against
rabies for inclusion in the Terrestrial Manual

At its last meeting in September 2016, the Commission agreed, on the advice of experts, that oral
vaccination of dogs should be included in the Terrestrial Manual chapter on rabies and had identified
two of the OIE Reference Laboratory experts who could prepare a text. The Commission reviewed the
proposed text, which states that oral vaccination of dogs, especially free-roaming dogs, should increase
overall vaccine coverage, but that parenteral vaccination of dogs should remain the foundation of mass
vaccination campaigns. The Commission felt however, that in accordance with the purpose of the OIE
Terrestrial Manual, the chapter should give instructions on how to manufacture the oral vaccine. In
addition, as the OIE now endorses the concept of oral vaccination of dogs, Article 8.13.2 of the
Terrestrial Animal Health Code (Terrestrial Code) chapter on rabies should also be amended to
include this concept, and the chapter should mention vaccination strategies for good coverage in the
stray dog population. One difficulty with this task is the limited number of published papers on the
topic, though some information does exist in the public domain, including documents published by the
WHO?®. The Commission proposed that the OIE convene an ad hoc Group of experts to expand the
section on oral vaccination of dogs of the Terrestrial Manual chapter to include details on the
manufacture of the oral vaccine and to decide what information should be added to the Terrestrial
Code chapter.

Review of the protocol for an immunohistochemistry test for rabies diagnosis to be included in
the Terrestrial Manual

At its last meeting in September 2016, the Commission accepted the validation dossier for a direct
immunohistochemical test for rabies diagnosis and requested that the experts who had submitted the
dossier, provide a test protocol for inclusion in the Terrestrial Manual chapter. Reviewing the text, the
Commission agreed to its inclusion once it receives assurances from the experts that false positive
results are not a problem with this test.
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2.3.

2.4.

2.5.

Review of validation dossier of a RT-PCR? for rabies diagnosis with the aim of including it in the
Terrestrial Manual

A group of experts, including OIE Reference Laboratory experts, had submitted the validation dossier
for conventional and real-time RT-PCR assays for the detection of rabies virus and other lyssaviruses
with the request that they be included in the Terrestrial Manual chapter. The group had also submitted
suitable protocols for the tests.

The Commission suggested broadening the Terms of Reference (ToRs) for the proposed ad hoc Group
(see agenda item 2.1) to include review of these protocols. The proposed ToRs would be to thoroughly
review and update the following sections of Terrestrial Manual chapter on rabies:

Introduction

Section B. Diagnostic techniques: including incorporating newly developed validated tests and
deleting obsolete tests or tests no longer in use

Section C. Requirements for vaccines: including oral vaccination of dogs and manufacturing
methods for such vaccines

The ad hoc Group should include experts from some of the OIE Reference Laboratories as well as a
representative of WHO.

The Commission would review the updated chapter at its next meeting in September 2017 and, if
approved, the chapter would then be included in the 2017/2018 review cycle, aimed at proposing the
update for adoption in May 2018.

Update from September meeting: review of addition of melioidosis to the chapter on glanders

At its last meeting in September 2016, the Commission agreed, on the advice of the two OIE Reference
Laboratory experts, that melioidosis should be included in the Terrestrial Manual chapter on glanders
and had requested that the two experts liaise in the preparation of the draft text. The Commission
reviewed the text proposed and accepted it in principle subject to some clarifications regarding the
table of diagnostic tests. The Commission would review the final updated chapter at its next meeting in
September 2017 and, if approved, the chapter would then be included in the 2017/2018 review cycle,
aimed at proposing the update for adoption in May 2018.

A Member Country commenting on the Commission’s September 2016 report, asked if the OIE is
recommending classifying Burkholderia mallei and B. pseudomallei as the same species. The
Commission pointed out that the activities of the OIE do not include the classification of bacterial
species. In reply to the Member Country’s comment on criteria for including a disease on the OIE list,
the Commission stressed that the inclusion of a pathogen in a Terrestrial Manual chapter does not
imply its listing by the OIE. The Member Country had submitted a number of technical guestions,
which the Commission believed had been dealt with by the experts in the updated chapter. This chapter
should be sent for comment following the September 2017 meeting of the Commission, and the
Member Country would be invited to comment further at that time.

Update from September meeting: request to delete the target animal batch safety test from OIE
Guidelines: conclusions from the international EPAA3

The Commission discussed a letter that the EPAA had sent to the OIE Director General, in which the
EPAA had recommended that all OIE guidelines be reviewed with the view of deleting from them all
references to TABST*. In previous discussions, it had been noted that the trend to eliminate the TABST
is based on the principle that the TABST is unnecessary if the manufacturing and testing procedures
are well standardised, including such precautionary measures as use of alternative in-vitro tests, a
demonstrated lack of batch-to-batch variability (i.e. consistency), and on-going monitoring of adverse
reactions for batches released into the market.
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2.6.

The Commission had contacted OIE Collaborating Centres in France, Russia, United States of
America, Japan, and Ethiopia to solicit their comments and recommendations on this proposal.
Respondents expressed overall support for initiatives to replace, reduce, or refine use of animals for
TABST, wherever feasible. However, some experts had noted that, due to potential variability of
quality assurance systems employed by manufacturers in OIE Member Countries, and the potential for
residual toxicity of some vaccines, it would be inappropriate to completely eliminate all references to
the TABST in OIE standards such as the Terrestrial Manual. The Commission, therefore, concluded
that, rather than completely eliminating them, references to the TABST in the Terrestrial Manual
should be revised to include a note that the prescribed TABST could be eliminated in situations where
other quality control measures are in place.

Review of Member Country and reviewer comments on draft chapters sent in October (first
round) and their endorsement for circulation for second round Member Country comment

The Commission reviewed 21 draft chapters and the glossary and approved them all for circulation,
some subject to clarification of certain points by the experts, for second-round Member Country
comment and eventual proposal for adoption by the Assembly in May 2017. The Commission
acknowledged that a number of these chapters would require further review and update in the
2017/2018 review cycle. These chapters included Echinococcosis/Hydatidosis (infection with
Echinococcus granulosus and with E. multilocularis), infestation with Aethina tumida (small hive
beetle), infestation of honey bees with Tropilaelaps spp., and Bovine genital campylobacteriosis.

Regarding Chapter 1.1.5 Quality management in veterinary testing laboratories, the Commission is
aware that the 1SO 17025 quality standard is being updated, and agreed that the Terrestrial Manual
chapter would need to be further reviewed once the new 1SO standards became available.

The authors of the chapter on lumpy skin disease (the OIE Reference Laboratories) would be asked to
include a reference to a real-time PCR, and a protocol in a further revision. At the General Session in
May 2017, Dr Schmitt would draw the attention of the Assembly to this somewhat substantial
amendment.

In response to a comment from a Member Country on the level of detail in the newly proposed test
protocols in the chapter on African horse sickness, the Commission agreed that once it was satisfied
that a test had been validated to the OIE Standard, it was not necessary to include the validation
information (analytical sensitivity and specificity, repeatability, etc.) in the protocol included in the
Terrestrial Manual chapter. The chapter was amended accordingly. This comment brought the
Commission’s attention to the need for a set of instructions for authors on what information to include
in descriptions of molecular methods.

Regarding Chapter 1.1.9 Tests of biological material for sterility and freedom from contamination the
VICH? Biologicals Quality Monitoring Expert Working Group recommended deleting the second
sentence in the paragraph in the Introduction as shown in the text below, based on concerns about the
risk of introducing pathogens into the quality control laboratory for use as positive controls.

“Procedures applied should be validated and found to be fit for purpose following Chapter
1.1.6 Principles and Methods for Validation of Diagnostic Assays for Infectious Diseases,

where possible. As-a-minimum—parameters-such-as-anabytical-sensithvity-or-Hmitof-detection

The Commission noted that the first sentence clearly states that all screening tests must be properly
validated and found to be fit for purpose, and tests for extraneous agents must employ appropriate
positive controls. However, for some well-established general screening tests that had previously been
validated for fitness for use in detecting the pathogens of concern (e.g. aerobic bacterial culture and
screening tests for cytopathic viruses), there might be only limited ‘in-house’ validation data available.
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The Commission, therefore, recommended that the authors of the revised chapter be asked to clarify the
intention of the lines proposed by VICH for deletion: do they apply to recommended protocols for the
validation of general screening tests or tests for specific pathogens that are employed for detection of
extraneous agents.

The VICH is currently developing a guideline on Cell-based test methods for the detection of
extraneous viruses in master seed viruses, master cell seeds and other starting materials of animal
origin for mammalian veterinary virus vaccines, which is expected to be finalised within the next 3—
4 years. The Commission agreed to revise Terrestrial Manual chapter 1.1.9 once this VICH guideline
is available.

Finally, two chapters that had been circulated for first-round comment were not endorsed for second-
round comment, but would be sent back to the Reference Laboratory experts for further revision: the
chapter on rinderpest and the chapter on varroosis of honey bees (infestation of honey bees with
Varroa spp.). The Commission would review the updated chapters at its next meeting in September
2017 and, if approved, the chapter would then be included in the 2017/2018 review cycle, aimed at
proposing the update for adoption in May 2018.

2.7.  New generation, modified-live “marker” classical swine fever vaccine

The Commission noted that a new generation, modified-live “marker” classical swine fever vaccine has
been developed that offers the potential to discriminate between antibody responses induced by the
vaccine virus and antibodies induced by field virus. This information would be provided to the
Reference Laboratory experts to determine if there has been advances in the DIVA® technology that
would necessitate an update of the chapter (see agenda item 9.2.3)

3. OIE Reference Centres

3.1.  Annual reports of Reference Centre activities for 2016

Dr Min-Kyung Park, Status Department of the OIE, joined the meeting for this agenda item. Dr Park
presented an analysis of the activities based on the annual report submitted by the OIE Reference
Centres for terrestrial animals. As of 5 February 2017, 188 out of 217 (86.6%) Reference Laboratories
and 44 out of 49 (89.8%) Collaborating Centres had submitted annual reports for 2016 to the OIE.

The activities relevant to the Terms of Reference of OIE Reference Centres for terrestrial animals are
summarised in the following graphics.

2016 OIE Reference Laboratory Activities

0% 0% 20% 30% 40% 50% é0% 70% 80% 90% 100%

I. Tests in use

2a. Production of OIE recognised standard reference reagents

2b. Supply of standard reference reagents

3. Production/supply of diagnostic reagents other than OIE-approved
4. Production of vaccines

95,7%

5. Supply of vaccines

6. Development of new diagnostic methods

7. Development of new vaccines

8. Provision of diagnostic testing

9. Provision of expert advice in technical consultancy

10. Participation in international scientific collaborative studies
I'1. Collection of epizooticlogical data

12. Dissemination of epizootiological data

13. Method of dissemination of information 91,0%

14. Provision of scientific and technical training

IS. Maintenance of quality management system according to int'l standards
16. Accreditation by an international accreditation body

17. Maintenance of biosafety and biosecurity

18. Organisation of international scientific meetings

19. Participation in international scientific meetings

20. Exchange information with other OIE labs

2I. Proficiency testing with other OIE labs

95,2%

22. Collaboration with other OIE laboratories for same disease
23. Proficiency testing labs other than OIE labs
24, Provision of consultant expertise |

®  DIVA: Differentiation of vaccinated from infected animals
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3.2.

2016 Collaborating Centre Activities

0% 20% 40% 60% 80% 100%
' y L s s

1. Activities within the sphere of competence

2. International harmonisation of regulations

3. Maintenance of a network in same specialty

4. Maintenance of a network in other disciplines

5. Provision of consultant expertise

6. Provision of scientific and technical training

7. Organisation of international scientific meetings

8. Coordination of scientific and technical studies

The Commission noted that the OIE Reference Laboratories for small ruminant lentiviruses (caprine
arthritis/encephalitis and maedi-visna) had not sent a report in 2015 and no report had yet been
received for 2016. The expert had stated that there appears to be a decreasing need for international
testing or reagent exchange and that he had few activities to report. In the absence of any report, the
Commission decided to delist the laboratory but to keep the expert in the database as a disease
specialist.

Applications for OIE Reference Centre status

The Commission recommended acceptance of the following applications for OIE Reference Centre
status:

OIE Reference Laboratory for Contagious agalactia
Mycoplasma Group, Direttore Area Diagnostica Specialistica, Istituto Zooprofilattico Sperimentale
della Sicilia, Via G. Marinuzzi 3, 90129 Palermo, ITALY
Tel.: (+39-091) 656.53.07; Fax: (+39-091) 656.52.78;
E-mail: guidoruggero.loria@gmail.com; Website: www.izssicilia.it
Designated Reference Expert: Dr Guido Ruggero Loria.

OIE Reference Laboratory for Classical swine fever
Institut de Recerca i Tecnologia Agroalimentaries (IRTA), Centre de Recerca en Sanitat Animal
(CReSA), Bellaterra, (Barcelona), SPAIN
Tel.: (+34-93) 467.40.40; Fax: (+34-93) 581.44.90;
E-mail: llilianne.ganges@irta.cat; Website: www.cresa.cat; www.irta.cat
Designated Reference Expert: Dr Lilianne Ganges.

OIE Reference Laboratory for Echinococcosis
Istituto Zooprofilattico Sperimentale della Sardegna, Via Duca degli Abruzzi,
8 - 07100 Sassari, ITALY
Tel.: (+39-079) 289.200; Fax: (+39-079) 272.189;
E-mail: cenre@izs-sardegna.it; Website: www.izs-sardegna.it
Designated Reference Expert: Dr Giovanna Masala.

OIE Reference Laboratory for Rabies
Kimron Veterinary Institute, Veterinary Services and Animal Health, Bet Dagan P.O.B 12,
ISRAEL 50250
Tel.: (+972-3) 968.17.20; Fax: (+972-3) 968.17.21,;
E-mail: borisy@moag.gov.il
Designated Reference Expert: Dr Boris Yakobson.

Biological Standards Commission/February 2017


mailto:guidoruggero.loria@gmail.com
http://www.izssicilia.it/
mailto:cenre@izs-sardegna.it
http://www.izs-sardegna.it/

OIE Collaborating Centre for Bee Health in Africa
International Centre of Insect Physiology and Ecology (icipe), P.O Box 30772-00100, Nairobi,
KENYA
Tel.: (+254-20) 863.20.00; Fax: (+254-20) 863.20.01/2;
E-mail: icipe@icipe.org; Website: www.icipe.org
Contact Point: Prof. Suresh Raina.

OIE Collaborating Centre for Diagnostic Test Validation Science in the Asia-Pacific Region
CSIRO Australian Animal Health Laboratory (AAHL), 5 Portarlington Road,
Newcomb, Victoria 3219, AUSTRALIA
Tel.: (+61-3) 52.27.50.00; Fax: (+61-3) 52.27.55.55;
Website: http://www.csiro.au/en/research/facilities/aahl

Faculty of Veterinary and Agricultural Sciences (FVAS), The University of Melbourne, Parkville,
Victoria 3010, AUSTRALIA

Tel.: (+61-3) 90.35.41.14; Fax: (+61-3) 83.44.73.74;

Website:_http://fvas.unimelb.edu.au

EpiCentre, Institute of Veterinary and Biomedical Sciences, Massey University,
Private Bag 11-222, Palmerston North 4412, NEW ZEALAND

Tel.: (+64-6) 350.52.70; Fax: (+64-6) 355.79.55;

E-mail: Axel.Colling@csiro.au; Website:_http://epicentre.massey.ac.nz

Contact Point: Dr Axel Colling.

OIE Collaborating Centre for Research and control of emerging and re-emerging swine diseases in
Europe
Institut de Recerca i Tecnologia Agroalimentaries (IRTA), Centre de Recerca en Sanitat Animal
(CReSA), Bellaterra, (Barcelona), SPAIN
Tel.: (+34-93) 467.40.40; Fax: (+34-93) 581.44.90;
E-mail: joaquim.segales@irta.cat; Website: www.cresa.cat; www.irta.cat
Contact Point: Dr Joaquim Segalés.

The Commission recommended acceptance of the following applications for OIE Reference Laboratory
status upon confirmation from the applicant concerning the diseases it can cover:

OIE Reference Laboratories for Acarapisosis of honey bees (infestation of honey bees with Acarapis
woodi); American foulbrood of honey bees (infection of honey bees with Paenibacillus larvae);
European foulbrood of honey bees (infection of honey bees with Melissococcus plutonius); Nosemosis
of honey bees; Small hive beetle infestation (Aethina tumida); Tropilaelaps infestation of honey bees
(Tropilaelaps spp.); Varroosis of honey bees (infestation of honey bees with Varroa spp.)

National Reference Laboratory for Bee Diseases, Friedrich-Loeffler-Institut, Federal Research

Institute for Animal Health, Institute of Infectology, Stidufer 10, 17493 Greifswald — Insel Riems,

GERMANY

Tel.: (+49-38351) 7.1246; Fax: (+49-38351) 7.1226;

E-mail: marc.schaefer@fli.de; Website: http://fli.de/index.php?id=251

Designated Reference Expert: Dr Marc O. Schéfer.

At the last meeting in September 2016, an application had been received for recognition of an OIE
Reference Laboratory for duck virus hepatitis (DHV). The applicant was requested to clarify its 1ISO
17025 accreditation status for tests for duck virus hepatitis diagnosis, and for information on its
organisation of and participation in inter-laboratory proficiency tests. The Commission was informed
that the applicant had recently submitted a new nucleic acid detection test for DVH virus for
accreditation, and is organising a proficiency test for DVH diagnosis based on nucleic acid detection.
Once the accreditation is final, the Commission would review a new application and certificate.
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3.3.

Two applications had been submitted for designation as OIE Reference Laboratories for Porcine
reproductive and respiratory syndrome (PRRS) and for Rift Valley fever (RVF). The Commission
found that the applications contained a lot of information that was not related to the diseases in
question. The applications were thus put on hold and the applicants would be requested to focus their
applications on PRRS and RVF, respectively. The Commission noted that the 1ISO 17025 certificates
that accompanied the applications were for tests for diseases other than the ones for which the applicant
was applying. The Commission would encourage the applicants to try to achieve accreditation for tests
for PRRS and RVF, respectively.

In reviewing these applications, the Commission agreed that point 5 of the Guidelines for applicants for
OIE Reference Laboratory status needed to be clarified as follows:

“Provide documented proof (certificates) of accreditation to the ISO 17025 or equivalent quality
management system, [ldeallv] with relevant tests included in the scope of the accreditation. in

This change would be made to the OIE web site and to the procedures for approval and maintenance of
Reference Laboratory status (see agenda item 3.5 below).

Finally, the Commission would like to draw attention once more to the list of diseases for which there
are currently no OIE Reference Laboratories:

i)  Old world screwworm (Chrysomya bezziana)

ii) Haemorrhagic septicaemia

iii) Trichomonosis

iv) Caprine arthritis/encephalitis and Maedi-visna

v)  Nairobi sheep disease

vi) Porcine cysticercosis

vii) Avian infectious bronchitis

viii) Avian infectious laryngotracheitis

ix) Duck virus hepatitis

X)  Fowl typhoid

xi) Pullorum disease

The Commission invites applications from Member Countries where expertise in any of these diseases
exists. In the meantime, the list would be provided to the national Focal Points for Veterinary
Laboratories.

Changes of experts at OIE Reference Centres

The Delegate of the Member Countries concerned had submitted to the OIE the following nominations
for changes of experts at four OIE Reference Laboratories. The Commission recommended their
acceptance:

African horse sickness
Dr Otto Koekemoer to replace Dr Alison Lubisi at the Onderstepoort Veterinary Institute,
Agricultural Research Council, Onderstepoort, SOUTH AFRICA.

African swine fever
Dr Livio Heath to replace Dr Alison Lubisi at the Onderstepoort Veterinary Institute, Agricultural
Research Council, Onderstepoort, SOUTH AFRICA.

Brucellosis (Brucella abortus, B. melitensis, B. suis) and Ovine epididymitis (Brucella ovis)

Dr Fabrizio De Massis to replace Dr Massimo Scacchia at the Istituto Zooprofilattico Sperimentale
dell’ Abruzzo e del Molise, Teramo, ITALY.
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Contagious equine metritis
Dr lan Mawhinney to replace Dr Paul Todd at the Animal and Plant Health Agency, Bury St
Edmunds, UNITED KINGDOM.

Equine rhinopneumonitis and Equine influenza
Dr Walid Azab to replace Dr Armando Damiani at the Free University of Berlin, Berlin,
GERMANY.

Foot and mouth disease
Dr Wilai Linchongsubongkoch to replace Dr Somjai Kamolsiripichaiporn at National Institute of
Animal Health, Pakchong, THAILAND.

Lumpy skin disease
Dr David Wallace to replace Dr Alison Lubisi at the Onderstepoort Veterinary Institute,
Agricultural Research Council, Onderstepoort, SOUTH AFRICA.

Rabies
Dr Ryan Wallace to replace Dr Richard Franka at the Poxvirus and Rabies Branch, Centers for
Disease Control and Prevention, Atlanta, Georgia, UNITED STATES OF AMERICA.

3.4. Review of new and pending applications for laboratory twinning

Dr Gounalan Pavade from the OIE Programmes Department updated the Commission on the OIE
Laboratory Twinning programme. As of 8 February 2017, 38 projects have been completed, 29 projects
are underway and 12 are awaiting funding before beginning.

Three new twinning proposals were presented to the Commission for technical review.

- Italy — Azerbaijan for strengthening the Azerbaijan Republican Veterinary Laboratory in the field
of food safety: the Commission supported the technical contents of this project.

- France — Jordan for peste des petits ruminants and contagious caprine pleuropneumonia: the
Commission supported the technical contents of this project.

- United Kingdom — AU-PANVACY for biological risk management in an OIE/FAOS8 regulated
rinderpest holding facility: the Commission supported the technical contents of this project.

® Reference Laboratories

3.5. Finalisation and adoption of the procedures for approval and maintenance of Reference
Laboratory status

The Commission reviewed the final version of the standard operating procedures for designation of
OIE Reference Laboratories, which had been updated following in-depth discussion at the last meeting
in September 2016. Four performance criteria for laboratory evaluations were proposed:

i)  lack of submission of an annual report;

i) no progress or explanation provided on achievement of accreditation to the ISO 17025 or
equivalent quality management system in their diagnostic laboratories;

iii) pattern revealing lack of diagnostic activity or production and supply of reference material related
to the disease or pathogen;

iv) no response to requests from the OIE Headquarters for scientific expertise.

7 AU-PANVAC: African Union Panafrican Veterinary Vaccine Centre
8 FAO: Food and Agriculture Organization of the United Nations
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3.6.

The document also includes details on the timeline for achievement of accreditation to a quality
management system, and details of the procedure that will be followed should a Reference Laboratory
fail to submit an annual report.

The Commission noted that the words “with relevant tests included in the scope of the accreditation”
should be added to point 5 of the Guidelines for applicants for OIE Reference Laboratory status after
the words “Provide documented proof (certificates) of accreditation to the ISO 17025 or equivalent
quality management system” (see agenda item 3.2 above). Following consultation with the Aquatic
Animal Health Standards Commission, the word “ideally” was added to the beginning of the clause:
“ideally with relevant tests included in the scope of the accreditation”.

The Commission approved the document. Following the meeting, the Director General suggested the
addition of a fifth criterion regarding obligations to provide signed confidentiality undertakings and
declarations in interest. The document can be found at Annex 3. The document will be presented to the
OIE Aguatic Animal Health Standards Commission, and then to the OIE Council before being
presented for adoption by Resolution of the World Assembly at the General Session in May 2017.

Update on Reference Laboratory quality management systems: progress towards 1SO 17025 or
equivalent accreditation

Reviewing the reports submitted by 5 February 2017 for Reference Laboratories (86.6%), the
Commission expressed it appreciation at the increase in positive replies to the question in the annual
report template regarding having an internationally recognised quality management system: 81.4% of
OIE Reference Laboratories for terrestrial animals indicated that they are accredited to 1SO 17025 and
12.8% were in progress to achieving such accreditation.

The Commission reviewed the documents received from OIE Reference Laboratories in North America
and in Europe that demonstrate that their quality management system is equivalent to 1SO 17025.

In the case of the North American laboratories, the Commission agreed with the finding that the
American Association of Veterinary Laboratory Diagnosticians Accreditation Program is 96%
equivalent to ISO 17025 and thus would accept laboratories that are accredited to this standard.

One laboratory in Europe was 1SO 17025 accredited, though the scope of this accreditation did not
include tests for the disease for which the laboratory had been designated. The Commission would
encourage the laboratory to try to achieve accreditation for these tests in the future.

Three laboratories in the United States of America housed in the same institute were aware that they
lacked the financial resources to achieve 1SO 17025 accreditation. They proposed that their diagnostic
testing roles be undertaken by a laboratory that is located on the same campus and that has ISO 17025
accreditation for the tests concerned. The Commission would accept this arrangement.

® Collaborating Centres

3.7.

Brainstorming: review of the procedures for approval and maintenance of OIE Collaborating
Centre status

Following the finalisation of the procedures for approval and maintenance of Reference Laboratory
status, the Commission agreed to reflect upon the network of Collaborating Centres. The Director
General in her opening remarks had requested ideas on how to better engage the network in the goals
of the OIE, which is also an integral part of the OIE Sixth Strategic Plan for the years 2016—2020 and is
included in the OIE Road Map on how to implement the Strategic Plan.
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The first matter that the Commission agreed to discuss is the titles and thus area of remit of
Collaborating Centres. Applications for OIE Collaborating Centre status are submitted to the Director
General and the topics are proposed by the applicant. The Commission noted that some Centres had
very broad mandates, which was not always helpful for those seeking specific assistance and support.
Moreover, since the change in the OIE Basic Texts was adopted in 2011, limiting Centres to one per
topic per region, applicants have often tailored their titles to avoid overlap with existing Centres in the
same region, resulting in imprecise titles. One way to work better with the network of Collaborating
Centres, to improve both clarity and opportunities for networking, would be for the Commission to
identify focus areas for OIE Collaborating Centre activities. In this way, the OIE and the Specialist
Commissions would drive the designation procedures rather than just review the proposals. The
Commission identified the following focus areas:

i)  Biorisk management (laboratory)

i)  Veterinary training, education and capacity building

ii)  Disease control, epidemiology, risk assessment/modelling, surveillance and preparedness
iv)  Animal welfare

v)  Quality management systems (laboratory)

vi) Food safety

vii) Feed safety

viii) Wildlife and ecology

ix) Biobanking, genomics and bioinformatics

X)  Validation procedures for diagnostic tests

xi) Species related: aquatic, avian, bees, swine, camelids

xii) Veterinary products (vaccines, diagnostics, drugs and biotechnology)
xiii) Disease related (vector-borne, parasitic, bacteria, zoonoses)

The list is neither static nor exhaustive and could be either further streamlined or expanded in the
future.

The concept underlying this list is that future applications should fit under one of these topics.

Regarding the currently designated Collaborating Centres approximately 75% fit under one or more of
the topics in this list. Within the next 3-5 years, the Commission would work with these Centres on
harmonising their titles in accordance with the list, acknowledging that some would thereby be
designated as two or more Centres, and new consortia would be established. For some topics sub-
categories may need to be created. Mention of the region in the title of the Centres was found to be
unhelpful as their services should be provided globally; the Commission thus proposed deleting such
references over time.

The Commission also recognised that there is an urgent need to evaluate the performance of the
Centres.

In conclusion, the Commission agreed to work at its next meeting in September 2017 on the list of
topics and on harmonising Collaborating Centre titles, to study those existing Centres that do not fit
under the list of topics identified, and to begin to consider designation and maintenance procedures and
performance criteria. The possibility of designating Centres for fixed terms (e.g. 5 years) would be
considered.
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5.

12

Ad hoc Groups

e Update on activities of past ad hoc Group meetings

4.1.

Ad hoc Group on Veterinary Biobanking

Dr Antonino Caminiti from the Science and New Technologies Department of the OIE presented the
report of the ad hoc Group on Veterinary Biobanking. One key issue is to identify a candidate OIE
Reference Centre to host the biobank. The Commission would support the candidature of the OIE
Collaborating Centre for Veterinary Biologicals Biobank, in Brescia, Italy, for this task once the
modalities have been finalised and the financial aspects assured. The Commission adopted the report,
which can be found at Annex 4 of this report.

e Proposed future ad hoc Groups

4.2.

4.3.

4.4,

Ad hoc Group on Transport of Biological Materials

In follow-up to the last meeting of the Commission and of the proposed work plan, Dr Frangois Diaz
from the Science and New Technologies Department of the OIE presented draft Terms of Reference for
the upcoming ad hoc Group on Transport of Biological Materials. The Commission agreed with the
draft Terms of Reference and proposed that the ad hoc Group meet in the second semester of 2017.

Ad hoc Group on Quality Management Systems’ Implementation Tools

Ms Jennifer Lasley from the OIE Programmes Department presented the planning to date and draft
Terms of Reference for the upcoming ad hoc Group on Quality Management Systems’ (QMS)
implementation tools. In the framework of the Laboratory Focal Point seminars, Member Countries
have stated that more technical assistance from the OIE in the implementation of the OIE Standards is
needed, especially for those Member Countries for which laboratory accreditation is not a mid- or long-
term goal. Such a tool for QMS implementation will allow all OIE Member Countries to better
understand what is expected in the OIE Standards and to work continually towards quality management
in their everyday work. The draft Terms of Reference were agreed by the Commission and the ad hoc
Group will meet in the second semester of 2017.

Ad hoc Group on High Throughput Sequencing and Bioinformatics and Computational
Genomics (HTS-BCG)

Dr Caminiti presented this agenda item. At its last meeting, the ad hoc Group on HTS-BCG had
proposed to provide guidance and support to the Project Manager, appointed to define the technical
specifications of the genomic platform, including the system connectivity in the first instance. The ad
hoc Group also proposed to meet on a regular basis to follow up the project implementation. The
Commission proposed that the ad hoc Group hold its next meeting before the Commission’s next
meeting in September 2017.

International Standardisation/Harmonisation

e Diagnostic tests

5.1.

OIE Register of diagnostic Kits

5.1.1. Update and review of applications

Dr Diaz updated the Commission on the applications submitted to the OIE Procedure for
Registration of Diagnostic Kits. After thorough review, the Commission agreed that four
diagnostic kits submitted by an applicant and evaluated by a panel of experts did not meet the
standards and conditions prescribed and thus would not currently be proposed for adoption by
the World Assembly. An official letter will be sent to inform the applicant of this decision and
mentioning the possibility to appeal it.

Dr Diaz also informed the Commission that Dr Maria Szabd, supported by Dr Glen Gifford,
would be responsible for managing the OIE Procedure for Registration of Diagnostic Kits.
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5.2.

Standardisation programme

5.2.1. Update on progress on developing quidelines for the preparation and validation of antigen
standards

The Commission reviewed and endorsed the document International Reference Standards for
Antigen Detection Assays, which can be found at Annex 5 to this report.

5.2.2.  Update on progress on developing quidelines for the preparation and validation of reagents for
molecular tests

As the format for the guidelines for the preparation and validation of antigen standards has
now been finalised (agenda item 5.2.1), it would be sent to the OIE Reference Laboratory
expert previously identified who would be asked to prepare guidelines for the preparation and
validation of reagents for molecular tests using it as a template.

5.2.3. Project to extend the list of OIE-approved reference reagents

The Commission took note of a Member Country comment regarding OlIE-approved reference
reagents.

Dr Diaz presented to the Commission the replies from the OIE Reference Laboratories that
had been contacted in late 2016 as potential providers of OlE-approved International Standard
sera for certain diseases. Candidate reference sera provided by three OIE Reference
laboratories have been identified for two diseases. Information on potential candidate
reference sera for other selected diseases is expected by April 2017. The Commission invited
the selected OIE Reference Laboratories to liaise with other OIE Reference Laboratories for
the same disease with the aim of organising a proficiency test and endorsing the sera as OIE-
approved International Reference Standards. Undertaking a proficiency test would give added
value to the International Standard sera, would ensure harmonisation across laboratories, and
would promote networking and cooperation among the OIE Reference Centres. The selected
OIE Reference Laboratories would be contacted on this purpose as next step.

6. Tuberculosis

6.1.

Project update: replacement International Standard Bovine Tuberculin

Dr Simona Forcella from the OIE Status Department and Dr Glen Gifford from the Science and New
Technologies Department updated the Commission on the progress that had been made with the project
to develop a replacement international standard bovine tuberculin. Although the OIE has been
soliciting financial support from public and private partnerships, the necessary funds have not yet been
fully secured. Despite this constraint, the OIE considers this activity to be important and urgent, and so
will implement the first phase of the project and, in collaboration with the National Institute of
Biological Standards and Control (NIBSC) of the United Kingdom, will contact potential
manufacturers to request donations of bulk material that will be evaluated and potentially used to
produce the replacement international standard bovine tuberculin. The list of potential donor
manufacturers and the template of a letter to contact them was presented to the Commission for review
and approval. The Commission endorsed both documents.

The Commission suggested that an electronic consultation of experts of the ad hoc Group on
Replacement of the International Standard Bovine Tuberculin should be organised by the OIE to
progress towards the selection of the candidate tuberculins, to elaborate a detailed description of the
international collaborative study, to accurately calculate the costs and to develop an updated timeline.
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7.

8.

14

6.2.

For information: vaccination trials and DIVA tests for bovine tuberculosis

Dr Forcella and Dr Gifford informed the Commission that the UK is considering developing a cattle
vaccine as a tool for the control of bovine tuberculosis. There are also plans to develop a DIVA test to
differentiate infected from vaccinated cattle. In Europe, vaccination against bovine tuberculosis is
currently prohibited. Therefore, if the research is successful and these new tools for the control of
bovine tuberculosis are developed, new legislation would need to be drafted. The vaccine and the
DIVA test would need recognition from the OIE.

Resolutions for the General Session

7.1.

7.2.

Resolutions that will be presented in May 2017

The Commission noted that the following resolutions would be proposed for adoption at the General
Session in May 2017:

» A resolution proposing the adoption of the 21 draft chapters and the updated glossary for the
Terrestrial Manual;

» Arresolution proposing the new OIE Reference Laboratories;
« Arresolution proposing the renewal of an already registered kit in the OIE Register;

» SOPs for approval and maintenance of OIE Reference Laboratories.
Rinderpest: update on Resolution No. 18 (2011) and its Annex

In May 2011, the Assembly adopted Resolution No. 18 Declaration of Global Eradication of
Rinderpest and Implementation of Follow-up Measures to Maintain World Freedom from Rinderpest.
An Appendix to this Resolution, Global Rinderpest Eradication: Guidelines for Rinderpest Virus
Sequestration, indicates that all Rinderpest Holding Facility be biosafety level 3 (BSL3). The FAO-
OIE Joint Advisory Committee (JAC) noted that this criterion would create practical problems for
vaccine manufacturers as some vaccine manufacturing facilities do not operate at the standard required
of an OIE/FAO regulated rinderpest holding facility. The JAC suggested that the guidance be amended
and this proposal was accepted by the Biological Standards Commission in September 2013. However,
it was not taken into account in an updated Resolution adopted by the Assembly in May 2014. The
Commission therefore agreed to amend the guidance in Resolution No. 18 (adopted May 2011) by
removing reference to BSL3 and to present the amended text for adoption by the Assembly in May
2017.

Conferences, Workshops, Meetings

8.1.

Past Conferences, Workshops, Meetings

Update on seminars for National Focal Points for Veterinary Laboratories: lessons learnt

Ms Jennifer Lasley from the OIE Programmes Department presented feedback from the first cycle of
the regional seminars of the National Focal Point Programme for Veterinary Laboratories. In the
framework of these seminars, four main topics — transport of specimens, biological risk analysis,
quality management, and systems-based approach to laboratory networking — were presented as the
main pillars of the second cycle’s curriculum, to begin in mid-2017. One Member of the Commission
was present at each of the regional seminars of the first cycle and the success of this approach led the
Commission to agree to continue for the second cycle, as the Commission’s presence provided a
stronger line of communication between the Laboratory Focal Point, the Commission, and ad hoc
Groups working on laboratory-related themes.
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9.

8.2.

8.3.

8.4.

8.5.

Update on outcomes from the WHO Extended Biosafety Advisory Group Meeting (December
2016), particularly with respect to the revision of the WHO Laboratory Biosafety Manual

Ms Tianna Brand, Head of the OIE Programmes Department, reported on attending this meeting as an
invited speaker to talk about the changes adopted in May 2015 to Chapter 1.1.4 Biosafety and biosecurity:
Standard for managing biological risk in the veterinary laboratory and animal facilities in the OIE
Terrestrial Manual. It was noted during this meeting that the WHO intends to revise its Biosafety Manual
to also take a risk-based approach rather than categorising containment levels 1-4.

Veterinary Legislation Support Programme Training (December 2016)

Dr David Sherman, Coordinator for OIE Veterinary Legislation Support Programme (VSLP), with
assistance from the OIE Programmes Department, organised a seminar held at the OIE Headquarters
from 6 to 7 December 2016 for OIE VLSP Experts. Stemming from recommendation 16 of the 1st OIE
Global Conference on Biological Threat Reduction in 2015, and with support from the Global
Partnership Programme within Global Affairs Canada, the overall objective of this seminar was to
increase the knowledge of VLSP Experts on the subjects of biological threats and the legal frameworks
related to biological threat reduction in order to improve the VLSP Experts’ capacity to conduct
assessments of veterinary legislation relative to biological threat reduction in the course of their
reviews of national legislation in the veterinary domain undertaken during VLSP Veterinary
Legislation Identification Missions.

Future Conferences, Workshops, Meetings

18" WAVLD?, 7-10 June 2017, Sorrento, Italy: 1-day OIE Symposium, Friday 9 June: morning
session: Antimicrobial Resistance and Rapid Diagnostics and afternoon session: Implementing new
OIE Biorisk Standards. Finalising the programme and speakers

The Commission reviewed the draft programme and proposed speakers and topics for this 1-day OIE
Symposium. Once finalised, the programme will be made available on the WAVLD Conference
website.

International Expert Group on Biosafety and Biosecurity Regulations, 10th year anniversary,
Canberra, Australia, 28-30 March 2017

Ms Tianna Brand informed the Commission that following receipt of the invitation, Dr Pennapa
Matayompong from the sub-Regional Representation Office in Bangkok will attend this meeting and
has been asked to speak on the changes adopted in May 2015 to Chapter 1.1.4 Biosafety and
biosecurity: Standard for managing biological risk in the veterinary laboratory and animal facilities in
the OIE Terrestrial Manual.

Liaison with other Commissions

9.1.

Scientific Commission for Animal Diseases

Matters from the Scientific Commission for Animal Diseases to the Biological Standards Commission

9.1.1. African swine fever: request for advice on incubation period given in the Terrestrial Manual

A Member Country had requested increasing the incubation period for African swine fever
(ASF) given in the Terrestrial Code chapter from 15 days to 21 days. The Scientific
Commission noted that the 15-day incubation period was endorsed by the ad hoc Group on
ASF and adopted by the Member Countries, but suggested a revision of this point by the
Biological Standard Commission. The Biological Standard Commission agreed to refer the
question to the OIE Reference Laboratories for advice on the incubation period in nature.

9

WAVLD: World Association of Veterinary Laboratory Diagnosticians
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9.1.2.

9.1.3.

9.14.

9.1.5.

9.1.6.

Equine trypanosomes and non-equine tryposomoses: several items identified that need to be
addressed in the Terrestrial Manual chapters

An ad hoc Group on Equine Trypanosomoses had identified a humber of issues that would
need to be taken into consideration in future Terrestrial Manual chapters on surra and dourine.
The items were put on hold until the Group’s proposal to develop Terrestrial Code chapters on
Infection with Trypanosoma evansi — non-equine surra and Infection with Trypanozoon in
equids (dourine, equine surra) were approved by the Scientific and Code Commissions.

Classical swine fever:

a) Need to update the Terrestrial Manual chapter to include the latest developments in
DIVA tests and vaccines

The ad hoc Group on Classical Swine Fever (CSF) requested that the Biological
Standards Commission review the latest technological developments regarding DIVA
vaccines and validated tests and update the Terrestrial Manual chapter. The Biological
Standards Commission agreed to consult the OIE Reference Laboratory experts and
request an update if they deemed it necessary.

b) Should the diagram in the Terrestrial Code chapter on use and interpretation of
diagnostic tests in surveillance be moved to the Terrestrial Manual?

The ad hoc Group on CSF questioned the necessity of including in the Terrestrial Code
diagrams on the use and interpretation of diagnostic tests in surveillance and proposed
that they be moved to the Terrestrial Manual. Given that all countries conducting disease
control programmes must develop their own decision tree algorithms adapted to their
individual situation, the Biological Standards Commission does not see the value of such
diagrams in either the Terrestrial Code or the Terrestrial Manual.

Draft Terrestrial Code chapter on Vaccination: questions regarding choice of vaccine and
registration requirements

The ad hoc Group on Vaccination had identified that the “transmissibility of live-attenuated
vaccine strains”, the “purity”, “contamination” and “release and spread of extraneous agents”
were important criteria for the choice of the vaccine and proposed that they be included in the
draft Terrestrial Code chapter on Vaccination. The Biological Standards Commission felt that
these topics are dealt with the Chapter 3.7.2 Minimum requirements for the production and
quality control of vaccines and in Chapter 1.1.9 Tests of biological materials for sterility and
freedom from contamination of the Terrestrial Manual and thus did not need to be included in

the Terrestrial Code chapter.

In response to a question regarding the inclusion in the Terrestrial Code chapter on
Vaccination of the requirement that the vaccine selected for use in a vaccination programme
should be subjected to the registration procedure of the country, in agreement with the VICH,
the Biological Standards Commission felt that this requirement was already included in the
chapter and did not need to be re-stated.

Foot and mouth disease: consider the inclusion in the Terrestrial Manual of schematic
representations of laboratory tests for determining evidence of infection

See agenda item 9.1.3b above.

Recommendations for the importation of goats for breeding or rearing: should the Terrestrial
Manual chapter on bovine tuberculosis be amended to include a validated test to confirm that
an individual goat is free of the disease

The Biological Standards Commission took note of the Scientific Commission’s suggestion to
amend the Terrestrial Manual chapter on bovine tuberculosis, and agreed to consult the OIE
Reference Laboratory experts on this matter.
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9.2. Terrestrial Animal Health Standards Commission

Matters from the Terrestrial Animal Health Standards Commission to the Biological Standards
Commission

9.2.1. Member Country question on the draft chapter on Infection with Mycobacterium tuberculosis
complex

The Code Commission referred to the Biological Standards Commission a technical comment
from a Member Country on the draft Terrestrial Code chapter on Infection with
Mycobacterium tuberculosis complex. The Biological Standards Commission consulted one of
the OIE Reference Laboratory experts.

The Member Country questioned one of the recommendations for the importation of bovids or
cervids for breeding or rearing which required that animals be isolated for 6 months prior to
shipment. The Member Country did not believe that the proposed change would significantly
strengthen this sanitary measure and recommend that this clause be either omitted completely
or that an ancillary test be applied at the time of the second intradermal tuberculin test to
increase sensitivity.

The expert replied that the tuberculin test is the only recognised trade test at present so
references to ancillary tests should not be added to the Article. The requirement that the
animals be isolated for 6 months prior to shipment is linked to the 6-monthly testing interval,
and the expert endorsed it. The recommendation would therefore be to not accept the Member
Country comment.

Follow-up from last meeting

9.2.2. Expert advice on Member Country questions on the draft chapter on Infection with
Mycobacterium tuberculosis complex

Following the recommendation from the Biological Standards Commission to remove the
words “under study” after “New World Camelids” from the case definition in the new draft
Terrestrial Code chapter on Infection with Mycobacterium tuberculosis complex, the Code
Commission went on to ask if there are any validated tests available (e.g. mid-cervical
intradermal tuberculin test, or gamma interferon tests) sensitive and specific enough for the
design of a testing protocol to grant a tuberculosis free status to herds of goats or to herds of
New World camelids.

The advice given by the experts is that there are currently no validated tests available.

The OIE Reference Laboratory experts would be asked to update the Terrestrial Manual
chapter in line with the proposed changes to the Terrestrial Code (i.e. to align the title and
expand the scope to include goats and camels) and to address the issue of validated tests as
they become available.

9.3. Joint meeting with the Presidents of the Terrestrial Animal Health Standards Commission and
the Scientific Commission for Animal Diseases

For this agenda Item the Commission was joined by Dr Etienne Bonbon, President of the OIE
Terrestrial Animal Health Code Commission and by Dr Gideon Briickner, President of the OIE
Scientific Commission for Animal Diseases.

Dr Bonbon reported that the Code Commission had received a large volume of Member Country
comments on the draft Terrestrial Code chapter on glanders. He asked if there is a test that can
differentiate Burkholderia mallei from B. pseudomallei because in the absence of one, it would be
difficult for the Terrestrial Code to follow the Terrestrial Manual by including B. pseudomallei in the
chapter. Dr Schmitt replied that there are examples where the Terrestrial Manual covers a broader
range of pathogens than the Terrestrial Code so the glanders chapter is not setting a precedent. She
agreed to share the draft Terrestrial Manual chapter with the Code and Scientific Commissions to
assist them to take a decision about including B. pseudomallei in the Terrestrial Code. It appears that
there are currently no serological tests to differentiate Burkholderia mallei from B. pseudomallei but
they can be differentiated by culture.
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Regarding the proposal to develop a draft Terrestrial Code chapter on Infection with Mycobacterium
tuberculosis complex a Member Country commented that any country with immunocompromised
humans would not be able to declare freedom as the humans could act as a reservoir of infection. This
topic would be further discussed at the joint meeting of the Code and Scientific Commissions.

Dr Bonbon also asked about the incubation period for ASF (see agenda item 9.1.1 above). Dr Schmitt
reiterated that the Biological Standards Commission had agreed to refer the question to the OIE
Reference Laboratories for advice on the incubation period in nature.

Finally, Dr Bonbon mentioned that a Member Country had commented on the case definition for
porcine reproductive and respiratory syndrome (PRRS): that it applies only to non-vaccinated pigs as
the vaccine uses a live vaccine strain that could become virulent, revert or reassort. The Scientific
Commission stated that the ad hoc Group had thoroughly discussed this issue and the reply to the
Member Country comment may be found in the report of the Group’s meeting.

10. Matters of Interest for Information

18

10.1. Request for an OIE definition of thermostable or thermoresistant vaccines

The Commission had been requested to review the definition for thermoresistant vaccines, because it
had been noted that there is a lack of clarity regarding the terminology and procedures for documenting
stability of vaccines when they are exposed to temperatures outside the cold chain. It was noted that
funding agencies, manufacturers, distributors, and end users (including OIE vaccine bank managers)
would benefit from access to science-based, pragmatic standards to objectively characterise the
thermotolerant properties of vaccines. The Commission reviewed the currently published definition of
“thermotolerant” that is included in the glossary of the Terrestrial Manual, and is further defined in
Chapter 1.1.8 Principles of Veterinary Vaccine Production, Section 1.1.8.6 Stability Tests. The
Commission noted that inactivated vaccines would be inherently more thermotolerant than most live
attenuated vaccines, and there is much interest in characterising the thermotolerant properties of
existing vaccines, as well as developing new formulations that are more thermotolerant than the
existing vaccines.

The Commission recommended that experts from the Collaborating Centres that work on vaccine
production or evaluation be consulted, as a first step in a process to develop a revised definition for
thermotolerant vaccines, starting with the definition that appears in the Terrestrial Manual Chapter
1.1.8.6, as cited below:

Thermotolerant is defined as the ability of live vaccines to retain a level of infectivity after
exposure to heat, that is, the delayed heat degradation temperatures above 8°C. It is defined
by the length of time the vaccine will retain a potency sufficient to induce a protective immune
response. By the latter criterion the term can also be applied to killed vaccines.

The Commission will, therefore, refer this question to experts at the relevant OIE Collaborating
Centres to 1) ask the Collaborating Centre experts’ to provide the Commission with any pertinent
definitions or technical references that could be used to revise or expand the OIE Terrestrial Manual’s
definition of thermotolerance, and 2) to solicit the experts’ comments and recommendations for more
clearly defining relevant “thermotolerance” parameters for label claims (e.g. thermotolerance for
withstanding short-term deviations during transit or immediately prior to administration;
thermotolerance for retention of viability or immunogenicity during ongoing storage at elevated
temperatures), and potential approaches to objectively characterising the biologically relevant
“thermotolerance” parameters to support specific thermotolerance label claims for various types of
veterinary vaccines (e.g. conventional live or Killed vaccines or new generation “thermotolerant”
vaccines).

The topic will be further discussed at the next BSC meeting.
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10.2.

10.3.

10.4.

10.5.

Update on OFFLU10

Dr Gounalan Pavade from the Programmes Department provided an update on OFFLU activities. A
joint Steering and Executive Committee meeting was held in September 2016 to provide strategic
direction and operational follow up on the on-going technical activities. A significant amount of
genetic and antigenic data on zoonotic avian influenza was shared with WHO at the September 2016
Vaccine Composition Meetings. The Influenza A cleavage site document was updated based on the
latest analysis and publications on new avian influenza outbreaks; the document is available on the
OFFLU website. The Australian Animal Health Laboratory, Geelong has agreed to lead the next annual
OFFLU proficiency testing exercise among the OIE-FAO Reference Centres to enable them to detect
any avian influenza virus that may be encountered globally. The OFFLU wildlife group undertook
regular teleconferences to provide advice and updated situation reports and guidance regarding the
H5N8 and other Eurasian H5 clade 2.3.4.4 avian influenza viruses. The OFFLU swine influenza group
published a research article on a phylogeny-based global nomenclature system and automated
annotation tool for H1 haemagglutinin genes from swine influenza A viruses. The global swine H1
nomenclature tool was also released on the Influenza Research Database website
https://www.fludb.org/brc/influenza_hlclade search segment.spg?method=ShowCleanSearch&decora
tor=influenza

Updated case definition of MERS CoV**

An updated case definition for reporting positive MERS CoV in dromedary camels to the OIE was
presented to the Commission. Based on new scientific information, this case definition was finalised
and agreed by the OIE ad hoc Group on Camelid Diseases and MERS CoV experts. The definition
provides information that would help the Member Countries to differentiate confirmed and suspected
MERS CoV cases in camels and, accordingly, report only positive cases to the OIE. A dromedary
camel may be laboratory confirmed as a positive case by virus isolation or detection of viral nucleic
acid. The presence of viral nucleic acid can be confirmed by:

- apositive RT-PCR result on at least two specific genomic targets;
- asingle positive target with sequencing of a second target;
or

- asingle positive target with positive result in a rapid MERS CoV antigen test.

The Commission noted that there is no chapter on MERS CoV in the Terrestrial Manual. As such a
chapter would help OIE Member Countries in the laboratory confirmation of positive cases, the
Commission recommended that the President of the OIE ad hoc Group on MERS CoV develop a
chapter in consultation with other MERS CoV experts.

VICH: how would the Commission like to be kept informed of VICH-related issues

Dr Maria Szab6 of the OIE Science and New Technologies Department asked the Commission how it
would like to be kept informed of relevant VICH-related issues. The Commission agreed that following
meetings of the Steering Committee and Outreach Forum, Dr Szabd should provide the Commission
members with a list of points that may be of interest. For urgent matters, Dr Szab6 could contact the
President of the Commission directly.

Laboratory Network on Non-Tsetse Transmitted Animal Trypanosomosis (NTTAT)

The OIE NTTAT network was created in 2015. It brings together the four OIE Reference Laboratories
involved in NTTAT, as well as other relevant experts. Infections with NTTAT have a significant
impact worldwide, especially in rural communities, yet they are neglected veterinary diseases. The
main goal of the OIE NTTAT network is to establish a global strategy for the control of infections with
NTTAT.

1 OFFLU: Joint OIE-FAO Network of Expertise on Animal Influenza
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MERS CoV: Middle-East Respiratory Syndrome Coronavirus
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10.6.

10.7.

10.8.

10.9.

10.10.

Update on research projects on equine diseases

In the context of the public—private partnership of the OIE with the International Federation of
Horseracing Authorities (IFHA) and the International Equestrian Federation (FEI), six research
projects on equine diseases are currently being funded, including a validation study of a serological
diagnostic assay for glanders, a validation study of a real-time RT-PCR diagnostic assay for equine
influenza, and a validation study of a serological diagnostic assay for African horse sickness. Once
finished, the validated tests will be proposed for inclusion in the Terrestrial Manual.

Scientific Symposium on Alternatives to Antimicrobials

Dr Elisabeth Erlacher-Vindel, Head of the OIE Science and New Technologies Department, updated
the Commission on this Scientific Symposium that had taken place at the OIE Headquarters in
December 2016. The purpose of the Symposium was to explore new ways of reducing antimicrobial
use in animals, for example through the development of vaccines. Some of the presentations given at
the Symposium would be published in peer-reviewed scientific journals. The Commission members
expressed an interest in accessing the information from the Symposium. Ways to include new
technology and approaches in a timely manner in the Terrestrial Manual could usefully be explored.

Update on ad hoc Group on Veterinary Para-Professionals

Ms Jennifer Lasley and Dr Tomoko Ishibashi provided a brief overview of the OIE’s work on
veterinary para-professionals (VPPs), which commenced recently in response to the OIE 6th Strategic
Plan and to a recommendation of the 4th OIE Global Conference on Veterinary Education. She
informed the Commission that pursuant to the plan to develop recommendations for core competencies
and guidelines for curricular requirements, the first ad hoc Group meeting held in November 2016
developed a working draft of competencies. It covered three tracks identified as important for VPPs
working in the Veterinary Services: animal health field work, veterinary public health field work and
laboratory diagnosis.

The next meeting of the ad hoc Group geared toward the laboratory diagnosis track will be convened
14-16 March 2017 and will focus on this draft document to refine it by developing and refining the
sphere of activity definitions, specific learning objectives, and knowledge, skills and abilities and by
validating the level (entry, mid or senior) for each competency. Noting that the meeting report of this
ad hoc Group will be appended to the Code Commission meeting report, Dr Ishibashi stated that any
suggestions and advice from the Commission would be highly appreciated for this on-going work.

Update on Rinderpest

The Commission was informed that during its 10th meeting held from 8 to 9 November 2016, the
FAO-OIE Joint Advisory Committee (JAC) on Rinderpest recommended that one facility be approved
as a Rinderpest Holding Facility (RHF) category A. Despite having issued the recommendation, the
JAC also listed some improvements for the facility to address. The OIE and FAO are awaiting a
response from the facility. If the latter is deemed appropriate, the OIE will present a Resolution
recognising the facility’s nomination as a designated FAO-OIE RHF during the General Session in
May 2017.

Peste des petits ruminants: report on a serological and molecular detection proficiency test

The Commission noted that this proficiency test is being undertaken.
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11. Any Other Business
11.1. Workplan

The updated work plan was agreed and can be found at Annex 6.

11.2. Dates of the next Biological Standards Commission meeting

The Commission noted the dates for its next meeting: 12-15 September 2017.

12. Adoption of the Report

The report was adopted by the Commission.
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Annex 1

MEETING OF THE OIE BIOLOGICAL STANDARDS COMMISSION

Paris, 7-10 February 2017

Agenda

Adoption of Agenda
Manual of Diagnostic Tests and Vaccines for Terrestrial Animals

2.1.  Update from September meeting — rabies: review of text on oral vaccination of dogs against rabies for inclusion in
the Terrestrial Manual

2.2.  Review of the protocol for an immunohistochemistry test for rabies diagnosis to be included in the Terrestrial
Manual

2.3.  Review of validation dossier of a RT-PCR for rabies diagnosis with the aim of including it in the Terrestrial
Manual

2.4.  Update from September meeting: review of addition of melioidosis to the chapter on glanders

2.5.  Update from September meeting: request to delete the target animal batch safety test from OIE Guidelines:
conclusions from the international EPAA (European Partnership for Alternative Approaches to Animal Testing)

2.6. Review of Member Country and reviewer comments on draft chapters sent in October (first round) and their
endorsement for circulation for second round Member Country comment

2.7. New generation, modified-live “marker” classical swine fever vaccine

OIE Reference Centres

3.1.  Annual reports of Reference Centre activities in 2016

3.2.  Applications for OIE Reference Centre status

3.3.  Changes of experts at OIE Reference Centres

3.4.  Review of new and pending applications for laboratory twinning
Reference Laboratories

3.5.  Finalisation and adoption of the procedures for approval and maintenance of Reference Laboratory status
3.6.  Update on Reference Laboratory quality management systems: progress towards ISO 17025 or equivalent
accreditation

Collaborating Centres
3.7.  Brainstorming: review of the procedures for approval and maintenance of OIE Collaborating Centre status

Ad hoc Groups

Update on activities of past ad hoc Groups
4.1 Ad hoc Group on Veterinary Biobanking
Proposed future ad hoc Groups

4.2 Ad hoc Group on Transport of Biological Materials
4.3.  Ad hoc Group on Development of Quality Management System Implementation Tools
4.4.  Ad hoc Group on High Throughput Sequencing, Bioinformatics and Computational Genomics (HTS-BCG)

International Standardisation/Harmonisation

5.1.  OIE Register of diagnostic kits
5.1.1. Update and review of applications

5.2.  Standardisation programme
5.2.1. Update on progress on developing guidelines for the preparation and validation of antigen standards
5.2.2. Update on progress on developing guidelines for the preparation and validation of reagents for molecular
tests
5.2.3. Project to extend the list of OIE approved reference reagents

Tuberculosis

6.1.  Project update: replacement International Standard Bovine Tuberculin
6.2.  For information: vaccination trials and DIV A tests for bovine tuberculosis
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10.

11.
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Resolutions for the General Session

7.1.  Resolutions that will be presented in May 2017
7.2.  Rinderpest: update on Resolution No. 18 (2011) and its Annex

Conferences, Workshops, Meetings
Past Conferences, Workshops, Meetings

8.1.  Update on seminars for National Focal Points for Veterinary Laboratories: lessons learnt

8.2.  Update on outcomes from the WHO Extended Biosafety Advisory Group Meeting (December 2016), particularly
with respect to the revision of the WHO Laboratory Biosafety Manual

8.3.  Veterinary Legislation Support Programme Training (December 2016)

Future Conferences, Workshops, Meetings

8.4. 18" WAVLD, 7-10 June 2017, Sorrento, ltaly: 1-day OIE Symposium, Friday 9 June: morning session:
Antimicrobial Resistance and Rapid Diagnostics and afternoon session: Implementing new OIE Biorisk Standards.
Finalising the programme and speakers

8.5.  International Expert Group on Biosafety and Biosecurity Regulations, 10th year anniversary, Canberra, Australia,
28-30 March 2017. OIE will be invited to attend and present on the OIE Biorisk Standard

Liaison with other Commissions

9.1.  Scientific Commission for Animal Diseases
9.1.1.  African swine fever: request for advice on incubation period given in the Terrestrial Manual
9.1.2.  Equine trypanosomes and non-equine tryposomoses: several items identified that need to be addressed in
the Terrestrial Manual chapter
9.1.3.  Classical swine fever:
a) Need to update the Terrestrial Manual chapter to include the latest developments in DIVA tests and
vaccines
b) Should the diagram in the Terrestrial Code chapter on use and interpretation of diagnostic tests in
surveillance be moved to the Terrestrial Manual?
9.1.4.  Draft Terrestrial Code chapter on Vaccination: questions regarding choice of vaccine and registration
requirements
9.15.  Foot and mouth disease: consider the inclusion in the Terrestrial Manual of schematic representations of
laboratory tests for determining evidence of infection
9.16. Recommendations for the importation of goats for breeding or rearing: should the Terrestrial Manual
chapter on bovine tuberculosis be amended to include a validated test to confirm that an individual goat
is free of the disease

9.2.  Terrestrial Animal Health Standards Commission
9.2.1.  New Member Country question on the draft chapter on Infection with Mycobacterium tuberculosis
complex

Follow-up from last meeting

9.2.2.  Expert advice on Member Country questions on the draft chapter on Infection with Mycobacterium
tuberculosis complex

Matters of Interest for Consideration or Information

10.1. Request for an OIE definition of thermostable or thermoresistant vaccines

10.2. Update on OFFLU

10.3. Updated case definition of MERS CoV

10.4. VICH: how would the Commission like to be kept informed of VICH-related issues

10.5. Laboratory Network on Non-Tsetse Transmitted Animal Trypanosomosis (NTTAT)

10.6. Update on research projects on equine diseases

10.7.  Scientific Symposium on Alternatives to Antimicrobials

10.8. Update on ad hoc Group on Veterinary Para-Professionals

10.9. Update on Rinderpest

10.10. Peste des petits ruminants: report on a serological and molecular detection proficiency test

Any Other Business

11.1.  Workplan
11.2. Dates of the next Biological Standards Commission meeting
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MEETING OF THE OIE BIOLOGICAL STANDARDS COMMISSION

MEMBERS

Paris, 7-10 February 2017

List of participants

Dr Beverly Schmitt

(President)

Director, National Veterinary
Services Laboratories,

P.O. Box 844, Ames,

1A 50010

UNITED STATES OF AMERICA
Tel.: (1-515) 337.73.01

Fax: (1-515) 337.73.48
beverly.j.schmitt@aphis.usda.gov

Dr Peter Daniels
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25 Hermitage Road,
Geelong, Victoria 3220
AUSTRALIA

Tel: (61) 419.10.32.62
danielspeterl9@gmail.com
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Senior Livestock Specialist,
Agriculture Global Practice,
World Bank, 1818 H Street NW,
Washington, DC 20433

UNITED STATES OF AMERICA
Tel.: (1-202) 458.76.85

fberthel @worldbank.org

Dr Mehdi El Harrak

(Member)

MCI Santé Animale, BP278 ZI SO,
28810 Mohammedia

MOROCCO

Tel.: (212-662) 88.33.78
elharrak_m@hotmail.com

CONSULTANT EDITOR OF THE TERRESTRIAL MANUAL

Dr Hualan Chen

(Vice-President)

(Invited but could not attend)
National Avian Influenza Reference
Laboratory, Animal Influenza
Laboratory of the Ministry of
Agriculture, Harbin Veterinary
Research Institute, CAAS

427 Maduan Street, Harbin 150001
CHINA (PEOPLE’S REP. OF)
Tel.: (86-451) 8593.5079

Fax: (86-451) 8273.3132
hlchenl@yahoo.com

Dr Anthony Fooks
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Virology Department, Animal and Plant
Health Agency, New Haw, Addlestone
Surrey KT15 3NB

UNITED KINGDOM

Tel.: (44-20) 841 52.238

Fax: (44-1932) 35.72.39
tony.fooks@apha.gsi.gov.uk

Prof. Steven Edwards

c/o OIE 12 rue de Prony

75017 Paris, FRANCE

Tel.: (33-1) 44.15.18.88

Fax: (33-1) 42.67.09.87
steve-oie@cabanas.waitrose.com

OIE HEADQUARTERS

Dr Monique Eloit
Director General

OIE 12 rue de Prony
75017 Paris, FRANCE
Tel.: (33-1) 44.15.18.88
Fax: (33-1) 42.67.09.87
oie@oie.int

Dr Elisabeth Erlacher-Vindel
Head, OIE Science and New
Technologies Dept
e.erlacher-vindel@oie.int

Ms Sara Linnane
Scientific Editor, OIE SNT Dept

s.linnane@oie.int

Dr Francois Diaz
Chargé de mission, OIE SNT Dept
f.diaz@oie.int

Dr Min Kyung Park

Chargée de mission, OIE Status Dept

m.park@oie.int

Dr Gounalan Pavade

Chargé de mission, OIE Programmes
Dept

g.pavade@oie.int

Dr Antonino Caminiti

Chargé de mission, OIE SNT Dept
a.caminiti@oie.int

Dr Glen Gifford
Chargé de mission, OIE SNT Dept

g.gifford@oie.int
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Dr Simona Forcella
Chargée de mission, OIE Status Dept

s.forcella@oie.int
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Annex 3

PROCEDURES FOR DESIGNATION OF OIE REFERENCE LABORATORIES

1. Scope and background

In May 2011, the World Assembly of Delegates of the OIE (hereafter the Assembly) adopted new Terms of
References (ToRs) and Internal Rules for OIE Reference Centres. The ToRs for Reference Laboratories had
emphasised their role in developing and recommending test methods, storing and distributing reference reagents,
providing advice, diagnostic support and training to OIE Member Countries, and their reporting obligations. From
2011, the ToRs added the recommendation that laboratories establish and maintain a network with other OIE
Reference Laboratories designated for the same pathogen or disease and organise regular inter-laboratory
proficiency testing to ensure comparability of results, as well as organise inter-laboratory proficiency testing with
laboratories other than OIE Reference Laboratories for the same pathogens and diseases to ensure equivalence of
results.

OIE Reference Laboratories are designated to pursue scientific and technical problems relating to a named disease
or pathogen. The Expert for the OIE and its Member Countries with regard to these issues, should be a leading and
active researcher helping the Reference Laboratory to provide scientific and technical assistance and expert advice
on diagnosis and control of the disease or pathogen for which the Reference Laboratory is responsible. Reference
Laboratories should also provide scientific and technical training for personnel from Member Countries, and
coordinate scientific and technical studies in collaboration with other laboratories or organisations, including
through OIE Laboratory Twinning.

The integrity and credibility of the OIE is intimately tied to the quality of the science to which it has access on
disease control methods. The OIE depends very heavily on its designated Reference Laboratories and disease
experts for scientific advice and support, both to the OIE Headquarters in developing standards, participation in ad
hoc Groups and general advice, and to individual Member Countries.

The OIE has developed this document on the Procedures for designation of OIE Reference Laboratories in order to
assist Member Countries, current OIE Reference Laboratories and experts, and applicant laboratories to facilitate
the understanding of the applicable procedures.

2. Submission of an application

The OIE work programme cycle runs from May to May, of which the General Sessions of the Assembly are the
starting and ending points. The meetings of the Commissions responsible for evaluation of OIE Reference
Laboratories’ applications are held twice in a cycle, with the first meeting usually held at the end of
August/September and the second meeting in February/March; these dates can slightly vary each cycle based on the
availability of the members of the relevant Commissions (cf. Figure 1).

Applications should be submitted 45 days before the date scheduled for the meetings of the relevant Commission
(Biological Standards Commission and Aquatic Animal Health Standards Commission for OIE Reference
Laboratories for terrestrial and aquatic animal diseases, respectively). The 45-day period gives the OIE sufficient
time to screen, translate into English when necessary, and process the dossiers for the Commission’s evaluation.
Deadlines must be strictly observed to allow also a full evaluation of the dossiers by the members of the
Commission prior to its meeting. Applications received after the deadline are examined in the next meeting of the
Commission.

The applicant laboratory should submit the information by using the model of the guidelines for applicants for OIE
Reference Laboratory status (cf. Appendix 1) published on the OIE website: http://www.oie.int/en/our-scientific-
expertise/reference-laboratories/quidelines-for-applicants/. Applications must be limited to no more than 20 pages
in A4 format, single-spaced using Times New Roman font size 10pt. Relevant appendices may be attached with
clear cross-referencing to the core document. All documents must be prepared in one of the official languages of
the OIE (English, French or Spanish).
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Annex 3 (contd) Procedures for designation of OIE Reference Laboratories

During the evaluation of a submitted dossier, the Commission may determine additional questions to be referred
back to the applicant laboratory. Such communication is ensured primarily through a letter signed by the Director
General of the OIE after the meeting of the Commission. The applicant laboratory should then provide written
answers to the questions asked by an appointed deadline or by the deadline prior to the next meeting of the
Commission (45 days before the date scheduled for the next meeting of the relevant Commission).

3. Preliminary screening of application

Upon receipt of the dossier, the OIE Headquarters (Sciences and New Technologies Department) acknowledges
receipt to the applicant laboratory and confirms the meeting dates of the relevant Commission. If an information
gap is identified, the OIE Headquarters may request the submission of an amended application or additional
information before a set deadline.

4. Evaluation by the relevant OIE Specialist Commissions

The Biological Standards Commission and the Aquatics Animal Health Standards Commission conduct evaluations
of OIE Reference Laboratory applications for terrestrial and aquatic animal diseases, respectively.

The Terms of Reference, Internal Rules, Qualification and election procedures of members of the Commissions are
found in the Basic Texts of the OIE. The members of the Commission are elected or re-elected every three years by
the Assembly.

The members of the Commission are requested to comply with the OIE requirements and procedures on
confidentiality and on management of conflict of interest. The President of the Commission and the OIE Secretariat
ensure that any members with conflicting interests in relation to a particular dossier do not take part in the
discussions and final decision-making.

In accordance with Chapter 3 on the Criteria for designation as an OIE Reference Centre and Resolutions adopted
at each General Session with regard to the designation of OIE Reference Laboratories for terrestrial and aquatic
animal diseases, all applications are assessed using standardised criteria that include: the institution’s ability,
capacity and readiness to provide services; the scientific and technical standing of the institution concerned at the
national and international levels; the quality of its scientific and technical leadership including internationally
recognised expertise; the institution’s prospective stability in terms of personnel, activity and funding; and the
technical and geographical relevance of the institution and its activities to the OIE’s programme priorities.

When conducting an evaluation of an applicant OIE Reference Laboratory, the Commission may also take into
account any other information available in the public domain that is considered as pertinent to the evaluation of the
dossier.

In accordance with the Basic Texts of the OIE, all formal correspondence between the Commission and outside
individuals or bodies shall be issued through the office of the Director General of the OIE. All correspondence
between an applicant laboratory and the OIE Headquarters is duly documented by the OIE Headquarters.

5. Endorsement by the OIE Council

In accordance with Article 3 of Chapter 4 on the Internal Rules and relevant Resolutions previously adopted, all
OIE Reference Laboratory applications are endorsed by the OIE Council before presented to the Assembly for
approval.

6. Communication on the outcome of the evaluation with the applicant laboratory

After its meeting, the Commission produces a report, which contains the outcomes of the evaluation of dossier from
applicant laboratories. The identity of the applicant laboratory recommended for acceptance by the Commission is
published in the report of the Commission. In parallel, the applicant laboratory rejected receives a specific letter
from the Director General of the OIE, informing the applicant of the outcome of the evaluation, with a summary of
the evaluation including potential requests for clarification or reasons for a negative outcome. This letter from the
Director General of the OIE is not released in the public domain and the identity of the laboratory is not revealed in
the report of the Commission. Some applicant laboratories may receive a letter with questions or request of
additional information referred by the Commission. This information should be submitted to the OIE by the
appointed deadline for consideration by the Commission at its next meeting.
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7. Designation of OIE Reference Laboratories by the Assembly

The Assembly, on the basis of the assessment by the relevant OIE Commission and the endorsement by the OIE
Council, designates by adoption of a relevant Resolution, new OIE Reference Laboratories. Any new designation of
OIE Reference Laboratories comes into force only after adoption of the Resolutions by the Assembly.

Shortly after the General Session, the newly designated OIE Reference Laboratory will receive a letter from the
OIE Director General. The OIE Headquarters also updates the list of Reference Experts and Laboratories on its
website.

May June July Aug Sep Oct Nov Dec Jan Feb March  Apr May

45 days

General Session - |\ P GS\

Deadline of Council meeting Deadline of Council meeting .‘I \
. — [
submission of application submission of application |

|
|
Commission Commission /

meeting meeting

Letters sent to newly designated
OIE Reference Laboratories

Figure 1. Timeline for applications for OIE Reference Centres

8. Change of the OIE Reference Laboratory expert

In accordance with Resolution No. 34 adopted at the 81st General Session in May 2013, the Assembly delegated to
the Council the authority to approve, on its behalf, the replacement of OIE designated Experts at existing OIE
Reference Laboratories, provided that the nominations submitted by the head of the Reference Laboratory through
the OIE Delegate of the country of location have been examined and endorsed by the relevant OIE Specialist
Commission.

If the expert decides to relinquish the title of OIE designated expert and if the laboratory wishes to maintain its OIE
Reference Laboratory status, an official letter — detailing the situation and enclosing a nomination for a replacement
expert, including a curriculum vitae together with documentation of his or her work related in the disease or
pathogen — should be submitted to the OIE through the Delegate of the country. The nomination will be considered
by the relevant OIE Specialist Commission at its next meeting, and the decision will be notified to the OIE
Reference Laboratory. The official change of the OIE Reference Laboratory expert will take place only after the
approval of the Council.

Given the meeting schedules of the Specialist Commissions and the Council, the possibility exists that an OIE
Reference Laboratory could temporarily have no designated expert. The OIE expects that, under normal
circumstances, Reference Laboratories will always have an OIE designated expert in place and will sufficiently
plan ahead to take into account retirement or resignation.

9. De-listing of OIE Reference Laboratories

Upon the screening and analysis performed by the OIE Headquarters (cf. Section 10.1.), the relevant Commission
reviews the reports and activities of the Reference Laboratories. Where there is insufficient evidence of OIE
mandate-related activities, the Commission may recommend to the Council and to the Assembly the withdrawal of
the Reference Laboratory designation.

In accordance with Article 9 of Chapter 4 on the Internal Rules, a Reference Laboratory may revoke the designation
at any time. If an OIE Reference Laboratory decides to withdraw its designation as such, an official letter should be
submitted to the OIE through the Delegate of the country.

Moreover, in accordance with Article 9 of Chapter 4 on the Internal Rules, the designation of a Reference
Laboratory shall be withdrawn if the Reference Laboratory fails to comply with the provisions of the ToRs and the
present Rules. In such cases, the Director General of the OIE, after consulting the appropriate OIE Specialist
Commission and OIE Council and notifying the Delegate of the country, proposes the withdrawal to the Assembly.
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According to the February and September 2016 meeting reports of the Commissions, four critical points for
consideration when evaluating a laboratory’s performance were identified:

i)  the lack of submission of an annual report;

ii) no progress or explanation provided on achievement of accreditation to 1SO 17025 or equivalent quality
management system, ideally with relevant tests included in the scope of the accreditation;

iii) a pattern revealing lack of diagnostic activity or production and supply of reference material related to the
disease or pathogen;

iv) no response to requests from the OIE Headquarters for scientific expertise (e.g. inquiry of technical advice
from OIE Member Countries, revision of the Terrestrial manual chapters, etc.).

Furthermore, the Director General has determined that the importance of transparency and confidentiality require a
further critical performance criteria:

V) no response to requests from the OIE for administrative issues relating to transparency and confidentiality
(e.g. not renewing the potential conflict of interests declaration or providing a confidentiality undertaking [(cf.
Appendices 2 and 3)]).

* Timeline for achievement of quality management system

With reference to the recommendations made at the 3rd Global Conference of OIE Reference Centres in October
2014, OIE Reference Laboratories were given until the end of 2017 to achieve accreditation to 1ISO 17025 or an
equivalent quality management system; the experts agreed to this deadline.

At the end of 2017, the OIE Headquarters and the relevant Commissions will review the status of the quality
management system in operation in all OIE Reference Laboratories to ensure that accreditation is to the I1SO
17025 standard.

For those laboratories that have not achieved such by the announced deadline, the OIE Reference Laboratory
status will be suspended with the possibility to reinstate it within 2 years should they achieve accreditation in
that time. Laboratories that have still not achieved accreditation 2 years after suspension would have to re-apply
for OIE Reference Laboratory status once accreditation is achieved.

10. OIE Reference Laboratory Annual report

In accordance with Article 8 of Chapter 4 on the Internal Rules, the Reference Centre shall provide to the Director
General a brief report of activities related to their ToRs at the end of each calendar year, according to the template
established by the OIE Headquarters. A letter from the OIE Director General is sent to all designated experts of OIE
Reference Laboratories for submission of the annual report.

Since December 2013, an on-line system for submitting annual reports the OIE Reference Laboratories has been in
place.

The template of the annual report has been structured around each ToR for OIE Reference Laboratories as adopted
in May 2011. Questions are close-ended (yes/no answers) to generate more accurate and comparable information
from the laboratories. Tables to allow for the collection of detailed information related to the activities carried out
by the laboratories are also included. The on-line annual reporting system can be accessed via a dedicated link
(http://www.oie.int/labsannualreport/public/index.php/default/auth/login) and a randomly generated username
and password that are sent to all Experts of OIE Reference Laboratories in a letter signed by the Director General
of the OIE during the last month of the reporting year. The deadline to submit the annual report of the OIE
Reference Laboratory activities of each calendar year is usually by the end of January of the following year.

10.1.  Review and analysis of the annual reports

The submitted annual reports are first screened and quantitatively analysed, based on the close-ended
(yes/no) answers, by the OIE Headquarters. An overview of the analysis is presented to the relevant
Commission at its February/March meeting.
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10.2.

OIE Reference Laboratories are expected to fulfil the ToRs adopted by the OIE World Assembly of
Delegates as reflected in the annual report.

Any questions or concerns that may arise during the review of annual reports by the Commission can be
referred to the concerned OIE Reference Laboratory through the office of the Director General of the OIE.

All annual reports of OIE Reference Laboratories are made available to all Member Countries on the OIE
website  (http://www.oie.int/en/our-scientific-expertise/reference-laboratories/annual-reports/)  shortly
after the February meeting of the Commissions.

Lack of submission of the annual report

After the meeting of the relevant Commissions, laboratories that have not submitted their annual reports
will be sent a letter of reminder, with the Delegate of the corresponding Member Country in copy, to
submit the report by an extended and prescribed deadline. For the laboratories that have still not submitted
an annual report by the end of March, a reminder will be addressed directly to the Delegate, with the
expert in copy, giving a 2-week deadline to reply to the OIE with an explanation of the situation or
circumstances that may have prevented the laboratory from fulfilling this ToR.

Further communication by letter or direct communication during the General Session may be considered,
if needed, prior to the final recommendation to de-list the laboratory, which would be taken by the
Commission at the September meeting. This procedure could also be applied to laboratories falling under
one of the four other de-listing criteria (cf. Section 9).

.../Appendices
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Appendix 1.
GUIDELINES FOR APPLICANTS FOR OIE REFERENCE LABORATORY STATUS

OIE Reference Laboratories must provide evidence of scientific leadership and of the capability to fulfil the Terms
of Reference: all applicants should preferably be the national reference laboratory; they should be able to receive
samples from other countries for diagnostic testing; they should demonstrate the capability and willingness to
organise rather than just participate in proficiency tests; they should be capable of providing confirmatory
diagnostic services, reference materials, training, etc., internationally; and the designated expert should have a
number of recent relevant publications in peer-reviewed journals.

Applications should be submitted 45 days before the date scheduled for the meetings of the relevant Specialist
Commission (Biological Standards Commission [xx August—xx September 20xx; the next deadline is therefore xx
July 20xx] and Aquatic Animal Health Standards Commission for OIE Reference Laboratories for terrestrial and
aquatic animal diseases [xx to xx September 2016 and xx to xx February 20xx; the next deadlines are therefore xx
August 20xx and x January 20xx], respectively)*. The 45-day period gives the OIE sufficient time to screen,
translate into English when necessary, and process the dossiers for the Commission’s evaluation. Deadlines must be
strictly observed to allow a full evaluation of the dossiers by the members of the Commission prior to its meeting.
Applications received after the deadline will be examined in the next meeting of the Commission.

Applications shall be submitted in accordance with Article 1 of the Internal Rules and should include the following
information:

Administration and management

1. Name of expert (a curriculum vitae using this template).

2. Name and address of laboratory (telephone and e-mail address [fax numbers or Web site, if available]).
3. Name of the Head of laboratory (Responsible Official).

4. Demonstrate that legal and budgetary provisions are in place that provide assurance on the sustainability and
functioning of the laboratory.

5. Provide documented proof (certificates) of accreditation to the ISO 17025 or equivalent quality management
system, ideally with relevant tests included in the scope of the accreditation.

Technical expertise and experience

6. Give details of experience in diagnostic testing for the disease according to the OIE Standards nationally and
internationally (approximate number of tests performed annually for each technique).

7. Provide additional information on expertise in diagnostic techniques (agent characterisation techniques,
molecular techniques, monoclonal antibody techniques, etc.), epidemiology and control of the disease.

8.  Give details of experience in standardisation and validation of diagnostic tests.
9. Demonstrate reagent production capability (provide details of current stock of reagents for the disease).

10. Demonstrate capability for timely international shipment and receipt of samples in accordance with the
requirements for postage and packaging of biological materials described in the OIE Manual of Diagnostic
Tests and vaccines for Terrestrial Animals, and the OIE Terrestrial Animal Health Code or the OIE Aquatic
Animal Health Code.

11. Provide a list of completed research and methods development projects on the disease.

12. Provide a list of inter-laboratory proficiency tests that the laboratory regularly organises and participates in.
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13. Give details of training and consultation experience for the disease in the last 2 years (courses provided,
number of people trained, examples of international consultation).

14. Provide a list of scientific meetings that the laboratory has organised and participated in.
15. Provide a list of reference documents (chapters for the OIE Manual of Diagnostic Tests and Vaccines for

Terrestrial Animals, OIE Manual of Diagnostic Tests for Aquatic Animals, disease cards, etc.) to which the
laboratory contributed.

Collaborations, confidentiality and conflicts

16. Provide a list of collaboration agreements with other laboratories, centres or organisations.

17. Provide guarantees to ensure that staff respect the confidential nature of certain subjects, results or
communications, and with regard to management of potential conflict of interests through completion of the
required declarations.

The application will be processed by the OIE in accordance with Articles 2, 3 and 4 of the Internal Rules.

A short summary of activities of relevance to the status of OIE Reference Laboratory (no more than one page)
should be included.

Applications comprising the information requested in all the above-mentioned points must be no longer than 15—
20 pages in A4 format, single-spaced using Times New Roman font size 10 pt. The application must be prepared in
one of the official languages of the OIE (English, French or Spanish).

* The deadline for submission of date scheduled for the meetings of the relevant Commission
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Appendix 2.

World Organisation for Animal Health (OIE)
Confidentiality Undertaking

For OIE Reference Centres

<Name of the Designated OIE Reference Centre>

On behalf of the above institution, the undersigned accepts and agrees to respect the legitimate confidentiality of
such information as may be obtained from the OIE or on behalf the OIE in the framework of its activities as OIE
Reference Centre as defined by the applicable terms of reference, the disclosure of which would undermine the
interests of the OIE or of its Member Countries or the privacy and the integrity of individuals associated with the
OIE. This Undertaking is valid for the institution and its staff.

In particular, the undersigned accepts to respect the legitimate confidentiality of information the disclosure of which
would undermine the protection of commercial interests of a natural or legal person, including intellectual property,
legal proceedings and advice, and the purpose of inspections, investigations and audits. That commitment is made
in compliance with the mandate and obligations adopted by the Assembly.

The undersigned accepts that there is a life-long duty of confidentiality in regard to the protection of legitimate
confidentiality as described above, and that this obligation does not cease after the termination of a working or
other relationship with the OIE, except in the case that the information legally enters the public domain or is
disclosed by the Director General when there is an overriding public interest in such a disclosure.

Date: Signature

Name:

Institution:

Address:

Telephone:

Email:
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Notes:

All Members of Specialist Commissions, members of OIE Working Groups and ad hoc Groups, OIE Experts and
specialists participating at the invitation of the Director General in meetings and in expert missions are required to
complete an Undertaking to protect legitimate confidentiality. Heads of institutions that are OIE Reference Centres
are required to complete a similar Undertaking covering the institution and its staff.

At the specific level dealing with intellectual property, the Standard Operating Procedures for OIE Validation and
Certification of Diagnostic Assays will continue to be used and will be adapted to other situations requiring the
protection of intellectual property as appropriate. The completion of a generic undertaking to respect legitimate
confidentiality does not annul the requirement to complete a specific undertaking in regard to the protection of
intellectual property.

Failure to complete an Undertaking in respect of legitimate confidentiality may result in the person concerned no
longer being considered as an OIE Expert or as a member of a Working Group or ad hoc Group, or revocation of
designation in the case of an OIE Reference Centre; alternatively, it may be decided to restrict the access of the
person or institution concerned to any information available from the OIE. Such decisions shall be managed by the
Director General in consultation as appropriate with the Delegate of the Member Country concerned, the executive
head of the International Organisation with which the expert is associated, or the Council of the OIE. In the case of
a Member of a Specialist Commission the Director General will consult the President of the Specialist Commission
concerned (or one or both of its Vice Presidents if the matter concerns the President) the President of the Assembly
and the Delegate on the action to be taken.

Any dispute relating to the interpretation or application of this Undertaking shall, unless amicably settled, be
subject, at the request of either party, to one conciliator. Should the parties fail to reach agreement on the name of
a sole conciliator, each party shall appoint one conciliator. The conciliation shall be carried out in accordance
with the Conciliation Rules of the United Nations Commission on International Trade Law, as at present in force.
In the event of failure of the latter, the dispute shall be settled by arbitration. The arbitration shall be conducted in
accordance with the Arbitration Rules of the United Nations Commission on International Trade Law as at present
in force. The parties shall accept the arbitral award as final.
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Appendix 3.

DECLARATION OF INTEREST FOR OIE REFERENCE CENTRES

To be completed by the Head of the Reference Centre on behalf of the Centre itself and for Staff of the Institution
involved in matters related to the work of the OIE

Annual Declaration of Interests with Commercial Entities

Part A: Institution

Type of interest, and basic Name of the Amount of income or | Current interest (or
descriptive details. commercial entity value of interest year ceased)
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Part B: Staff of the Institution working on OIE matters

Annex 3 (contd)

Name and position

Type of interest, and

basic descriptive details.

Name of the
commercial entity

Current interest
(or year ceased)

Date:

Note:

Signature

Name:

Institution:

Address:

Telephone:

Email:

Part B of the above report is required only for Staff of the Reference Centre whose work relates to the work of the
OIE in the capacity of the Institution as a designated OIE Reference Centre.
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Annex 4

Original: English
January 2017

MEETING OF THE OIE AD HOC GROUP ON VETERINARY BIOBANKING

Paris, 23-25 January 2017

A meeting of the ad hoc Group on Veterinary Biobanking was held at the OIE Headquarters in Paris from 23 to
25 January 2017.

1.

Opening

Dr Matthew Stone, OIE Deputy Director General, International Standards and Science, welcomed the
participants on the second day of the meeting and explained the OIE’s interest in developing an OIE virtual
biobank.

He pointed out that the creation of an OIE virtual biobank would facilitate searches for biological resources
collected and preserved in OIE Reference Centres. These resources include reference materials, such as
antisera for use as reference reagents, which are important tools for the development and standardisation of
tests for the diagnosis and control of OIE listed diseases.

Adoption of the agenda, appointment of a chair and rapporteur
The meeting was chaired by Dr Jane Richardson, and Dr James Watson acted as rapporteur.

The agenda, including the Terms of Reference (ToRs), and the list of participants are presented in Appendices
I and 11, respectively.

Background and discussion on the Terms of Reference

Dr Antonino Caminiti explained the rationale for the meeting and presented the results of the second survey
on the capacity for biobanks within the OIE network of Reference Centres (which includes OIE Reference
Laboratories and OIE Collaborating Centres). The survey was developed and conducted in 2015 by Dr Maura
Ferrari from the OIE Collaborating Centre for Veterinary Biologicals Biobank, which can be found at
Appendix Ill. The survey revealed that i) approximately 35% of respondents did not have a computerised
information management system to manage their collection of biological resources and, ii) most of the
systems that were in use were not able to interact with other systems. It was noted that these results describe
the situation in 2015. As biobanking is a rapidly developing field, these may not accurately reflect the current
situation.

The Group considered whether it would be appropriate to revise and expand the Terms of Reference. For
example the ToRs did not specify whether the OIE virtual biobank should be open access rather than restricted
to OIE Reference Laboratories. Given that OIE Reference Laboratories have a mandate to develop and supply
reference reagents, it was reasoned that the information on the location of this material should be accessible to
laboratories outside the OIE network, and should definitely include National Reference Laboratories. The
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Group suggested two user classes: a core group comprising OIE Reference Laboratories, OIE Collaborating
Centres and National Reference Laboratories, which would have full access to the OIE virtual biobank and
exchange biobank materials free of charge, and an additional group of users, including industry, academic
institutions and research laboratories, which would have a different level of access and would benefit from the
sharing of information on resources. In the end, ToRs were not revised.

Identify which types of biological material (for OIE listed diseases only) should be included
in the OIE biobank

Standards established by the OIE are recognised as international reference standards by the international
community. Given that the OIE promotes the preparation and distribution of standard reagents for diagnostic
testing, the scope of the OIE virtual biobank should encompass a broad range of diagnostic reagents and
reference standards that can be used for diagnosis and control of OIE listed diseases. Of special emphasis, the
OIE virtual biobank should include reagents — including, but not limited to, antisera, antigens, plasmids and
polymerase chain reaction primers (DNA, RNA) and their derivatives — and reference cultures for the
detection of viruses, bacteria, fungi, parasites and protozoa.

Define the quality requirements

It was proposed that the quality of biobank materials could be described in discrete quality categories (i.e. two
or more distinct groups of biobank materials), depending on the level of characterisation.

The Organisation for Economic Cooperation and Development (OECD) issued the Best Practices Guidelines
for Biological Resource Centres in 2007, which are based on the concepts of identity, purity, stability and
viability. The Group based the quality classification for the OIE virtual biobank on such guidelines for
harmonisation purposes, recognising that the specific parameters in the OECD guidelines may not be fully
applicable for OIE biobanking purposes. These resources were used as references: the quality criteria adopted
for the European Virus Archive (EVAQ) initiative, a project funded under Horizon 2020 (the EU programme
for Innovation that runs from 2014 to 2020), straininfo, a world-wide, virtual catalogue integrating the
information from catalogues of biological resource centres, the World Federation for Culture Collections
(WFCC), an international organisation that operates as a clearing house for information on collections of
microbiological specimens, the Best Practices for Repositories issued by the International Society for
Biological and Environmental Repositories (ISBER) (human focused), and the International Biobank of
Veterinary Resources (IBVR), a biobank hosted at Istituto Zooprofilattico Sperimentale della Lombardia e
dell’Emilia-Romagna, Italy.

The quality of biobank materials would be based on identity, purity, stability, potency, safety and
documentation. The proposed quality criteria are defined in Appendix IV. Category 1 biobank materials meet
the highest quality standards, while category 2 biobank materials meet the minimum requirements for
inclusion of material in the biobank, but have not fulfilled all of the requirements for category 1 biobank
materials. Biobank materials may have fulfilled a varying combination of these different criteria. This would
be clearly indicated in the metadata reported in the “data sheet”, which must accompany all the biobank
materials entered into the biobank.

In support of this categorisation, the quality requirements for biobank materials should be set according to the
intended use, with OIE reference reagents and standards contained in the highest category, i.e. category 1. It
was recognised that the role of the OIE as a standard-setting organisation was of paramount importance,
thereby ensuring the quality of reagents and standards as a high priority.

In general, suppliers to the OIE virtual biobank should be OIE Reference Laboratories, which have in place
appropriate accreditation and quality management systems. In the absence of an OIE Reference Laboratory for
an OIE listed disease, laboratories with appropriate quality management systems may also be able to supply
material. The quality parameters for biological samples exchanged through the OIE virtual biobank should be
in accordance with the provisions of the OIE Codes and Manuals (e.g. Manual of Diagnostic Tests and
Vaccines for Terrestrial Animals, Chapter 1.1.5 Quality Management in Veterinary Testing Laboratories) and
associated guidance documents (e.g. OIE Guideline on International Reference Antibody Standards for
Antibody Assays) or other international standards with regard to the preparation of diagnostic reagents and
laboratory reference standards.
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6. Define the metadata attached to the biological material
The metadata to be provided for each biobank material are listed in the Table in Appendix V.

Two major classes of metadata are defined in the Table: material and sample. Additional multivariate fields to
link to references, documents and sequence data were outlined. Mandatory fields are also defined, and
completion of all mandatory fields represents the threshold for biobank materials to be included in quality
category 2.

The Group recommends, wherever possible, to use existing OIE controlled terminologies for describing
diseases, animals, etc. Further work would be required to fully define the metadata schema.

Once the metadata schema is defined, it is important that a governance process is established to manage
proposals for change and oversee ongoing developments with the OIE virtual biobank.

7. Review the information technology options and propose preferred option

The principal key business requirements and functions for the OIE virtual biobank were outlined in the form
of high level requirements and corresponding sub-requirements. The definition of detailed specifications was
reserved for a later phase of the project.

The metadata described above should be sourced from the laboratory information systems of the supplier,
ideally by a reasonably automated process. Within each supplier organisation, a person responsible for data
management should be identified to ensure that responsibility is actively taken for the maintenance of the data
and for making data amendments should there be any quality issues.

Technology choices should be made at the implementation phase with consideration given to well established
standards and the expertise of the hosting organisation, which would be an OIE Reference Centre.

High level requirements are summarised as follows:

Provide a web-based portal where registered users can search and request reagents or reference
material offered by the OIE network, with the following capabilities:

o Allow the user to request access (based on institutional affiliation), create a user profile, and manage
individual access to system components based on the registered user’s role and authorisation.

e Provide a search interface that allows the user to query within the defined metadata or free text search to
retrieve one or more records.

e Enable the user to select a record and view the full description of the material.

e Receive incoming requests for one or more materials to the OIE Reference Centre (by email for the
implementation phase; integrated request management within the system for the later phase,). All requests
would carry the materiallD (see Appendix V).

e Store the metadata as listed in Appendix V plus uploaded documents (e.g. permits, Standard Operating
Procedures [SOPs], and other supporting materials).

e Include a mechanism for the OIE Reference Centres to add, update, or delete their data, either by manual
entry through a portal interface, via upload of a data file or via web services.

o Facilitate the exchange of materials using the standard Material Transfer Agreement (MTA, see Section 8).

o Validate the data uploaded or entered into the database for mandatory fields using controlled terminology,
and for data type.

e Provide information to the OIE on user access and metrics (e.g. number of visits).

o Track the history of amendments made.
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e Include a form for general enquiries to the system administrator or for contacting technical support.
o Include a user workspace (e.g. save previous queries, bookmark of reagents etc.).

e Include a service that allows subscribers to receive alerts (e.g. new reagents, new features of the system,
etc.).

o Generate an exportable catalogue of the reference materials from the system to support laboratories with
limited information technology capacity.

e As a minimum the content should be available in English, but where OIE translation exists, information
may also be offered in French, Spanish, or other languages.

e The implementation should support multilingual functions provided by web browsers.
Requirements for the hosting system

e |t is recommended that the OIE Veterinary Biobank portal and database should be run on a central
server(s) with standard backup procedures. The development, management and maintenance should be
undertaken by an OIE Reference Centre with previous experience in operating a biobank.

Propose Standard Material Transfer Agreement

It was noted that access to standardised Material Transfer Agreements (MTA) could facilitate the timely
exchange of biobank materials in general by simplifying the processes. These MTA templates for biobank
materials could be based on MTAs that have previously been adopted by OIE Reference Laboratories for the
exchange of materials within the network, and for providing materials in response to other requests for
research or commercial use.

The drafting of a single standard MTA was proposed for use in transfers of materials between the OIE
Reference Centres and national laboratories of OIE Member Countries. This MTA could be integrated within
the OIE virtual biobank portal. This could remove some of the issues identified in two previous surveys
(survey 1 and survey 2 in Appendix I1). The MTA template should be agreed by OIE Member Countries at
the OIE General Assembly. With regard to transfers of material outside the OIE network, laboratories may use
their own MTAs with clear specifications about commercial use.

With reference to Article 4 of the Nagoya protocol, the MTA is intended to establish a culture for the open
exchange of biobank materials among the participating laboratories and to constitute Prior Informed Consent
(PIC) on Mutually Agreeable Terms (MAT), while avoiding as much as possible the potential adverse impacts
of the Nagoya requirements.

The standard MTA text should be drafted and reviewed by the OIE legal department.
It is proposed that the following elements be included in the standard MTA:

o Parties (sender scientist and recipient scientist, and their institutions);
o Material (material comprises any of the biological samples listed in the OIE virtual biobank);

e Intended use (material should be used for the diagnosis and control of designated pathogens or diseases as
defined in the ToRs of OIE Reference Laboratories. Any other use should be negotiated independently; the
standard MTA would not allow for commercial use);

o Ownership (the sender retains ownership and intellectual property rights);

o Distribution (e.g. transfer to third parties). As the OIE virtual biobank should facilitate rapid transfer of
material between the centres of the OIE network, transfer to third parties would not be permitted under this
MTA,

o Confidentiality (the parties should respect each other’s confidential information);
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10.

11.

12.

e Each party should accept liability for their own actions with the providing laboratory only liable for the
cost of preparing the reagents;

o Publication (the supplier must be acknowledged in any publications and under this MTA inclusion in
acknowledgement is pre-agreed);

o Misuse/Dual use (the recipient is responsible for safe use of material and the use complies with all legal
requirements; not for use in humans);

e Termination (the MTA is in effect for 2 years unless an extension is mutually agreed. Any remaining
material should be destroyed as biomedical waste after this period);

e Dispute resolution (in the first instance the OIE should act as an arbitrator in any dispute between the OIE
Reference Centres).

Define the steps that are needed for implementation of the biobank database

¢ Review of this report by either internal or external experts;

Refine data definitions and technical specifications;

¢ Raise awareness including presentation to national OIE Laboratories Focal Points;
e Form a governance structure for the OIE virtual biobank;

¢ Identification of candidate laboratory to host the portal;

o Identification of laboratories for participation in a pilot phase.
Final remarks

It was not clear whether or not the participating OIE Reference Laboratories should be allowed to supply
biobank materials for diseases for which they are not a designated OIE Reference Laboratory.

It was emphasised that the purpose of the OIE virtual biobank may go beyond only supplying validated
reference materials. This might encourage other laboratories to offer access to biological samples that meet the
minimum quality criteria. This is particularly important for emerging diseases for which an OIE Reference
Laboratory may not have been established at the time of an outbreak, but for which a rapid sharing of samples
would still be necessary.

It was noted that for some databases, the provision of a link to publicly accessible SOPs is part of the metadata
associated with a sample. It was pointed out that various SOPs for quality, storage, and security are available.
OIE Reference Laboratories should be encouraged to share these SOPs within the OIE network, and to
develop their own using SOPs provided by other OIE Reference Laboratories as a template.

Adoption of the report

The Group adopted the report.

Glossary

Biobank: A biobank is a facility for the collection, preservation, storage and supply of biological samples and
associated data, which follows standardised operating procedures and provides material for scientific and
clinical use.

OIE Reference Centre: an OIE Reference Laboratory or an OIE Collaborating Centre.

MTA: Material Transfer Agreement.

.../Appendices
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MEETING OF THE OIE AD HOC GROUP ON VETERINARY BIOBANKING
Paris, 23 — 25 January 2017

Background

A biobank is an organised collection of biological samples and associated data, the existence of which is a critical
prerequisite for high-quality research and advances in life science. The creation of a virtual biobank, an electronic
database of biological specimens and related information, would increase the number of accessible collections by
providing access independent of geographical limitations. A virtual biobank would also be an opportunity for
cooperation and sharing of biological resources, including reference reagents, among the OIE Reference Centres.

Terms of Reference

1. Identify which types of biological material (for OIE listed diseases only) should be included in the OIE
biobank;

Define the quality requirements;

Define the metadata attached to the biological material;

Review the Information Technology options and propose preferred option;

Propose standard Material Transfer Agreement;

Define the steps that are needed for implementation of the biobank database.

o h~wn

Provisional Agenda

Opening

Designation of the chair and rapporteur
Adoption of agenda

Consideration of Terms of Reference
Other business

Adoption of report

ok wpdpE
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Appendix 11

MEETING OF THE OIE AD HOC GROUP ON VETERINARY BIOBANKING

MEMBERS

Paris, 23-25 January 2017

List of participants

Dr James Watson

Commonwealth Scientific

and Industrial Research Organisation
CSIRO AAHL, 5 Portarlington Road
East Geelong

AUSTRALIA
james.watson@csiro.au

Prof. Kevin McCluskey
Kansas State University
Department of Plant Pathology

1712 Claflin Road,4024 Throckmorton

Plant Sciences Center, Manhattan, KS
66506 USA
mccluskeyk@ksu.edu

BIOLOGICAL STANDARDS COMMISSION REPRESENTATIVE

Prof. Hamadi Iddi Boga
Jomo Kenyatta University of
Agriculture and Technology,
P.O. Box 62,000

00200 NAIROBI

KENYA
bogahamadi@gmail.com

Dr Jane Richardson

(Chair)

European Food Safety Agency
EFSA, Via Carlo Magno 12
43126 Parma

ITALY

jane.richardson@efsa.europa.eu

Dr Maura Ferrari

Istituto Zooprofilattico Sperimentale delle
Lombardia e dell’Emilia Romagna
“Bruno Ubertini” (IZSLER)

Via Bianchi, 9

25124 Brescia

ITALY

maura.ferrari@izsler.it

Prof Anthony R. Fooks

Head of Wildlife Zoonoses and
Vector-Borne Diseases Research
Group, Virology Dept

Animal and Plant Health Agency
(APHA)

Woodham Lane, New Haw
Addlestone. Surrey. KT15 3NB
UNITED KINGDOM
tony.fooks@apha.gsi.gov.uk

OIE HEADQUARTERS

Dr Matthew Stone

Deputy Director General,
International Standards and Science,
12 rue de Prony, 75017 Paris
FRANCE

Tel: 33-(0)1 44 15 18 88

Fax: 33 - (0)1 42 67 09 87
oie@oie.int

Dr Elisabeth Erlacher-Vindel
Head

Science and New Technologies
Department
e.erlacher-vindel@oie.int

Dr Antonino Caminiti

Chargé de mission

Science and New Technologies
Department

a.caminiti@oie.int
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Chargé de mission
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Department
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SUMMARY OF RESPONSES TO 2"° SURVEY ON BIOBANKS
FROM THE OIE REFERENCE LABORATORIES
. Background
(O yomnomcavsemon ron s e

First survey in 2014
Survey on availability of biological r includingre reagents

Summary of Responses to 2" Survey on 207 Ref Centres In 2014

Biobanks from the OIE Reference Laboratories 88 responderts (33%)

Details in ‘Presentation Dr Ferrari’

T Second survey in 2015
Chargé de masion ‘Survey on IT systems and development of spreadsheet
Science and New Techmiogies: Department
OIE - Wiorld Organization h_nn'-w_algl;u'm Sent to the 88 Ref Centres which had responded to the first survey

36 respondents (40%

First meeting of the a4 fivc Group on Veterinary Biobanking Paris 23 January 2017

e W Crgmimion i At Hest - Preig v, Premig s fire| | e Wt Gt o A e - P e, i s i 1
Questions (2015)
1 Do you have a computerised management system for your biolegical resources? 1. Do you have a computerised management systemfor your

biological resources?

2a |z yoursystem ableto communicate with other systems through the internet?

2 b [fyes, doyou have the technical capability to export your data to another databass? Questien 1
Anzwer N %
. . . . Yes 23 63,9
3.a Isthe facility involved ina collaborative biobank project?
: ! e No 13 351
2
3 b Ifyes, please indicate the platform systen (e.g. Apache, IIS, etc.). el 3
3¢ Plzazealzo indicate the databaze management system platfiorm that you are using
, - =Yez =N
{MySQL, Oracle, MS SGL, etc.). .
4. Haveyou developed a data shest with the characteristics of each of your biclogical
resources?
e Wkt it i Arira Mot - Pt s, P s i1 (S Wk i o Ak Mot - Prodmcieg e, e s flrs| 4

2.a |s your system able fo communicate with other systerms through

intemet? Question 2 - . . . .
thei i ror s 3.a Is thefacility involved in a collaborative biobank project?
Answer N %
Yes 2 56 i
No 34 4.4 Questin 3
Total 36 ’
Answer N %
PREERR) Yes 2 56
No 34 G944
2.b Ifyes, doyou havethe technical capability to export your datato Total 36
another database? Quastion 2 B
Answer N % ’
Ye= & 167
No 30 833
Total 36
=Yes sho
Oe Wk Crpimion e ek st - Protmctirg v, P e st 1 (S Wk it i Ak it - Pretactig s, Prmevig s Tl 8.
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3.b Ifyes, please indicate the platform system (e.g Apache,

. - 118, etc.).
4. Have you developed a data sheet with the characteristics of ete.)

each of your biclogical resources?

3.c Pleasealso indicate the database management system

platform that you are using (MySQL, Oracle, MS SQL, etc.).

Question 4

Answer N %
Yes 1 528 N %
No 17 472 1 55
Total 36 1 o
3 16,7
Filemaksr Procatatass 1 56
ME 0L T 389
[rT Oracie 3 16.7
Appx 1 56
FreszsrWorks 1 56
Total 18 100
e A ¢ 11
Summary

+ 35% of respondents did not have a management system in place

* Most of IT systems are not able to interact with each other
Sacurity consideration or technical limitation?

* Results are from 2015

0e e cormme e By e e s G
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Material Type
Principle — Live material

Appendix IV Quality requirements for biobank materials

Identity
That the organism or cell is what it is

That the material is

Stability
That the material

Potency
That a known

Biosafety/Biosecurity
Assess risks associated with

Documentation

The critical attributes

stated to be. free from significant remains viable for a concentration of organism of the material are
adventitious agents. known time organisms or cells is adequately
present described.
Principle - reagents That the material is derived from the | That the material does | That the material That the material is of | Assess risks of material The critical attributes
stated parent organism. not have any retains expected a known reactivity or directly, or due to of the material are
significant cross reactivity for a known | concentration contamination adequately
reactions. time. described.
Reference organisms
Viruses Full genome has been sequenced No adventitious Periodic testing to Measure TCID50" or Document Risk Group Complete metadata
agents detected confirm viability equivalent
Partial sequence or specific assays Not tested for known Expected period of Potency described Partial metadata
used to identify adventitious agents stability documented quantitatively
Bacteria 16S sequencing No adventitious Periodic testing to Document Risk Group Complete metadata
agents detected confirm viability
Other assays used to identify Not tested for known Expected period of Potency described Partial metadata
adventitious agents stability documented | quantitatively
Fungi Barcode or other identifying No adventitious Periodic testing to Document Risk Group Complete metadata
sequence agents detected confirm viability
Other assays used to identify Not tested for known Expected period of Potency described Partial metadata
adventitious agents stability documented | quantitatively
Parasites Barcode or other identifying No adventitious Periodic testing to Document Risk Group Complete metadata
sequence agents detected confirm viability
Other assays used to identify Not tested for known Expected period of Potency described Partial metadata
adventitious agents stability documented quantitatively
Reagents
Antisera/Monoclonal Detects parent organism Free from significant Periodic testing to Reactivity documented | Free of viable pathogens Complete metadata
antibodies cross reactions confirm potency against known
standard
Expected period of Reactivity described Partial metadata
stability documented qualitatively

170z Areniga4/Bunjueqolg Areurisisp OHY
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Material Type Identity ‘ Purity Stability Potency Biosafety/Biosecurity Documentation
Inactivated organisms Reacts appropriately in validated Free from significant Periodic testing to Reactivity documented | Sterility tested Complete metadata
assay cross reactions confirm potency against known
standard
Expected period of Reactivity described Documented inactivation by Partial metadata
stability documented qualitatively appropriate method
Nucleic acids Reacts appropriately in validated Free from significant Periodic testing to Reactivity documented | Sterility tested Complete metadata
assay cross reactions confirm potency against known
standard
Expected period of Reactivity described Partial metadata
stability documented qualitatively
Fixed tissues IHC? or ISH? confirmation of target Free from significant Periodic testing to Complete metadata
organism cross reactions confirm potency
Expected period of Partial metadata
stability documented
Proteins/Antigens Free from significant Periodic testing to Reactivity documented | Sterility tested Complete metadata
cross reactions confirm potency against known
standard
Expected period of Reactivity described Partial metadata
stability documented | qualitatively
Cell cultures / Hybridomas Genetic characterisation of cells No adventitious Periodic testing to Concentration Complete metadata
agents detected confirm viability
Species of origin or less definitive Not tested for known Expected period of Partial metadata
check of identity adventitious agents stability documented

(p1u092) ¥ Xouuy

6v

1 TCIDso, median Tissue Culture Infectious Dose, amount of a pathogenic agent that will produce pathological change in 50% of cell cultures inoculated.
IHC, ImmunoHistoChemistry
3 In Situ Hybridisation
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Appendix V Metadata associated to biobank materials

Valid Entries

Mandatory
Repeatable

l“

MaterialType Type of Material Material Y N fixed tissue, protein, antigen, virus, bacteria, fungi, protozoa,
parasite
2 SourceLab Laboratory Material Y N  OIE laboratory identifier

Cells, antisera, hybridoma, inactivated organism, nucleic acid,

Unique identifier for the biological sample within the OIE

Unique identifier OIE Material Y N | virtual biobank. This code would be used for specifying

3 MateriallD

biobank requests to the supplier
4 SourcelD Umqqe identifier Material Y N Unique identifier for the biological sample from the supplying
supplier laboratory laboratory database
5 MaterialName m?i;f the reference Material Y N | Free text detailing the name of the reagent
6 MaterialTaxon Taxonomic Identifier  Material N N Selg ct from predeflrled I'St. of species and subtypes to be
defined for all OIE listed diseases
Free text providing a description of the material. This should
7 MaterialDesc General description of Material Y N be used to provide critical information to the requestor

the material regarding the nature, history, and special requirements for the
use of the material

OIE disease (species,

8 OIEDisease Material Y N Reference to the OIE Code

subtype)
9 DiseaseRiskGroup Risk group Material N N Ni Null field, entries not defined
10 Reference Literature Material N Y  Citation/s for relevant literature describing the Material Allows multiple references to be listed
10,1  ReferenceDOI Literature Reference N N  Digital object identifier (DOI) for reference
10,2  ReferenceURL Literature Reference  'N N Uniform Resource Locator (URL) for reference
11 MaterialContactName Contact information Material Y N  Name of contact for requests
12 MaterialContactEmail Contact information Material Y N  Email of contact for requests

170z Areniga4/Bunjueqolg Areurisisp OHY
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1S

l“ — =

Materiallnfo Any other information = Material
14 MaterialDocName Associated document  Material
141 | MaterialDocType Associated document | Document
14,2  MaterialDocRef Associated document ' Document
15 MaterialParent Parent sample Material
16 MaterialSource Provenance Material
17 MaterialHost Host Material
18 MaterialDate Accession date Material
19 MaterialSeq Sequence Material
20 MaterialAvailability Availability Material
21 SampleName Name. of the reference Material
material
21,1 | SampleDesc General d‘escrlptlon of Sample
the material
21,2 | SampleSupplyQuantity Supply Unit Sample
21,3  SampleSupplyUnit Supply Unit Sample
Quality Assurance
21,4  SampleQAldentity level for Sample Sample
Identity
Quality Assurance
21,5  SampleQAPurity level for Sample Purity ' Sample

Mandatory

=z =2

=

Sl Repeatable

=

zZ2 <X Zz2 =z =2 =2 =2

Valid Entries

Free text

Document/s name/description

Certificates of Analysis (CoA), Material Safety Data Sheet
(MSDS), Permit, Other

Internal reference to document (these documents should be
uploaded into the OIE virtual biobank)

Material identification data (ID) of parent

Allows multiple documents to be listed

The supplying laboratory's source for the material

OIE identifier for the species that is the matrix of the material
The date the supplying lab received the material

Link/s to sequence information (e.g. GenBank)

In stock/Special order

Allows multiple sample lots for each
material type. Not mandatory, as you
could list a material with no currently
available lots

Free text detailing the name of the reagent. Sample
information describes available batches in the supplier's
storage system

Free text providing a description of the material. This should
be used to provide critical information to the requestor
regarding the nature, history, and special requirements for the
use of the sample

Number
Unit
Quality Assurance level as referenced
1,2,0 in Appendix IV "Quality requirements
for biobank materials"
Quality Assurance level as referenced
1,2,0 in Appendix IV "Quality requirements

for biobank materials”

(p1u092) ¥ Xouuy
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21,6

21,7

21,8

21,9

21,1

21,11

21,12
21,13
21,14

SampleQAStability

SampleQAPotency

SampleQASafety

SampleDate

SampleStorage

SampleBatch

SampleForm
SampleGrowth
Samplelnfo

Description

Quality Assurance
level for Sample
Stability

Quality Assurance
level for Sample
Potency

Quality Assurance

level for Sample
Safety

Creation Date

Storage conditions

Batch information

Form of supply
Conditions of growth

Any other information

Sample

Sample

Sample

Sample

Sample

Sample

Sample
Sample
Sample

=
(=]
A —
©
©
c
©
=

Repeatable

Valid Entries

1,2,0

1,2,0

1,2,0

Date

Description of critical storage requirements, e.g. temperature,
humidity

Batch numbers. This number could be used for specyfing
requests to the supplier

Frozen, freeze dried, etc.
Description of critical growth requirements
Free text

Quality Assurance level as referenced
in Appendix IV "Quality requirements
for biobank materials"

Quality Assurance level as referenced
in Appendix IV "Quality requirements
for biobank materials”

Quality Assurance level as referenced
in Appendix IV "Quality requirements
for biobank materials"

Defined list

170z Areniga4/Bunjueqolg Areurisisp OHY
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1.1.

1.2,

1.3.

Annex 5

INTERNATIONAL REFERENCE STANDARDS FOR ANTIGEN DETECTION ASSAYS

1. Introduction
Purpose

This document provides guidelines for the preparation, validation and distribution of antigens as International
Reference Standards for antigen detection assays for infectious diseases of animals. In these guidelines, the
term “Standards” refers to antigens unless indicated otherwise. Such standard preparations are designated by
the OIE as primary reference standards for use in conjunction with tests described in the OIE Manual of
Diagnostic Tests and Vaccines for Terrestrial Animals.

Definitions
1.2.1. Standard Test Protocol

Standard Test Protocol refers to a validated, internationally accepted test procedure, as referenced in
the OIE Manual of Diagnostic Tests and Vaccines for Terrestrial Animals.

1.2.2. International Reference Standard

The term International Reference Standard is synonymous with primary reference standard. It
represents the standard against which all others are compared and calibrated.

1.2.3. Secondary and Working Standards

Secondary standards are prepared by direct comparison with the International Reference Standard, and
should so far as is possible mimic the characteristics of the primary standard when used in the Standard
Test Protocol. A Secondary Standard would typically be prepared by a National Reference Laboratory
and be designated as the national or local standard.

Working standards may be synonymous with secondary standards, or they may be tertiary standards
calibrated against the secondary standard. Working standards should be available in sufficient
quantities for use by diagnostic laboratories to standardise routine daily testing.

Scope

International Reference Standards are necessary to ensure that a given antigen detection assay is capable of
measuring antigen activity to a specified level of diagnostic sensitivity. Diagnostic sensitivity relates to the
risk of a false negative reaction occurring in an antigen assay when in fact an animal is, or has been, infected.
International Reference Standards are normally for use by international, national and other reference
laboratories in calibrating standard assays and as templates for the production of secondary standards. The
secondary or other working standard, and not the international standard, are to be used on a daily basis to
standardise testing.

Some antigen detection assays may utilise diagnostic material directly from a suspect case, whereas other
assays may be applied following preliminary in-vivo or in-vitro culture of the agent (see table).

For a limited number of diseases, there has been international agreement on a system of ‘International Units’
of antigen activity. In such cases the International Reference Standards define the scale of such units. In the
vast majority of animal diseases no such system exists, and assay systems, working standards, and test
samples are defined relative to the International Reference Standards.
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1.4. Approach

2.1,

2.2,

2.3.

54

For most assays, three primary reference standards should be established: a strong positive, a weak positive
and negative standard. These standards should be selected and characterised by a designated Reference
Laboratory using an internationally accepted Standard Operating Procedure (SOP) and internationally
accepted reagents.

The weak positive standard is critical for providing assurance of the diagnostic sensitivity of the test. For non-
quantitative assays (e.g. immunofluorescence assays, agglutination tests and immuno-histochemical tests) the
weak positive reference standard may be the only positive standard required.

For quantitative, non-titration assays (e.g. immunoassays including lateral flow devices, ELISpot and antigen-
capture enzyme-linked immunosorbent assay [Ag ELISA]) the strong positive standard should define an
arbitrary level of 100% positivity. The weak positive and negative standards should then be assigned a
proportional percentage positivity corresponding to their reactivity when tested in the standard test protocol.

2. Selection of Materials for use as Standards
Types of material

The majority of International Reference Standards will be prepared by purifying the antigen content by
infecting permissive cells with virus, by infecting experimental animals -with the appropriate pathogen or
from recombinant protein (antigen) preparations. These should be further purified using column
chromatography and purity may be checked by mass spectrometry to produce a homogenous antigen
preparation that is free from contaminating proteins. Antigens may be further concentrated by a number of
methods, including lyophilisation and ultrafiltration. Viruses and recombinant viruses (including virus-like
particles) prepared in cell culture, should whenever feasible, be grown in growth media free of animal proteins
derived from serum. If bovine sera must be used, should be from a BSE-free source. Antigens, should where
possible, be produced in specific pathogen free or gnotobiotic animals of a species appropriate to the assay
being standardised.

Safety

The reference standards should be prepared so that they are free of infectious material. To facilitate shipment
between countries it is recommended that the standards in the wet state be either treated by a method which
has been validated as inactivating the agent whilst retaining its reactivity in the assay. Examples include
treatment with BEI (binary ethyleneimine) or irradiated at 25-30 kilogray (2.5-3.0 Mrad) and kept at —78°C.
Irradiating freeze-dried samples is not recommended as the recommended dose may not be enough for
complete pathogen inactivation. After treatment, samples should be submitted to appropriate innocuity tests as
described in Chapter 1.1.9 Tests of biological materials for sterility and freedom from contamination of the
Terrestrial Manual to ensure that they are free from detectable live agents.

Positive reference standards

Positive reference standards should be selected either from cultures or from infected experimental animals.
The timing after inoculation for collection of the material should be determined by the replication of the
pathogen in culture or in the animal as measured in the standard test protocol. This may vary according to the
pathogenesis of the disease and the assay. Full details of the inoculation schedule and the nature of the
inoculum must be provided so that secondary standards can be prepared by equivalent methods. The standards
should be free from antigens and organisms that might cross-react in the standard assay or information on this
cross-reaction should be provided. The standard may be derived from a single animal or a pool of specimens
from a number of animals. Exceptionally, naturally infected animals may be used as the source of the standard
where controlled inoculation or infection is not feasible.
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24.

3.1.

3.2.

3.3.

4.1,

Negative reference standards

Negative reference standards should comprise uninfected cultures or be selected from animals that have never
been exposed to, or vaccinated against, the agent in question. They should be free from antigens of other
pathogens, which might cross-react in the standard assay. The negative standard may be derived from a single
specimen or a pool of specimens.

3. Characteristics of International Reference Standards

Strong positive reference standard

For immunoassays that demonstrate typical sigmoidal dose/response curves, the strong positive reference
standard should exhibit an antigen activity which lies on the linear portion of the curve just below the plateau
phase. In other tests, the strong positive reference standard should contain sufficient antigen to produce
consistently the maximum reaction within the selected limits of the test, e.g. a clear cut line of identity in an
immunodiffusion test or 100% inhibition in a competitive or inhibition AGELISA.

Weak positive reference standard

The weak positive reference standard should exhibit antigen activity which again lies on the linear portion of
the curve just above the positive/negative threshold. The reaction produced should never be equivocal. In
other tests, the weak positive reference standard should contain sufficient antigen to produce consistently the
minimum detectable reaction, e.g. a weak but unequivocal line of identity in an immunodiffusion test. For
competitive/inhibition assays which frequently show a sharp transition from positive to negative the selection
of the weak positive standard can be particularly difficult. The same principles apply, in that the standard
should give a consistent positive response, just above the positive/negative threshold, in the Standard Test
Protocol.

Negative reference standard

This standard should always give a reaction below the positive/negative threshold in the Standard Test
Protocol. The reaction produced should never be equivocal.

4. Preparation of Reference Standards
Constitution of the standards

Where possible, the positive reference standards should be prepared from materials showing the desired level
of reactivity without further dilution. However in many cases it may be necessary for the Reference
Laboratory to make a dilution, just the once, of a positive antigen preparation in an appropriate buffer, in order
to achieve the desired level of reactivity as specified in Section 3 above. In such cases the weak positive
reference standard may be derived from the same positive antigen stock as the strong positive reference
standard.

An International Reference Standard should not require any special manipulation (e.g. pre-dilution) by the
recipient laboratory prior to its use in the assay in question. The standard should be tested as would any field
sample or culture, under routine diagnostic conditions (including any dilution steps which are a normal part of
the assay procedure). This prevents the introduction of error or bias related to special handling or preparation.
Therefore, the amount of antigen activity in a positive reference standard should be within the accurate
detection limits of the diagnostic test.
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4.2,

4.3.

4.4.

4.5.
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Stability and storage

All materials should be stored frozen or refrigerated pending evaluation. Repeated freeze—thaw cycles should
be avoided. To ensure stability it is recommended that the final standard, after sample inactivation treatment,
be freeze-dried, and it would be advantageous to provide the sterile diluent for reconstitution of the material,
along with the freeze-dried standard. Sealed glass ampoules, rather than rubber caps, are preferred for long-
term storage. Freeze-dried stocks should be stored at 4°C, although short periods at ambient temperature (e.g.
during shipment) should not be deleterious. The freeze-drying process may alter the biological quality of
antigen; storing the standards in cryotubes at —78°C is the recommended alternative solution.

After freeze-drying, several bottles of the standard should be reconstituted and re-evaluated. There should be
no evidence of cross-reacting antigens or other non-specific factors which interfere with the interpretation of
assay results. If there is a possibility of cross-reaction with closely related agents, this information should be
indicated.

Batch control

The original reference material must begin as one single stock with enough to last at least 5 years. This can be
kept frozen (preferably at —70°C or below) and a batch can be freeze-dried for a minimum 2-year supply
(about 500 tests). For each batch, whether frozen or freeze-dried, batch references must be allocated and full
quality control data maintained for each batch.

Each freeze-dried batch must be recalibrated. Each bottle or ampoule should contain 0.5-1 ml.
Labelling

The label should contain the following minimum information: OIE logo; OIE international reference standard
for (disease) (test); specify if strong positive, weak positive or negative; the name of the Reference
Laboratory; reconstitution method; and storage conditions. The space available on the label may prevent the
inclusion of all these items; abbreviations may be used and some of the items may need to be put on the data
sheet instead of on the label.

Data sheets

OIE Reference Laboratories issuing international reference standards should ensure that all aliquots are
accompanied by an appropriate Data Sheet. It should be made clear to requesting laboratories that
international reference standards are intended for use in the calibration of their own assay and for promotion
of international harmonisation.

In order for a diagnostic laboratory to prepare a secondary reference standard for its own use, it will be
necessary for the OIE Reference Laboratory to supply specific data on the selection and/or preparation of the
primary reference standards.
4.5.1. Data required
The datasheet should repeat all the information specified for the label (see 4.4). The following
information must also be supplied in order to facilitate the selection and/or preparation of secondary
reference standards which, as closely as possible, duplicate the primary reference standard.

i)  Description of the culture or donor animal for the preparation of the agent, including species,
age, reproductive status and origin (i.e. natural production, specific pathogen free, gnotobioatic,
etc.);

ii) Details of agent used, i.e. source, strain, serotype, etc.;

iii) Details of experimental infection protocol, i.e. route, dose, immunisation schedules, method and
time of sample collection etc.;
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iv) Description of growth media, incubation times and temperatures for preparing cultures of the
agent;

v) Reference tests used to select positive and negative reference antigen candidates, e.g. Western
(immune) blot, agar gel immunodiffusion;

vi) Sample of titration profiles of antigen preparation(s) and criteria for selection of appropriate
dilutions of defined activity;

vii) Presence of heterologous antigens, if known, and tests used in detection;
viii) Details of any safety testing carried out on the materials;
iX) A statement that the standard is for in vitro use only;

X)  Description of sterilisation methods, including type of irradiation and dose and condition of
sample at time of sterilisation (i.e. liquid, frozen, freeze-dried, etc.);

xi) Batch number and date of production;

xii) Recommended reconstitution (type of reconstituting fluid, and volume), handling and storage
conditions;

xiii) Full contact address, fax, email of the Reference Laboratory as a source of further information.

5. Approval of Reference Standards by OIE

An International Reference Standard may not be issued under the name of OIE unless it has been endorsed by the
OIE Biological Standards Commission acting under authority of the OIE World Assembly.

The full technical and statistical data on the evaluation of the candidate reference standards, together with the full
data sheet information as specified above, should be submitted to OIE. The OIE Biological Standards Commission
will review the information. If the Biological Standards Commission approves, the reference standard will be added
to the list of International Reference Standards available. This list will be supplied to all OIE Members Countries
on request, and may also be accessed on the OIE Web site (http: www.oie.int).
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International Reference Standards for Antigen Detection Assays

Appendix

Table: Principles of Antigen Detection Assays

enzyme immunoassay

with antibody of known specificity

Method Specimens Observations Characteristics
Enzyme immunoassays, ) Agent antigen identified by reaction Rapid, sensitive and specific,
e.g. antigen-capture Tissues, cells e.g. antigen capture enzyme-

linked immunosorbent assay

Immunochromatography,
immunogold-binding
assays

Blood, secretions
and excretions

Agent antigen identified by reaction
with antibody of known specificity

Rapid, sensitive and specific
e.g. lateral flow devices

Immunofluorescence

Tissues, cells

Agent antigen identified in situ by
reaction with antibody of known
specificity

Rapid, sensitive and specific,
e.g. fluorescent antibody test

Immunohistochemistry

Tissues, cells

Agent antigen identified in situ by
reaction with antibody of known
specificity

Slow but sensitive and specific;
technically demanding for use
in specialised histopathology
laboratories

Immunoelectron
microscopy

Tissues, cells

Aggregation of agent by specific
antibody of known specificity

Rapid, sensitive and specific,
e.g. extension of diagnostic
electron microscopy;
technically demanding for use
in specialised microscopy
laboratories

Radioimmunoassay

Tissues, cells

Agent antigen identified by reaction
with antibody of known specificity

Complex equipment and
reagents required

Latex particle agglutination

Extracts from
tissues, cells

Agent antigen identified by reaction
with antibody of known specificity

Insensitive and subject to
nonspecific reactions, e.g. slide
agglutination test

Immunodiffusion

Extracts from
tissues, cells

Agent antigen identified by reaction
with antibody of known specificity

Insensitive and subject to
nonspecific reactions; simple
method

Table modified from: Veterinary Virology, Third Edition, Murphy F.A., Gibbs E.P.J., Horzinek M.C. & Studdert M.J., eds,
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published 1999, Academic Press, San Diego, California, USA.
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Annex 6

BSC Work Plan: from February 2017

Manual of Diagnostic Tests and Vaccines for Terrestrial Animals

Circulate the chapters approved by the BSC to Member Countries for second-round comment

Remind authors of the chapters identified previously for update but not yet received

Commission the chapters for proposal for adoption in 2018 or 2019

Review guidelines (now chapters) in Part 3 and identify which should be moved to Part 1

Activities

Collaborating Centres: guidelines for applicants, SOPs for approval and maintenance of Collaborating Centre status

Project to extend the list of OIE approved reference reagents

Guidelines for the preparation and validation of reagents for molecular tests

Project to develop Replacement International Standard Bovine Tuberculin

OIE Platform for the Collection and Management of Genomic Sequences in Animal Health

Ad hoc Groups

Transport of Biological Materials

Terrestrial Manual chapter on Rabies

High Throughput Sequencing and Bioinformatics and Computational Genomics (HTS-BCG)

Quality Management Systems’ Implementation Tools

Meetings

WAVLD, June 2017, Sorrento, Italy
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This document has been prepared by specialists convened by the OIE. Pending adoption by the World Assembly of Delegates of
the OIE, the views expressed herein can only be construed as those of these specialists.

All OIE publications are protected by international copyright law. Extracts may be copied, reproduced, translated, adapted or
published in journals, documents, books, electronic media and any other medium destined for the public, for information,
educational or commercial purposes, provided prior written permission has been granted by the OIE.

The designations and denominations employed and the presentation of the material in this publication do not imply the expression
of any opinion whatsoever on the part of the OIE concerning the legal status of any country, territory, city or area or of its
authorities, or concerning the delimitation of its frontiers and boundaries.

The views expressed in signed articles are solely the responsibility of the authors. The mention of specific companies or products
of manufacturers, whether or not these have been patented, does not imply that these have been endorsed or recommended by
the OIE in preference to others of a similar nature that are not mentioned.
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