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REPORT OF THE MEETING OF THE OIE BIOLOGICAL STANDARDS COMMISSION

Paris, 12-15 September 2017

The OIE Biological Standards Commission (BSC) met at the OIE Headquarters from 12 to 15 September 2017.
Dr Monique Eloit, Director General of the OIE, welcomed the Members of the Commission, Dr Beverly Schmitt,
President, Dr Franck Berthe and Dr Hualan Chen, Vice-Presidents, and Dr Peter Daniels, Dr Mehdi EI Harrak and
Dr Anthony Fooks, members of the Commission.

Dr Monique Eloit noted that the Commission would further review the procedures for approval and maintenance of
OIE Collaborating Centre status and welcomed the Commission’s commitment to developing a more active
approach to managing the network. Dr Eloit then informed the members that the new process for selection of
experts for Specialist Commissions had been launched. She reminded the Commission that this new procedure was
a significant step in the implementation of the goals of the OIE Sixth Strategic Plan. She pointed out that this was
also an opportunity to create a list of suitable experts for consideration when convening ad hoc Groups, noting that
there currently no process for gathering such information.

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

1. Adoption of Agenda

The proposed agenda was presented and adopted.

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

2. 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. Review of a validation dossier for a quantitative real-time polymerase chain reaction method for
detection of Taylorella equigenitalis directly from swabs

A validation dossier had been received for a quantitative real-time PCR! method for detection of
Taylorella equigenitalis directly from swabs. The Commission decided to request the OIE Reference
Laboratories for Contagious equine metritis to evaluate the dossier. Before it could be recommended
for inclusion in the Terrestrial Manual, the method must be demonstrably reproducible. If necessary,
the Reference Laboratories could work with the test developers to generate reproducibility data.

1 PCR: polymerase chain reaction
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2.2.

2.3.

2.4.

2.5.

Review of standard operating procedure (SOP) for the preparation of antigen for the
complement fixation test for dourine diagnosis, along with an SOP for the maintenance and cryo-
preservation of Trypanosoma equiperdum strains with the aim of inclusion in the Terrestrial
Manual

The Commission reviewed and accepted for inclusion in the Terrestrial Manual a standard operating
procedure (SOP) for the preparation of antigen for the complement fixation test for dourine diagnosis,
along with an SOP for the maintenance and cryo-preservation of Trypanosoma equiperdum strains. The
SOPs would be provided to the experts updating the chapter.

Follow-up from February: how to implement decision regarding the target animal batch safety
test and OIE Standards

At its last meeting, the Commission, following consultation with certain OIE Collaborating Centres,
had decided to revise references to the TABST? in the Terrestrial Manual to include a note that the
prescribed TABST could be eliminated in situations where other quality control measures are in place.

To implement this decision, the Commission approved suitable text for inclusion in Chapter 1.1.8
Principles of veterinary vaccine production and Chapter 3.7.2 — Minimum requirements for the
production and quality control of vaccines. The chapters were approved for circulation to Members for
first-round comment and eventual proposal for adoption by the Assembly in May 2018. The following
sentence, amended as appropriate, would also be included in the relevant disease chapters when they
are updated: “Safety tests in target animals are not required by many regulatory authorities for the
release of each batch or serial. Where required, standard procedures are generally conducted using
fewer animals than are used in the safety tests required for licensing.”

Question regarding recommended vaccine dose and frequency for vaccination against brucellosis

The Commission referred a question from an epidemiologist on the recommended vaccine dose and
frequency for vaccination against brucellosis to the network that had updated the chapter in 2016. The
network comprises the eight OIE Reference Laboratories for brucellosis and a humber of non-OIE
laboratories.

Update from February meeting and General Session — use of the Frenkel method in the
manufacture of FMD vaccines

Following receipt of comments from a Member prior to the General Session in May 2017, the
Commission had withdrawn its proposal to delete reference to the use of the bovine tongue epithelium
method for vaccine production from the chapter on foot and mouth disease (FMD). The chapter was
adopted without this deletion and the Commission agreed to further consider the use of this method.

The Commission stated that vaccine manufacturing requires that good manufacturing practices (GMP)
be followed. Certifying the purity of source materials when producing FMD vaccine using cattle
tongue epithelium from slaughtered animals may be difficult to achieve. The Commission felt that
FMD vaccine manufactures using epithelium cells must prove that the cells comply with the same
quality control requirements as alternative source materials, e.g. cell lines.

In addition, the use of epithelium cells could potentially lead to increased levels of non-structural
proteins (NSP) in vaccinated animals, impairing FMD surveillance in a vaccinated population. The
Commission agreed that a literature search on this phenomenon should be undertaken to determine if
there are published articles on this subject.

Finally, the Commission felt that any slaughter of animals with the intention of collecting tongues for
the production of vaccine contravenes the OIE animal welfare standards to reduce the use of live
animals where possible.
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In conclusion, the Commission affirmed its opinion that the method cannot be recommended in an OIE
Standards text. To assist the Member concerned to phase out this practice and introduce an alternative
method, the Commission agreed to retain the text for 3 more years. At the General Session in 2020, the
text would be proposed for deletion from the chapter.

2.6. Review of draft chapters received and their endorsement for circulation for Member comment

The Commission reviewed 31 draft chapters and the glossary and approved 29 for circulation, some
subject to clarification of certain points by the experts, for first-round Member Country comment and
eventual proposal for adoption by the Assembly in May 2018.

In Chapter 1.1.3 Transport of biological materials, which had been thoroughly updated by an ad hoc
Group (see Item 4.3), the Commission proposed to delete “Pseudomonas mallei” and “Pseudomonas
pseudomallei” from Table 3. Indicative examples of infectious substances included in Category A as
this is out-of-date classification of glanders and melioidosis (correctly Burkholderia mallei and
Burkholderia pseudomallei, respectively). The Commission also proposed adding a footnote to the
entry on rinderpest virus (culture only) in the same Table, stating that such samples should be “subject
to prior approval by the FAO-OIE rinderpest secretariat”.

In line with its efforts to eliminate unnecessary use of animals from the Terrestrial Manual and with
the OIE’s animal welfare policy, the Commission agreed to delete the Section on Isolation of Ehrlichia
ruminantium using in-vivo culture from Chapter 2.1.9 Heartwater.

The Commission agreed to include a protocol for a real-time PCR in Chapter 2.1.1 Anthrax, Chapter
2.3.2 Avian infectious bronchitis, and Chapter 2.3.7 Duck virus enteritis, and to include more
information on molecular tests, including primer sequences where available, in Chapter 2.4.17 Animal
trypanosomosis (including tsetse-transmitted), Chapter 2.3.1 Avian chlamydiosis Chapter 2.5.2
Contagious equine metritis, Chapter 2.5.15 Theilieriosis and Chapter 2.7.6 Enzootic abortion of ewes
(ovine chlamydiosis).

Table 1 on diagnostic tests available scored against the six purposes identified in the OIE Validation
Standard needed to be standardised and completed in a number of chapters (Chapter 2.3.1 Avian
chlamydiosis, Chapter 2.4.14 Malignant catarrhal fever, Chapter 2.5.11 Glanders and Chapter 2.4.17
Animal trypanosomosis (including tsetse-transmitted). The concept of “Table 1” has been developed
over a number of years, and is intended only as a summary matrix, to indicate which tests are most
applicable for the different testing purposes. The Commission appreciates that for individual diseases
the situation may be more complex, depending on the epidemiological situation, and this can be
explained in detail in the text.

The Commission requested that the vaccine section of Chapter 2.4.16 Trichomonosis be expanded. As
this is quite a big task, the chapter may be held over for this year and put forward to the 2018/2019
review cycle.

If the nested PCR in Chapter 2.5.4 Epizootic lymphangitis is validated, it will be added to Table 1 and
the text in the chapter will be expanded to include a protocol.

The Commission proposed that Chapter 2.5.5 Equine encephalomyelitis (Eastern & Western) and
Chapter 2.5.12 Venezuelan equine encephalomyelitis could usefully be combined into one chapter as
there is currently a lot of cross referencing in the latter chapter. The new combined chapter would
include a thoroughly updated section on diagnostic tests, including a description of a reverse-
transcriptase (RT)-PCR. In view of the volume of work required to combine the chapters, the
Commission put the task forward to the 2018/2019 review cycle with the aim of proposing the
combined chapter for adoption in May 2019.

Although an updated version of the Chapter 2.8.2 Atrophic rhinitis of swine was approved for
circulation for first-round Member comment, the Commission is considering deleting this chapter in
the near future as the disease is not listed by the OIE and there is no OIE Reference Laboratory
dedicated to this minor disease.
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2.7.

2.8.

The last version of the chapter on dermatophilosis was adopted in 2008 and the Commission has not
been able to identify an expert to update. Given this situation and the fact that the disease is not listed
by the OIE, the Commission decided to delete the chapter from the Terrestrial Manual.

Finally, the Commission identified chapters for update in the 2018/2019 review cycle. The experts
would be contacted in the near future.

Review of procedure for handling comments from Members and Experts on draft chapters for
the Terrestrial Manual

A discussion paper proposing how to improve the transparency, engagement and good governance of
the procedure for handling comments from Members and Experts on draft chapters for the Terrestrial
Manual was presented. A brief summary of the process is described with the main proposed changes in
italics:

At present, the process of revision starts at the September meeting when the Commission
identifies those chapters needing update, based on identified needs from OIE Headquarters,
Delegates, Specialist Commissions or disease experts, or on the date of last revision (taking
the oldest texts first). The secretariat contacts all relevant Reference Laboratories (or, if none,
other appropriate experts designated by the Commission) to commission a revision of the
identified chapters. With multiple Reference Laboratories or experts, the contributors are
asked to work together to produce a consensus text.

It is proposed that the revised texts as well as the scientific rationale for proposed changes be
submitted by the experts to the OIE by mid-July at the latest. The Secretariat checks the text
and marks the experts’ revisions in the standard OIE style. For the future, the text of proposed
technical changes that need the Commission’s agreement will be in red to draw the members’
attention to it. At the September meeting, the Commission discusses the draft revised chapters
and decide if they can be circulated to Members for first-round comment or need to be
returned to the contributors for further amendments. It is proposed that the agreed chapters be
appended to the report of the meeting and circulated in mid-October to Members for comment
(red colour will be removed as it was only to aid the members of the Commission), and that the
report of the meeting summarise the scientific rationale, and the Commission’s discussions
and decisions.

Members are requested to return their comments to the OIE by the beginning of January.
Technical comments, controversial comments, or where conflicting comments are received
from different Members will be introduced in the text and highlighted in red. The Commission
discusses and takes decisions on the text in red. Again, the report of the meeting will
summarise the discussions and decisions on the red text. The Commission decides whether to
put forward the edited chapters for adoption at the General Session in May, in which case the
texts marked-up in OIE style will be circulated to Members in mid-March for second-round
comment and eventual proposal for adoption.

A traceability table will be produced showing, chapter by chapter, the Members or experts
that have commented and the actions decided on by the Commission. This table, along with all
the edited revised chapters, will be finalised by the consultant editor and appended to the
report of the Commission’s February meeting.

The Commission endorsed the proposed procedure, which would be put in operation from February
2018. Recognising the high number of chapters under review and the fast-moving technological
environment for diagnostic assays and vaccines, the Commission appreciated the attempt to minimise
undue impacts of modifications on workload and timeframes.

Pan-lyssavirus Tagman real-time RT-PCR? assay LN34 for rabies diagnosis

The Commission reviewed and accepted the validation dossier for a real-time RT-PCR for rabies
diagnosis. A reference to the method would be included in the draft Terrestrial Manual chapter.
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3.
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OIE Reference Centres

3.1.

3.2.

3.3.

Applications for OIE Reference Centre status

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

OIE Reference Laboratory for Infectious bursal disease
Infectious Bursal Disease Laboratory, Harbin Veterinary Research Institute (HVRI), Chinese
Academy of Agricultural Sciences (CAAS)
678 Haping Road, Xiangfang District, Harbin 150069, CHINA (PEOPLE'S REP. OF)
Tel: (+86-451) 51.05.16.90 / 51.05.16.94
Email: wangxiaojun@caas.cn / xmw@hvri.ac.cn; gxl@hvri.ac.cn
Designated Reference Expert: Dr Xiaomei Wang.

An application had been submitted for designation as an OIE Reference Laboratory for Chronic
wasting disease. Under point 9 of the Guidelines for applicants for OIE Reference Laboratory status
template: Demonstrate reagent production capability (provide details of current stock of reagents for
the disease), the applicant had written “not applicable”. The Commission sought clarification of this
reply as a laboratory for this disease should have the capacity to generate positive and negative control
tissues and certain other reagents.

An application for designation as an OIE Reference Laboratory for Classical swine fever was not
accepted as the Commission found that the application did not provide sufficient evidence of expertise
and the capacity to generate reagents.

Changes of experts at OIE Reference Centres

The Delegate of the Member concerned had submitted to the OIE the following nomination for a
change of expert at an OIE Reference Laboratory. The Commission recommended its acceptance:

Bovine spongiform encephalopathy and scrapie
Dr John Spiropoulos to replace Dr Marion Simmons at the Animal and Plant Health Agency,
Weybridge, UNITED KINGDOM.

The Commission reviewed another replacement expert nomination and noted that the most recent
publications, which dated from 2010, are historic reviews of the eradication of certain diseases from the
country in question, while any recent peer-reviewed papers on the disease in question were lacking.
There was also little information available in the annual report on international activities or networking
with the other OIE Reference Laboratories for the same disease. The Commission requested information
on succession plans and any plans that the laboratory had to reinvigorate its international activities and to
fulfil its mandate as an OIE Reference laboratory.

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 11 September 2017, 41 projects have been completed,
29 projects are underway and 12 are awaiting funding before beginning. The Commission noted that all
twinning projects are monitored through the submitted technical and financial reports. The Commission
requested that the technical reports submitted by each project be posted on the twinning page of the
OIE website after removing any sensitive data or information.

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

i) Italy — Nigeria for avian influenza: the Commission supported the technical contents of this
project and recommended that all twinning project laboratories should use the biosafety and
biosecurity standards for managing biological risk in the veterinary laboratory and animal
facilities outlined in Chapter 1.1.4 of the OIE Terrestrial Manual.
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3.4.

ii) Canada — Ghana for avian influenza and Newcastle disease: the Commission supported the
technical contents of this project and recommended confirmation that the experts involved in the
project in the Accra veterinary laboratory are permanent staff, and that the laboratories under
development in Accra to meet the biological risk management requirements of the project are
already operational so that the project’s activities can begin.

iii) Canada — Guatemala for classical swine fever disease: the Commission supported the technical
contents of the revised project following earlier comments provided on the project.

Follow-up actions taken by the candidate laboratory in response to the mission report

In February 2016, the Commission reviewed the report of an expert mission that had been organised to
evaluate the facilities at an institute that had applied to be recognised as OIE Reference Laboratories
for Avian influenza and Newcastle disease following a twinning project. The report included a number
of recommendations, which the Commission endorsed, noting that once the recommendations had been
fully implemented, the institute would be in a position to submit a strengthened application for review.

In its report, the expert mission had stressed the importance of establishing facilities and protocols for
the safe handling of H5 and H7 isolates in accordance with international norms, as also described in the
OIE Terrestrial Manual chapter on avian influenza. The mission report had also highlighted the urgent
necessity that the Member considers reviewing their biological risk management of HPAI* (H5 & H7)
with a view to alignment with the OIE recommendations, particularly if the laboratory is to act as an
OIE Reference Laboratory with the responsibility to demonstrate best practice in respect of biosafety of
its staff and in training scientists from other countries.

In August 2017, the candidate laboratory had submitted a report of the follow-up actions it had taken in
response to the mission report.

With the original findings in mind the Commission reviewed the document and was impressed by the
progress made by the candidate laboratory. Before a final recommendation on designating the
institution as OIE Reference Laboratories could be made however, the Commission recommended that
certain specific aspects of laboratory biological risk management be assured through additional
interaction with technical experts.

® Reference Laboratories

3.5.

Modalities of implementation of SOPs for Reference Laboratories

The Commission was reminded that the Procedures for the designation of OIE Reference Laboratories
had been adopted by Resolution at the General Session in May 2017 (available on the OIE web site at:
http://www.oie.int/fileadmin/Home/eng/Our_scientific_expertise/docs/pdf/ANG_SOP_RL _applications.pdf).

To implement them, an in-depth review of the annual reports would need to be undertaken at the
February 2018 meeting to identify Reference Laboratories that are not fulfilling the performance
criteria. Those OIE Reference Laboratories that do not achieve accreditation to ISO 17025 or
equivalent quality managements system by the 31 December 2017 deadline would be suspended and
sent an official letter detailing the reasons for suspension and the timeline and requirements for
reinstatement. The Commission would also need to review the 1SO 17025 certificates submitted by the
remaining Reference Laboratories and the corresponding accreditation bodies.

® Collaborating Centres

3.6.

Review of the procedures for approval and maintenance of OIE Collaborating Centre status

At its meeting in February 2017, the Commission had begun to consider ways to better engage the
network of OIE Collaborating Centres in the goals of the OIE. As a first step, the Commission had
identified thirteen focus areas for OIE Collaborating Centre activities for future applicants. The aim
was to better categorise and standardise topics of interest to OIE and to improve both clarity and
opportunities for networking, which is also an integral part of the OIE Sixth Strategic Plan.
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At this meeting, the Commission further reflected on this list of focus areas and on how OIE
Collaborating Centres could operate in the future. The goal is to have a functioning international
network of clearly identified expertise on cross-cutting thematic issues linked to the OIE Strategic Plan.
With this in mind, the Commission further developed the list and further reduced the list to six main
focus areas, each with a number of specialties (see Annex 3).

The six main focus areas and an explanatory text are:
1. Laboratory expertise

This focus area covers issues related to management and operation of veterinary diagnostic
laboratories. It corresponds essentially to provisions of Chapters 1.1.1 to 1.1.7 of the Terrestrial
Manual, as well as Chapter 3.2, and to Chapters 1.1.1 and 1.1.2 of the Aquatic Manual. Beyond
OIE Standards, the focus area is expected to assist the OIE and its Members to follow the
recommendations of the first two International Conferences on Biological Threat Reduction, as
well as to contribute to the Sixth OIE Strategic Plan and commitment to modern technology.

2. Training and education

It is part of the OIE’s founding mandate to improve the legal framework, competency and
resources of national Veterinary Services, and particularly their global public good components.
This focus area covers the scientific and technical veterinary knowledge and skills needed for
veterinarians, animal health professionals and veterinary para-professionals to implement OIE
standards. The focus area primarily, but not exclusively, corresponds to provisions of the Section
3 of the Terrestrial and Aquatic Codes. The focus area is also expected to assist the OIE and its
Members to follow-up on the recommendations of the first two International Conferences of
Veterinary Education.

3. Animal health management

The OIE has the responsibility to collect, analyse and disseminate relevant scientific information,
especially on disease control methods, and to provide expertise in the control of animal diseases
including zoonotic diseases, as well as at the animal-human—ecosystems interface, while taking
into account the One Health concept whenever possible. This focus area covers issues primarily,
but not exclusively, specialties relating to the Sections 2 and 4 of the Terrestrial and Aquatic
Codes and also cross-cutting aspects relating to Sections 8 to 15 of the Terrestrial Code, Sections
8 to 11 of the Aquatic Code, and Volume Il and Part 2 of both the Terrestrial and Aquatic
Manuals, respectively. The focus area is expected to assist the OIE and its Members to fulfil the
core missions of the organisation.

4. Animal production

The OIE’s founding mandate has evolved and has been adapted to Members’ needs; it now
includes improving the safety of food of animal origin from hazards originating in animal
production, and establishing standards and guidelines for animal welfare through a science-based
approach and promote their application. This focus area corresponds to this mandate and more
specifically the: Section 7 of the Terrestrial and Aquatic Codes on animal welfare, and relevant
provisions on food and feed safety as per Chapters in the Section 6 on veterinary public health of
the Terrestrial Code (Chapters 6.1, 6.2, 6.3, 6.5, 6.12, 6.13) and Chapter 4.8 of the Aquatic Code.

5. Veterinary products

This focus area corresponds to Chapters 1.1.8 to 1.1.10, and most of the specific
recommendations included in the Part 3 of the Terrestrial Manual. Progress made on vaccines,
diagnostics and the development of new drugs is believed to also contribute to the global efforts
against antimicrobial resistance. As for antimicrobial resistance, the focus area also corresponds
to Chapters 6.1 to 6.4 of the Aquatic Code, Chapters 6.6 to 6.10 of the Terrestrial Code, and
Chapter 3.1 of the Terrestrial Manual.
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6.  Wildlife health and biodiversity

The OIE provides expertise to Members in understanding and managing the effects of
environmental and climate changes on animal health and welfare. Climate change is likely to
increase pressure on animal production, and provide newly suitable conditions for invasive pests
and pathogens. The risk of emergence of new pathogens has increased as a consequence of global
changes in the way food is produced, moved and consumed. This focus area is expected to
address animal health issues, including aquatic animals, connected to wildlife, biodiversity,
climate change, and emerging risks.

The draft list will be submitted to the other OIE Specialist Commissions with the request that they
provide feedback on the proposed focus areas for consideration by the Biological Standards
Commission. Once the list is finalised and approved it will be made available on line. From that point,
all future Collaborating Centre applicants will choose their specialty or specialties within one of the
focus areas from this list. Existing Collaborating Centres will also be asked where their expertise lies
within this list, bearing in mind it may be in more than one area. In this way and over time, there will
only be OIE Collaborating Centres for defined focus areas of strategic interest to the OIE, creating
greater opportunities for collaboration and networking.

The discussions on the list of main focus areas and specialties inevitably led to suggested revisions of
the Guidelines for applicants for OIE Collaborating Centre Status and of the on-line paragraph
introducing the Terms of Reference (ToRs) for Collaborating Centres (see Annex 4).

On the subject of the future functioning of OIE Collaborating Centres, the Commission considered
ways to engage Centres to undertake activities and offer services beyond the ToRs. One possibility
would be to ask new applicants to develop a specific proposal for collaboration in one of the focus
areas and based on their specialty, aligned with the OIE Strategic Plan. The proposed collaboration
would be self-funded. Applicants would be encouraged to link with other OIE Collaborating Centres in
the network designated for the same focus area. As well as submitting an annual report related to the
ToRs, each OIE Collaborating Centre would also submit an update on this specific collaboration
explaining how they contributed to the goals of the OIE and what was their added value. This report
should describe the progress achieved, underlining possible difficulties and formulating suggestions for
improvements for the future course of cooperation.

The Commission also agreed that Collaborating Centres should be designated for a fixed 5-year term
period with review at the end of the term. The end review would include an assessment of OIE’s
support for, and actual use of, collaboration with the Centre and the continued relevance of this
collaboration in view of the OIE’s evolving needs and policy.

Finally, the Commission agreed that at its next meeting in February 2018, it would finalise the list and
the guidelines for applicants, and consider designation and maintenance procedures, and performance
criteria, and networks. This task would include an in-depth review of the annual reports of
Collaborating Centre activities in 2017

4. Ad hoc Groups

e Update on activities of past ad hoc Group meetings

4.1.

Ad hoc Group on the OIE Manual of Diagnostic Tests and Vaccines for Terrestrial Animals:
chapter on Rabies

Dr Anthony Fooks presented this item. The ad hoc Group had been convened to thoroughly review and
update the Terrestrial Manual chapter on rabies, in particular to incorporate newly developed validated
tests in Section B. Diagnostic techniques, and to delete obsolete tests or tests no longer in use, and to
include oral vaccination of dogs and manufacturing methods for such vaccines in Section C.
Requirement for vaccines.

In fulfilling these Terms of Reference, the Group had a number of questions and proposals for the

consideration of the Commission. The Commission provided feedback to the Group where it could and
referred some of the technical questions to an expert on vaccine manufacturing.
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4.2.

4.3.

4.4.

The Group had a number of questions regarding WHO® recommendations outlined in the WHO
document: Oral Vaccination of Dogs against Rabies: Guidance for research on oral rabies vaccines
and Field application of oral vaccination of dogs against rabies. In particular the Group questioned the
recommendation that safety tests be carried out in non-human primates and the recommendation that
young or pregnant animals must be included in safety tests for non-target species. The Commission
agreed to remove these recommendations from the Terrestrial Manual chapter and proposed that these
issues be discussed within the FAOS/OIE/WHO Tripartite collaboration agreement.

Following the meeting of the ad hoc Group, the draft chapter had been sent to the six remaining OIE
Reference Laboratories for approval. The Commission reviewed the updated chapter and approved it
for circulation for first-round comment (it is included in the batch approved: see item 2.6).

The Commission adopted the report, which can be found at Annex 5 of this report.

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

Dr Antonino Caminiti from the Science and New Technologies Department of the OIE presented the
report of the meeting of the ad hoc Group on HTS-BCG, which was held in June 2017. The main
outcomes of the meeting were (i) development of an information flow diagram showing the series of
linked steps from sequence submission by OIE Reference Laboratories (or national reference
laboratories) to release by the OIE Delegate, and (ii) the tentative timeline and budget of a pilot phase
to implement the beta version of the OIE Genomic Platform. The objective of the pilot phase is to test
the system with three disease models, i.e. bluetongue, avian influenza and rabies. Two additional ad
hoc Groups have been proposed for the completion of the pilot phase, one to discuss the definitive
business processes, operations and technical specifications of the OIE Genomic Platform (see item
4.7.1), and one to discuss the software solutions of sub-modules for managing the diversity of the
genetic structure of the selected pathogens (see item 4.7.2).

The Commission adopted the report, which can be found at Annex 6 of this report.

Ad hoc Group on Transport of Biological Materials

Dr Frangois Diaz from the Science and New Technologies Department of the OIE presented the report
of the meeting of the ad hoc Group on Transport of Biological Materials. The Commission noted and
agreed the Group’s suggestions. With regards to the proposal to develop a practical guide on transport
of biological materials for veterinary laboratories, the Commission was of the opinion that such a guide
would be useful for veterinary laboratories, but pointed out that it would be of interest only if
developed and adopted by all the international organisations involved in the transport of biological
materials worldwide.

The Commission adopted the report, which can be found at Annex 7 of this report.

Ad hoc Group on Replacement of the International Standard Bovine Tuberculin

Dr Simona Forcella from the Status Department of the OIE updated the Commission on the progress
that had been made with the project to develop a replacement international standard bovine tuberculin.
She informed the Commission that after review by the ad hoc Group experts, two candidate tuberculins
were chosen for further evaluation. She specified that the bulk material was to be shipped by both
selected manufacturers to the National Institute for Biological Standards and Control (NIBSC), by the
end of September 2017.

Dr Forcella also reported that the Group had revised the “Protocol for the Evaluation and Adoption of a
Replacement International Standard Bovine Tuberculin” to add more details to the description of the
international collaborative study and to more accurately calculate costs.

Finally, she informed the Commission that the project’s milestones previously identified had slipped by
about one year, due to difficulties in obtaining funding.

5
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4.5.

The Commission appreciated the update and the progress made to date by the OIE, and commented on
the potential consequences of a shortfall of International Standard Bovine Tuberculin, jeopardising
bovine tuberculosis control programmes. The Commission strongly urged the OIE to find the funds
needed to sustain the project to its conclusion. The Commission also proposed that the task of updating
the Terrestrial Manual chapter on bovine tuberculosis be added to the ToRs for the Group.

The Commission adopted the report, which can be found at Annex 8 of this report.

Ad hoc Group on Veterinary Biobanking: OIE Guidelines for the Establishment, Operation and
Networking of Veterinary Biobanks

In follow-up to the last meeting of the Commission, Dr Caminiti presented the draft of the OIE
Guidelines for the Establishment, Operation and Networking of Veterinary Biobanks. The Guidelines
were prepared by Istituto Zooprofilattico Sperimentale della Lombardia e dell’Emilia (IZSLER), the
OIE Collaborating Centre for Veterinary Biologicals Biobank. The Commission, which had already
endorsed IZSLER’s candidature as the hosting organisation of the OIE Virtual Biobank, was informed
that IZSLER would shortly start a pilot project for the implementation of the OIE Virtual Biobank. In
the first phase of the pilot project, a core group of OIE Reference Centres will be selected in
collaboration with the OIE to assess the project feasibility and processes.

The Commission endorsed the Guidelines, which can be found at Annex 9 of this report.

e Proposed future ad hoc Groups

4.6.

4.7.

4.8.

Ad hoc Group on Development of Quality Management System Implementation Tools

This item was deferred to the next meeting.

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

4.7.1. Definition of business processes, operations and main technical specifications of the OIE
platform

See item 4.2

4.7.2. Development of sub-modules for the diseases that have been selected for the pilot phase
of the OIE platform project

See item 4.2

Ad hoc Group on Replacement of the International Standard Bovine Tuberculin

See item 4.4 above.

International Standardisation/Harmonisation

e Diagnostic tests

5.1.

OIE Register of diagnostic Kits

5.1.1. Update and review of applications

Dr Méria Szabé and Dr Francois Diaz from the Science and New Technologies Department of
the OIE updated the Commission on the application submitted to the OIE Procedure for
Registration of Diagnostic Kits. A new application for a diagnostic kit had been submitted.
The first report with a list of questions has been finalised by the panel of experts and
forwarded to the Applicant. The procedure is ongoing.
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According to the procedure, each kit included in the OIE Register must have its registration
renewed every 5 years. Dr Szabo informed the Commission that two diagnostic kits (Biochek
Avian Influenza Test and the Prionics®-Check WESTERN), added to the OIE Register in
2008 and renewed in 2013, were reaching the end of the 5-year term; the new renewals would
take place under the aegis of this Commission. In accordance with protocol, the kit
manufacturers had been contacted to indicate whether they wished to maintain the same
purposes for which their kit had been certified as validated or to add new purposes. The OIE
experts for the disease targeted by the kits had also been contacted and asked their opinion on
the need for a new evaluation of the purposes for which the kits had been certified as
validated. Based on this information, the Commission decided to propose to the vote of the
Assembly in May 2018 the renewal of the registration of the Biochek Avian Influenza Test
and the Prionics®-Check WESTERN in the OIE register for the same purposes and for
5 additional years.

5.2. Standardisation programme

5.2.1.

5.2.2.

5.2.3.

5.2.4.

Update on progress on developing guidelines for the preparation and validation of reagents for
PCR assays

An OIE Reference Laboratory expert had prepared a guideline entitled: International
Reference Standards for Polymerase Chain Reaction assays. The Commission reviewed and
amended the document and agreed to forward it to the OIE Collaborating Centre for
Biotechnology-based Diagnosis of Infectious Diseases in Veterinary Medicine for further
review. The guideline would then be provided to certain OIE Reference Laboratories for input.

Update on project to extend the list of OIE-approved reference reagents

Dr Caminiti updated the Commission on the status of the project to develop OIE-approved
International standard sera for avian influenza and Newcastle disease. The OIE Reference
Laboratory for these diseases in Italy accepted to undertake an inter-laboratory proficiency test
on sera for avian influenza and Newcastle disease with two other OIE Reference Laboratories.
This would meet the Commission’s requirement for the inclusion of standard reference sera in
the list of OIE-approved International standard sera. The Commission welcomed this
voluntary commitment from the OIE Reference Laboratory for these diseases in Italy, as
standard reference sera for these diseases are not currently available in the list.

Given that OIE Reference Laboratories are centres for standardisation, and their mandate
includes the development and supply of reference reagents, the Commission proposed to send
a letter to the OIE Reference Laboratories with the aim of encouraging them to develop and
submit potential candidates to become OIE approved standard reagents.

Update on EDQM? project to establish a biological reference preparation to allow testing of
equine influenza vaccines for compliancy with the recommendations of the El Expert
Surveillance Panel on vaccine strains

The EDQM project was aimed at evaluating a candidate horse antiserum to a clade of equine
influenza virus. The Commission reviewed the full data provided and decided to include these
reagents in the list of OIE international standard reagents.

International Serum Industry Association (ISIA) proposal to develop standard sera

In follow up to the meeting in February 2017, Dr Diaz informed the Commission that a
meeting with a representative of the International Serum Industry Association would be held
at the OIE Headquarters in October to discuss the development of a standard for fetal bovine
serum used in the vaccine, embryo transfer and diagnostics sectors. He mentioned that this
point would be in the agenda of the next meeting of the Commission.

7

EDQM: European Directorate for the Quality of Medicines
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6.

12

Follow-up from the General Session

6.1.

6.2.

Biological Standards Commission Resolutions adopted in May 2017
The Commission noted that the following resolutions were adopted at the General Session in May
2017:

. Resolution No. 17: Amendments to the Manual of Diagnostic Tests and Vaccines for Terrestrial
Animals;

. Resolution No. 18: Designation of OIE Reference Laboratories for terrestrial animal diseases;

. Resolution No. 19: Register of diagnostic tests validated and certified by the OIE;

. Resolution No. 20: Procedures for the designation of OIE Reference Laboratories:

. Resolution No. 21: Amendments to the annex “Guidelines for Rinderpest Virus Sequestration” of

Resolution No. 18 of 25 May 2011 “Declaration of Global Eradication of Rinderpest and
Implementation of Follow-up Measures to Maintain World Freedom from Rinderpest”.

Process for the Selection of Experts for Nomination for Election to the Specialist Commissions

The Commission noted that the new process for selection of experts for Specialist Commissions had
been launched as mentioned by Dr Eloit in her welcoming remarks.

Conferences, Workshops, Meetings

7.1

Past Conferences, Workshops, Meetings

Update on 12th OIE Seminar, 9 June 2017: morning session on Antimicrobial Resistance and
Rapid Diagnostics and afternoon session on Implementing new OIE Biorisk Standards, held during
the 18" WAVLD Symposium, Sorrento, Italy (7-10 June 2017)

The 12" OIE seminar was on two topics: 1) Antimicrobial Resistance and Rapid Diagnostics and
2) Implementing New Biorisk Standards, and comprised thirteen presentations.

The morning session on Antimicrobial Resistance and Rapid Diagnostics was chaired by Dr Erlacher-
Vindel and Dr Jaap Wagenaar. The main discussions covered the differences in laboratory methods to
determine antimicrobial resistance and their respective results. To date there are two main approaches
to determining the epidemiological cut-off data or the “clinical break points” related to treatment
options. Whole genome sequencing offers another option, but results are not (yet) comparable. The
OIE will update the Terrestrial Manual Chapter 3.1 on Laboratory methodologies for bacterial
antimicrobial susceptibility testing to take into account new developments.

The afternoon session on Implementing New Biorisk Standards was chaired by Dr Anthony Fooks and
Dr Mehdi El Harrak. The aim of the session was to present the OIE Terrestrial Manual chapters on the
topic, to discuss implementation of the standards and to exchange practical experiences. Presentations
reflecting experiences from Africa, Asia and the United States of America illustrated approaches taken
to implement the OIE standards.

This OIE seminar was very well attended (approximately 250 participants attended the morning
session, and approximately 100 participants attended the afternoon session) and the feedback was
positive. There was a lot of interest in the OIE in general and its publications — the stand attracted a lot
of attention. The power point presentations and abstracts of the OIE seminar are available on the OIE
Website at: http://www.oie.int/eng/WAVLD2017/presentations.htm
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8.

7.2.

7.3.

Future Conferences, Workshops, Meetings

Second OIE Global Conference on Biological Threat Reduction, Ottawa, Canada 31 October —
2 November 2017

The Commission was informed about the upcoming 2" OIE Global Conference on Biological Threat
Reduction, which will be held 31 October — 2 November 2017 in Ottawa, Canada. The objectives of
the conference are to raise awareness of existing mechanisms to mitigate biological threats and support
non-proliferation efforts, to explore the implications of dual use technologies, and to develop
recommendations on intersectoral activities to be undertaken to be undertaken by partners to reduce
biological risks.

MERS-CoV?® Expert Meeting (FAO lead), Geneva, Switzerland 25-27 September 2017

Dr Pavade provided an update on the upcoming FAO-OIE-WHO Global technical meeting on MERS-
CoV, which will be held from 25 to 27 September 2017, at the WHO Headquarters in Geneva
Switzerland. The tripartite meeting will be attended by representatives from Ministries of Health and
Agriculture, MERS-CoV subject-matter experts and researchers, funders and industrial partners. The
objectives of the meeting are to review the latest scientific findings on MERS-CoV, and to explore
ways to improve cross-sectorial collaboration and communication on MERS-CoV research and
activities. The expected outcomes of the meeting are to map the new knowledge gained, identify gaps
and opportunities for coordinated activities, and agree on action points for collaboration. Technical
issues of disease control and prevention, including vaccination options in camels and humans, will also
be discussed.

Liaison with other Commissions

8.1.

8.2.

Horizontal issues among the Specialist Commissions

8.1.1. Discussion paper on updating the OIE Standards for avian influenza

At the 85" OIE General Session, OIE Members had indicated that the issue of OIE Standards
on avian influenza is of paramount importance as, among other problems, the disease had an
impact on international trade. The discussion paper summarised the current global Al
situation, defined the problems and Terms of Reference for an ad hoc Group. The purpose of
the Group would be to provide independent analysis and advice to the OIE on Al in order to
provide Members with the appropriate Al standards to engage in safe trade and carry out
effective risk management using the existing tools to monitor, control and eradicate the
disease, as well as actively notifying outbreaks. The Commission took note of the discussion
paper and proposed that OFFLU® be represented on the Group.

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

8.2.1. Common antigen for use in the complement fixation test for glanders

An OIE Member, commenting on the draft Terrestrial Code chapter on glanders, requested
that more work be done on harmonising diagnostic tests for the disease. The Scientific
Commission consulted two experts who advised that one step towards the necessary
harmonisation of diagnostic tests for glanders would be for all countries to use the same
antigen in the complement fixation test (CFT). The Scientific Commission sought the
Biological Standards Commission opinion on this proposal.

8
9

MERS CoV: Middle-East Respiratory Syndrome Coronavirus
OFFLU: Joint OIE-FAO Network of Expertise on Animal Influenza
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14

8.3.

The Biological Standards Commission supports the proposal in principle, but could not
recommend any currently available commercial antigens as their performance varies from
laboratory to laboratory leading to false positive results, which have a negative impact on
movement of horses.

Terrestrial Animal Health Standards Commission

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

The Biological Standards Commission provided the following advice to the Code Commission on
technical comments from OIE Members on draft Terrestrial Code chapters.

8.3.1.

8.3.2.

8.3.3.

8.3.4.

Member comments on Chapter 8.3 Infection with bluetongue virus

The Biological Standards Commission believed that the word “identified” is more correct than
the word “detected” in the sentence: “antigen or ribonucleic acid specific to a BTV live
vaccine strain has been identified in a sample from a ruminant or camelid that is
unvaccinated...”

Regarding the proposal to refer to “a protective level of antibodies” in Article 8.3.8, the
Biological Standards Commission is of the understanding that a protective level of antibodies
for bluetongue has not been established. The detection of antibodies to a particular serotype
may be indicative of infection with that serotype. Animals exposed to such serotype could be
considered protected.

Member comments on Chapter 8.8 Infection with foot and mouth disease virus

In Article 8.8.11 Recommendations for importation from countries, zones or compartments
free from FMD where vaccination is practised, an OIE Member had commented on the
unreliability of virological tests and the non-structural protein test and had requested that it be
indicated when the tests should be done during the export exercise. The Biological Standards
Commission responded that any serological test will be unlikely to detect antibody in the early
stages of infection. The tests should be done not earlier than 14 days and should be monitored
for clinical signs before shipment.

Member comments on Chapter 8.11 Infection with Mycobacterium tuberculosis complex

A Member had commented that the proposed draft chapter on Mycobacterium tuberculosis
complex would diminish the focus of eradication and significance of M. bovis as the primary
tuberculosis species in bovids, and that furthermore neither M. tuberculosis nor M. caprae are
OIE-listed diseases, unlike M. bovis. The Code Commission is of the opinion that the
relevance of the role of M. tuberculosis in humans and in animals is enough for it to meet the
criteria for listing a disease and thus for inclusion of this pathogen in the chapter.

The Biological Standards Commission, noting that it could only comment on the diagnostics
criterion (criterion 3 in Article 1.2.2 of chapter 1.2 of the Terrestrial Code), pointed out that as
there are diagnostic techniques (sequencing) that can distinguish the pathogens, the
Commission is confident that the assessment against this criterion would be possible. The
Commission stated that applying these tests to suspect cases would allow to better distinguish
between these species and provide a better understanding of their role in the disease.

Member comments on Chapter 8.15 Infection with rinderpest virus

A Member had proposed deleting “tissues, sera and other” from the chapter’s definition of
rinderpest-containing material. The Biological Standards Commission agreed to the deletion
taking into account the glossary definition of pathological material.
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The Member asked for the meaning of “diagnostic material containing or encoding live virus”.
In the absence of a definition of “diagnostic material”, the Biological Standards Commission
would assume that the text refers to material generated through laboratory investigations and
would prefer “laboratory generated material”.

The Member proposed deleting “and full length genomic material including virus RNA and
cDNA copies of virus RNA”. The Biological Standards Commission agreed with the deletion
because it is a negative sense virus.

A Member had proposed that the words “specimen and” be added between the words
“diagnostic material” giving “diagnostic specimen and material containing or encoding live
virus...” The Biological Standards Commission disagreed because the proposed wording falls
within the definition of pathological material. The Commission’s understanding of diagnostic
material is that it is “laboratory generated”.

8.3.5. Member comments on Chapter 11.9 Lumpy skin disease

A Member requested confirmation that the words “which are not a consequence of
vaccination” were proposed for deletion because expert opinion is that it is not possible to
differentiate antibodies elicited by vaccination from those resulting from infection (i.e. no
DIVA® strategies are available for LSD). The Biological Standards Commission advised that
according to Section B.2.3.2.ii of chapter 2.4.13 of the Terrestrial Manual adopted in May
2017, there are no DIVA tests available.

8.3.6. Member comments on Chapter 4.X Vaccination

A Member proposed that in addition to the draft chapter on vaccination, recommendations for
the approval of veterinary medicines also be developed. The Biological Standards
Commission pointed out that the Terrestrial Manual covers diagnostics and vaccines and not
veterinary medicines. Chapter 1.1.8 of the Terrestrial Manual gives comprehensive guidelines
on the manufacture of vaccines, and chapter 3.7.2 gives minimum requirements for the
production and quality control of vaccines. The Biological Standards Commission recognises
that this does not cover the full scope of veterinary medicines, but this is the scope currently
required of the Commission.

A Member proposed replacing “marketing authorisation” with “relevant approvals”
throughout the chapter. The Biological Standards Commission proposed that “relevant
regulatory approvals” would be more suitable replacement.

8.4. Aquatic Animal Health Standards Commission

8.4.1. Modalities of implementation of SOPs for Reference Laboratories

The Aquatic Animal Health Standards Commission would also be reminded that the
Procedures for the designation of OIE Reference Laboratories had been adopted by
Resolution at the General Session in May 2017 and would need to be implemented (see item
3.5).

8.4.2. Update on the review of the procedures for approval and maintenance of Collaborating Centre
status

The Biological Standards Commission provided an update on the outcome of its review of the
procedures for approval and maintenance of OIE Collaborating Centre status (see item 3.6)
and submitted the list of six main focus areas and specialties it had identified. The Aquatic
Animals Commission was expected to provide feedback on the list for consideration by the
Biological Standards Commission.

10 DIVA: Detection of infection in vaccinated animals
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9.

16

Matters of Interest for Information

9.1

9.2.

9.3.

Follow-up regarding request for an OIE definition of thermostable or thermoresistant vaccines

At its last meeting the Commission decided to ask experts at the relevant OIE Collaborating Centres to
provide any pertinent definitions or technical references that could be used to revise or expand the OIE
Terrestrial Manual’s definition of thermotolerance, and also to submit their comments and
recommendations for more clearly defining relevant “thermotolerance” parameters for label claims.
The Commission reviewed the replies received and amended the definition of thermotolerant in the
Terrestrial Manual’s glossary accordingly:

Thermotolerant

For vaccines, the term is used to describe the ability to retain protective immunogenicity after exposure

to temperatures above the required storage temperature. Claims of thermotolerance must be supported
by data.

The glossary would be circulated with the draft chapters for first-round comment.
Update on OFFLU

Dr Pavade provided an update on OFFLU activities. Three back-to-back meetings were held in March
2017 at FAO Headquarters in Rome, Italy. The OFFLU swine influenza virus (SIV) group met for its
annual meeting from 27 to 28 March 2017 to share the SIV surveillance and research updates on Asia,
Africa, Europe and America. The experts shared information on the future goals of SIV surveillance
and research to update the WHO public health research agenda. They agreed to undertake the task of
developing a global nomenclature system and automated annotation tool for H3 haemagglutinin genes
from influenza A viruses. From 29 to 30 March 2017, the avian influenza experts from OIE and FAO
Reference Centres met and discussed the common issues and challenges regarding the sharing of virus
characterisation data among veterinary stakeholders and mechanisms to increase awareness and engage
countries to share data for the OFFLU contribution to the WHO vaccine composition meetings. The
experts also discussed how OFFLU’s process for providing scientific recommendations on antigen
selection could be used for avian influenza vaccination and control. A joint Steering and Executive
Committee meeting was held on 31 March 2017 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 February 2017 vaccine composition meetings. The
Australian Animal Health Laboratory, Geelong initiated 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 OIE expert surveillance panel on equine influenza provided
recommendations on vaccine composition for equine influenza virus based on current genetic and
antigenic characteristics of circulating viruses. The OFFLU applied epidemiology group met at the
FAO Headquarters from 28 to 30 June 2017 to finalise the Terms of Reference and outline a work plan
for the integrated risk assessment and management of avian influenza. The OFFLU Secretariat held
regular teleconferences among OIE and FAO Reference Centres and national laboratories to share
updated situation reports and research data regarding the HSN8 and H7N9 avian influenza viruses.

WHO updated and expanded guidelines for risk assessment and biosafety for the production,
quality control, and safety testing of pandemic influenza vaccines and candidate vaccine viruses

WHO is developing updated and expanded guidelines for risk assessment and biosafety for the
production, quality control, and safety testing of pandemic influenza vaccines and candidate vaccine
viruses. The guidelines would include references to relevant OIE Standards such as Terrestrial Manual
Chapter 1.1.4 Biosafety and biosecurity: Standard for managing biological risk in the veterinary
laboratory and animal facilities and Chapter 2.3.4 Avian influenza (infection with avian influenza
viruses).
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9.4. Report of the meeting of the ad hoc Group on Biological Threat Reduction in relation to Specific
Methodologies for Veterinary Services, pertaining to the Investigation of Suspicious Biological
Events

Christine Uhlenhaut, from the Programmes Department of OIE, updated the Commission on the work
of the above-mentioned OIE ad hoc Group. The Group was established following a recommendation of
the 1% OIE Global Conference on Biological Threat Reduction in 2015, to develop guidelines for the
identification of biological events that are of deliberate origin, or are suspected to be of deliberate
origin, along with the issues related to the investigation of such events, as they are not yet specifically
addressed in OIE Standards. The first meeting of the ad hoc Group was convened from 4 to 6 July
2017; the second and final meeting will be convened from 28 to 30 November 2017. The draft
guidelines that were developed at the first meeting will be discussed in the margins of the 2" OIE
Global Conference on Biological Threat Reduction, which will take place from 31 October to 2
November 2017. Feedback from these discussions, as well as other insights gained during the
conference, will be considered during the second meeting of the ad hoc Group, with possible
recommendations for Chapters 1.1.1 and 1.1.4 of the Terrestrial Manual. The guidelines will be
finalised by February 2018.

9.5. VICHZ: update on the Extraneous Agents Testing Guideline and on the Target Animal Batch
Safety Testing (TABST) Guideline

VICH Extraneous Agents Testing Guideline: It was noted that the European Union EMA CVMP?*2
comments to VICH regarding use of specific validated tests rather than general tests when developing
VICH guidance documents for testing biological materials for extraneous agents are in line with the
recently revised text in the OIE Terrestrial Manual Chapter 1.1.9 Tests for sterility and freedom from
contamination of biological materials intended for veterinary use (May 2017).

Target Animal Batch Safety Testing (TABST) Guidelines: VICH GL 50 TABST inactivated vaccines
and GL 55 Biologicals TABST live vaccines (Harmonisation of criteria to waive target animal batch
safety testing) will be implemented in the VICH regions at Step 7 by May 2018

9.6. Proposed creation of a secure OIE database of biorisk/biosecurity information on specific
pathogens

Validation data on laboratory products and processes in use for a long time are likely to be available in
different institutions in the OIE Reference Centre network, for example safety datasheets and
validation information on disinfectants, and could usefully be shared. The Commission identified an
OIE Collaborating Centre that would be asked if there is a need to collate and share biosecurity and
biorisk information, and if yes, could the Centre propose a mechanism to undertake this task. This point
would be further discussed by the Commission at its next meeting.

9.7. Update on rinderpest
The Commission was informed of the following items discussed at the 11 JAC!® meeting.

The first drafts of the Global Rinderpest Action Plan (GRAP) and the Operational Framework for
the Rinderpest Vaccine Reserve (OF-RVR) were presented at the International Advocacy Meeting
on Maintaining Global Freedom from Rinderpest held from 14 to 16 June 2017 in Kathmandu,
Nepal, to receive inputs from stakeholders. The second drafts were reviewed at the 11th JAC
meeting (27-28 June 2017, FAO HQ Rome). The third drafts, reflecting JAC’s comments, would
be tested through simulation exercises organised by FAO in Kenya in November 2017 and India in
December 2017. The final GRAP including OF-RVR would be published in March 2018.

1 VICH: International Cooperation on Harmonisation of Technical Requirements for Registration of Veterinary Products
2. EMA CVMP: European Medicines Agency Committee for Medicinal Products for Veterinary Use
13 JAC: FAO/OIE Joint Advisory Committee (on rinderpest)
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9.8.

9.9.

The two applications for designation as a rinderpest holding facility (RHF) were still outstanding as
the required documentation had not yet been submitted for review. Once received, reviewed, and
accepted, an on-site inspection by experts would take place. The JAC was reminded that the
designation period of the current RHFs would end in May 2018, as described in Resolution No. 25
(83GS, 2015). To maintain their status, the facilities would be re-evaluated. The JAC agreed that
the process for re-evaluation would be a paper-based exercise using a report/questionnaire format
and, where warranted, may entail an on-site inspection.

A Twinning project between the Pirbright Institute and AU-PANVAC, aimed at improving the
latter’s biosafety and biosecurity operations in its containment facility for rinderpest virus,
commenced in April 2017 and will be completed by December 2017. OIE staff participated as
observers to the training held it at the AU-PANVAC in June and confirmed that the project is on
track.

CIRAD?® and the Pirbright Institute continue to progress their respective sequence and destroy
projects. The projects will be completed by April and May 2018, respectively.

Two RHF have proposed to develop a non-infectious diagnostic control method for application in
the real-time RT-PCR. The project would include an inter-laboratory proficiency test among the
remaining RHF.

A web-based database for RHF to report in real time on changes in their inventory, to ease the
annual reporting procedure and to share relevant information among the RHF network is under
development. The system should be implemented by April 2018. As part of this project, the
Electronic Rinderpest Reporting System (ERRS) for country reports is being refurbished.

Launch of the Project “Capacity building and surveillance for Ebola Virus Disease (EVD)”
(EBO-SURSY Project) between the European Union and the OIE

In December 2016, the OIE received a grant from the EU to implement the project “Capacity building
and surveillance for Ebola virus disease (EVD)” — EBO-SURSY. This 5-year project was launched on
15 January 2017 and aims to strengthen national and regional early detection systems in wildlife in
West and Central Africa (10 countries of focus) using a One Health multi-sectorial approach to better
detect, differentiate and prevent future EVD outbreaks or outbreaks of other emerging zoonotic
pathogens. To achieve its objectives the project will focus on three main areas:

1. Building institutional and One Health capacity through teaching and training;
2. Contributing to increasing the communities’ awareness of zoonotic diseases;

3. Reinforcing zoonotic disease surveillance protocols through field investigations and improved
diagnostic assays;

To implement the project, the OIE teamed up with three organisations: the CIRAD, the Institut de
Recherche pour le Développement (IRD) and the Institut Pasteur and its International Network (RIIP).
The Governance of the Project will be supported by an Advisory Committee and a Programme
Committee. The project team is now in place, the agreements with partners are in the final stage of
signature, and the activities are being planned if not already started.

African horse sickness live vaccine: reversion to virulence

The Commission noted the report of the possible reversion to virulence of live African horse sickness
vaccine. Concerns regarding this risk are widely acknowledged and have stimulated research to
develop improved vaccines within the cooperation framework of the OIE and International Horse
Sports Committee (IHSC). The OIE undertook to ensure that the Commission is provided with a
progress report on the relevant activities within this cooperation at its next meeting.

14 AU-PANVAC: African Union Panafrican Veterinary Vaccine Centre
15 CIRAD; Centre de coopération International en Recherche Agronomique pour le Développement
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10. Any Other Business
10.1. Workplan

The updated work plan was agreed and can be found at Annex 10.

10.2. Dates of the next Biological Standards Commission meeting

The Commission noted the dates for its next meeting: 6-9 February 2018.

11. Adoption of the Report

The report was adopted by the Commission.

Biological Standards Commission/September 2017

.../Annexes

19






Annex 1

MEETING OF THE OIE BIOLOGICAL STANDARDS COMMISSION

Paris, 12—15 September 2017

Agenda

1. Adoption of Agenda

2. Manual of Diagnostic Tests and Vaccines for Terrestrial Animals

2.1.

2.2.

2.3.

2.4.
2.5.

2.6.
2.7.

2.8.

Review of a validation dossier for a quantitative real-time polymerase chain reaction method for detection of
Taylorella equigenitalis directly from swabs

Review of standard operating procedure (SOP) for the preparation of antigen for the complement fixation test for
dourine diagnosis, along with an SOP for the maintenance and cryo-preservation of Trypanosoma equiperdum
strains with the aim of inclusion in the Terrestrial Manual

Follow-up from February: how to implement the decision regarding the target animal batch safety test and OIE
Standards

Question regarding recommended vaccine dose and frequency for vaccination against brucellosis

Update from February meeting and General Session — use of the Frenkel method in the manufacture of FMD
vaccines

Review of draft chapters received and their endorsement for circulation for Member comment

Review of procedure for handling comments from Members and Experts on draft chapters for the Terrestrial
Manual

Pan-lyssavirus Tagman real-time RT-PCR assay LN34 for rabies diagnostics

3. OIE Reference Centres

3.1
3.2
3.3.
3.4.

3.5.

3.6.

Applications for OIE Reference Centre status

Changes of experts at OIE Reference Centres

Review of new and pending applications for laboratory twinning

Follow-up actions taken by the candidate laboratory in response to the mission report

Reference Laboratories
Modalities of implementation of SOPs for Reference Laboratories

Collaborating Centres
Review of the procedures for approval and maintenance of Collaborating Centre status

Ad hoc Groups

Update on activities of past ad hoc Groups

4.1.
4.2.
4.3.
44.
4.5.

Ad hoc Group on the OIE Manual of Diagnostic Tests and Vaccines for Terrestrial Animals: chapter on Rabies
Ad hoc Group on High Throughput Sequencing, Bioinformatics and Computational Genomics (HTS-BCG)

Ad hoc Group on Transport of Biological Materials

Ad hoc Group on Replacement of the International Standard Bovine Tuberculin

Ad hoc Group on Veterinary Biobanking: OIE Guidelines for the Establishment, Operation and Networking of
Veterinary Biobanks
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Annex 1 (contd)

Proposed future ad hoc Groups

4.6.  Ad hoc Group on Development of Quality Management System Implementation Tools
4.7.  Ad hoc Group on HTS-BCG:
4.7.1. Definition of business processes, operations and main technical specifications of the OIE platform

4.7.2. Development of sub-modules for the diseases that have been selected for the pilot phase of the OIE
platform project

4.8.  Ad hoc Group on Replacement of the International Standard Bovine Tuberculin

5. 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 reagents for
molecular tests

5.2.2. Update on project to extend the list of OIE approved reference reagents

5.2.3. Update on EDQM project to establish a biological reference preparation to allow testing of equine
influenza vaccines for compliancy with the recommendations of the El Expert Surveillance Panel on
vaccine strains

5.2.4. International Serum Industry Association (ISIA) proposal to develop standard sera

6. Follow-up from the General Session

6.1.  Biological Standards Commission Resolutions adopted in May 2017
6.2.  Process for the Selection of Experts for Nomination for Election to the Specialist Commissions

7. Conferences, Workshops, Meetings

Past Conferences, Workshops, Meetings

7.1.  Update on 12th OIE Seminar, 9 June 2017: morning session on Antimicrobial Resistance and Rapid Diagnostics
and afternoon session on Implementing new OIE Biorisk Standards, held during the 18" WAVLD Symposium,
Sorrento, Italy (7-10 June 2017)

Future Conferences, Workshops, Meetings
7.2.  Second OIE Global Conference on Biological Threat Reduction, Ottawa, Canada 31 October — 2 November 2017
7.3.  MERS-CoV Expert Meeting (FAO lead), Geneva, Switzerland 25-27 September 2017

8. Liaison with other Commissions
8.1.  Horizontal issues among the Specialist Commissions
8.1.1.  Discussion paper on updating the OIE standards for avian influenza
8.2.  Scientific Commission for Animal Diseases
8.2.1.  Common antigen for use in the complement fixation test for glanders
8.3.  Terrestrial Animal Health Standards Commission

8.3.1.  Member Country comments on the following chapters:
Chapter 8.3 Infection with bluetongue virus
Chapter 8.8 Infection with foot and mouth disease virus
Chapter 8.11 infection with mycobacterium tuberculosis complex
Chapter 8.15 Infection with rinderpest virus
Chapter 11.9 Lumpy skin disease
Chapter 4.X Vaccination

8.4.  Aquatic Animal Health Standards Commission

8.4.1.  Modalities of implementation of SOPs for Reference Laboratories
8.4.2.  Update on the review of the procedures for approval and maintenance of Collaborating Centre status
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9. Matters of Interest for Consideration or Information

9.1
9.2.
9.3.

9.4.

9.5.

9.6.
9.7.
9.8.

9.9.

Follow up regarding request for an OIE definition of thermostable or thermoresistant vaccines
Update on OFFLU

WHO updated and expanded guidelines for risk assessment and biosafety for the production, quality control, and
safety testing of pandemic influenza vaccines and candidate vaccine viruses

Report of the meeting of the ad hoc Group on Biological Threat Reduction in relation to specific methodologies
for veterinary services, pertaining to the investigation of suspicious biological events

VICH: update on the Extraneous Agents Testing Guideline and on the Target Animal Batch Safety Testing
(TABST) Guideline

Proposed creation of a secure OIE database of biorisk/biosecurity information on specific pathogens
Update on rinderpest

Launch of the Project “Capacity building and surveillance for Ebola Virus Disease (EVD)” (EBO-SURSY Project)
between the European Union and the OIE

AHS live vaccine: reversion to virulence

10. Any Other Business

10.1.
10.2.

Workplan
Dates of the next Biological Standards Commission meeting: 6-9 February 2018
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hichenl@yahoo.com
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Annex 3

PROPOSED LIST OF MAIN FOCUS AREAS
AND SPECIALTIES FOR OIE COLLABORATING CENTRES

The role of OIE Collaborating Centres is anchored to the OIE’s founding mandatel and to the Sixth Strategic Plan
(2016-2020)2.

1.

Laboratory expertise

This topic covers issues related to management and operation of veterinary diagnostic laboratories. It
corresponds essentially to provisions of Chapters 1.1.1 to 1.1.7 of the Terrestrial Manual, as well as Chapter
3.2, and to Chapters 1.1.1 and 1.1.2 of the Aquatic Manual. Beyond OIE standards, the topic is expected to
assist the OIE and its Members to follow the recommendations of the first two International Conferences on
Biological Threat Reduction, as well as to contribute to the Sixth OIE Strategic Plan and commitment to
modern technology.

Biorisk management

Quality management systems

Biobanking

Genomics and bioinformatics

Laboratory information systems technology
Validation procedures for diagnostic tests

O O O O O O

Training and education

It is part of the OIE’s founding mandate to improve the legal framework, competency and resources of
national Veterinary Services, and particularly their global public good components. This topic covers the
scientific and technical veterinary knowledge and skills needed for veterinarians, animal health professionals
and veterinary para-professionals to implement OIE standards. The topic primarily, but not exclusively,
corresponds to provisions of the Section 3 of the Terrestrial and Aquatic Codes. The topic is also expected to
assist the OIE and its Members to follow-up on the recommendations of the first two International
Conferences of Veterinary Education.

o  Veterinary training (scientific and technical) and capacity building
o  Veterinary education
o  Capacities of Veterinary Services

Animal health management

The OIE has the responsibility to collect, analyse and disseminate relevant scientific information, especially
on disease control methods, and to provide expertise in the control of animal diseases including zoonotic
diseases, as well as at the animal-human—ecosystems interface, while taking into account the “One Health”
concept whenever possible. This topic covers issues primarily, but not exclusively, related to the Sections 2
and 4 of the Terrestrial and Aquatic Codes and to Part 2 of both the Terrestrial and Aquatic Manuals. The
topic is expected to assist the OIE and its Members to fulfil the core missions of the organisation.

Disease control, risk assessment and preparedness
Species related (e.g. molluscs, bees, camelids)
Value-chain biosecurity

Emerging animal diseases (early detection and response)

o O O O

http://www.oie.int/en/support-to-oie-members/
http://www.oie.int/en/about-us/director-general-office/strategic-plan/
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Zoonotic diseases

Epidemiology, modelling, surveillance

Social and economic implications of animal diseases
Biothreat reduction

o O O O

Animal production

The OIE’s founding mandate has evolved and has been adapted to Members’ needs, it now includes
improving the safety of food of animal origin from hazards originating in animal production, and establishing
standards and guidelines for animal welfare through a science-based approach and promote their application.
This topic corresponds to this mandate and more specifically the: Section 7 of the Terrestrial and Aquatic
Codes on animal welfare, and relevant provisions on food and feed safety as per Chapters in the Section 6 on
veterinary public health of the Terrestrial Code (Chapters 6.1, 6.2, 6.3, 6.5, 6.12, 6.13) and Chapter 4.8 of the
Aquatic Code.

o  Animal welfare
o Animal production food safety
o  Safety of animal feed

Veterinary products

This topic corresponds to Chapters 1.1.8 to 1.1.10, and most of the specific recommendations included in the
Part 3 of the Terrestrial Manual. Progress made on vaccines, diagnostics and the development of new drugs is
believed to contribute to the global efforts against antimicrobial resistance. As for antimicrobial resistance, the
topic also corresponds to Chapters 6.1 to 6.4 of the Aquatic Code, Chapters 6.6 to 6.10 of the Terrestrial
Code, and Chapter 3.1 of the Terrestrial Manual.

o  Vaccines, diagnostics (kits), and drugs
o  Antimicrobial agents
o  New technologies

Wildlife health and biodiversity

The OIE provides expertise to Members in understanding and managing the effects of environmental and
climate changes on animal health and welfare. Climate change is likely to increase pressure on animal
production, and provide newly suitable conditions for invasive pests and pathogens. The risk of emergence of
new pathogens has increased as a consequence of global changes in the way food is produced, moved and
consumed. This topic is expected to address animal health issues, including aquatic animals, connected to
wildlife, biodiversity, climate change, and emerging risks.

Wildlife health

Climate change and biodiversity
Disease related (including vector-borne)
Drivers for emerging risks

O O O O
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Annex 4

GUIDELINES FOR APPLICANTS FOR OIE COLLABORATING CENTRE STATUS

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

1.

2.

Name and address of applicant institution(s) (telephone and fax numbers, e-mail address, Web site).
Name of Director(s) of the institution(s).
Name of proposed Head of the Collaborating Centre.

The main focus area and specific speciality for which the applicant wishes to be considered (see attached
list).

Description of how the proposed Centre’s specific specialty will support the OIE and its Member

=
o
ko

'_\
'_\
[S

H'FE

H?E

H'HE

¢
I

®
o

Countries in line with the OIE Strategic Plan.

Summary of recent activities within the specialty as an international centre of research, scientific
expertise, standardisation of techniques and dissemination of knowledge relevant to the proposed

Collaborating Centre.

Summary of recent activities on the development of methods and procedures that will facilitate
harmonisation of international standards and guidelines relevant to the proposed Collaborating Centre

apphecableto-the-designated-speciality.

Recent provision of expert consultancy, or scientific and technical training for the OIE or OIE Members
other than the one in which the proposed Centre is located.

Recent international scientific meetings organised by the proposed Collaborating Centre.

List of current activities relevant to the proposed Collaborating Centre-the-mandate-and-speciality-of-the
Centre carried out in collaboration with other centres, laboratories or organisations.

List of recent publications of international significance relevant to the proposed Collaborating Centre

within-the-propesed-speciakity.

Information on professional experience and relevant expertise of the proposed Head of the Collaborating
Centre and the scientists who will work within the proposed Collaborating Centre demonstrating their

competence relevant to the proposed Collaborating Centre-in-the-speciality.

Where the proposed Centre involves more than one institution or research group, robust governance
arrangements should be documented, to ensure clear lines of communication and accountability. Direct
OIE Member involvement in governance arrangements, with appropriate financial support, is
recommended.

A description or an organisational chart of the proposed Collaborating Centre and the institution(s)
hosting it.

Relevant legal and budgetary provisions in place that provide assurance on the sustainability and
functioning of the centre.

The initial term for an OIE Collaborating Centre will be 5 years after which the designation will be reviewed by the
OIE Biological Standards Commission.

The application will be processed by OIE in accordance with Articles 2, 3 and 4 of the_Internal Rules.
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Annex 4 (contd) Guidelines for applicants for OIE Collaborating Centre Status

The Collaborating Centres

The OIE maintains a network of OIE Collaborating Centres for the purposes of providing scientific expertise and
support to the OIE and its Members, and for promoting international collaboration on animal health and welfare.
are-Collaborating Centres are eentres—of-expertise—in—a-—speeific-designated sphere—of-competence—for a specific

specialty within a focus area (link to list) relating to the management of general questions on animal health issues
specialty™). In its designated specialty, they must provide their expertise internationally (see OIE Terms of
Reference and Internal Rules for Collaborating Centres).

Terms of Reference

e To provide services to the OIE, in particular within the region, in the designated specialty, in support of
the implementation of OIE policies and, where required, seek for collaboration with OIE Reference
Laboratories;

e To propose or develop methods and procedures that facilitate harmonisation of international standards and
guidelines applicable to the designated specialty;

e To carry out and/or coordinate scientific and technical studies in collaboration with other centres,
laboratories or organisations;

e To collect, process, analyse, publish and disseminate data and information relevant to the designated
specialty;

e To provide, within the designated specialty, scientific and technical training to personnel from OIE
Member Countries;

e To organise and participate in scientific meetings and other activities on behalf of the OIE;
e To identify and maintain existing expertise, in particular within its region;

e To establish and maintain a network with other OIE Collaborating Centres designated for the same
specialty, and should the need arise, with Collaborating Centres in other disciplines;

e To place expert consultants at the disposal of the OIE.
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Annex 5

Original: English
May 2017

REPORT OF THE MEETING OF THE OIE AD HOC GROUP ON THE
OIE MANUAL OF DIAGNOSTIC TESTS AND VACCINES FOR TERRESTRIAL ANIMALS:
CHAPTER ON RABIES

Paris, 9-11 May 2017

An ad hoc Group (AHG) on the OIE Manual of Diagnostic Tests and Vaccines for Terrestrial Animals (Terrestrial
Manual): chapter on Rabies was convened at the OIE Headquarters from 9 to 11 May 2017.

The Agenda and List of Participants are given at Appendices | and 11, respectively.

1.

Opening

Dr Matthew Stone, Deputy Director General of the OIE, International Standards and Science, welcomed the
participants on behalf of Dr Monique Eloit, Director General of the OIE. Dr Stone reminded the Group of the
objectives of the OIE Sixth Strategic Plan for the 5-year period 2016-2020, which emphasises a risk
management approach to good veterinary governance through the development of appropriate standards that
include best practices. To ensure the scientific excellence, integrity and transparency of the OIE, there must be
clear documented rationale to substantiate any proposed changes to the rabies chapter.

The Group was reminded that one of the objectives of the meeting was to expand the section on oral vaccination
of dogs to include details on the manufacture of the oral vaccine following adoption by the OIE Biological
Standards Commission of the principle of including oral vaccination of dogs in the Terrestrial Manual,

The Group was also reminded of ongoing collaboration between the OIE and the WHOZ, in the context of the
OIE Health initiative, one of the aims of which is to eliminate dog-mediated human rabies by 2030. Part of this
collaboration includes harmonising texts on rabies diagnosis and control published by both organisations.

The WHO is currently reviewing three key documents on the subject of rabies with input from OIE experts:
WHO Expert Consultation on Rabies, WHO Laboratory Techniques in Rabies and Oral Vaccination of Dogs
against Rabies: Guidance for research on oral rabies vaccines and Field application of oral vaccination of dogs
against rabies. The revision of the WHO documents, the OIE Terrestrial Animal Health Code chapter on rabies,
and the Terrestrial Manual chapter are an integral part of this harmonisation effort under the One Health
initiative, and the Group referred to the documents throughout the meeting to ensure consistency among all the
texts.

1 WHO: World Health Organization
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Appointment of chairperson and rapporteur, and review/adoption of the Terms of Reference

The meeting was chaired by Dr Thomas Miiller, and Ms Sara Linnane was designated as rapporteur. The adopted
Terms of Reference can be found at Appendix 111 to this report.

Term of Reference 1: review the introduction to Chapter 2.1.17 Rabies of the OIE Terrestrial
Manual

Following in-depth discussions, the Group proposed the following amendments to the summary and introduction
to the OIE Terrestrial Manual rabies chapter:

e To add text explaining that laboratory manipulations should be performed with appropriate biosafety and
containment procedures as determined by biorisk analysis (see Chapter 1.1.4 Biosafety and biosecurity:
Standard for managing biological risk in the veterinary laboratory and animal facilities).

*  To clarify that agent identification is preferably undertaken using primary diagnostic antigen detection
tests such as the direct fluorescent antibody (DFA) test and the direct rapid immunohistochemistry test
(dRIT). For a large number of samples, conventional and real-time polymerase chain reaction (PCR) can
provide rapid results in specially equipped laboratories.

»  For serological tests, to clarify that the virus neutralisation (VN) and enzyme-linked immunosorbent
(ELISA) assays are suitable tests for monitoring antibody response of vaccinated animals in the framework
of rabies control. For the purposes of international animal movement and trade, only VN tests are
acceptable. Serological tests should not be used for primary diagnosis.

»  To clarify that for rabies vaccination in animals, inactivated virus (for companion animals and livestock),
live attenuated virus (for wildlife and free-roaming dogs), or recombinant vaccines (for wildlife and dogs)
are used.

»  The Group undated the classification of the Lyssavirus genus.

Term of Reference 2: review Section B. Diagnostic techniques of Chapter 2.1.17 Rabies of the
OIE Terrestrial Manual

Following discussions, the Group proposed the following amendments to Section B. Diagnostic techniques of
the rabies chapter:

e To include the completed table of diagnostic tests rated against each of six purposes that has been
introduced into each disease-specific chapter of the Terrestrial Manual in place of prescribed and
alternative tests.

. To include updated information on the transport of specimens, together with information on suitable
preservatives, etc.

. To include detailed protocols for three new diagnostic test methods following review of their validation
dossiers and approval by the Biological Standards Commission: a direct rapid immunohistochemistry test
(dRIT), a conventional reverse-transcriptase polymerase chain reaction (RT-PCR) and a real-time RT-
PCR.

*  Toinclude a detailed protocol for the direct fluorescent antibody (DFA) test, the most widely used test for
rabies diagnosis.

. For consistency, to remove Figure 1. Proposed use of microplates for the fluorescent antibody virus
neutralisation test from the virus neutralisation (VN) test protocol because no such diagram is provided in
any other chapter that include a VN test protocol.

. To remove the sentence on virus neutralisation in mice as it unethical to use mice when cell culture and
enzyme-linked immunosorbent assays (ELISA) provide adequate alternatives under the 3Rs? principles.

2 The Three Rs: replacement, reduction, refinement. See Avrticle 7.8.3 of chapter 7.8 of the OIE Terrestrial Code.
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*  To clarify that none of the available ELISAs is validated for certification of animals for international
movement or trade.

The two RT-PCR protocols that are proposed for inclusion in the chapter were chosen as validated examples
and their inclusion does not exclude other PCR protocols. Should a laboratory prefer to use a different PCR
method, the method chosen must be validated to the same validation stage as the PCR example given in the
chapter, and must show that it has equivalent sensitivity, specificity, and reproducibility.

5. Term of Reference 3: review of Section C. Requirement for vaccines of Chapter 2.1.17 Rabies
of the OIE Terrestrial Manual

To ensure harmonisation of WHO and OIE texts, the Group used the WHO document: Oral Vaccination of
Dogs against Rabies: Guidance for research on oral rabies vaccines and Field application of oral vaccination
of dogs against rabies as guidance while updating this section.

Following discussions, the Group proposed the following amendments to Section C. Requirements for vaccines
of the rabies chapter:

*  Todelete Table 1 Current rabies viruses used for challenge or for vaccine manufacturing. The Group felt
that with the speed of advances in vaccine development, it would be impossible to keep this table up to
date, and the table did not provide extra information of value to users of the Terrestrial Manual.

*  Toinclude information on oral vaccination of dogs and manufacturing methods for such vaccines.

. To include detailed information on bait requirements, coordinated with requirements given in the WHO
document.

Although many new recombinant vaccines that are in development are both modified live vaccines (MLV) and
biotechnology-derived vaccines (BDV), the Group decided to keep these two categories separate in the chapter.

6. Any other matters

The Group had a number of questions and proposals for the consideration of the OIE Biological Standards
Commission.

6.1. Questions for the Biological Standards Commission concerning the chapter on rabies in the OIE
Terrestrial Manual

1. Section C Requirement for vaccines includes the requirements for tests on the final product. The
Group asks what the final product is. Is it the vaccine bait (as stipulated in the European
Pharmacopoeia) or the bait in primary packaging (blister/sachet)?

2. The WHO recommends that safety tests be carried out in non-human primates (NHPs). The Group
noted that there are international efforts currently being undertaken regarding this sensitive issue. As
oral vaccination of dogs is a complementary control measure, the Group asks if such safety tests are
really justified. The Group also pointed out that to have confidence that the residual pathogenicity is
<1%, at least 300 animals would need to be tested. Finally, the Group requested the rationale for
testing NHPs and immunocompromised mice for human safety.

3. In Section C.3.2.2. Method of manufacture, iii) Final product batch/serial tests, €) Batch/serial
potency, the Group asks why the potency of BDV is measured by seroconversion while the potency
of MLV is not.

4. The chapter states that tests for reversion to virulence of modified live vaccines (MLV) should be
undertaken (in accordance with chapter 1.1.8) in the target species and, if not possible, they should
be undertaken in vitro. The European Pharmacopoeia (EP) states that such tests should be undertaken
in suckling mice. Should the chapter be modified according to the requirements of the EP?
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Section 3.1.3 of the WHO document: Oral Vaccination of Dogs against Rabies: Guidance for
research on oral rabies vaccines and Field application of oral vaccination of dogs against rabies on
Safety for non-target species states that dogs should be give ten times the field concentration of the
vaccine. It also states that “Categories that might be more susceptible (e.g. young, pregnant) or more
likely to transmit vaccine virus to humans must be included in such studies”. The Group felt that
choosing young or pregnant animals is indefensible scientifically.

Section 3.3.2 Safety requirements, i) MLV, a) In target species it states “For the overdose safety test,
a 10 x minimum effective dose is administered, preferably using a syringe, via the oral route to ten
animals (less than 6 months of age for wild animals and less than 10 weeks for dogs)”. The Group
asks why the difference in age between wild animals and dogs.

Section 3.3.2 Safety requirements, i) MLV, b) In non-target species animals are observed for 30 days
post-vaccination, while in Section 3.3.2 Safety requirements, ii) BDV, b) In non-target species
animals are observed for 14 days post-vaccination. The Group asks why this difference.

6.2. Recommendations concerning the disease-specific chapters in the OIE Terrestrial Manual

1.

The Group proposed that the Commission consider removing the detailed test protocols from the
chapter proper and including them as appendices at the end of the chapter.

The Group proposed including a flow chart to illustrate the order in which diagnostic tests should be
undertaken taking into account the purpose of testing and the results obtained.

Finalisation and adoption of the draft report

The ad hoc Group finalised and adopted the draft report.

The proposed revised chapter will be circulated to all OIE Reference Laboratories for rabies so that they can
collaborate to submit a consensus version for review by the Biological Standards Commission at its meeting in
September 2017. If endorsed by the Commission, it will then be sent for Member Country comment with the
aim of proposing it for adoption in May 2018.

.../Appendices
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Appendix |

REPORT OF THE MEETING OF THE OIE AD HOC GROUP ON THE
OIE MANUAL OF DIAGNOSTIC TESTS AND VACCINES FOR TERRESTRIAL ANIMALS:
CHAPTER ON RABIES

Paris, 9-11 May 2017

Agenda
1. Opening
2. Appointment of chairperson and rapporteur
3. Term of Reference 1: Review the introduction to Chapter 2.1.17 Rabies of the OIE Terrestrial Manual
4, Term of Reference 2: review Section B. Diagnostic techniques of Chapter 2.1.17 Rabies of the OIE Terrestrial
Manual use
5. Term of Reference 3: review of Section C. Requirement for vaccines of Chapter 2.1.17 Rabies of the OIE

Terrestrial Manual
6. Any other matters

7. Finalisation and adoption of the draft report
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Appendix |1

REPORT MEETING OF THE OIE AD HOC GROUP ON THE
OIE MANUAL OF DIAGNOSTIC TESTS AND VACCINES FOR TERRESTRIAL ANIMALS:

MEMBERS

CHAPTER ON RABIES

Paris, 9-11 May 2017

Dr Thomas Miiller

(Chairman)

Institute of Molecular Virology and
Cell Biology, Friedrich-Loeffler
Institut, Federal Research Institute for
Animal Health, Siidufer 10

D-17493 Greifswald - Insel Riems
GERMANY

Tel: +49-38351 7 1659 / 1253

Email: Thomas.Mueller@fli.de

Dr Claude Taurai Sabeta Prof. Changchun Tu

Onderstepoort Veterinary Institute Diagnostic Laboratory for Rabies and
Rabies Unit Wildlife Associated Zoonoses

Private Bag X05 Department of Virology, Changchun
Onderstepoort 0110 Veterinary Research Institute (CVRI),
SOUTH AFRICA Chinese Academy of Agricultural
Tel: +27-1252994 39 Sciences (CAAS), Liuying Xi Road
Email: sabetac@arc.agric.za 666, Jingyue Economic Development

Zone, Changchun 130122

CHINA (PEOPLE’S REP. OF)

Tel: +86-431 81.03.20.22

Email: changchun_tu@hotmail.com

REPRESENTATIVE OF THE BIOLOGICAL STANDARDS COMMISSION

Dr Anthony Fooks

Virology Department, Animal and Plant
Health Agency, New Haw, Addlestone

Surrey KT15 3NB

UNITED KINGDOM

Tel: +44-208 415.22.38

Email: tony.fooks@apha.gsi.gov.uk

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
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Dr Matthew Stone
Deputy Director General, International
Standards and Science

m.stone@oie.int

Ms Sara Linnane
Scientific Editor, Science and New
Technologies Department

s.linnane@oie.int
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Appendix I11

OIE AD HOC GROUP ON
OIE MANUAL OF DIAGNOSTIC TESTS AND VACCINES FOR TERRESTRIAL ANIMALS:
CHAPTER ON RABIES

Paris, 9-11 May 2017

Terms of Reference

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
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Annex 6

Original: English
June 2017

AD HOC GROUP ON HIGH THROUGHPUT SEQUENCING,
BIOINFORMATICS AND COMPUTATIONAL GENOMICS
Paris, 27-29 June 2017

The Fourth meeting of the OIE ad hoc Group on High Throughput Sequencing, Bioinformatics and Computational
Genomics (HTS-BCG) was convened at the OIE Headquarters from 27 to 29 June 2017.

The original Terms of Reference (ToRs), including the agenda for this meeting, and the list of participants, are
presented in Appendices | and 11, respectively.

1.

Opening

Dr Elisabeth Erlacher-Vindel, Head of the OIE Science and New Technologies Department, welcomed the
participants of the ad hoc Group on HTS-BCG (referred to here as the ‘Group’) on behalf of Dr Monique
Eloit, Director General of the OIE. Dr Erlacher-Vindel described the project for the creation of the OIE
Genomic Platform (referred to here as the ‘platform’), a web-based system for collecting, storing and
distributing sequence data of pathogens that have been the subject of notification to the OIE. Dr Erlacher-
Vindel also explained that the specific task of the Group was to provide options to progress the project and
move onto the implementation phase. These options should include a budget estimation and a list of user
requirements.

Appointment of chairperson and rapporteur
The meeting was chaired by Prof. Massimo Palmarini, and Dr James Watson was designated as rapporteur.
Background and discussion on the Terms of Reference

The Group reviewed the Terms of Reference (TOR) in light of recent technological advances in genomic
sequencing, updates to the WAHIS+1 project, and new requests from the OIE. After discussion, the Group
considered whether it would be appropriate to expand the ToRs, and proposed the following modified ToRs:

3.1. Revised Terms of Reference

1.  Define high level user requirements;

2. Define the minimum set of metadata and the required quality standards to be attached to the
sequences;

3.  Define the information flow for the submission to, and the release of sequences from the future
WAHIS+ system, including authentication, authorisation and a description of sequence data
governance;

4. Propose strategies to initiate and sustain sequence data sharing, which would involve promoting the
active engagement of OIE Reference Centres;

5. Identify analytical tools to be integrated into the platform;

1 WAHIS: World Animal Health Information System (of the OIE)
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6. Identify possible disease models to test the system;
7.  Determine next steps for implementation;

8.  Timeline and budget estimation.
High level user requirements

The platform is a system to collect, store and analyse pathogen sequence data associated with the reporting of
notifiable diseases to the OIE by Member Countries. The purpose of the platform is to provide an accessible
and transparent centralised system within the OIE that integrates these data with the information provided by
WAHIS+,

The Group agreed that the following points represent the key user requirements for the platform:

» The platform must be designed for full interoperability with WAHIS+;
» Sequences should only be submitted for, and linked to, an existing disease notification;

« All sequence data must have a unique identifier generated by the platform and be linked to either the
WAMHIS report ID or outbreak reference ID;

» The platform should offer a simple mechanism for uploading these sequence data, including a batch
upload capability;

« Access and operation within the platform must rely on an authentication and authorisation system;

« The OIE Delegate’s approval and the subsequent release of sequence data should follow the workflow
proposed in the agreed business process (see TOR 3);

* The platform’s database should include a curated set of ‘pathogen genome reference sequences’ (see
TOR 5) for comparative analyses;

» The platform should offer tools to download sequences;
» The platform should allow submission of either complete or partial pathogen genome sequences;
» The platform should provide an audit trail of data usage;

» The platform should automatically generate and distribute analytical reports to laboratories and Member
Countries providing sequences;

 In accordance with the principles of the Nagoya Protocol, the notifying Member Country should retain
ownership of the sequence data;

» Users of sequence data should explicitly agree to terms and conditions of usage at registration to the
platform. This is particularly relevant to restrictions on distribution and publication of sequence data.

Define the minimum set of metadata and the required quality standards to be attached to the
sequences submitted to the platform

Dr Natalja Lambergeon, project manager of the OIE World Animal Health Information and Analysis
Department (WAHIAD), joined the Group for this part of the meeting.

Epidemiological metadata relating to the disease notification should remain in WAHIS+ and not be duplicated
in the platform. Detailed information on methods and quality controls associated with the generation of the
submitted sequences should remain in the originating laboratory. However, submission of the sequence should
require a statement of compliance to the standards defined in Chapter 1.1.7 Standards for high throughput
sequencing, bioinformatics and computational genomics of the OIE Manual of Diagnostic Tests and Vaccines
for Terrestrial Animals (Terrestrial Manual).

An example of the metadata scheme is defined in Appendix Il1.
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6. Define the information flow for the submission to, and the release of sequences from the
future WAHIS+ system, including authentication, authorisation and a description of
sequence data governance

The notification, validation and dissemination of epidemiological information on an animal health issue
follow a formal process established by the OIE, and endorsed by OIE Member Countries.

The submission of pathogen genomic sequences to the platform will follow a similar process. This process
includes the development of a standard operating procedure governing the approval for the upload and release
of sequences by the competent OIE Delegate (or Focal point). The approval should also specify the level of
disclosure of sequence data (e.g. open access, restricted to eligible partners only, or fully embargoed).

The diagram in Appendix IV shows the draft proposal for the link, submission, and approval for the inclusion
of a sequence in the platform. There are four potential stakeholders that are involved in this process. These
may include (i) the OIE Delegate (or Focal point), (ii) the national reference laboratory undertaking the initial
diagnosis, (iii) an OIE Reference Centre, and (iv) the OIE staff responsible for managing the platform.
Sequences are submitted by either the national reference laboratory that performed the diagnosis or an OIE
Reference Centre. The OIE Delegate (or Focal point) will have the final decision on the release of the
sequence. The schematic diagram shows the submission process for a sequence to the platform. It is important
to reiterate that sequence submission is possible only after the confirmation of the notifiable disease (either
immediate notification, six-monthly report or annual report on wildlife) by the OIE Delegate.

Submission of pathogen sequences related to six-monthly and annual reports on wildlife have not yet been
considered by this Group, but would need to be addressed in the future.

7. Propose strategies to initiate and sustain sequence data sharing, which would involve
promoting the active engagement of OIE Reference Centres

Pathogen sequence data, including partial and whole genome sequence information, provides unprecedented
diagnostic opportunities as reflected in Chapter 1.1.7 Standards for High Throughput Sequencing,
Bioinformatics and Computational Genomics of the Terrestrial Manual, adopted by the World Assembly of
Delegates of the OIE in May 2016. The Group recommended that a strategy to encourage data sharing should
demonstrate to the sequence providers the added value and mutual benefits of sharing information. For
example, the platform should:

» Provide to the submitter a set of minimum information on the data, e.g. pathogen typing;
» Provide an overview of the global epidemiological context of the pathogen and its associated history;
« Allow diagnostic reagents to be modified to identify emerging pathogen variants;

» Lead to improved ability to track disease outbreaks;

» Allow the development of improved national and international strategies for disease diagnosis, control
and prevention;

» Provide advanced access to non-publicly available pathogen sequence data.

Furthermore, data sharing will improve the control of animal diseases and contribute to international public
good and the United Nation Sustainable Development Goals.

The Group recognises there are concerns surrounding data sharing including intellectual property rights, data
ownership and publication. The Group recommends all data should be submitted and used in accordance with
the principles of the Nagoya Protocol on Access to Genetic Resources and the Fair and Equitable Sharing of
Benefits Arising from their Utilization (ABS) to the Convention on Biological Diversity, and in compliance
with common scientific standards and practice.

To foster a sense of active participation in the platform, the Group recommends that OIE reports (annual or
six-monthly) include metrics on provision of pathogen-specific sequence data to the platform by Member
Countries. This should include highlighting any contributions to reports on global disease trends, in-depth
analyses by OIE Reference Centres and any new findings.
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Identify analytical tools to be integrated into the platform
Dr Paolo Tizzani, Veterinary Epidemiologist of WAHIAD, joined the Group for this part of the meeting.

The platform should have some relatively simple functions and analytical tools that facilitate subsequent
handling of the data and enhance user experience. In particular the Group recommends:

8.1. Mandatory functions

+ Initial “identity check” of the submitted sequence. This tool will prevent pathogen sequences being
submitted by mistake (e.g. wrong file uploaded by the user or spurious sequences);

« The results of the identity check described in the previous bullet point should be reported back to
the user with options to make corrections. The system report on identity pass/failure status will be
particularly important when users upload batches of sequences;

» Users should have the possibility to override the identity check. Occasionally, there may be
instances when the genetic sequence of a specific pathogen deviates substantially from what is
known at the time of submission. This sequence should still be submitted despite failing the identity
checks. The authorisation levels needed to override the system needs to be carefully evaluated.

8.2. Recommended functions

» Phylogenetic tool

The platform should hold a representative number of pathogen sequences relevant for each specific
pathogen (“reference sequences”). These sequences will likely represent, albeit not exclusively,
existing “reference strains” for each pathogen. The tool will automatically create a phylogenetic
tree where the submitted sequences are compared with the reference sequences for that particular
pathogen. Other molecular epidemiological tools may also be considered.

« The Group suggested that these reference sequences are reviewed by new or existing ad hoc Groups
similarly to the diagnostic tests and vaccines in the disease-specific chapters of the Terrestrial
Manual.

» Geographical mapping of submitted sequences

Each submitted sequence is linked to a specific notified event. Hence, it should be possible to
visualise the geographical and temporal distribution of similar sequences.

Identify possible disease models to test the system

As mentioned below, the Group recommended the development of the platform in two stages. The first stage
will concentrate on a small number of diseases (3—4). Due to the diversity of the genetic structure of each
pathogen (e.g. viruses with a segmented or non-segmented genomes), and the inherent characteristics of
different diseases, the platform will need to contain “pathogen-specific” features.

The Group recommended that the expertise and existing work carried out by the OIE Collaborating Centre for
Virus Genomics and Bioinformatics (MRC-University of Glasgow, Centre for Virus Research, Scotland, UK),
the OIE Reference Laboratory for Avian Influenza and Newecastle Disease (lIstituto Zooprofilattico
Sperimentale delle Venezie, Padova, Italy), the OIE Reference Laboratories for Avian Influenza and
Bluetongue (Australian Animal Health Laboratory, Geelong, Australia) and the OIE Reference Laboratory for
Rabies (Animal and Plant Health Agency, Weybridge, UK), and other OIE Reference Centres if needed, be
used to expedite the initial stage of the project. Hence, the Group recommended focusing initially on the
following diseases: avian influenza, bluetongue and rabies. The Group also recommended considering peste
des petits ruminants as a possible additional model disease. The additional advantages of these diseases are
that they are caused by viruses with a different genomic structure and global geographical distribution.
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10. Determine next steps for implementation of OIE Genomic Platform

11.

The Group considered the steps necessary to advance development of the platform, focusing on developing a
preliminary, or beta, version of the system with the disease models proposed in TOR 6.

The Group, having been advised of the planned timeline for WAHIS+ development, proposed developing the
beta version of the system in parallel with Stage 1 of the WAHIS+ project. This pilot phase should be
completed by the commencement of STAGE 2 of the WAHIS+ project. The human resources and budget
required for implementation will depend on whether the system will be newly built or an adaptation of
existing software.

The platform and WAHIS+ project have to be developed in close coordination.

Timeline and budget

11.1. Timeline

The draft timeline of the pilot phase is reported in Appendix V. The final timeline will be developed by
the appointed business analyst.

The platform must integrate seamlessly with WAHIS+. For operational purposes, the platform must be
thought of as having two components, a data management and reporting component (core architecture)
and the sequence analysis component (the bioinformatics components).

The list of key milestones in the draft timeline is reported in Appendix V:

» Business analyst appointed (Time 0);

» Core architecture of the platform designed and agreed in conjunction with the developers of
WAMHIS+, in order to assure interoperability of the two systems (Time 3 months);

» Planned core architecture implemented (Time 12 months);

» Bioinformatic component agreed between the developers of the core architecture and
bioinformaticians (the Group recommends a plug-in architecture) (Time 6 months);

* Integration of bioinformatic component with the core architecture (Time 12 months);
» Modules for specific diseases developed with the help of OIE experts (Time 18 months);
 Interface module (Graphic User Interface) to allow web access developed (Time 12 months);

» System for reporting back to the user implemented (Time 12 months).

11.2.Budget for the pilot phase

The Group recommended that the platform’s developers should access the core architecture of WAHIS+
to adopt compatible technology for the platform.. This would ensure interoperability and guarantee that
the two systems will exchange and make use of mutual information. In addition, existing bioinformatic
tools will be adapted for the platform, when possible.

The budget for the pilot phase includes the following items (in brackets is the estimated time for the
completion of the assigned tasks):

» One general project manager for 18 months (already appointed);

» One business analyst for 12 months;

» Meeting of a small ‘Technical Group’ (general project manager, business analyst, and experts) to
develop system specifications);

« At least one software engineer and half-time (0.5) system administrator for 18 months;
+ At least one bioinformatician for 18 months;

» At least one ad hoc ‘Focus Group’ to discuss the development of modules for the selected diseases;
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« At least one independent consultant to revise and budget the entire project including the steps
beyond the beta version for 3 months;

» Travelling costs ;
» Other costs (hardware, software, cloud computing, etc.).
The estimated budget is approximately 500,000 euros, without the general Project Manager, based on

average costs. The Business Analyst could help to generate a more accurate budget and timelines for the
development of the entire platform.

12. Other considerations

13.

14.

44

Particular attention needs to be given to the periodic review of Chapter 1.1.7 Standards for High
Throughput Sequencing, Bioinformatics and Computational Genomics of the Terrestrial Manual, given
the rapid advances in genomic technologies and evolution of genomic standards. In addition,
bioinformatic processes should require validation or accreditation.

Disease-specific chapters of the OIE Terrestrial Manual need to incorporate the methods and
recommendations arising from the use of sequencing technologies for diagnostic purposes.

Other technologies may be introduced in the future that are not based on genomic sequencing per se (e.g.
mass spectrometry).

The Group envisaged that OIE Reference Centres could facilitate the adoption of specific sequencing and
bioinformatics approaches for individual pathogens.

The platform may be exploited for resource mobilisation and capacity development in developing
countries. Advocacy at the national level beyond the Agricultural Authorities, with, for example, the
Ministries of Finance, Science and Technologies and other stakeholders, may be advantageous for animal
disease control.

Any other matters
None.
Finalisation and adoption of the draft report

The Group finalised and adopted the draft report.

.../Appendices
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Appendix |

MEETING OF THE OIE AD HOC GROUP ON HIGH THROUGHPUT SEQUENCING,
BIOINFORMATICS AND COMPUTATIONAL GENOMICS

Paris, 27-29 June 2017

Background

In 2012, an ad hoc Brainstorming Group met at the OIE Headquarters to identify opportunities and challenges of
new sequencing technologies in the diagnosis, surveillance, and control of OIE listed animal diseases.

In 2013, the first ad hoc Group on High Throughput Sequencing, Bioinformatics and Computational Genomics
(HTS-BCG) was convened to address specific tasks such as the drafting of OIE standards for HTS-BCG, and the
blueprint of an OIE web-based platform to collect sequence data of pathogens that are the subject of notifications
by Member Countries. To date, the outcomes include (i) a new chapter of the OIE Manual of Diagnostic Tests and
Vaccines for Terrestrial Animals on standards for HTS-BCG, (ii) an outline of technical specifications of the OIE
web-based platform, and (iii) a wireframe website of the platform to display main functionalities and possible
developments.

The meeting of the ad hoc Group in June 2017 will discuss three main issues, namely, i) which specific metadata
and sequence data will be stored in the OIE web-based platform, (ii) sequence data governance, and (iii) ways to
promote a culture of sequence data sharing among the OIE Reference Centres.

Terms of Reference

1. Define the minimum set of metadata and the required quality standards to be attached to the sequences

2. Identify possible disease models to test the system

3. Define the information flow for the submission to, and the release of sequences from the future WAHIS+
system, including authentication, authorisation and a description of sequence data governance

4. Propose strategies to initiate and sustain sequence data sharing and active engagement within the network of
OIE Reference Centres

5. Identify analytical tools to be integrated into the platform

6.  Determine next steps for implementation

Agenda

Opening

Designation of the chair and rapporteur
Adoption of agenda

Consideration of Terms of Reference

Other business

o gk~ w bR

Adoption of report
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MEETING OF THE OIE AD HOC GROUP ON HIGH THROUGHPUT SEQUENCING,
BIOINFORMATICS AND COMPUTATIONAL GENOMICS

MEMBERS

Paris, 27-29 June 2017

List of participants

Prof Massimo Palmarini

Director, Centre for Virus Research
MRC - University of Glasgow

OIE Collaborating Centre for Viral
Genomics and Bioinformatics

464 Bearsden Road, Glasgow G61
1QH, Scotland

UNITED KINGDOM
massimo.palmarini@glasgow.ac.uk

Dr Vish Nene

Director, Animal and Human Health
Program, co-Leader (ILVAC),
International Livestock Research
Institute (ILRI)

Old Naivasha Road, P. O. Bo 30709,
Nairobi 00100

KENYA

v.nene@cgiar.org

Prof Gary Van Domselaar

Chief Bioinformatics, National
Microbiology Laboratory, Public Health
Agency of Canada, Canadian Science
Centre for Human and Animal Health,
Winnipeg R3E 3R2

CANADA
gary.vandomselaar@phac-aspc.gc.ca

Dr Garbiele Casadei

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

Via Bianchi, 9, 25124 Brescia

ITALY

gabriele.casadei@izsler.it

BIOLOGICAL STANDARDS COMMISSION REPRESENTATIVE

Dr Isabella Monne

Istituto Zooprofilattico Sperimentale
delleVenezie (1ZSVe)

Viale dell’Universita, 10

35020 Legnaro (Padova)

ITALY

imonne@izsvenezie.it

Dr James Watson

Research Director - Diagnosis,
Surveillance and Response (Acting),
Veterinary Investigation Leader,
Australian Animal Health Laboratory
CSIRO

Private Bag 24 Geelong Victoria 3220
AUSTRALIA
james.watson@csiro.au

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 HEADQUATERS

Dr Matthew Stone

Deputy Director General, International
Standards and Science,

12 rue de Prony, 75017 Paris
FRANCE

oie@oie.int
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Dr Elisabeth Erlacher-Vindel
Head of the 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

Dr Natalja Lambergeon

Project Manager

World Animal Health Information and
Analysis Department
n.lambergeon@oie.int

Dr Paolo Tizzani

Veterinary epidemiologist

World Animal Health Information and
Analysis Department
n.lambergeon@oie.int

Biological Standards Commission/September 2017


mailto:massimo.palmarini@glasgow.ac.uk
mailto:gary.vandomselaar@phac-aspc.gc.ca
mailto:gabriele.casadei@izsler.it
mailto:tony.fooks@apha.gsi.gov.uk
mailto:oie@oie.int
mailto:e.erlacher-vindel@oie.int
mailto:a.caminiti@oie.int
mailto:n.lambergeon@oie.int
mailto:n.lambergeon@oie.int

AHG on High Throughput Sequencing, Bioinformatics and Computational Genomics/June 2017

10

1"

12

13

14

15

16

17

171

17,2

*

SourcelLab

SourcelD

SampleSource

SampleType
SampleHistory
OIEDisease
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Strain
SubStrain

SeqDesc
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SeqContam
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SeqDate
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SeqLibrary

SeqRef
Reference
ReferenceDOI

ReferenceURL

Annex 6 (contd)
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Metadata scheme for sequence data

Description

Laboratory Y
Unique identifier from laboratory = Y

Source of sample — clinical,

. Y
environmental etc.
Primary sample or culture Y
Passage history N
OIE disease (species, subtype) | Y
Taxonomic Identifier Y
Strain / Type N
Subtype / Clade N
General description of the v
material
Whole or partial genome Y
Quality assessment Y
Contamination check Y
Host N
Collection date Y
Method or platform used to v

generate sequence

Library preparation method N

Sequence N
Literature N
Literature N
Literature N

Repeatable: the field accepts more than one entry

e
S
]
©
°
<
S
=

Repeatable*

Valid Entries

OIE laboratory identifier

Unique identifier for the biological
sample from the source
laboratory database

Reference to the OIE Codes

Select from predefined list of
species to be defined for all OIE
listed diseases

Organism-specific strain ID

Organism-specific sub-strain ID

Free text notes

Three level flag:

- Meets OIE standards
Flag whether sequence meets - Substantially meets OIE
QC guidelines standards
Does not meet OIE
standards

Flag to show check performed

OIE identifier for the species from
which the sample has been
collected

The date the sample was
collected

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

Citation/s for relevant literature
describing the sequence

Digital object identifier (DOI) for
reference

Allows multiple references to be
listed

Allows multiple references to be
listed

Uniform Resource Locator (URL)
for reference
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Draft proposal for the link, submission,
and approval for release of a sequence in the OIE Genomic platform

Fillin IN
OIE DELEGATE Create an T ey T Validation of the
OR immediate —» reference laboratory - — — —p= et View email —p»  releaseofthe ——
FOCAL POINT notification (IN) that performed the sequence?
diagnosis
L
‘ Yes
View the
Identification 4 _;':t;:z:‘i’ng v Link the sequence to
NATIONAL Numt::rI("I‘D) of ’ capabilities? ™ the corresponding IN
REFERENCE
LABORATORY
THAT PERFORMED

THE DIAGNOSIS

Submission of the

N to OIE

platform
OIE EE';E_:ENCE View the ID Link the sequence to S""’“"""'::L‘::
of the IN the corresponding IN platform
stored in Release:
‘ the OIE platform - Public domain
repository - Restricted
OIE STAFF Firstcheck - = = —=  Validation  ————p- ::5::::’“:; &
[Email sent to the
OIE Delegate or Private -+
Focal point

In black, established process

In orange, proposed process

Process

Show the start or the termination of the process

Show an action of the process

Indicate a decision in the process

Connect established actions

Connect established actions and imply the

© = = =™ presence of additional actions in between

Connect proposed actions
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Appendix V

Timeline of the pilot phase
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Annex 7

Original: English
July 2017

REPORT OF THE MEETING OF THE OIE AD HOC GROUP
ON TRANSPORT OF BIOLOGICAL MATERIALS
Paris, 17 — 19 July 2017

The first meeting of the OIE ad hoc Group on transport of biological materials (hereafter referred to as the Group)
was held at the OIE Headquarters in Paris from 17 to 19 July 2017.

1.

Opening

Dr Frangois Diaz, Chargé de mission in the Science and New Technologies Department, welcomed the
participants and mentioned that the main objective of the meeting was to review and update the Chapter 1.1.3.
“Transport of Specimens of Animal Origin” of the Manual of Diagnostic Tests and Vaccines for Terrestrial
Animals, and to discuss the feasibility of and interest in developing a guide for the transport of biological
materials.

Dr Matthew Stone joined the meeting on Tuesday 18 July and welcomed the participants on behalf of Dr
Monique Eloit, Director General of the OIE. Dr Stone highlighted the importance of the Chapter 1.1.3,,
especially for the control and surveillance of animal diseases. He also pointed out the very good collaboration
of the different relevant international organisations on this issue.

Appointment of the chairperson and rapporteur, and adoption of the agenda
The meeting was chaired by Dr William B. Karesh, and Dr Joseph O’Keefe acted as rapporteur.
The adopted Agenda and List of Participants are presented in Appendices | and Il of this report, respectively.

Presentations related to Transport of Biological Materials

Presentations were given on general aspects relevant to the transport of specimens of animal origin, on
international transport of samples and related border customs operations, and the basis of the Nagoya Protocol
and its relevance to transport of biological materials.

Update of the Chapter 1.1.3 of the Manual of Diagnostic Tests and Vaccines for Terrestrial
Animals on “Transport of Specimens of Animal Origin”

The Group first noted the close relationship between the chapter and a variety of other international
regulations and guidance documents, including those published by the International Air Transport Association
(IATA) and the World Health Organization (WHO). They agreed that it was important that the chapter be
consistent with other official guidance.

The Group suggested that the name of the chapter be changed to ‘Transport of Biological Materials’ to more
broadly include all biological materials which are not specimens and are regularly sent domestically or
internationally.
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On review of the structure of the chapter, the Group decided to reorder its sections to better explain the
various requirements for transport of biological materials. The following changes were proposed to the
structure of the chapter:

Introduction

The Group proposed to update the introduction to provide the scope and context of the materials to be
included in the chapter.

A. Responsibilities

The Group proposed to begin the chapter with the responsibilities of the relevant parties engaged in the
transport of biological materials so as to correctly identify the different roles of the sender, carrier and
recipient. The Group also integrated additional information related to Convention on International Trade
in Endangered Species of Wild Fauna and Flora (CITES), the Nagoya Protocol and material transfer
agreements.

B. Classification and categorisation

The Group decided to separate the discussion of classification and categorisation of biological materials
from the recommendations for packaging. The Group updated information on the different categories and
reviewed the information on the classification of biological materials.

C. Packaging

The Group reformatted and updated information on packaging requirements linked to the categories and
associated labelling requirements.

D. Additional consideration

The Group reviewed information provided by CITES and the Convention on Biological Diversity (CBD)
and provided summary guidance on the application and relevance of the CBD Nagoya Protocol and
CITES to the transport of biological materials.

E. References and further reading
The Group updated the references and publications listed in the current version of Chapter 1.1.3.
Appendix 1 on Definitions

The Group proposed to move the definitions from the beginning of the current version of Chapter 1.1.3
to an appendix. These definitions are consistent with the definitions in the United Nation Model
Regulations.

Appendix 2 on Example of the packaging system (IATA recommendations) for the packing and
labelling of different types of biological materials

The Group proposed that the Appendix include illustrations for Category A and Exempt Materials in
addition to the current illustration for Category B materials.

Appendix 3
The Group reviewed the proposed Material Transfer Agreement and proposed minor amendments.
Appendix 4 on decision trees for deciding on the transport requirements of a biological material

The Group proposed to expand the decision tree, which currently only covers infectious agents, to also
include responsibilities related to the various stages of transport and other regulations and treaties such as
the CITES agreement. The Group also noted that it would be useful to provide a decision tree on Nagoya
Protocol, but due to continuing development on the topic, further consideration will be required.
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5. Explore the feasibility and interest of developing a practical guide on transport of biological
materials for veterinary laboratories

The Group mentioned that the collaborative development of a practical guide on transport of biological
materials endorsed by international agencies, involved in this transport, is of interest. However, this may be
challenging, and there is first a need to explore initiatives being pursued by other organisations and groups.
The Group suggested that OIE use the opportunity of upcoming meetings to explore the interest in and utility
of such a document.

6. Other matters

The Group noted that changes to Chapter 1.1.3 may result in inconsistency with Chapter 1.1.2, which has not
been updated, and suggested that the OIE Biological Standards Commission consider whether an update of
Chapter 1.1.2 is necessary.

The Group identified the need to update the Terrestrial Animal Health Code Chapter 5.8 entitled
“International transfer and laboratory containment of animal pathogens”, especially with respect to the
international requirements for transfer of animal pathogens, due to CITES and the Nagoya Protocol.

The Group recognised that the requirements for various approvals and permits relating to CITES and the
Nagoya Protocol have the potential to delay diagnostic laboratory testing in cases of disease emergencies. The
Group suggested that OIE continue its engagement with CITES and the CBD on this topic.

The Group noted the development of international recommendations relating to ‘dual use research of concern’
(DURC) and suggested that the OIE monitor the ongoing development of these recommendations to determine
if future chapter revisions should take the developments into account.

The Group noted that the listing of rinderpest virus as a category A infectious substance under UN
transportation guidelines is for ‘cultures only’. The impact of this is that samples from suspect cases and other
materials that may contain infectious rinderpest are subject to a lower packaging standard (Category B
infectious substance). The Group proposed that the OIE engage with other international organisations (e.g.
FAO, IATA etc.) on the recategorisation of any potential infectious rinderpest material as Category A, given
the following considerations: (a) the current status of rinderpest as ‘eradicated’ world-wide (b) the need to
ensure ongoing surveillance would not impeded, particularly in resource-constrained environments and (c) the
requirement to ensure ongoing destruction of archival material that may contain rinderpest.

The Group suggested that the listing for hantavirus causing haemorrhagic fever with renal syndrome as a
category A infectious substance under UN transportation guidelines should be updated to include strains that
cause ‘pulmonary disease’, and that the OIE engage with other international organisations on this matter.

7. Adoption of report

The Group adopted the report.

...IAppendices
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Appendix |

MEETING OF THE OIE AD HOC GROUP ON TRANSPORT OF BIOLOGICAL MATERIALS
Paris, 17 — 19 July 2017

Agenda

1.  Opening of the meeting;
2. Appointment of chair and rapporteur and adoption of the agenda;
3. Presentation related to Transport of Biological Materials;

4.  Update of the Chapter 1.1.3. of the Manual of Diagnostic tests and Vaccines for Terrestrial Animals on
“Transport of specimen of animal origin”;

5. Explore the feasibility and interest of developing a practical guide on transport of bilogical materials for
veterinary laboratories;

6.  Other matters;

7. Adoption of the report.
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MEETING OF THE OIE AD HOC GROUP ON TRANSPORT OF BIOLOGICAL MATERIALS

MEMBERS

Paris, 17 — 19 July 2017

List of Participants
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Tel: (1.212) 380.4463
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Mr David Cooper
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Ms Andrea Gruber

Senior Manager, Special Cargo
International Air Transport Association

33 Route de I'Aéroport

1215 Geneva 15 Airport, SWITZERLAND
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Dr Kazunobu Kojima
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Mr Theodorus Hesselink
Technical Officer
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Theo.Hesselink@wcoomd.org

Dr Akiko Kamata
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Food and Agriculture Organization of the United
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Akiko.Kamata@fao.org
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Mr Jose Rovira-Vilaplana
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World Health Organization
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SWITZERLAND

Mr John E. Scanlon
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SWITZERLAND

john.scanlon@cites.org

Prof Anthony R. Fooks
Animal and Plant Health Agency (APHA)

Woodham Lane, New Haw, Addlestone. Surrey. KT15 3NB
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Dr Matthew Stone
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Annex 8

Original: English
June 2017

REPORT OF THE MEETING OF THE OIE AD HOC GROUP ON REPLACEMENT
OF THE INTERNATIONAL STANDARD BOVINE TUBERCULIN
Paris, 6—-8 June 2017

An ad hoc Group (hereinafter the Group) on Replacement of the International Standard Bovine Tuberculin (ISBT)
was convened at the OIE Headquarters from 6 to 8 June 2017.

1.

Opening

Dr Matthew Stone, Deputy Director General, International Standards and Science, welcomed the meeting
participants on behalf of Dr Monique Eloit, Director General of the OIE. He thanked the participants for taking
time to work on the project before and during the Group meeting. He acknowledged the progress made by the
Group in selecting two candidate prospective donors of tuberculins and the importance of the current meeting
to review and finalise the protocol for the preparation and validation of a replacement International Standard
Bovine Tuberculin (ISBT-2).

Dr Stone reminded the Group of the importance of their engagement and tasks. He noted that OIE Member
Countries rely on intradermal testing to control and eradicate bovine tuberculosis and that each national standard
tuberculin should be validated against a good quality International Standard. An international standard
tuberculin is an essential tool for OIE Member Countries to help them combat or eradicate bovine tuberculosis,
a priority disease for both animal and human health.

Dr Steven Edwards noted that, in the previous meeting of the Group, a representative of the World Health
Organisation (WHO) was invited and attended the meeting. However, the representative, Dr David Wood,
retired recently, and an alternate representative had not been nominated to attend the current meeting. He
considered that, since the WHO is supportive of the project, the presence of a representative was not strictly
needed but that the OIE should continue reporting to the WHO on the progress of the project. He also informed
the Group that Dr Douwe Bakker retired from the Group, and that Dr Ad Koets would be replacing him in the
Group. The Group and the OIE welcomed Dr Koets as a new member of the Group and thanked the Dr Bakker
for his significant contribution to the Group.

Dr Mei Mei Ho and Dr Ad Koets were not able to attend the meeting in person, however Dr Ho was able to
provide responses to some questions during the meeting by email, and Dr Koets joined the meeting briefly by
teleconference on June 7.

Appointment of chairperson and rapporteur

The meeting was chaired by Dr Steven Edwards, and Prof. Glyn Hewinson was designated as rapporteur, with
the support of the OIE secretariat. The Group endorsed the proposed agenda.

The Terms of Reference of the Group, the Agenda and the List of Participants are presented as Appendix I, 1l
and 11 respectively.
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3.

Terms of Reference

3.1

3.2.

Review progress to date, to acquire candidate bulk tuberculins and formulate into test fills for
laboratory evaluation

Dr Glen Gifford gave an update on the progress made so far in the project implementation. He noted that
milestones identified in the previous meeting of the Group had slipped by about one year, due to difficulties
in obtaining funding. He recalled that in May 2017 the OIE, in collaboration with Dr Ho, MHRA-NIBSC?,
had contacted tuberculin manufacturers to solicit donations of tuberculins for consideration as candidate
ISBT-2. Four enquiries were received and three manufacturers agreed to donate their tuberculins, including
the provision to the OIE of a complete dossier including data required for evaluation. These data were
reviewed by the Group against a predetermined set of endorsed criteria. Decisions on which candidates to
take forward were made via a teleconference of the Group on 18 May 2017, as noted in Appendices V, VI,
and VII.

The proceedings of this decision-making process are laid out in the ‘Report of the Meeting of the OIE ad
hoc Group on Replacement of the International Standard Bovine Tuberculin: Consultation by
teleconference 18 May 2017°. The Group reviewed and adopted the report that will be annexed to the
September 2017 Biological Standards Commission meeting report.

Two candidate tuberculins from manufacturers which were designated M1 and M2 were chosen for further
evaluation, subject to satisfactory responses to further questions raised by the Group. Both suppliers had
already confirmed their availability to provide tuberculin. In addition, both will need to provide data on
lack of undesirable immunological sensitising effects of their products, before these are taken forward to
the laboratory testing phase. The Group noted that there may be a limited capacity of laboratories to test
the new standard using live Mycobacterium bovis to sensitise the test animals.

The Group also discussed the suitability of the currently available preparations from M1 and M2. Dr Ho
confirmed that a slightly lower protein concentration of the bulk material could be acceptable, since the
fill volume could be adjusted before lyophilisation to obtain the preferred final product protein
concentration. She also informed the Group that the residual phenol in the available product from M1 (at
approximately 0.03%) is lower than the phenol concentration present in the current ISBT-1, and this
concentration did not adversely affect the lyophilisation. Therefore, the Group concluded that, rather than
wait for the production by M1 of an alternative batch without phenol, considering the time slippages that
have already occurred in the implementation of the project, the work on the International Standard should
press ahead and suitability of the batches reviewed after evaluation of the trial fill preparations, as noted
below.

Identify prospective collaborating laboratories, and finalize protocols and schedules to evaluate
potency, specificity, and safety of candidate ISBTs, and prepare summary reports

The Group discussed and amended the ‘Protocol for the evaluation and adoption of a replacement
International Standard Bovine Tuberculin® Appendix 111 to the Report of the Meeting of the OIE ad hoc
Group on Replacement of the International Standard Bovine Tuberculin, Paris, 24-26 November 2015
(Meeting Report 2015)2. The revised protocol is presented as Appendix IV to this report. The Group
provided a rationale for these amendments in the relevant sections, as noted below.

The Group proposed adding details to the ‘protocol for sensitisation of guinea-pigs with live M. bovis’, to
ensure that the protocol is in line with the European Pharmacopoeia.

The Group highlighted the need for a statistician to review the protocols before commencing work,
including the preliminary evaluation. This was discussed during the meeting in a teleconference with Dr
Ad Koets. Dr Koets committed to take this aspect of the work forward by consulting with a
statistician/epidemiologist, from his institute, regarding the experimental design and analytical procedures.

1

58

Medicines and Healthcare products Regulatory Agency-National Institute for Biological Standards and Control, Potters Bar,
Hertfordshire EN6 3QG, United Kingdom

Report of the meeting of the OIE ad hoc Group on replacement of the International Standard Bovine Tuberculin - Annex 5 of
the Report of the meeting of the OIE Biological Standards Commission
(http://www.oie.int/fileadmin/Home/eng/Internationa_Standard_Setting/docs/pdf/BSC/A_BSC_Feb2016.pdf)
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4.

a)

b)

c)

Preliminary evaluation of candidate tuberculins and guinea-pig sensitisation with heat-
inactivated M. bovis

The Group agreed that preliminary validation of the lyophilisation process and of the suitability of the
candidate preparations will be performed by the two OIE Reference Laboratories (RL) for bovine
tuberculosis in Argentina and France, as detailed in Appendix 111 of this report, using heat-inactivated
M. bovis ANS. In particular, the OIE RL in Argentina will perform potency and specificity testing on
the trial fill preparations while the OIE RL in France will perform only the potency testing. Dr Capsel
informed the Group that the National Veterinary Services Laboratories of the USDAZ would provide
heat inactivated M. bovis AN5 sensitising agent to the OIE RLs and to the other International
Collaborative Study participating laboratories, so that the same sensitising agent is used throughout the
evaluation. USDA has sequenced the genome of the above-mentioned M. bovis AN5 strain. The Group
noted that inactivation of M. bovis AN5 was achieved by heating the sensitising agent at 90°C for 35
minutes.

The Group discussed the conduct of the preliminary evaluation of candidate tuberculins.

Given the relatively high tuberculin protein concentration used in the USDA potency test protocol, the
Group recommended that, for the preliminary evaluation of trial fills, the two reference laboratories
will compare the USDA protocol with the procedure recommended by the OIE in Chapter 2.4.6, on
bovine tuberculosis of the OIE Manual of Diagnostic Tests and Vaccines for Terrestrial Animals
(Terrestrial Manual). The aim will be to compare the effect of lyophilisation on potency and also to
compare the two ‘sensitising agent’ formulations, which contain M. bovis AN5 blended with either
mineral oil (USDA method) or Freund’s incomplete adjuvant (OIE method). After evaluation of these
results, the Group would then decide on the final protocol to be used for the International Collaborative
Study. This comparative study will increase numbers of guinea pigs by 16 per laboratory.

Evaluation of heat-inactivated M. bovis versus live M. bovis for sensitisation in potency studies

The Group emphasised that the focus of the International Collaborative Study was to obtain a
replacement of the ISBT-1 and not to validate heat-inactivated versus live M. bovis for sensitisation to
assess tuberculin potency in guinea pigs. Nevertheless, the Group recognised the opportunity that the
study offers to generate data to determine whether sensitisation with live AN5 could be replaced by an
inactivated M. bovis AN5.

The Group therefore recommended that EDQM?4 should be informed of the study designs. EDQM could
identify possible shortcomings that would affect the possibility to use the data for evaluation of heat-
inactivated M. bovis for sensitisation in potency studies, and allowing EDQM to consider changing
the current protocol in the European Pharmacopoeia®.

International Collaborative Study to assess further fitness for purpose, using only heat-
inactivated M. bovis for sensitization if results from preceding evaluation study are satisfactory

The Group noted that it would not be possible to make any recommendations on this question until data
from the preliminary evaluation are available and analysed by a qualified statistician.

Discuss scheduling, budgeting and reporting

4.1 Scheduling, timeframes, deliverables.

The tentative timescale for producing an ISBT-2was revised as follows noting progress made on specific
milestones:

» Approval of the proposal for production of an ISBT-2 for bovine tuberculin, by the OIE Biological
Standards Commission — February 2016 [completed].

» Define selection criteria for bulk material — February 2016 [completed].

3

United States Department of Agriculture

4 European Directorate for the Quality of Medicines & Healthcare (EDQM)

5

European Pharmacopoeia monographs for Tuberculin PPDs, (Tuberculin PPD, Bovine [01/2008:0536]
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5.

60

4.2

4.3.

4.4.

e OIE, in collaboration with NIBSC, write to manufacturers for materials requesting a written
submission with technical data and to preliminary testing reference laboratories — March 2017
[completed].

e Selection of candidate ISBT-2 in teleconference of the Group — May 2017 [completed].

* Revision of protocol, timescales and budget — June 2017 [completed].

* Bulk material selected and supplied to NIBSC by July-August 2017.

e Preliminary fill of ampoules by August 2017.

e Statistician review protocol for the International Collaborative Study by September 2017.

» Call for participants for International Collaborative Study (contact OIE Delegates and Laboratory
Focal Points) by September 2017.

e Prepare standardised sensitising agent — heat-inactivated M. bovis AN5 strain for guinea-pigs by
end 2017.

e Evaluation of preliminary fill material by two OIE Reference Laboratories by end 2017.
* Main fill of 5000 ampoules by mid-2018.

* International Collaborative Study start mid-2018 end by mid- 2019.

» Data submitted to statistician for analysis-mid 2019.

*  Written report submitted to OIE Biological Standards Commission January 2020 - and endorsement
by the World Assembly — May 2020.

* NIBSC was designated as repository for ISBT-2 and will ensure secure appropriate storage and
distribution.

» Peer-reviewed paper on characterisation of ISBT-2.
Projected costs, current funding and in-kind support, activities not yet funded.

The Group discussed the budget with Dr Emily Tagliaro, Head of the OIE World Fund Unit. The Group
considered that part of the costs would be covered by in-kind contributions by OIE Member Countries and
that the remainder of the budget would need to be secured by the OIE. Dr Tagliaro will investigate further
options for funding.

Internal reporting, communication of results.

The Group recommended that a peer-reviewed paper on characterisation of ISBT-2 should be published,
in addition to the internal report to the Biological Standard Commission.

Contingencies

The Group identified the following contingencies:

» If there are insufficient laboratories able to participate in the International Collaborative Study, then
the number of animals tested in each participating laboratory should be increased, as advised by the
statistician.

» If there is insufficient funding following an initial round of requests, then other funding agencies
should be approached.

» If neither of the candidate batches are found to be satisfactory, then the OIE will need to identify
other candidate batches for evaluation.

Other matters

The Group addressed a number of additional questions raised by the OIE as below:

a)

Does the Group support conducting a comparative genomic analysis to characterise each of the M.
bovis isolates that were used as seeds to produce the candidate tuberculins?

The Group endorsed this proposal and recommended that the genomes of M. bovis AN5 seeds be sequenced
by the providers of the candidate tuberculins, or that the manufacturers provide DNA to the OIE Reference
Laboratory for bovine tuberculosis in the UK for sequencing.
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b)

c)

d)

Does the Group support recommending that National Regulatory Authorities consider conducting a
genomic analysis of M. bovis isolates used for production of bovine tuberculins?

The Group supported this suggestion and further recommended that genomic sequencing be used to
characterise an AN5 reference strain.

In order to identify the reference strain, the Group recommended that laboratories participating in the
International Collaborative Study using live M. bovis AN5 to sensitise guinea-pigs should be asked to
provide the genomic sequence of the AN5 strain used to sensitise the guinea pigs. Alternatively, the
participants could provide genomic DNA from these strains to the OIE Reference Laboratory for bovine
tuberculosis in the UK for sequencing.

Does the ad hoc Group support conducting a proteomic analysis of the M. bovis AN5 islolates? Are
there technical limitations to conducting or interpreting proteomic studies on heat-inactivated
M. bovis?

The Group did not recommend the use of proteomic analysis of M. bovis AN5 isolates as part of this study.

Should the OIE consider providing standardised reference reagents (e.g. M. bovis AN5 seed cultures
and heat-inactivated reagents) for use by National Regulatory Authorities in calibrating National
Reference Standard bovine tuberculins and product batches against the new ISBT-27?

The Group endorsed this suggestion and recommended that this activity be linked to the OIE Biobank
Initiative. The Group recommended that this reference material be held by the OIE Reference Laboratories
for bovine tuberculosis and cost recovery fees be charged for supplying reagents to others.

The Group also recommended that the M. bovis AN5 working seed should undergo no more than five
passages for production and that the relevant Chapter of the Terrestrial Manual should be revised to include
this recommendation.

6. Conclusions

6.1. Comments and Recommendations

1. There is concern that supplies of ISBT-1 are running out. The Group, therefore, recommends that the
timeline of the project be strictly respected;

2. The Group strongly recommends that the OIE World Fund explore funding options as a matter of
urgency, including raising awareness among OIE Delegates;

3. The Group recommends that the supply of ISBT-2 be considered as fundamental for the
implementation of the tripartite Zoonotic Tuberculosis Road Map, under the ‘One Health’ initiative;

4.  The Group recommends that the Chapter on Bovine tuberculosis in the OIE Terrestrial Manual be
revised, including the section on tuberculin.

7. Finalisation and adoption of the draft report

The ad hoc Group finalised and adopted the draft report.

.../Appendices
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MEETING OF THE OIE AD HOC GROUP ON
REPLACEMENT OF INTERNATIONAL STANDARD BOVINE TUBERCULIN

Paris, 6-8 June 2017

Terms of Reference

e Review progress to acquire candidate bulk tuberculins and formulate test fills at NIBSC.
e ldentify prospective collaborating laboratories for testing candidate ISBTSs.
e  Finalize protocols for characterizing candidate ISBTs, and evaluating their potency, specificity, and safety.

e  Discuss scheduling, budgeting, and reporting.
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Appendix Il

MEETING OF THE OIE AD HOC GROUP ON
REPLACEMENT OF INTERNATIONAL STANDARD BOVINE TUBERCULIN

Paris, 6-8 June 2017

Agenda

1. Opening
2. Appointment of chairperson and rapporteur
3. Terms of Reference

3.1. Review progress to date, to acquire candidate bulk tuberculins and formulate into test fills for laboratory
evaluation

3.2. Identify prospective collaborating laboratories, and finalize protocols and schedules to evaluate potency,
specificity, and safety of candidate ISBTs, and prepare summary reports

4.  Discuss scheduling, budgeting and reporting

4.1 Scheduling, timeframes, deliverables.
4.2 Projected costs, current funding and in-kind support, activities not yet funded.
4.3. Internal reporting, communication of results.

4.4. Contingencies
5. Other matters
6. Conclusions
6.1. Comments and Recommendations

7. Finalisation and adoption of the draft report
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MEETING OF THE OIE AD HOC GROUP ON
REPLACEMENT OF INTERNATIONAL STANDARD BOVINE TUBERCULIN

MEMBERS

Paris, 6-8 June 2017

List of participants

Dr Steven Edwards
(Chairman)

c/o OIE 12 rue de Prony

75017 Paris, FRANCE

Tel.: (+33-[0]1) 44.15.18.88
Fax: (+33-[0]1) 42.67.09.87
steve-oie@cabanas.waitrose.com

Dr Bernardo Alonso

Gerencia de Laboratorios (GELAB) del
Servicio Nacional de Sanidad y
Calidad, Agroalimentaria (SENASA)
Avda A. Fleming 1653, 1640 Martinez
Pcia de Buenos Aires, ARGENTINA
Tel: (+54-11) 48.36.19.92 / 11.73

Fax: (+54-11) 48.36.19.92
balonso@senasa.gov.ar

Dr Ad Koets

(participated by telephone consultation)

Central Veterinary Institute
Wageningen
NETHERLANDS
ad.koets@wur.nl

Dr Maria Laura Boschiroli-Cara
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Laboratoire de santé animale

23 avenue du Général de Gaulle
94706 Maisons-Alfort Cedex
FRANCE

Tel: (+33-[0]1) 49 77 13 00

Fax: (+33-[0]1) 49 77 13 44
Maria-laura.boschiroli@anses.fr

Dr Mei Mei Ho

(participated by electronic
consultation)

Principal Scientist,
Bacteriology Division, MHRA-
NIBSC,

Blanche Lane, South Mimms,
Potters Bar, Herts., EN6 3QG,
UNITED KINGDOM

Mei.Ho@nibsc.org

Dr Lucia de Juan

European Union Reference Laboratory
for Bovine Tuberculosis, VISAVET
Health Surveillance Centre,
Universidad Complutense Madrid,
Avda. Puerta de Hierro s/n, 28040
Madrid, SPAIN
dejuan@visavet.ucm.es

REPRESENTATIVE OF THE BIOLOGICAL STANDARDS COMMISSION

Prof. Glyn Hewinson

Animal and Plant Health Agency
New Haw, Addlestone

Surrey KT15 3NB

Weybridge

UNITED KINGDOM

Tel: (+44-1932) 34.11.11

Fax: (+44-1932) 34.70.46
glyn.hewinson@apha.gsi.gov.uk

Dr David Wood

(invited but could not attend-retired)
Coordinator, Technologies Standards
and Norms (TSN) Team, Essential
Medicines and Health Products (EMP)
Department, Health Systems and
Innovation (HIS) Cluster, World Health
Organization, Avenue Appia 20, 1211
Geneva 27, SWITZERLAND
woodd@who.int

Dr Randal Capsel

National Veterinary Services
Laboratories, USDA, APHIS,
Veterinary Services, P.O. Box 844
Ames, lowa 50010,

UNITED STATES OF AMERICA
Randy.T.Capsel@aphis.usda.gov

Dr Mehdi El Harrak

(Member)

R&D Director, MCI Santé Animale,
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Appendix 1V

Protocol for the Evaluation and Adoption of a
Replacement International Standard Bovine Tuberculin (Revised June 2017)

The 1% International Standard for purified protein derivate (PPD) of bovine tuberculin was designated by WHOS® in
19867, and is currently held at the WHO International Laboratory for Biological Standards, MHRA-NIBSC?, UK.
Due to the declining stocks of the International Standard Bovine Tuberculin, a proposal has been developed for the
evaluation and calibration of a replacement standard. The aim is to produce a new International Standard Bovine
Tuberculin sufficient to meet global requirements for the next 20 years. The task will require animal studies, and
therefore funding. It is agreed that the OIE should take the lead in evaluating and designating the replacement
standard. A study expert panel should direct and oversee the study. Partners in the study will include the OIE
Reference Laboratories for bovine tuberculosis, other recognised experts, and MHRA-NIBSC (as holders of the
current standard and experts in the evaluation, designation and storage of standard reference preparations). The
protocol for the proposed study is outlined below.

The results and raw data will be submitted to MHRA-NIBSC for statistical analysis and evaluation by the study expert
panel.

1. Production

Tuberculin manufacturers will be invited to donate a bulk candidate material along with certificates of analysis
that should include toxicity, sterility, sensitising effect, specificity and potency. At least two candidate materials
will be selected for further processing and evaluation using methods that are in conformity with recognised
production processes. The tuberculin will be obtained from the water-soluble fractions prepared by heating in
free-flowing steam and subsequently filtering cultures of M. bovis strain AN5 grown in a liquid synthetic
medium. The active fraction of the filtrate, consisting mainly of protein, will be isolated by precipitation, washed
and re-dissolved in glucose-phosphate buffer without preservative. The final sterile preparation will be stored
at MHRA-NIBSC as bulk material pending calibration of the new standard. A small number of lyophilised test
ampoules, each containing 2 mg of protein, will be produced for initial analysis. The bulk stock of candidate
preparations that give satisfactory performance in the preliminary evaluation will then be lyophilised into 2 mg
ampoules. These will be used in an International Collaborative Study to determine the unitage/potency of the
preparations, one of which will be selected as the replacement International Standard Bovine Tuberculin. It will
be defined in International Units by calibration against the current Standard.

2. Preliminary evaluation

The aim of the preliminary evaluation is to check the lyophilisation process and the suitability of the candidate
preparations. Two OIE Reference Laboratories for bovine tuberculosis will carry out a preliminary evaluation
in guinea-pigs sensitised with heat-inactivated M. bovis AN5 strain. They will be supplied with the current
International Standard and the pre-lyophilised and freeze-dried preparations of the two candidate preparations,
which will be evaluated as follows.

2.1. Potency

For each candidate preparation, sensitise not fewer than eight albino guinea-pigs, each weighing 300 g to
500 g, by the deep intramuscular injection of a suitable dose of heat-inactivated M. bovis strain AN5
suspended in buffer and made into an emulsion with Freund’s incomplete adjuvant or mineral oil in order
to compare possible differences in the preparations. Not less than 4 weeks after the sensitisation of the
guinea-pigs, shave their flanks to provide space for not more than four injection sites on each side. Prepare
dilutions of the candidate tuberculin to be evaluated and of the reference standard preparation using
isotonic phosphate-buffered saline (pH 6.5—7.5) containing 0.005 g/litre of polysorbate 80. Use not fewer

6 World Health Organization

7 WHO - Proposed international standard for purified protein derivative (ppd) of bovine tuberculin - THE INTERNATIONAL
COLLABORATIVE ASSAY: http://apps.who.int/iris/bitstream/10665/78132/1/WHO_BS_86.1518 eng.pdf

Medicines and Healthcare products Regulatory Agency - National Institute for Biological Standards and Control, Potters Bar,
Hertfordshire EN6 3QG, UK
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than three doses of the standard preparation and not fewer than three doses of the candidate preparation for
evaluation. Choose the doses such that the lesions produced have a diameter of not less than 8 mm and not
more than 25 mm. Allocate the dilutions randomly to the sites using a Latin square design. Inject each dose
intradermally in a constant volume of 0.1 ml or 0.2 ml. Measure the diameters of the lesions after 24 to 28
hours and calculate the result of the test using the usual statistical methods and assuming that the diameters
of the lesions are directly proportional to the logarithm of the concentration of the tuberculins.

The test is not valid unless the fiducial limits of error (p = 0.95) are greater 50% and less than 200% of the
estimated potency, where the stated potency of the standard represents 100%. The estimated potency is not
less than 66% and not more than 150% of the stated potency. The stated potency is not less than
30 000 1U/mg.

This will require 38 albino guinea-pigs per laboratory.®

The preliminary evaluation will also include the testing of a protocol, provided by USDA, for the sensitisation
of guinea pigs with heat-inactivated M. bovis blended in mineral oil. This will require 16 guinea-pigs per
laboratory (32 in total).

2.2. Specificity

The candidate standards are assayed, in one OIE Reference Laboratory for bovine tuberculosis, against the
standard for avian PPD tuberculin by a four-point assay in guinea-pigs sensitised with heat-inactivated
M. avium (strain D4ER), comprising two dilutions at 25-fold intervals of each tuberculin. Quantities of
0.03 mg and 0.0012 mg of test avian PPD tuberculin corresponding to approximately 1500 and 60 1U, are
chosen because these doses give good readable skin reactions. In one assay, the candidate standards are
compared with the International Standard Bovine Tuberculin in eight guinea-pigs by applying eight
intradermal injections per animal and employing a balanced complete Latin square design. The reading of
the results and the statistical evaluation are identical to the potency test. The response to bovine PPD in
guinea-pigs sensitised with M. avium should be 10% or less in comparison with avian PPD.

This will require eight albino guinea-pigs.
3. International collaborative study

The study will be coordinated by MHRA-NIBSC, under the guidance of the study expert panel and under the
supervision of the OIE Biological Standards Commission. A questionnaire will be sent by MHRA-NIBSC to
potential participants, including questions such as which potency assay they can perform using guinea-pigs or
cattle, using live or heat-inactivated M. bovis sensitisation, and in the case of cattle with either experimentally
infected or natural reactors. Participants will also be asked their capacity and willingness to perform the required
assays using a common study protocol within a specified timeframe. The participants will be chosen by the
study expert panel on the basis of the responses. The target humber of participating laboratories would be as
follows: ten for guinea-pigs sensitised with live M. bovis, ten for guinea-pigs sensitised with heat-inactivated
M. bovis strain AN5, five for naturally sensitised reactor cattle and four for cattle sensitised by experimental
infection. If these numbers are not achieved, the study expert panel will reconsider the study design.

3.1 Guinea-pig heat-inactivated M. bovis sensitisation

The proposed protocol will be finalised after Preliminary Evaluations and statistical analyses have been
completed.

Each participant will be asked to test each of the candidate preparations in three separate experiments. A
total of 10 guinea-pigs will be used for each candidate preparation for each experiment. A standard stock
of sensitising agent (heat-inactivated AN5) will be produced as an aqueous suspension at a concentration
of 50 mg (wet weight) of heat-inactivated AN5 per ml of aqueous buffer. A working preparation of heat-
inactivated AN5 in mineral oil will be prepared at each participating laboratory from provided stock
reagents. Combine 2 ml stock sensitising agent with 3 ml of sterile light mineral oil adjuvant (Fisher
Scientific Sigma Chemical Company or equivalent supplier, MDL Number: MFCD00131661) for a final
concentration of 20 mg/ml.

9 The proposed numbers of animals include spares for contingencies.
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3.2

3.3

For each candidate preparation, sensitise eight albino guinea-pigs, each weighing 300 g to 500 g, and
allocate the two additional guinea pigs to be used as unsensitised controls.

Heat and maintain the working stock preparation to approximately 45°C and withdraw the warmed
sensitising agent into a syringe. Inject 8 guinea-pigs by deep intramuscular injection with 0.05 ml
sensitising agent in each hind leg (total volume per animal equals 0.1 ml).

Inject the non-sensitised guinea-pigs by intramuscular injection (0.5ml per hind leg) with 0.1 ml sterile
saline previously warmed to 45°C.

Thirty-five +/- 2 days after sensitisation, clip the hair from the abdomen and sides of each guinea-pig and
allow the guinea-pigs to rest in their cages a minimum of four hours prior to administering tuberculin
injections. Prepare dilutions of the candidate tuberculins to be evaluated and of the reference preparation
using isotonic phosphate-buffered saline (pH 6.5—7.5) containing 0.005 g/litre of polysorbate 80 to contain
50, 10, 2, and 0.4 pg protein/ml this correspond to 1625 IU/ml, 325 IU/ml, 65 IU/ml and 13 1U/ml
respectively. Allocate the dilutions randomly to the injection sites using a Latin square design. Laying the
guinea-pig on its side, inject each dose intradermally in a constant volume of 0.1 ml. Four injections are
administered to each side of each guinea pig. Similarly, inject the four dilutions of the reference and
candidate tuberculins on the two unsensitised control guinea-pigs. Measure the diameters of the lesions
using calipers after 24 to 28 hours and again at 48-52 hours post-injection. Take two perpendicular
diameter readings of the erythema of each injection site. Calculate the result of the test using the usual
statistical methods and assuming that the diameters of the lesions are directly proportional to the logarithm
of the concentration of the tuberculins.

This will require a total of 60 guinea-pigs per laboratory.
Guinea-pig live M. bovis sensitisation

Each participant will be asked to test each candidate tuberculins in three separate experiments. For each
candidate tuberculin, sensitise eight albino guinea-pigs, each weighing 400 g to 600 g, by the deep
intramuscular injection of 0.0001 mg of wet mass of living M. bovis AN5 suspended in 0.5 ml of a 9 g/litre
guinea-pig live M. bovis sensitisation solution of sodium chloride. Four weeks after the sensitisation of the
guinea-pigs, shave their flanks to provide space for four injection sites on each side. Prepare dilutions (40,
20, 10 and 5 IU/ml) of the candidate tuberculin to be evaluated and of the reference tuberculin using
isotonic phosphate-buffered saline (pH 6.5-7.5) containing 0.005 g/litre of polysorbate 80. Allocate the
dilutions randomly to injection sites using a Latin square design. Inject each dose intradermally in a
constant volume of 0.2 ml. Measure the diameters of the lesions after 24 hours using calipers and calculate
the results of the test using the usual statistical methods and assuming that the diameters of the lesions are
directly proportional to the logarithm of the concentration of the injected tuberculins.

This will require a total of 50 guinea-pigs per laboratory.
Reactor cattle

In accordance with the OIE Terrestrial Manual, cattle should be procured from infected herds containing
confirmed field cases that have reacted positively between 3 mm and 15 mm in the tuberculin skin test,
and preferably also positive in the interferon gamma release assay. Infected cattle should be held in
isolation for at least 8 weeks. The candidate tuberculins are evaluated against the International Standard
Bovine Tuberculin by a four-point assay using two dilutions at five-fold intervals of each candidate
tuberculin. For the standard, 0.1 and 0.02 mg of PPD tuberculin are injected, as these volumes correspond
with about 3250 and 650 IU. The candidate tuberculins are diluted in such a way that the same weights of
protein are applied. The injection volume is 0.1 ml, and the distance between the middle cervical area
injection sites is 15-20 cm. In one assay, the candidate tuberculins are compared with the International
Standard Bovine Tuberculin in eight reactor cattle, applying eight intradermal injections per animal in both
sides of the neck, and employing a balanced complete Latin square design. The thickness of the skin at
each injection site is measured with callipers in tenths of a millimetre, as accurately as possible before and
72 hours after injection

The results are statistically evaluated using the same standard methods for parallel-line assays as employed
in the potency tests in guinea-pigs.
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3.4

35

Each participant will be asked to test each of the candidate preparations in three separate experiments. This
will require at least 24 reactor cattle of at least 6 months of age.

Experimentally infected cattle

Participants will be asked to propose their method of experimental infection, including the dose and strain
of M. bovis to be used for sensitisation. At least 6 weeks post-infection, the tuberculin test is conducted, as
noted above. This will require at least 8 animals of at least 6 months of age.

Each participant will be asked to test each of the candidate tuberculins in three separate experiments. This
will require at least 24 cattle of at least 6 months of age.

Stability testing

MHRA-NIBSC will prepare samples for the thermal stability test. Ampoules from final definitive fill
preparations will be incubated at various temperatures (i.e. —20°C, 4°C, 37°C) for different durations (i.e.
3, 6, 12, 24 months). These samples will only require testing once by one Reference Laboratory using
guinea-pig sensitised with heat-inactivated AN5. Depending on progress with the International
Collaborative Study, the longest duration of stability test may not be complete by the time that all other
data in support of the adoption of the new standard are ready. In this case, samples from further time points
can be tested after the adoption and the expiry date can be adjusted according to the results (this is a
common practice for other standards).

A stability test on two candidate preparations, using three temperatures and four time points will require a
total of 144 guinea-pigs, comparing samples of two incubation temperatures (4°C or 37°C) with the sample
stored at —20°C.

Report of the international collaborative study

The study expert panel will prepare a draft report. A copy of the draft report is sent to each participant together
with the code used to identify their own laboratory. The participants should confirm that:

i) Their data have been correctly interpreted in the analysis;
i) The proposed material is suitable to serve as a reference standard for the purpose defined; and

iii) The proposed unitage is appropriate.

The final report will be submitted to the OIE Biological Standards Commission.

A manuscript will be prepared for publication in a peer-reviewed appropriate international journal.
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Appendix V

Original: English
May 2017

REPORT OF THE MEETING OF THE OIE AD HOC GROUP ON REPLACEMENT
OF THE INTERNATIONAL STANDARD BOVINE TUBERCULIN
Consultation by Teleconference 18 May 2017

The OIE ad hoc Group on Replacement of the International Standard Bovine Tuberculin (hereinafter referred to as
the Group) evaluated the dossiers provided by three manufacturers, as potential donors of candidate tuberculins for
the production of the new International Standard Bovine Tuberculin (ISBT-2).

The Biological Standards Commission (hereinafter referred to as the Commission), agreed that this evaluation could
be conducted by correspondence among the experts of the Group. The OIE secretariat facilitated the communication,
which took place via electronic means. A teleconference was organised on 18 May 2017 to facilitate the discussions,
and to prepare the report.

The Group members conducted preliminary analyses of the dossiers prior to the teleconference. The experts presented
their key findings to the other participants of the Group, initially by electronic means and then during the
teleconference. The Group had an in-depth discussion on prospective suppliers of bulk tuberculin’s compliance, based
on the selection criteria that had been developed during the first meeting of the Group, in November 2015.

Prior to the teleconference the Group had requested additional information from the potential donors, and had
received clarification from two of them.

1. Opening

On behalf of Dr Monique Eloit, Director General of the OIE, Dr Simona Forcella, of the Status Department and
Dr Glen Gifford, of the Science and New Technologies Department, welcomed and thanked the Group for their
commitment and support towards the OIE. Dr Forcella acknowledged the work done, not only during the
meeting, but also prior to the meeting in reviewing the dossiers submitted by prospective donors.

Dr Forcella restated the objective of the teleconference and reiterated the importance of replacing the current
ISBT (ISBT-1) as soon as possible, before current stocks run out. Participants were also reminded of the
importance of the sensitivity and confidentiality issues pertaining to the meeting and highlighted that the report
of this meeting should be transparent, with each decision science-based and clearly documented so that it can
be used to communicate the Group’s decision to the Biological Standards Commission and eventually to the
OIE Member Countries.

2. Adoption of the agenda and appointment of chairperson and rapporteur

The Group was chaired by Dr Steven Edwards, and Prof. Glyn Hewinson was designated as rapporteur, with
the support of the OIE Secretariat. The Group endorsed the proposed agenda.

The Terms of Reference of the Group and the agenda are presented as Appendix | and the list of participants is
presented as Appendix Il.

3. Consideration of Terms of Reference.
3.1. Background and Terms of Reference
The Group was convened for the first time by the OIE from 24 to 26 November 2015. The main objective

of this Group was to develop a protocol to produce a new replacement ISBT (ISBT-2), as the current
ISBT-1 is becoming depleted.
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3.2.

The Commission at its February 2017 meeting endorsed the proposal for the National Institute for
Biological Standards and Control (NIBSC) to contact prospective suppliers of bulk tuberculin on behalf of
the OIE. Subsequently, a number of manufacturers were contacted, and among them, three potential donors
for replacement tuberculin have been identified.

According to the timescale of the protocol, as developed by the Group in November 2015, the initial
screening of candidate tuberculins was to be done on the basis of the summary documents provided by the
prospective donors. The ad hoc Group teleconference was required to discuss the submissions from
prospective donors of candidate bulk tuberculins, and to select two candidates for further evaluation.

The objective of the teleconference was to review the documentation and test results provided by
prospective donors of candidate bulk tuberculins, and to select two candidates which will be formulated
into test fills at the NIBSC. These candidate tuberculins will be further evaluated in laboratory studies
conducted at the OIE Bovine Tuberculosis Reference Laboratories and collaborating laboratories.

Summary of the completed procedures to contact manufacturers of bovine tuberculins, to solicit
donations of candidate bulk tuberculins

Dr Glen Gifford summarised the completed procedures to contact manufacturers of bovine tuberculins, to
solicit donations of candidate bulk tuberculins.

He informed the Group that 18 prospective donor manufacturers were contacted and provided with an
explanation of the project, data requirements around the potential donated material, and decision making
process including the score sheet that would be used by the Group to assess the candidates. The OIE
received responses from four prospective donors, and three out of four provided the required documents.
These were identified as Manufacturer 1, Manufacturer 2 and Manufacturer 3 to protect their
confidentiality. The experts reviewed the application and summaries of these have been provided to the
Group.

Discussion of the ad hoc Group’s evaluations of the documentation and test results that were
submitted by prospective donors.

The Group discussed and evaluated each of the documents provided by the three prospective donors, to
demonstrate compliance with the selection criteria for bulk material.

1

Description of manufacturing protocol and quality control system for the production of purified
protein derivative (PPD) of bovine tuberculin.

The Group considered that Manufacturer 1 (M1) provided very detailed and clear documentation
substantiating a clear protocol and good track records.

Manufacturer 2 (M2) provided a short description but clear enough to demonstrate a good protocol.

Manufacturer 3 (M3) provided detailed and clear information. However, the Group noted that this
manufacturer no longer used chemical precipitation methods, e.g. ammonium sulphate or trichloroacetic
acid, but concentrates by ultrafiltration instead, using (20kDa) membrane. The ultrafiltration molecular
weight cut off is important, as many lower molecular weight proteins are highly immunogenic (e.g. ESAT-
6 and CFP10, which are approximately 10kDa). The Group commented that, if the cut-off was too high,
the manufacturer might lose these important low molecular weight antigens. The Group determined that
an International Standard must be produced by the standard procedure, and that the procedure adopted by
M3 was not yet an accepted procedure, although it might become one in the future. The group regretted
that M3 did not provide the requested additional information, including the molecular weight cut-off
specifications.

The Group acknowledged that all manufacturers reported that they conform to the European

Pharmacopoeia standard for manufacturing bovine tuberculin, as demonstrated by the quoted references
provided in the dossiers.
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2)

3)

4)

5)

6)

7

8)

Summary demonstrating long-term consistent production history with use of product in bovine
tuberculosis (bTB) control programmes.

The Group acknowledged that the three manufacturers all had a history of long-term production: M1 since
1982; M2 since 1996. M3 also had a long-term production history, however has only been producing
tuberculin with the above mentioned new ultrafiltration methodology since 2005, and had a new master
seed since 2013.

Summary of use in a large-scale or statistically significant number of animals.

The Group agreed that the three manufacturers complied with the requirements, and that each had supplied
the bovine tuberculin product to millions of animals.

Regulatory oversight of the products released including: release criteria and identification of
responsible regulatory authority.

The Group agreed that the three manufacturers complied with the requirements, and were legally registered
by countries’ Competent Authorities.

For continuity of quality criteria, the replacement International Standard Bovine Tuberculin-2
(ISBT-2) should have performance characteristics as close as possible to the current International
Standard Bovine Tuberculin-1 (ISBT-1).

The Group considered that the ISBT-1 had a potency of 32,500 IU/mg and noted that M1 had a tuberculin
with performance characteristics similar to ISBT-1. M2 had a standard product with a lower potency
(25,000U/mg), however M2 informed the Group that, if selected, would produce a batch of tuberculin with
potency similar to ISBT-1. The characterisation of the tuberculin produced by M3 versus ISBT-1 was not
clear. The Group noted that M3 had a higher reported potency (50,000 1U/mg).

Certificate of Analysis. Should include toxicity, sterility, sensitising effect, specificity and potency
data passing the European Pharmacopoeia requirement for Tuberculin purified protein derivative,
bovine monograph (01/2008:0536) or equivalent in other regulatory standards.

The Group agreed that the submitted dossier was compliant with the format of the questionnaire in Article
1.6.7.

The Group agreed that the most important critical characteristics were sterility, specificity and potency and
that two out of the three prospective donors of candidate bulk tuberculins provided detailed information.
M3 did not provide information regarding specificity.

Quantity per single batch production. Bulk tuberculins should be in the range of 10-12 g of protein
content; with concentration suitable for dilution further for filling at 2 mg/1 ml/ ampoule in glucose-
phosphate buffer (pH 6.5 — 7.5).

The Group noted that, according to the information provided, M1 and M2 would be able to achieve the
range of 10-12 g of protein content; with concentration suitable for dilution further for filling at 2 mg/1 ml/
ampoule in glucose-phosphate buffer (pH 6.5 — 7.5). The Group noted that M3 reported that protein
concentration of their product was variable depending on the produced batch. The Group agreed that the
protein content of an International Standard should be constant.

Uniformity. The bulk material should be sufficient to fill 5000 to 6000 ampoules. The product should
be presented as a single homogenous bulk or filled in clear/neutral glass ampoules. All
documentation and labelling should be in English.

The Group agreed that according to the information provided by M1 and M2, their products would be
compliant with the requirements. The Group noted that, in its answer, M3 replied that this characteristic
was not applicable nor performed by M3.
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9)

10)

11)

12)

13)

14)

15)

Potency. The estimated potency per mg should be as close as possible to the old (current) ISBT-1, +
32,500 International Units (1.U.) per mg. as estimated in guinea pigs.

The Group noted that potency of field preparations currently in use, depending on local legislation, is
variable: B2000 (the minimum required dose), B2500 and B3000 contains 2000, 2500 and 3000 I.U. per
dose of 0.1 ml, respectively. For an optimal specificity a concentration of 1mg per ml has always been
recommended. Hence, a potency of 32,500 IU/mg would be just slightly higher than e.g. the B3000, thus
allowing a better comparison in the parallel line assay. Contents of each ampoule should be £ 2mg,
allowing the present dilution schemes in use to remain in place.

The Group agreed that all manufacturers were compliant with European Pharmacopoeia standard.

Specificity. Specificity should comply with the requirements given by the OIE Manual of Diagnostic
Tests and Vaccines for Terrestrial Animals, Chapter 2.4.6, Bovine Tuberculosis (Terrestrial
Manual).

The Group agreed that the international standard should be standardised in this respect. The Group noted
that none of the manufacturers complied with the OIE requirement for specificity testing, and agreed that
the manufacturers should be asked to do specificity tests for the candidate tuberculin, if they are chosen
for further evaluation.

Lyophilisaton. For lyophilisation, the bulk material should contain no phenol. Traditionally, bulk
material is stored often at +40C in the presence of phenol, used as preservative. It is recognised that
companies may need to adapt procedures specifically in order to supply bulk material without
phenol.

The Group noted that M1 would supply bulk tuberculin but with low concentration of phenol, stating that
that this would not affect lyophilisation. According to this statement M1, if selected, would be asked to
supply data to justify that the level of phenol would not affect lyophilisation or to produce a batch without
phenol. M2 and M3 reported that they could supply a phenol free batch.

The Group considered that time scale for supplying phenol free batches from each supplier should be
clarified and that NIBSC should address with evidence based scientific justification if a product with low
phenol concentration could be accepted.

Production strain. Mycobacterium bovis (M. bovis) AN5:

The Group agreed that all manufacturers used a live, adequately referenced strain of Mycobacterium bovis
ANS.

Certified seed lot system should be in place to guarantee future continuity of the ISBT-2.

The Group noted that the all three manufactures had a certified seed lot system in place.

Bovine PPD production strain should be sequenced.

The Group considered that M. bovis has not been sequenced by the three manufacturers, but that the
sequencing should be required for the candidate tuberculins that are selected for laboratory evaluation, so
that the sequence of the strain used to produce the ISBT-2 is well defined. The Group proposed have a
further in-depth discussion on this issue during the next ad hoc meeting that will be held from 6 to 8 June
2017, at the OIE Headquarters. The Group agreed that they will also discuss whether to make available a
standard strain for tuberculin production, and corresponding reagents for potency testing

The origin and passage history of the M. bovis AN5 should be provided.

The Group considered that this topic was comprehensively covered by topic 12.
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16) Details of production methods should be provided.

The Group noted that out of the three manufacturers, M1 and M2 provided a detailed and satisfactory
description of the production protocols, while M3 had provided an incomplete description and, therefore,
would need to be requested to provide additional information.

17) Guinea pig assays performed according to the basic guidelines from the OIE Terrestrial Manual.

The Group agreed that the guinea pig potency assay was performed according to the European
Pharmacopoeia standard by Mland M2 that provided satisfactory details.

M3 did not provide information on this topic, however stated to be compliant with the European
Pharmacopoeia.

On this regard, the Group noted that the European Pharmacopoeia required potency testing using live M.
bovis to sensitise guinea pigs, but the OIE Manual accepts potency testing using live or inactivated M.
bovis to sensitise animals, and the United States Code of Federal Regulations Title 9 (9 CFR) requires
sensitisation with inactivated M. bovis. A study designed by the ad hoc Group will address the question as
to whether either method is acceptable. The Group appreciated that the European Pharmacopoeia is aware
of the OIE project to replace the current International Standard Bovine Tuberculin, and is willing to
consider the data resulting from the International Collaborative Study, overseen by the Group, to update
their requirements accordingly.

18) Strict description of the guinea pig assays provided.
The Group noted M1 and M2 provided additional information to describe the guinea pig assay.

5. Select two manufacturers that will donate candidate tuberculins to be formulated into test fills
at NIBSC for laboratory evaluation.

The Group agreed that, although the product from M3 had many strong points, it was the candidate that, for the
reasons highlighted in the above discussions, less fully complied with the requested characteristics. The key
issue is that the International Standard should be made in a standard way (i.e. the currently accepted
manufacturing methods). The Group regretted that M3 product did not meet this requirement, and that the
requested supplemental information to characterize the tuberculin was not made available.

With respect to the M1, although it seems to be a good candidate, an important issue is the inclusion of phenol
in the batch. The Group agreed to require science-based evidence on the impact of phenol. The Group agreed
that, on the basis of the evidence provided, M2’s product appears to be a suitable candidate, but some points of
clarification were required.

The Group unanimously agreed that the products from M1 and M2 should be selected, subject to satisfactory
supplementary answers to issues to be discussed at the forthcoming meeting in June 2017.

6. Other business.

The Group will meet again at the OIE Headquarters in Paris from 6 to 8 June 2017 to finalise the selection of
the potential donors.

7. Adoption of report.

The Group agreed that the report would be circulated for finalisation.
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Appendix |
MEETING OF THE OIE AD HOC GROUP ON REPLACEMENT
OF THE INTERNATIONAL STANDARD BOVINE TUBERCULIN
Consultation by Teleconference 18 May 2017

Background

An ad hoc Group teleconference is required to discuss the submissions from prospective donors of candidate bulk
tuberculins, and to select two candidates for further evaluation.

Terms of Reference

1. The objective of the teleconference is to review the documentation and test results provided by prospective
donors of candidate bulk tuberculins, and to select two candidates which will be formulated into test fills at the
National Institute for Biological Standards and Control (NIBSC). These candidate tuberculins will be further
evaluated in laboratory studies conducted at the OIE Bovine Tuberculosis Reference Laboratories and
collaborating laboratories.

Provisional Agenda
Opening.
Designation of the Chair and Rapporteur.

Adoption of agenda.

A

Consideration of Terms of Reference.

4.1 Briefly summarise the completed procedures to contact manufacturers of bovine tuberculins, to solicit
donations of candidate bulk tuberculins.

4.2 Discuss the ad hoc Group’s evaluations of the documentation and test results that were submitted by
prospective donors.

4.3 Select two manufacturers that will donate candidate tuberculins to be formulated into test fills at
NIBSC for laboratory evaluation.

5. Other business.

6. Adoption of report.
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Appendix Il

MEETING OF THE OIE AD HOC GROUP ON REPLACEMENT
OF THE INTERNATIONAL STANDARD BOVINE TUBERCULIN
Consultation by Teleconference 18 May 2017

MEMBERS

List of participants

Dr Steven Edwards
(Chairman)

c/o OIE 12 rue de Prony

75017 Paris, FRANCE

Tel.: (+33-[0]1) 44.15.18.88
Fax: (+33-[0]1) 42.67.09.87
steve-oie@cabanas.waitrose.com

Dr Bernardo Alonso

Gerencia de Laboratorios (GELAB) del
Servicio Nacional de Sanidad y
Calidad, Agroalimentaria (SENASA)
Avda A. Fleming 1653, 1640 Martinez
Pcia de Buenos Aires, ARGENTINA
Tel: (+54-11) 48.36.19.92/ 11.73

Fax: (+54-11) 48.36.19.92
balonso@senasa.gov.ar

Dr Lucia de Juan Ferré

European Union Reference Laboratory
for Bovine Tuberculosis, VISAVET
Health Surveillance Centre,
Universidad Complutense Madrid,
Avda. Puerta de Hierro s/n, 28040
Madrid, SPAIN
dejuan@visavet.ucm.es

Dr Maria Laura Boschiroli-Cara
Anses, Unité Zoonoses Bactériennes
Laboratoire de santé animale

23 avenue du Général de Gaulle
94706 Maisons-Alfort Cedex
FRANCE

Tel: (+33-[0]1) 49 77 13 00

Fax: (+33-[0]1) 49 77 13 44
Maria-laura.boschiroli@anses.fr

Dr Mei Mei Ho

(invited could not attend)
Principal Scientist,
Bacteriology Division, MHRA-
NIBSC,

Blanche Lane, South Mimms,
Potters Bar, Herts., EN6 3QG,
UNITED KINGDOM

Mei.Ho@nibsc.org

Dr Randal Capsel

National Veterinary Services
Laboratories, USDA, APHIS,
Veterinary Services, P.O. Box 844
Ames, lowa 50010,

UNITED STATES OF AMERICA
Randy.T.Capsel@aphis.usda.gov

REPRESENTATIVE OF THE BIOLOGICAL STANDARDS COMMISSION

Prof. Glyn Hewinson

Animal and Plant Health Agency
New Haw, Addlestone

Surrey KT15 3NB

Weybridge

UNITED KINGDOM

Tel: (+44-1932) 34.11.11

Fax: (+44-1932) 34.70.46
glyn.hewinson@apha.gsi.gov.uk

Dr. Mehdi El Harrak

(Member)

R&D Director, MCI Santé Animale,
BP278 ZI SO, 28810 Mohammedia
MOROCCO
elharrak_m@hotmail.com

Note: Dr. El Harrak did not participate in the teleconference to evaluate the manufacturer’s data for the candidate tuberculins.

OIE HEADQUARTERS

Dr Glen Gifford

Chargé de mission,

Science and New Technologies
Department

g.gifford@oie.int

Dr Simona Forcella
Chargée de mission,
Status Department
s.forcella@oie.int
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OIE GUIDELINES FOR THE ESTABLISHMENT, OPERATION
AND NETWORKING OF VETERINARY BIOBANKS

FOREWORD

Biobanks can be considered as searchable libraries of biological samples that give scientists access to a variety of
samples and associated information essential for scientific research, vaccine production, and diagnostic purposes.

In 2014, OIE Reference Laboratories were surveyed to determine the biological resources and standard reference
reagents held by OIE Reference Centres. The results showed that most of the laboratories had established a biobank
to systematically archive samples from their own research and surveillance activities. Results of a follow-up second
survey conducted in 2015 showed that most of these biobanks had computerised information systems to manage the
collections of biological resources, even if few were able to communicate with other information systems.

The creation of a centralised electronic catalogue of the biological resources stored in OIE Reference Centres - i.e.
an OIE virtual biobank - would ease the search for high-value biologicals required by other OIE Reference Centres,
National Reference Laboratories, researchers, and the Industry, and would foster the exchange of expertise and
complementary services among OIE Reference Centres. High-value biologicals include reference materials such as
antigens or antisera for use as reference reagents. Since reference reagents are important tools for the development
and standardisation of diagnostic tests for the control of emerging and OIE listed diseases, the OIE virtual biobank
should be initially devoted to the collection, storage, and distribution of these high-value biologicals.

An important first step towards the formation of an OIE virtual biobank would be the adoption of shared principles
and good practices for biobanking among OIE Reference Centres. The OIE Guidelines for the Establishment,
Operation, and Networking of Veterinary Biobanks are intended to provide a framework to outline the general
principles and best practices for OIE Reference Centres that are involved in developing and implementing
veterinary biobanks operating in a network.

These guidelines have been developed by the Istituto Zooprofilattico Sperimentale della Lombardia e dell’Emilia-
Romagna, OIE Collaborating Centres for Veterinary Biologicals Biobank, with the contribution of the members of
the OIE ad hoc Group on Veterinary Biobanking, and the support of the OIE Science and New Technologies
Department.

1. INTRODUCTION

Veterinary biobanks are repositories for storing and distributing different types of animal-associated biological
materials and related metadata, including genetic sequence data. Biological materials include, among other things,
reagents, living organisms, organs, tissues, fluids and cells that are collected during diagnostic activities, research
studies, and surveillance of animal diseases.

One of the main functions of veterinary biobanks is to meet the demand for high quality biological materials to be
used for research investigations, development of diagnostic assays, and production of veterinary biologics, such as
vaccines and antibodies, by the scientific community and industry. Additionally, biobanks store essential reference
material that can provide insight into historical epizootic diseases.

A virtual biobank includes an electronic database that contains information on the origin, location, quality and other
characteristics of biological materials stored within a network of biobanks located in different laboratories.

The quantity and diversity of biological materials that are available within the network of OIE Reference Centres!
warrant efforts to coordinate their storage and collection, and facilitate their sharing according to local and
international regulations and agreements.

1 OIE Reference Centres: OIE Reference Laboratories and OIE Collaborating Centres.
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The creation of an OIE virtual biobank based upon an information system with the capacity to display data on
biologics stored in veterinary biobanks hosted at OIE Reference Centres would facilitate the distribution of biobank
materials2, and the harmonisation of all activities involved in biobanking. These activities include critical steps,
such as the development and adoption of common quality parameters that reflect the specific intended purpose of
the biobank material.

Given that the OIE already promotes the preparation and distribution of standardised reagents for diagnostic testing,
the scope of the OIE virtual biobank should primarily encompass the collection of a broad range of biological
laboratory reagents and reference standards that can be used for the diagnosis of OIE listed diseases, including
emerging diseases.

This document provides guidelines for the establishment, operation and networking of veterinary biobanks.
2. BIOBANK MATERIALS
2.1. Types of biobank materials

OIE Reference Centres involved in the virtual biobank network collect, store, and distribute biobank
materials. In the first instance, biobank materials should include reagents and reference reagents for the
diagnosis of emerging and OIE listed diseases that are produced by OIE Reference Laboratories to fulfill
their mandate. Reagents include - but are not limited to - antisera, antigens, plasmids, nucleic acids based
reagents, bacteria, fungi, parasites, protozoa, and reference cell cultures for the standardisation of
detection and identification of viruses.

As part of best practices and where possible, the original sample should be subcultured to obtain a
“masterbatch” that it will be used to prepare additional batches, the so called “working batches”, which
are used for diagnostic activity or distributed to other laboratories. Some vials of each masterbatch
should be stored in the off-site back-up storage facility3.

Biobank materials should be classified according to the biological risk level. Standards and procedures to
manage biological risks in veterinary biobanks should be in accordance with the OIE Manual of
Diagnostic Tests and Vaccines for Terrestrial Animals, Chapter 1.1.4 Biosafety and biosecurity:
Standard for Managing Biological Risk in the Veterinary Laboratory and Animal Facilities.

2.2. Quality criteria

In general, suppliers to the OIE virtual biobank should be OIE Reference Laboratories that have in place
an appropriate quality management system (QMS) and have achieved accreditation status. In the absence
of an OIE Reference Laboratory for an OIE listed disease, laboratories with appropriate QMS and
accreditation status may also be able to supply biobank materials.

The quality criteria for biological samples exchanged through the OIE virtual biobank should be in
accordance with the provisions of the OIE 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 and
OIE Guideline on International Reference Standards for Antigen Detection Assays) or other international
standards with regard to the preparation of diagnostic reagents and laboratory reference standards, such
as the ISO/IEC 17025 (General Requirements for the Competence of Testing and Calibration
Laboratories) and ISO/IEC 17034 (General Requirements for the Competence of Reference Material
Producers).

2 Biobank material: animal-associated biological material and related metadata that meets the quality requirements to be
included in the OIE virtual biobank. Quality requirements are listed in Table 1.

3 A back-up storage facility stores aliquots of the same biological materials stored in the main facility. The purpose of the
back-up storage facility is to avoid the loss of biobank materials in case of a severe and sudden disaster (e.g. fire, earthquake,
flooding, etc.) at the main facility.

78 Biological Standards Commission/September 2017



OIE Guidelines for the establishment, operation and networking of veterinary biobanks Annex 9 (contd)

2.3.

Biobank materials can be classified in two categories, depending on the level of characterisation. The
quality of biobank materials would be based on the following criteria: identity, purity, stability, potency,
safety and documentation. The proposed quality criteria to define the two categories of eligible biobank
materials are defined in Table 1.

Category 1 biobank materials meet the highest quality standards, while category 2 biobank materials
meet the minimum requirements for inclusion in the veterinary biobank, but have not fulfilled all of the
requirements for category 1 biobank materials.

This categorisation implies a third category of samples, category 0, which includes samples that are
stored in the veterinary biobank but do not meet the minimum requirements and, therefore, cannot be
included in the list of biobank materials of the OIE virtual 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, in light of the role of the OIE as a standard-setting organisation, thereby ensuring the quality
of reagents and standards as a high priority.

Quality control tests to verify identity and purity should be made on a sample of the masterbatch and, if
possible, also on randomly sampled working batches. The quality control tests should be validated in
order to assess their accuracy and precision. Furthermore, a proficiency test programme based on
reference materials should be made at pre-determined time intervals.

For reference standards, quality control tests should be performed using methods that fulfill the
instructions specified in the QMS of the laboratory. The QMS should comply with the requirements of
internationally recognised standards, such as those specified in ISO/IEC 17025.

Identification of biobank materials and associated metadata

Each biobank material must be labelled with a unique identification code. It is responsibility of each
laboratory hosting a biobank to ensure that this code is unigue within the laboratory system. In veterinary
biobanks operating in a network, the code should be prefixed by the country and laboratory code. Codes
and related metadata should be electronically stored in a manner ensuring the security and integrity of
data.

Metadata to be associated with each biobank material are listed in Table 2.

Two major classes of metadata are defined in Table 2: material and sample. Material refers to the
definition of the material itself (e.g. foot and mouth disease virus, FMDV), while sample refers to the
individual aliquot, batch or other portion of the material that is actually supplied (e.g. FMD virus, strain
ALG/IZSLER/9957/2017). Additional multivariate fields to link to references, documents, and
associated genetic sequence data are 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.

Wherever possible, existing OIE controlled terminologies such as those for describing diseases and
animals should be used. Controlled terminologies and exchangeable data formats are necessary to
guarantee that data can be reciprocally transferred between veterinary biobank databases. Updated
reference tables of standard terminologies can be provided by the OIE under request of laboratories
participating in the OIE virtual biobank network.

3. STORAGE AREAS

Biobank materials should be stored in accordance with the requirements of the OIE Manual of Diagnostic
Tests and Vaccines for Terrestrial Animals, Chapter 1.1.2 Collection, Submission, and Storage of Diagnostic
Specimens, Section D. Receipt, Storage, and Archives of Laboratory Submissions.
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Storage areas should be designed and equipped according to the characteristics of the biobank material to be
stored. The space should allow the personnel to safely handle the biobank material in proper working
conditions. Additional factors, such as the potential increase in the amount of samples submitted to the
veterinary biobank over time, should also be considered when planning storage space.

Biobank materials can be stored at the following temperatures:

« Room (from +15°C to +25°C)

« Refrigerated (from +2°C to +8°C)

e Frozen (-20°C or -80°C)

o Cryopreserved (from -130°C to -196°C)

For storage at room temperature, the air temperature and humidity are critical. Air conditioners should be used
to maintain the correct room temperature, and ensure efficiency of the equipment involved in storage. In
particular, veterinary biobanks that have several refrigerators and freezers require a proper air conditioning
system able to prevent over-heating.

In repositories, lighting must be planned to accommodate the needs of personnel working on sample
manipulation and data entry. Emergency lighting must also be available in case of power loss or other
emergency conditions.

Flooring type is another crucial aspect of a biobank facility. For instance, in cryopreservation areas, the floor
must be covered by a vinyl layer that prevents cracks caused by liquid nitrogen, in case of spills.

Proper air flow and ventilation is also required to prevent fungal growth allowed by an excess of humidity. In
the cryopreservation area where liquid nitrogen is automatically supplied for sample storage, air flow
circulation should allow the quick removal of nitrogen gas from the room air. Best practices mandate that
oxygen monitors be used when working in closed environments and in the presence of liquid nitrogen storage
tanks.

When it is necessary to store large quantities of dry ice (e.g. due to limited local access to suppliers), dry ice
should be stored in low temperature freezers (-80°C).

Appropriate security and biosecurity measures must be taken to avoid, for instance, unauthorised access to the
storage area, the loss of power supply, or the exposure of staff to animal pathogens. Standards and procedures
to manage and mitigate these risks should be in accordance with the OIE Manual of Diagnostic Tests and
Vaccines for Terrestrial Animals, Chapter 1.1.4 Biosafety and Biosecurity: Standard for Managing Biological
Risk in the Veterinary Laboratory and Animal Facilities, as well as the best practices guide published by the
International Society of Biological and Environmental Repositories (ISBER): Best Practices for Repositories:
Collection, Storage, Retrieval, and Distribution of Biological Materials for Research.

QUALITY MANAGEMENT ASSURANCE

Veterinary biobanks play a crucial role in animal health science research and production of biologicals.
Veterinary biobanks must be managed under a QMS which should be designed in accordance with the
requirements and provisions of the OIE Manual of Diagnostic Tests and Vaccines for Terrestrial Animals,
Chapter 1.1.1 Management of Veterinary Diagnostic Laboratories, and Chapter 1.1.5 Quality Management in
Veterinary Testing Laboratories.

The comprehensive implementation of QMS principles throughout the entire biobank material supply chain
provides assurances about the reliability of work processes and procedures, including the preparation,
characterisation and shipment of samples, as well as technical competencies of laboratory and biobank
personnel.

The QMS of laboratories and biobanks should conform to internationally recognised standards such as I1SO
9001 (Standards on Quality Management and Quality Assurance), the accreditation to ISO/IEC 17025,
ISO/IEC 17034, ISO/IEC 17043 (Conformity Assessment - General Requirements for Proficiency Testing), or
equivalent standards.

The back-up storage facility should share the same commitments to quality as the main facility.
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5. INFORMATION TECHNOLOGY SYSTEM

Veterinary biobanks should have a computer-based information system with the capacity to trace the inflow
and outflow of samples from - and across - the storage areas of the main facility and the back-up storage
facility. The choice of information technology solutions that enable computers to work with each other in a
network (such as open-source and widely adopted communication protocols and data formats) is the
preferable option when implementing a biobank information system. The information system should therefore
be capable of interoperability with other information systems for exchange of information on biobank
materials.

The information system should comply with security policies and procedures developed in accordance with
internationally recognised standards (e.g. the ISO/IEC 27000 series - Information Security Management
System). The information system access policy should prevent data loss, and ensure an adequate level of
security for the data and the information system from unauthorised access. It should also enable authenticated
users with varying levels of access, as well as not authenticated users, to search publicly available sections of
the database and retrieve information on samples stored in the veterinary biobank. However, only
authenticated users would be able to make requests for a biobank material. The proper level of access and
privileges of authenticated users should be defined and granted by the biobank manager.

A person responsible for data management and data security should be identified in each laboratory to ensure
that this responsibility is actively taken for the maintenance of the data and for making data amendments,
should there be any quality issues. The person appointed for this scope should receive appropriate training.

The key business requirements and functions of a biobank information system are summarised as follows:
« Allow the creation of authenticated user profiles to verify the identity and role of individuals accessing

the information system

« Allow the association of user profiles with different authorisation and permission levels for accessing
and managing the data stored in the system (i.e. addition, deletion and modification of records)

» Provide a Web search interface that allows authenticated and not authenticated users to query within the
defined metadata or undertake a free text search to retrieve one or more records

» Provide an Web interface or form for sample distribution that allows authenticated users to request the
biobank material

» Store the metadata as listed in Table 2, plus uploaded documents (e.g. permits, Standard Operating
Procedures (SOP), and other supporting materials)

« Validate the data entered into the database for mandatory fields, using OIE standardised terminology
» Track the history of amendments made
« Enable the user to select a record and view the full description of the biobank material

« Ensure appropriate retention of records, data and documentation as required by the QMS
6. SHIPMENT
6.1. Shipment of samples, packaging and shipping costs

The shipment of biobank materials should be performed in accordance with the OIE Manual of
Diagnostic Tests and Vaccines for Terrestrial Animals, Chapter 1.1.3 Transport of Biological Materials.

The shipment of biobank materials should be delivered following a formal request addressed to the
biobank manager, and within a specified time period agreed by the sender and the recipient. Shipping
should be arranged to ensure that the package is delivered during working days.

Shipping arrangements would change according to the type of biobank material. All precautions should
be taken in order the avoid damage of the package or dispersion of the content.

Where possible, biobank materials should be packaged so as to preserve the preferred storage
temperature for the biobank material.
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6.2.

The fees for exchange of biobank materials for research and diagnostic purposes within the network of
OIE Reference Centres and National Reference Laboratories should be limited to cover shipping cost and
other laboratory expenses. No profit should be made from these transactions.

Biobank materials could also be distributed for commercial purposes. For this purpose, prices would be
agreed between the parties.

Material Transfer Agreement

A generic template for use in transfer of materials is provided in the OIE Manual of Diagnostic Tests and
Vaccines for Terrestrial Animals, Chapter 1.1.3 Transport of Biological Materials, Appendix 3 Material
Transfer Agreement (MTA).

With reference to Article 4 of the Nagoya Protocol4, a common MTA accepted by OIE Member
Countries would facilitate the exchange of biobank materials among OIE Reference Centres, and would
constitute Prior Informed Consent on Mutually Agreeable Terms, which would greatly facilitate
compliance with the Nagoya Protocol.

The MTA can be modified and adapted to meet individual circumstances. However, the following
elements must be documented in the MTA:

» Parties (sender scientist and recipient scientist, and their institutions)

» Material (material comprises any of the biological samples listed in the OIE virtual biobank)

» 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)

» Ownership (the sender retains ownership and intellectual property rights)
» Re-distribution (e.g. transfer to third parties)
» Confidentiality (the parties should respect each other’s confidential information)

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

» Publication (the supplier must be acknowledged in any publications)

« Misuse/Dual Use (the recipient is responsible for safe handling and use of material and ensuring
that the use complies with all pertinent regulatory requirements; i.e. for laboratory use only under
appropriate biocontainment conditions, not for further distribution or release, not for use in humans)

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

For samples supplied for commercial use, or for uses that fall outside the scope of the OIE Reference
Centres’ mandate, laboratories should negotiate a separate MTA specifically for this purpose.

7. FINANCIAL SUPPORT

Operation of biobanks requires a major financial investment for facilities, equipment, and personnel.
Appropriate funding is essential for the maintenance of the infrastructure, routine operations, quality controls
and the QMS.

Funding is generally provided by the hosting institution, rather than external financing sources. Cost recovery
fees applied for certain services, such the shipment of biobank material, may cover part of the expenses, but
they cannot alone guarantee long-term sustainability.

4 Nagoya Protocol: Nagoya Protocol on Access to Genetic Resources and the Fair and Equitable Sharing of Benefits Arising
from their Utilization (ABS) to the Convention on Biological Diversity
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National governments should financially support veterinary biobanks to ensure that the unique biological
resources preserved in these facilities would be readily available to the scientific community for improving
surveillance and response to disease outbreaks, diagnostic capabilities, and understanding of animal diseases.
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http://www.oie.int/fileadmin/Home/eng/Health_standards/tahm/1.01.04_BIOSAFETY_BIOSECURITY.pdf
http://www.oie.int/fileadmin/Home/eng/Health_standards/tahm/1.01.05_QUALITY_MANAGEMENT.pdf
http://www.oie.int/fileadmin/Home/eng/Health_standards/tahm/1.01.05_QUALITY_MANAGEMENT.pdf
http://www.oie.int/fileadmin/Home/eng/Our_scientific_expertise/docs/pdf/GUIDELINE_3_REF_STANDARDS_ANG.pdf
http://www.oie.int/fileadmin/Home/eng/Our_scientific_expertise/docs/pdf/A_GUIDELINE_ANTIEGEN_STANDARDS.pdf
http://www.straininfo.net/
http://www.wfcc.info/
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Annex 10

Work Programme for the OIE Biological Standards Commission

Subject

Issue

Status and Action

Updating the
Terrestrial Manual

1)

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

October 2017

2)

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

On-going

3)

Implement the new procedure for handling comments
from Members and experts

From February 2018

Collaborating Centres

1)

Develop procedures for designation and maintenance
of Collaborating Centre status:

For May 2018

a) Finalise list of main focus areas and specialties in
consultation with the other Specialist Commissions

February 2018

b) Finalise the updated guidelines for applicants

February 2018

c) Develop performance criteria

February 2018

Reference
Laboratories

1

Implementation of the adopted SOPs: in-depth review
of annual reports (seek external support for this
action)

February 2018

Standardisation/
Harmonisation

1)

Project to extend the list of OIE approved reference
reagents

On-going

2)

Guidelines for the preparation and validation of
reagents for molecular tests: draft to be reviewed by
Collaborating Centre, then certain Ref. Labs

For February 2018

3)

Project to develop Replacement International
Standard Bovine Tuberculin

On-going, for 2020

4)

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

On-going

Ad hoc Groups

1

Replacement of the International Standard Bovine
Tuberculin

2)

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

a) Definition of business processes, operations and main
technical specifications of the OIE platform

b) Development of sub-modules for the diseases that have
been selected for the pilot phase of the OIE platform
project

3)

Quality Management Systems’ Implementation Tools

Conferences,
Workshop, Meetings
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