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Annex Il

TECHNICAL CRITERIA FOR IDENTIFICATION OF BULK

MATERIAL FOR THE REPLACEMENT OF THE

INTERNATIONAL STANDARD BOVINE TUBERCULIN (ISBT-2)

1. Quantity per single batch production

The manufacturer shall donate 5 litres of bulk candidate material, split into two batches
of approximately 2.5 litres each for risk mitigation (see Phase 3, Batch Split Strategy). The
first batch (test fill) shall be freeze-dried into 1000-2000 number of ampoules depending
on ampoule size for preliminary evaluation. The second batch (definitive fill) shall be held
in liquid form at 2-8°C pending Phase 5.1 results, then freeze-dried if the test fill passes.
Bulk material protein concentration must be suitable for dilution to a final concentration
of 2 mg protein per mlin glucose-phosphate buffer (pH 6.5-7.5).

The new standard should be produced in a sufficient number of final-filled containers to
meet estimated demand for the next 20 years. Maximum number of ampoules will be
produced from the bulk material. The size of ampoules shall be determined jointly by
WOAH and the designated lyophilising institute before production begins. The total
protein content across both batches shall fall in the range of 10-12 g to ensure adequate
supply for preliminary and definitive evaluation..

All bulk material must be presented as a single homogenous liquid bulk, filled in
clear/neutral glass bottles, and shipped at 2-8°C with calibrated temperature logging to
verify cold-chain integrity. All documentation and labelling shall be in English.

2. Potency

Each ampoule should contain 2 mg of protein of potency with stated potency of not less
than 30,000 IU/mg as determined by the parallel line assay, or otherwise justified as
acceptable by rigorous post-hoc analyses.

3. Specificity

Specificity must comply with the requirements given in the WOAH Manual of Diagnostic
Tests and Vaccines for Terrestrial Animals, Chapter 3.1.13, section 2.4.5.



https://www.woah.org/en/what-we-do/standards/codes-and-manuals/terrestrial-manual-online-access/
https://www.woah.org/en/what-we-do/standards/codes-and-manuals/terrestrial-manual-online-access/

4. Lyophilisation

For lyophilisation, the bulk material must not contain phenol, glycerol and glucose.
Traditionally, bulk material is stored often at +4°C 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, glycerol and glucose.

5. Production strain — M. bovis strain AN5 OR equivalent

A certified seed lot system should be in place to guarantee future continuity of the ISBT-
2. Bovine PPD production strain must be sequenced. The origin and passage history of
the M. bovis strain ANS or equivalent must be provided.

6. Selection of candidate product

The initial selection will be made by WOAH using the detailed testing data supplied by the
companies. To allow a valid comparison of candidates the basic product data complying
with the WOAH Manual of Diagnostic Tests and Vaccines for Terrestrial Animals or other
standards such as European Pharmacopeia must be provided. In particular a Latin square
design must be used for allocation of guinea pig inoculation sites.

7. Quality assurance

Candidates must demonstrate compliance with international standards for biological
products. Manufacturing processes must be validated and documented according to
Good Manufacturing Practices (GMP). Chain of custody documentation and temperature
monitoring records for all storage and transport phases must be provided.

8. Regulatory Compliance

Candidates must hold relevant regulatory approvals for veterinary tuberculin products in
their country of manufacture. Evidence of regulatory oversight by competent authorities
must be provided, including inspection reports and compliance certificates where
applicable.

9. Reference Documents
a. European Pharmacopoeia Monographs:

- 04/2007:0536 Tuberculin purified protein derivative, bovine


https://www.woah.org/en/what-we-do/standards/codes-and-manuals/terrestrial-manual-online-access/

b. WOAH Standards:

- WOAH Manual of Diagnostic Tests and Vaccines for Terrestrial Animals,
Chapter 3.1.13 Mammalian Tuberculosis (infection with Mycobacterium
Tuberculosis Complex)

c. WOAH ad hoc Group Reports:

- AHG on Replacement of International Standard Bovine Tuberculin, November
2015, 2017, 2019, 2020 and 2026

d. Reports from the WOAH Biological Standard Commission


https://www.woah.org/en/what-we-do/standards/codes-and-manuals/
https://web.oie.int/downld/SC/2020/ISBT_AHG_Report_24-26_Nov2015.pdf
https://web.oie.int/downld/SC/2020/ISBT_AHG_Report_24-26_Nov2015.pdf
https://www.woah.org/app/uploads/2021/10/a-ahg-tuberculin-june2017.pdf
https://www.woah.org/app/uploads/2021/10/a-ahg-isbt-nov2019.pdf
https://www.woah.org/en/document/meeting-of-the-ad-hoc-group-on-alternative-strategies-for-the-control-and-elimination-of-mycobacterium-tuberculosis-complex-infection-in-livestock/
https://www.woah.org/en/document/ahg-report-replacement-of-the-international-standard-for-bovine-and-avian-tuberculin/
https://www.woah.org/en/what-we-do/standards/standard-setting-process/biological-standards-commission/#ui-id-4

