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Introduction. In November 2025, the World Health Organization (WHO) published Guidelines on replacing or removing animal tests for quality control of biological products, to supersede all WHO quality control guidelines published prior to 2025. These Guidelines signal an international shift toward non-animal methods (NAMs) for regulatory control of vaccines and other biologicals.

Aims. To summarise the findings of the WHO-commissioned independent review underpinning the new Guidelines and assess the scientific and regulatory implications for implementation in Australia.

Methods. A WHO-commissioned independent review, conducted by the UK National Centre for the Replacement, Refinement and Reduction of Animals in Research (NC3Rs), evaluated 81 WHO biological guidance documents, of which 63 included animal tests. Test categories included detection of adventitious agents, neurovirulence, potency, pyrogenicity and specific toxicity. The review was co-funded by the Bill & Melinda Gates Foundation.

Results. The review concluded that implementation of in vitro alternatives to animal-based testing for biological product quality control, and development of new methods, were strongly recommended. A draft Guideline promoting NAMs was opened for public consultation and accepted. The Guideline was to supersede all existing documentation. Product developers, manufacturers and stakeholders were advised not to wait for updating of previously published WHO documents but instead, wherever possible, to develop, validate and implement non-animal-based in vitro approaches to quality control in consultation with, and with approval of, the National Regulatory Authority.

Discussion. This WHO Guideline can be adopted in Australia by the Therapeutic Goods Administration under mutual acceptance of principles, following public consultation. This creates a timely opportunity to modernise Australian biologicals regulation in line with evolving international standards. This issue is also the focus of international collaboration, including within the International Council on Animal Protection for Pharmaceutical Programs (ICAPPP), of which Animal-Free Science Advocacy is a member. Given the shift toward replacing animal testing for ethical, economic and public health reasons, it is in the best interests of manufacturers, product developers and regulators to do so. Immediate federal investment in validation and development of NAMs is needed to support this transition and align Australia with international regulatory developments.
