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Removal of Abnormal Toxicity Test (Innocuity Test) from Minimal Requirement of

Biological Products in Japan

Madoka Kuramitsu?, Michikazu Tanio!, Takuo Mizukami!, Isao Hamaguchil*

1. Research Center for Biological Products in the Next Generation, National Institute of

Infectious Diseases.

Abstract

The abnormal toxicity test (ATT), also known as the innocuity test or general safety test, is a quality
control test used historically to confirm uniformity of composition during lot release of biological
products. However, international policy on ATT implementation has changed significantly during
2010s, and in 2018 the WHO Expert Committee on Biological Standardization decided its
discontinuation. Efforts to reduce testing in Japan since 2013 have led to an exemption for products
that show stable results in the ATT; furthermore, a policy change in 2021 directed the elimination of
the ATT from all Minimal Requirement of Biological Products (MRBP) monographs to ensure
international harmonization.

Ongoing evaluation of the ATT for all preparations marketed in Japan has confirmed that all results
met the criteria. Therefore, it was concluded that the transition to quality control without ATT could
be ensured with adequate Good Manufacturing Practice and comprehensive quality control of
manufacturing processes. Up until November 2022, proposals for the deletion of ATT from product
monographs were evaluated and approved at the scientific committee in National Institute of
Infectious Diseases. After approval, the ATT requirement was removed from the applicable MRBP
monograph by the Ministry of Health, Labour and Welfare, resulting in the complete removal of the
ATT for all biological products marketed in Japan in March 2023.

This study was supported by MHLW grant number JP21KC1001.
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