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Presentation abstract
There are multiple globally harmonized test guidelines for skin sensitization potential based on in
chemico and in vitro methods that reduce the use of animals for skin sensitization testing, but none
are recommended as a complete replacement for animal tests. However, this can now be
accomplished thanks to defined approaches (DAs) that integrate data from multiple non-animal
methods to make a classification decision. In 2021, the Test Guidelines Programme of the
Organisation for Economic Co-operation and Development issued Guideline No. 497, Guideline on
Defined Approaches for Skin Sensitisation, to implement these approaches for skin sensitization
assessments. Development of the new guideline was sponsored by the United States in collaboration
with scientists from Canada and the European Union. This guideline represents a new type of product
for OECD and will enable a non-animal approach to identifying potential skin sensitizers to be used
worldwide. The guideline currently includes the direct peptide reactivity assay, KeratinoSensTM, the
human cell line activation test (from Test Guidelines 442C, D, E, respectively), and two in silico models
that are integrated into three DAs: one DA for hazard classification only, and two DAs that can predict
both hazard and potency categorization. Validation against curated human and animal data sets
indicate that these approaches predict human skin sensitization hazard and potency categories better
than the preferred animal test, the local lymph node assay. Future work will evaluate additional
individual in chemico and in vitro methods for inclusion in the defined approach test guideline as well
as an approach to support quantitative potency assessments for risk assessment purposes. This work
was supported with federal funds from the NIEHS, NIH under Contract No. HHSN273201500010C.

