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1. INTRODUCTION

Replacing animals in toxicological safety assessment requires a fundamental change from the current animal adverse outcome driven approach to a hypothesis, mode of action driven framework. Under the Cosmetics Europe Long
Range Science Strategy (2016-2022) we performed a series of 15 read across and ab initio Next Generation Case Studies to further the application of new approach methodologies (NAMs) in addressing specific hypotheses for systemic
toxicity assessment, inspired by the Seurat-1 framework and the NGRA principles [1-2]. Read across case studies focused on building confidence in the use of different NAM approaches for the selection of appropriate analogues with
chemistry, toxicokinetic and Mode of Action/bioactivity insights [3]. Ab initio and read across case studies rely on identifying levels of internal exposure and bioactivity [4]. For a subset of ab initio case studies, further testing was
necessary based on hypotheses identified or due to uncertainties in the assessment. These included follow-ups with developmental toxicity and renal toxicity assays. In these cases, points of departure (PoDs) were compared with
exposure metrics to support a safety evaluation that was at least as protective as traditional approaches.

The key insights have paved the way for various projects under the International Collaboration for Cosmetic Safety (ICCS), established in 2023. This global organization aims to foster confidence in NAMs, leading to international
consensus that animals are no longer necessary for the safety assessment or registration of cosmetic ingredients.

2. METHODS USED FOR CASE STUDIES (nor an exHausTIVE LisT OF NAM) * Figures were adapted from several sources.
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NGRA Framework, adapted from SCCS NoG [5]

4. CONCLUSIONS AND FURTHER WORK . % %

The collective experience, along with the various hypotheses explored and methodology used in the different cases, has led to increased confidence in an exposure-led, mode of action driven
framework for systemic toxicity assessment

Read across allows the use of analogues to fill data gaps and aid in supporting mode of action and potency assessments

A combination of non-targeted broad testing approaches combined with targeted assays provided measures of bioactivity which appear to be at least as protective as traditional approaches.
Conservatism in the approach could be refined by employing higher tier testing to distinguish bioactivity from adversity, and to test the biological and chemical coverage of the NAMs.

Key insights have been translated (or are currently being translated) into projects under ICCS Human Health Science - Advancing Animal-Free Science for Cosmetics (iccs-cosmetics.or

Finally, opportunities are sought to evaluate new approaches in a NGRA context, to understand the strengths and limitations. The placement of the LRSS case study chemicals within cosmetic, food
additive, REACH and CLP regulation offers occasion to do so across industrial sectors

5. REFERENCES Check out LRSS
- Gocht, T. et al. (2015) “The SEURAT-1 approach towards animal free human safety assessment”, ALTEX - Alternatives to animal experimentation, 32(1), pp. 9-24. doi: 10.14573/altex.1408041. . .
- Dent, M. et al. (2018), "Principles underpinning the use of new methodologies in the risk assessment of cosmetic ingredients, Computational Toxicology, 7(2018), pp:20-26, doi: 10.1016/j.comtox.2018.06.001 p u bl Icat I O n s
|

- Alexander-White, C. et al. (2022). A 10-step framework for use of read-across (RAX) in next generation risk assessment (NGRA) for cosmetics safety assessment. Regul. Toxicol. Pharmacol. 129, 105094. doi:10.1016/j.yrtph.2021.105094.

- Berggren, E. et al. (2017). Ab initio chemical safety assessment: a workflow based on exposure considerations and non-animal methods. Comput. Toxicol. 4, 31-44. doi:10.1016/j.comtox.2017.10.001

. A
C1 - Internal use

- SCCS (2021). Scientific committee on consumer safety, SCCS notes of guidance for the testing of cosmetic ingredients and their safety evaluation 11th revision. SCCS/1628/21

AN

COSMETICS

Cosmetics Furope

the personal care association


https://www.iccs-cosmetics.org/science/human-health

	Slide 1

