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Biological modifiers

(epi)genetic background, diet, life-style, socio-economic background, stress, infections, co-exposure,...



The OECD Developmental Neurotoxicity In Vitro Battery (DNT-IVB): biological, mechanistic plausibility
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Next Generation Classification aligned with Next Generation Risk Assessment (NGRA)
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« select lowest, reliable BMC from 17 DNT-IVB assays
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163 compounds with all 17 IVB and PBK model outputs
=> |lowest, reliable BMC from 17 DNT-IVB assays
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169 compounds active in at least one of the 17 IVB assays => select lowest, reliable BMC per compound
=> probabilistic extrapolation to human protective concentration
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63 compounds: Integrating BMCs uncertainty from two different BMC assessment pipelines*: tcpl & crstats (carstens, boenmetz et al. 2025)

*caveat: BMC uncertainty overestimated, since dose-response models not visually verified
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Next Generation Classification aligned with Next Generation Risk Assessment (NGRA)
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Summary

for exploiting the regulatory utility of the DNT-IVB we need

Next Generation Classification aligned with Next Generation Risk Assessment

probabilistic

transparent for sources of uncertainties

integrated with semi-quantitative expert knowledge elicitation tools

to be done:

» finalize the approach for modelling uncertainty of human variability

integrate PBK modelling uncertainty

» test this uncertainty based decision making/reporting/communicating within
CHIASMA project case studies: https://chiasma-project.eu/
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