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NGRA framework for Quantitative Risk Assessment (QRA) for Determining Maximum Use concentration of
Fragrance materials in cosmetic products

The global fragrance industry applies Quantitative risk assessment (QRA] to develop risk Results
management practices (IFRA Standards) for ingredients that are identified as potential dermal

sensitizers. An important step in QRA is determination of a "No Expected Sensitization Predicted NESIL and EC3 vs Experimental NESIL and
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The GARDskin DR protocol is based on the validated protocols of GARDskin as outlined in N . ) Farmesol- o
OECD TG 442E'. In short, for each test item, cellular stimulations were performed in an et . Cironetal- — Conclusions
extended range of concentrations (>6), to investigate the dose-response relationship between o0 o Jobos Benzyl Salicylte- —e—s
GARDskin classifications (Decision Values, DVs) and test item concentrations. From the e e rafen ot 03 o, e « The continous readout from the assay is reproducible and the assay predicts LLNA EC3 and human NESIL values with
resulting dose-response curve, a cDV, value was identified, corresponding to the lowest o ot high correlation to reference benchmark data (geometric mean fold-misprediction factors of 3.8 and 2.5 respectively)
concentration required to exceed the binary classification threshold in GARDskin (DV > 0). o The assay provides a nice tool for the fragrance industry to predict the NESIL value which can be used for conducting the
Resulting cDV, concentrations were used to predict LLNA EC3, and human NESIL values, using Figure 3. GARDskin DR reproducibility of predictions from repeated experiments (n=3).Predicted NESIL quantitative risk assessment for generating the IFRA standard.
regression models developed to exploit the Significant linear relationship between CDVO and and LLNA EC3 values from replicate measurements were highly reproducible, with a median range of fold-changes

: . between replicate of 2.5.
above-mentioned potency metrics?.
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