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INTRODUCTION

The Ngxt Generation Risk Assessme.nt (NGRA) framework for the evolugtio.n of the skin sensitization |oo’cen’ciol.o1c Target chemical: Vanillin e
ingredients uses an exposure-led weight of evidence (WoE) approach which includes new approach methodologies
(NAMs) [1,2]. As previously illustrated, read-across may be a key component to increase confidence in the hazard NAME: VANILLIN STRUCTURE

characterisation for the skin sensitization NGRA[3]. However, it requires an explicit description of the analogue S 12120 =

identification process as well as a transparent justification of the final analogue selection.
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* Vanillin was readily absorbed through human skin and almost completely metabolized within 2 hours using fresh human skin NB: The presence of both a para -OH and a meta -
explant OMe group only in syringaldehyde analogue like

vanillin does not seem sufficient to convey strong
sensitization potential as other chemicals with the
identical substructure were found non sensitizer.

e Skin metabolites included vanillic acid, protocatechuic aldehyde and acid

* Also detected were the phase-Il metabolites vanillin alcohol glucuronide and sulfate conjugates, protocatechuic aldehyde
glucuronide and vanillin glucuronide

 No evidence for additional hydroxylation at he benzene ring of vanillin

E CONCLUSIONS

The eight chemicals retrieved using protein reactivity and OFG showed inconsistent skin sensitization information

No refinement of analogue selection was achieved with extended profiling based on additional reactivity profilers, PCP, similarity, skin absorption and autoxidation

Skin metabolism prediction together with metabolite reactivity profiling and existing in vitro skin metabolism data on vanillin enabled to allocate the eight analogues to three sub-groups
Based on this, vanillin was finally classified as a weak skin sensitizer.

(A, B, C) supporting the selection of sub-group B analogues for read-across
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