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21st century toxicity evaluation = “Bottom up” 

Conventional toxicity testing = “Top down” 

LA TOSSICOLOGIA NEL XXI SECOLO 



ADVERSE OUTCOME PATHWAY 



VALIDATED IN VITRO METHODS THAT CAN BE USED FOR SAFETY ASSESSMENT 

Corrosion:  

1) TER, transcutaneous electrical resistance in rat skin explants;  

2) reconstituted human epidermis and evaluation of cell viability (viability at 1h <15% the substance is 

classified as corrosive);  

3) CORROSITEXTM (ICCVAM), which assesses changes in color and / or physical in a collagen matrix. 

Phototoxicity: (photoirritation)  

1) neutral red uptake in 3T3;  

2) reconstituted epidermis and cell viability (if there is a reduction of 30% after exposure to UVA, then the 

substance is potentially phototoxic). 

Skin rritation: reconstituted human epidermis  

Ocular irritation: isolated chicken eye, BCOP, Fluorescein leakage in MDCK cells, EpiOcularTM EIT  

Skin sensitization: DPRA, Keratinosens, LuSens, hCLAT, MUSST or U-SENS, IL-8 Luc assay… 

HAZARD vs RISK? 



IL FUTURO? 
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