Re-testing of false negative compounds in new approach methods (NAMs) for developmental
neurotoxicity screening
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Introduction and Background Identified “False Negative” Compounds Hydroxyurea, 5,5’ -Diphenylhydantion and Dexamethasone Sodium valproate at higher concentrations causes apoptosis and

[ ive i ine i ' iferation in hNP1 cell
and potential reasons for outcome appear to be selective in the NFA. L-Ketamine is active but decreases proliferation in cells
DNT NAMs have been developed and evaluated .
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5,5-Diphenylhydantoin 57-41-0  DTXSID8020541 0.001 0.03 100 30 False Negative SOd ium Va I p roate
 EPA developed an vitro battery of assays to evaluate chemicals for potential DNT Acrylamide 79-06-1  DTXSID5020027 0.001 0.03 100 30 False Negative
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* This will facilitate their incorporation into regulatory decisions. Dextroamphetamine sulfate 51-63-8  DTXSID2057865 0.001 0.03 100 30 False Negative - : "E 300
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Carstens et al.,, 2022 evaluated of the sensitivity and specificity of EPA’s assay Esketamine 643-47-9  DTXSID601027734  0.001 0.03 100 30 False Negative o 250 - p
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GOAL: Re-screen false negative compounds in the EPA DNT assays to Terbutaline hemisulfate 23031-32-5 DTXSID3045437 0.001 0.03 100 30 False Negative R . al ——— . AN a i
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* These data improve the selective sensitivity of the EPA DNT NAMs from 74% to 83%.
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