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¢ ORN and CYSS were normalized to spiked-in internal

standards (ISTD) and the median response of the Example devTOX* Results CONCLUSIONS
reference treatment samples (0.1% DMSO). The o/c ratio

was calculated by dividing the reference-normalized
value of ORN by the reference-normalized value of CYSS
¢ Non-linear dose-response curves for the o/c ratio,

» When scored against the human therapeutic C,., the assay predicted the developmental
toxicity potential of these compounds with 82% accuracy (76% sensitivity, 91% specificity).

ornithine and cystine response and cell viability were fit > devTOX?” was 88% and 67% concordant with rat and rabbit in vivo developmental toxicity
with GraphPad Prism 9 (GraphPad Software). results, respectively, when scored against the in vivo NOEL or LOEL C,,,, concentration.
+ The developmental toxicity potential (dTP, o/c ratio) and > devTOX?” identifies the developmental toxicity potential for a wide range of mechanisms, but

toxicity potential (TP, cell viability) concentrations were
predicted from the respective dose-response curves
using the developmental toxicity threshold (dTT).

¢ Accuracy was assessed by scoring the dTP concentration
against the respective human rodent, or rabbit C,,.x
using a 10-fold cutoff.

Prediction ¢ If the dTP concentration was > 10 x in vivo exposure,
Model the drug was classified as a non-developmental
toxicant (green shaded box).

¢ If the dTP concentration was < 10 x in vivo exposure,
the drug was classified as a developmental toxicant
(red shaded box). \- )

may not be applicable in all cases (i.e., targets not expressed in human iPS cells).
> The results from this study provide further evidence of the accuracy of the devTOX? assay and
(T —\ support its use as an alternative method under the revised ICH S5 (R3) guideline.
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