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In Vitro Tri-culture Hepatic Model to Evaluate Human Relevance of Chemical-Induced Thyroid Toxicity
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Adverse outcome pathway (AOP) of Nuclear receptor agonist inducing
thyroid perturbation. MIE (green) key events (blue) and associated events (grey)
are the network of TH signaling that involves feedback interactions of the
hypothalamic—pituitary—thyroid (HPT) axis, circulatory system, liver, and other
tissues Noyes et al. (2019).
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*  The model was then used to evaluate TH perturbation s e ' o —— e : e

(key and associated events) after assault of known
nuclear receptor agonists.
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SUMMARY

*  T4G production rate was increased over 24-hours in
both species. The production rate was much higher
in rat than in human.

METHODS

* Repeated 7-day exposure to Phenobarbital (PB, 100
and 500upM), Rifampicin (RIF,10puM), Pregnenolone
16a-carbonitrile (PCN, 20pM), Polychlorinated
biphenyl 153 (PCB153, 30uM).

« T3S was not observed and requires further
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Ugt2B1 Though no changes in T4-clearance in either

(Richardson et al. (2014).
species, warranting further investigation and

technical troubleshooting.

+  gRT-PCR for phase | and Il enzymes.
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+ Consistent Cyp and Ugt gene expression data of
known NR agonist among both human and rat
species.
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