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RESULTS

INTRODUCTION

* The Farnesoid X Receptor (FXR) is a nuclear hormone receptor that
controls the conversion of cholesterol into bile acids and maintains
homeostasis of multiple metabolic pathways.!-3
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polarized monolayer of MDCK-II cells grown on permeable support. The MDCK-I
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concentration is approximately 20-fold higher in liver than in other
organs. In vitro and in vivo experiments with rifampin, an inhibitor of
OATP 1B1 and 1B3, show that TERN-101 is not an OATP 1B1/1B3
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e Plasma exposure of TERN-101 was comparable on Day 1 and Day 7
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TERN-101 In Vitro Metabolic Stability in Hepatocytes

related genes in vehicle, OCA (30 mg/kg), and TERN-101 (10 mg/mg) treated
mice (n=6 per group). C. Global pathways significantly enriched in OCA and
TERN-101 treatment groups. D. Top 25 most significantly enriched pathways
in TERN-101 treatment group rank-ordered by statistical significance.

Liver (top) and ileum (bottom) gene expression were analyzed using RT-qPCR.
Data are presented as mean + SD (n=6). Statistics (vs. vehicle) determined by
one-way ANOVA followed by Tukey. *p < 0.05; ****p < 0.0001 =

CONCLUSIONS '

e Sustained suppression of PD biomarker 7-a-C4 was achieved after
repeated oral dosing
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non-alcoholic fatty liver disease compared to OCA treatment.

 TERN-101 exhibited low to moderate in vivo clearance, moderate volume of distribution, and oral bioavailability in the preclinical species tested. Biliary
excretion was identified as the major elimination pathway for TERN-101.

» Taken together, the PK/PD profile of TERN-101 in preclinical species supports advancement into clinical trials and suggests TERN-101 has differentiated
tissue distribution, and PD effects compared to other FXR agonists being studied for the treatment of NASH.
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b: In vitro predicted hepatic clearance was not corrected for plasma protein binding.
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 TERN-101 was moderately metabolized in hepatocytes of all species tested.
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