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i ' ¢ These changes are similar to the clinical findings in patients with NASH treated with an ACCi and farnesoid X receptor
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¢+ Metabolomic analysis revealed that lipid metabolism and energetic profiles were rapidly changed by ACCi or OCA
treatment, and COMBO further reduced lipid synthesis and promoted fatty-acid oxidation in the liver of humanized mice

1500

100,000 |

Metabolism, alcohol and toxicity

Wen-Wei Tsai

+
1
[}
Scaled Intensity
[ J

nmol/mg
}_

50,000 o

500 agonist combination,* and support the utility of the humanized mouse model to elucidate molecular pathways mediated =

0 0 + Decreases in long-chain fatty acids, and increases in by NASH therapies =

vehcle  OCA  ACGH  COMBO vehele  OCA - ACGH - COMBO 3-hydroxybutyrate and acylcarnitines may indicate reduced —

PAG: discyiglycerols: MAG, menoaclglyeerols: TAS, fracyiglycercls fatty-aCi d biOSynth eSiS a n d in Creased B-OXi d atio n References: 1. Evans AM, et al. Metabolomics 2014,4:132; 2. Alkhouri N, et al. J Hepatol 2022;50168-8278(22)00235-5. Acknowledgments: This study was funded by Gilead Sciences, Inc. Editing and production assistance were provided by BioScience Communications, New York, New York, USA, funded by Gilead. E

Presented at the International Liver Congress™ 2022, 22—-26 June 2022, London, UK ©2022 Glead Sciences,Ine. Allrantsreserved



