Inhibition of HSD17B13 by the small molecule inhibitor, INI-822, increases liver phosphatidylcholines in a
diet-dependent manner
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Introduction

Inactive alleles of HSD17B13 are associated with Clinical Chemistry
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Dose Dependent Increases in PCs

* Decreased rates of NASH and cirrhosis?
* Decreased ballooning, inflammation and fibrosis?
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Methods and Materials

INI-822 was dosed orally once daily in obese Zucker rats on a normal chow (NC),
high fat, high cholesterol atherogenic diet (HFHCD) and choline deficient, amino

Hepatic Lipids in Zucker Rats on Different Diets HSD17B13 Activity Impacts PCs

acid defined high fat diet (CDAA-HFD), n=4/group. Changes in liver transaminase Sarcosine Uracil
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Conclusion: HSD17B13 inhibition with INI-822 decreased liver transaminases and led to increased hepatic PC
content in Zucker rats on metabolic diets. HSD17B13 inhibition led to lipidomic changes consistent with those
found in patients with the loss-of-function protective allele.

HFHCD INI-822 7 Days
 |[NI-822 treatment in Zucker rats on a HFHCD show trends for increases in PCs

* Suggesting HSD17B13 inhibition compensates for the choline deficiency in the CDAA-HFD
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