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INTRODUCTION METHODS Figure 1. Study Design
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RESULTS

In vitro Figure 2. Co-Crystal Structure of Lanifibranor With PPARY In vivo
Ligand-Binding Domain (6ENQ)3

e Lanifibranor (Figure 2),
a derivative of an initial
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from a high throughput
screening campaign and
optimized for its balanced

* Lanifibranor had no significant effect on plasma volume in male or female rats, whereas
R rosiglitazone, muraglitazar, and tesaglitazar produced dose-related increases in plasma volume,
with some differences between sexes (Table 2)
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Table 2. Plasma Volume Changes With PPAR Agonists
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Percentages are % of variation of the means relative to controls.
PPAR, peroxisome proliferator—activated receptor.

* Lanifibranor demonstrated
partial PPARY agonism with
full activity at PPARa and
PPARS (Table 1)3

* Lanifibranor demonstrated ,
a distinc:t COfCICtOr recruitment ARG, arginine; E, glutamic acid; GLU, glutamic acid; N, asparagine; PPAR, peroxisome proliferator-activated

* Lanifibranor had no significant effect on heart or left ventricular weight. In contrast, rosiglitazone,
muraglitazar, and tesaglitazar significantly increased heart weight, paralleled by increased left
ventricle weight, dose-dependently across sexes (Figure 4)
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ECso, half-maximal effective concentration; Fl, fold induction.
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