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Lanifibranor reverses fasting glucose levels to normoglycemia
in prediabetic patients with nonalcoholic steatohepatitis (NASH)
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1-INTRODUCTION

NASH is associated with manifestations of metabolic syndrome that share a
common disease biology, including type 2 diabetes (T2D) and cardiovascular
disease (CVD). Patients with prediabetes also have an increased risk for
CVD. Reversal of prediabetes diminishes the risk for subsequent T2D and
therefore may also reduce the risk for CVD. We report the effect of the pan-
PPAR agonist lanifibranor on markers of glucose metabolism in prediabetic
patients enrolled in the phase 2b NATIVE trial.

2-MATERIAL/METHODS

NATIVE included 247 patients with non-cirrhotic NASH who were
randomized to lanifibranor 800, 1200 mg/d or placebo, for a treatment
duration of 24 weeks; 144 (58%) did not have overt type 2 diabetes.

At baseline, among the non-diabetic patients, 47 (33%) had prediabetes
defined by fasting glucose levels (FGL) between 5.6 — 6.9 mmol/L, and 94
(65%) had normoglycemia (FGL < 5.6 mmol/L).
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Of the 47 prediabetic patients, 20, 16 and 11 patients received lanifibranor
800 and 1200 mg/d and placebo, respectively. Markers of glucose
metabolism measured at baseline and at end of treatment (EOT) included
FGL, fasting insulin levels (FIL), HbAlc and HOMA insulin resistance (IR).

glucose
Decrease in glucose metabolism parameters was consistently higher in the
prediabetic population compared to the normoglycemic population.

4-CONCLUSION

* The effect size on reversal to normoglycemia and improvement of insulin
resistance suggest a therapeutic benefit of lanifibranor on glucose
metabolism in prediabetic patients with NASH that warrants further
study. These data also further support the relevance of screening
patients with NASH for both overt T2D and prediabetes.

: + Effective interventions on pre-diabetics can prevent or delay the vast

- majority of diabetics and its morbid complications.
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