Lanifibranor Reverses Insulin Resistance and Improves Glucose and Lipid Metabolism in Patients with Type 2 Diabetes
and Metabolic Dysfunction-Associated Steatotic Liver Disease (MASLD)

Diana Barb?, Srilaxmi Kalavalapalli', Eddison Godinez Leiva', Fernando Bril?, Philippe Huot-Marchand?, Lucile Dzen?, Jean-Louis Junien?, Pierre Broqua?, Andrea Ortiz Rocha’, Romina Lomonaco’,

UF ‘ UNIVERSITY of
Michael P Cooreman?, and Ken Cusi’; 'Division of Endocrinology, Diabetes and Metabolism, University of Florida, Gainesville, FL; ?Inventiva Research & Development, Daix, France and New York, NY.

INTRODUCTION RESULTS

inventiva
#

Lanifibranor reverses insulin resistance, improves adiponectin and HDL-C
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To assess the effect of lanifibranor on IR in liver, muscle and adipose cight, €9 ) - - BL EOT BL EOT s ot oL Eor oL EOT BL EOT * More than 90% of adverse events were mild, with most
tissue in relation to changes in intrahepatic triglyceride (IHTG) content. | 20dY mass index, kg/m 93.525.1 94.9£0.2 Placebo ~ Lanifibranor Placebo  Lanifibranor Placebo  Lanifibranor common being gastrointestinal in nature and mild anemia.
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a) Change in hepatic, muscle and adipose tissue IR using the
euglycemic insulin clamp with stable 6-6D,-glucose and indirect
calorimetry;

b) Proportion of patients with = 30% decrease in IHTG

c) Proportion of patients with steatosis resolution (£5.5% IHTG)

d) Changes in HbA1c and lipid profile.

Lanifibranor significantly reduced IHTG . Treatment of patients with T2D and MASLD with lanifibranor

800 mg/day for 24 weeks, led to:
o Reduced IHTG content by 50%,
o Improved hepatic and peripheral insulin sensitivity,
o Improved adipose tissue biology, with more than two-fold
Increase Iin adiponectin levels,
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Figure 3: p-value from an ANCOVA with treatment and baseline data as covariates for continuous variables, or Chi? test for categorical variables. Missing continuous data were imputed using the last observation carried forward,

20 patients missing categorical data were imputed as a failure. LS=Least Square, FAS=Full Analysis Set (n=38); Completers (n=28, 14 per group)
received lanifibranor 2.

* Figure 3: Lanifibranor compared to placebo significantly lowered IHTG at EOT: in FAS the absolute change in IHTG as -10.1% in lanifibranor vs. -
1.4% In placebo; least squares [LS] means difference -5.6%, [95% CI -9.6 to -1.7%], p=0.007; completers -12.4% vs. -2.4%; LS means difference -
6.9%, [95% CI -10.8 to -2.9%], p=0.001 (Figure 3A and 3B).

* IHTG relative change in FAS was -44% with lanifibranor vs. -12% in placebo; LS means difference -31.5%, [95% CI -51 to -12%]; completers -50% 4.
vs. -16%; LS means difference -33.4%, [95% CI -53 to -14%]; both p<0.01 (Figure 3C and 3B).

« At EOT, more patients reached 230% IHTG reduction with lanifibranor compared to placebo (FAS 65% vs. 22%; completers 79% vs. 29%; both
p<0.01) as shown in Figure 3D.

« At EOT more patients reached steatosis resolution (FAS 25% vs. 0%; p<0.05).
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18 patients
received placebo

4 patients prematurely withdrawn
— - Adverse event (n=4)
- Consent withdrawal (n=2)

4 patients prematurely withdrawn
- Adverse event (n=2)
- Consent withdrawal (n=2)
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14 patients completed
24-week treatment

14 patients completed
24-week treatment
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