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PPAR a, B/ and y activation in a 4-week phase 2a study in diabetic patients. i Tty ST T TS I
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histological endpoints including NASH resolution and improvement of SR U A 7T T -
fibrosis. We report here that the effects of lanifibranor on the histological e s —
endpoints NASH resolution and fibrosis regression is similar in Type-2
diabetic patients and non-diabetic patients. e Antidiabetic treatments in Diabetics
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Baseline demographics and characteristics are similar in the treatment groups
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/' 7?«”:.:";? 1;‘“'»:;';;“ 7»7:;:? (N:‘I:lﬂ) H DL-C » ALT decrease on Lanifibranor starting at week 4:
Trial design é Metformin at baseline n (%) 27 (81.8%) | 20 (B2.9%) | 20 (82.9%) | 85 (82.5%) Antidiabetic concomitant R similar pattern in diapetics and non-diabetics_ )
. . . . B L vy 88 e o S Ve e » In the 103 T2DM patients, there was a reduction in
Screening 24-week treatment + 4-week follow-up End of treatment Sulphonylurea at baseline n (%) sz | 7@oow s@2ow m@aw  Mmedications are similar in ) Diabetics Non-Diabetics fasting glucose starting at week 4 (lowest median
iver biops ouble blind, randomized, placebo-controlles iver biops DPP4I at baseline n (%) 2(61%) | 4(114%) | 5(143%) | 11 (10.7%) e ree reatmen 5 ecrease among both doses: 0.7 mmol/L) on
p Liver biopsy Double blind d d, placeb trolled P L biopsy th th treat t M d both d 0.7 /L)
3 lanifibranor
SGLT2 at baseline (%) 1(3.0%) 0(0.0%) | 6(17.1%) 7 (6.8%) 3
k Placebo &\ . groups E ! » HbA1c decrease starting at week 14 (lowest median
" " Main combinations (>5% overall i : " A
" " Nalanrha:na!ic :mam)mr n (%) 5(15.2%)  5(14.3%) 3(86%) 13 (126%) Fa dEFTtEBSEI O'S(l;/O)fam:)C::?m-]ﬁs atall glfferent time
g . Metformin n (%) 19 (57.6%) | 21 (60.0%) | 15 (42.9%) 55 (53.4%) J points onwaras for bo' lanifibranor doses
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'Ranq?m'?at'on 1/1/1 . . Statins. n (%) 8(24.2%) | 13(37.1%) | 9 (25.7%) | 30 (29.1%) IE ZOIntS rom week 4 onwar s, Tor oth lanifibranor
- Stratification on type 2 diabetes mellitus (T2DM) oses.
. . . .. . . . » Median HDL-c increase was > 8% on all time points
» Main inclusion criteria: patients with biopsy-proven NASH confirmed by central Histological endpoints: Similar Inprovement in Diabetics from week 4 onwards, for both lanifibranor doses.
real_dfar having Steat'03|s-Act|V|ty-F|br05|s (SAF) scores of 1-3 for steatosis, 3-4 for vs Non-Diabetics ITT (Diabetics / Non-diabetics)
activity, and <4 for fibrosis — 4_c0 NCLUSION
Placebo 800 mg La""'b’a"°’1200 mg
Patient population # patients Definition (N=33/50) (N=35/48) (N=35/46)
safety / Intention-to-treat batients randomized havi ved at least Reduction of 2 points of the SAF In the T2DM subpopulation of NATIVE,
afe ntention-to-trea atients randomized having received at least one Wi i i . _ . R . .
v 247 o & Ativity score without worsening of . * Lanifibranor produced major improvements in key histological endpoints
(ITT) dose of lanifibranor/placebo fibrosis - 46% - 51% R . R . ) .
(including both resolution of NASH and regression of fibrosis) after 24

weeks of treatment similar to non-diabetic patients.

. Resolution of NASH and no
Z-MaterlalllvlethOdS worsening of fibrosis( - . * Furthermore, clinically significant improvements in parameters of

ra glycaemic control and in lipid profile were already observed after 4 weeks.

We here report the results of lanifibranor in the diabetic subpopulation of 'mprotvementdov fibrosis by at Ifeast Lanifibranor is hence a promising drug for NASH treatment in both non-
one stage and no worsening ol . - . . .
the NATIVE trial, a phase 2b double-blind randomised-controlled trial of NASH‘z)g g - - . diabetic and diabetic patients
activity score of 3-4. Patients were randomised 1:1:1 to receive placebo, Resolution of NASH and
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diabetes status as defined by the Investigator.
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