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INTRODUCTION METHODS
Phase 1 Young healthy males,* administered after overnight fast
. _ . . . . = Y health les,* administered after a high-fat breakfast
* Peroxisome proliferator—activated receptors (PPARs) regulate Phase 1 study in healthy participants SADINEES Group 3 (n=) Bl Young healthy males,* administered after  high-fat breakfos
. . . ani m i -
several of the pathways involved in the pathogenesis of « The PK, PD, safety, and tolerability of lanifibranor were evaluated = placebog " Elderly males and females,’ administered after overnight fast
metabolic diseases, including metabolic dysfunction-associated in a phase 1, randomized, double-blind, placebo-controlled =
.. ’ ’ ’ Group 6 (n=8
1 . ¥
steatohepatitis (MASH) study (Figure 1) Group 5 (n=8) Lani 1|000bmg
. . , : : o . _ . . Lani 750 m eUfpleisizei T
Lanifibranor is a pan-PPAR agonist with balanced activation of * Single ascending doses (SAD) of oral lanifibranor were administered CICEias) Sl
PPARq, 8, and y that demonstrated strong activity in models to 7 groups of young healthy male participants and 1 group of or plccebog _________ f;c:ﬁ;ognr:nsg
2 . . : —g) (. 00000000000 _----7
relevant to MASH elderly healthy male and female participants following an interval of G[z‘:"?fs(’r;gs) _______ Group 3 (n=8) or placebo
) .. e G 1 (n=8 --- i
* Translation of preclinical PPAR pharmacology to human at least 6 days between dose levels to ensure safety and tolerability [c:#i)zf,(:-‘g) or placebo _ L‘;?'pl.gﬂgbr;‘g
dose selection requires evidence of target engagement, * After Group 6 of the SAD cohort completed evaluation, multiple A - Group 2 (n=8)
cardiometabolic effects, and an acceptable safety profile ascending doses (MAD) of oral lanifibranor were administered to ~_ __----""" Lani 400 mg
. . . . == G 1 (n=8 or placebo
at predicted therapeutic exposures young healthy males for 14 days, progressing to a higher dose after MAD (N=32) Jg:iplso(nmg)
the safety and tolerability of the previous dose was established Treatment duration: 14 days or placebo
Phase 2 study in participants with T2DM Phase 2a
AI M * The phase 2a, multicenter, randomized, double-blind, Daily oral administration (N=61)
placebo-controlled, parallel-group, 28-day study evaluated Treatment duration: 28 days
. pe . . . . . q Treatment: .
o . lanifibranor in participants with T2DM who were on metformin hogvi:;rlrilzgqiltion Lanifibranor: 400 (n=17), 800 (n=15), hogvi:;rl‘ilf:ttion
* To evaluate the pharmacokinetic (PK) and pharmacodynamic monotherapy (Figure 1) B 1400 (n=15) mg/day; or placebo (n=14) v
(PD) effects of lanifibranor treatment in phase 1 and * Safety, tolerability, PK, and PD were evaluated; focusing on PPARY Day R - 1to 28 29 35
phase2 20 .:udy proiql.rams,len[c)::\l/Jldlr;g in !ootlentls W::tl: adiponectin was examined as a target-engagement marker and ] v, TAce |
t e iabetes mellitus , focusing on lanifi ranor’s . .. . . . *Aged 18-45 years inclusive. TAged 60-80 years inclusive.
yp . . . ( ) 9 g|yCGmIC and ||p|d parameters as metabolic effICGCy SlgnGIS All treatment was preceded by screening and randomization and followed by discharge and follow-up.
pa rtial PPARY GCt|V|ty Within each group of 8 participants, 6 participants were randomized to receive lanifibranor and 2 were randomized to receive placebo.
Lani, lanifibranor; MAD, multiple ascending doses; SAD, single ascending doses.

RESULTS

Phase 1 SAD/MAD study Phase 2a study in participants with T2DM * Lanifibranor 800 and 1400 mg showed significant (P<0.05) change from baseline in
high-density lipoprotein (HDL) cholesterol and triglycerides compared with placebo

* Single and multiple doses of lanifibranor were safe and well tolerated in * Demographic characteristics were well balanced across treatment groups (Table 1) (Figure 5 and Table 2)

study participants o . o
Table 1. Phase 2a Participant Demographic Characteristics
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* Lanifibranor significantly increased adiponectin versus placebo at 400, 1000, and Figure 5. Mean (SE) Percent Change From Baseline in (A) HDL Cholesterol and
1500 mg daily doses, with high—molecular weight (HMW) adiponectin increases Lanifibranor All (B) Triglycerides on Day 28 in the Phase 2a Study
at 1000 and 1500 mg daily (Figure 2 and Figure 3) . 400mg Y 800mg 1400 mg  Placebo participants m Placebo Lanifibranor 400 mg == Lanifibranor 800 mg mm Lanifibranor 1400 mg
Characteristic (n=17) (n=15) (n=15) (n=14) (N=61) A -
Figure 2. Mean Change From Baseline Values of (A) Adiponectin, (B) HMW Mean (SD) age, years 58.4 (6.6) | 571 (10.2) [k 57.2 (11.8) : 35 - P<0.05 : 0
Adiponectin, and (C) HMW Adiponectin/Adiponectin Ratio Over Time in the A - % | i | p
Phase 1 MAD Study S5 R, e S
<65 years 14 (82.4) | 11 (73.3) | kb EEE)| 11 (78.6) | 47 (77.0) o T 30- o g
o> o
Lanifibranor Lanifibranor -®- Lanifibranor - Lanifibranor -4 Placebo =65 years 3(176) | 4(26.7) [FERPINARY 3 (21.4) | 14 (23.0) 59 SE ~10 4
150 mg 400 mg 1000 mg 1500 mg Gender, n (%) 5 € 251 59
A Male 8 (471) | 9 (60.0) 9 (64.3) | 35 (57.4) 2= e
. 10 - Female 9 (52.9) | 6 (40.0) 5 (35.7) | 26 (42.6) A 704 39
K= _gl Ethnicity, n (%) 8_§ 8_7: -20 -
.8 Eg 8 - Not Hispanic or Latino 17 (100) | 15 (100) [ uEfEfelo)iy 14 (100) 61 (100) ='o 15- T.EE
0 Race, n (%)* i’l% =
8 6 - Asian 1(59) | 1(67) [REE] 1(71) | 4(66) Sa 40 cQ
o : . , : 9 = _304 | |
- E Black or African heritage or African American | 4 (23.5) 6 (40.0) 6 (40.0) 6 (42.9) 22 (36.1) qé o GE’ v
2g 4 - White 16 (94.1) | 13 (86.7) [Nl 12 (85.7) | 54 (88.5) nE & o O P=0.08
o C - = N - o L I
g 8 *More than 1 category could be selected. = E P<0.05
_8 < 2 - SD, standard deviation. 0 - e 40 - | |
(Sl 51 = =
c @ . ) ) ) P<0.05
S § 0 A * Exposure to lanifibranor increased in a less than dose-proportional manner MBI, [ Fmclemay perreicing 1S, loeet capercss S, sismelsd Cen
= 5 5 following oral dosing with 400, 800, and 1400 mg once daily
- ! ! ! ! ! ! ! ! L . . . * Dose-related improvements in insulin, pro-insulin, and insulin resistance were
0 2 4 6 8 10 12 14 16  Lanifibranor (400, 800, and 1400 mg) consistently induced dose- and time-related . PO : N, P . : o
) ) : i . L observed with lanifibranor, with a significant reduction in pro-insulin with
Day increases in total and HMW adiponectin (Figure 4), which is indicative of . . .
B. AR ; 1400 mg versus placebo. Reductions in average and postprandial blood glucose
engagemen . . .
S~ o Y engag were observed at 1400 mg (Table 2), which were consistent with the PPARY
%g — Exposures of about 50 pg-h/mL for area under the curve from time zero to the insulin-sensitizing mechanism
£3 4 - last measurable concentration (AUC,_,) and about 7 pg/mL for the maximal
q) . . . L . L)
£5 5 concentration (Coy) resulted in more than 200% increase for the percent Table 2. Mean (SD) Percent Change From Baseline Values of Key Lipid- and
VS - . . . - i
28 change from baseline total adiponectin Glucose-Related PD Parameters at Day 28 in the Phase 2a Study
_Q +
= § 2 Lanifibranor
2 § Figure 4. Mean (SD) Percent Change From Baseline of (A) Total Adiponectin, 800 mg 1400 mg Placebo
Y c 1 (B) HMW Adiponectin, and (C) HMW Adiponectin/Adiponectin Ratio Over Time (SE) Parameter (n=15) (n=15) (n=14)
§ 9 0 in the Phase 2a Study Triglycerides ~19.7 (33.9) ~20.8 (23.5)* ~31.7 (31.2)* -5.81 (27.6)
C —
g 9 Lanifibranor -® Lanifibranor - Lanifibranor -4 Placebo HDL-C 13.4 (15.3) 16.7 (17.2)* 27.7 (25.9)* 2.52 (12.2)
23 1 : : : : : : : : 400 mg 800 mg 1400 mg FPG -4.05 (27.2) ~11.1 (20.0) -14.6 (10.4) -111 (10.3)
0 2 4 6 8 10 12 14 16 A. Mean 7 glucose -4.50 (19.0) -5.16 (15.0) -13.4 (13.3) -7.69 (121)
Day o) jgg_ _ Mean 3 PP glucose 0.515 (28.0) -3.89 (17.2) -12.6 (12.9) -3.39 (15.6)
C. S= — _ - Insulin -21.1 (63.3) -15.3 (571) -42.2 (29.8) -3.93 (481)
_ -% 0.16 § s} % 300 - Tl Pro-insulin -26.7 (35.6) -211 (45.0) -37.4 (26.3)* -3.28 (49.9)
o c 014 § 53 250 Pro-insulin/insulin 131 (162) 59.6 (159) 114 (153) 196 (420)
% S 0124 g % % 200 — HOMA-IR -17.6 (84.8) -20.9 (74.6) -43.7 (27.0) -6.81 (51.2)
§ § 0.10 :9; § g 1504 HbAlc -2.62 (12.4) -2.31 (7.23) 0.162 (6.54) -4.53 (10.7)
g _8 0.08 ) € -g_ 100 *Significant difference versus placebo (P<0.05).
= 0.06 — c OO0 50 FPG, fasting plasma glucose; HbAlc, hemoglobin Alc; HDL, high-density lipoprotein; HOMA-IR, Homeostasis Model of Assessment-
O™ 8 = Insulin Resistance; mean 3 PP glucose, average postprandial blood glucose; mean 7 glucose, average blood glucose;
o9  0.04 - 04
c CIC) : = PD, pharmacodynamics; SD, standard deviation.
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; volume, ankle circumference, or body-weight increase) versus placebo, with no
-0.04 , : . : , : , , € _  1100- changes in hematology, albumin, or brain natriuretic peptide (BNP; Table 3)
0 2 4 6 8 10 12 14 16 £FE 10004 T - : - :
Day 33 9004 * Overall, lanifibranor was safe and well tolerated in participants with T2DM on
S SE 8004 metformin monothera
S a Py
Data presented in this figure are based on retested adiponectin and HMW adiponectin data. % o ? 700
q q . q q s O — Q .
R, (gl [mESEHET et WAL, (MEIR{PS CEeCeIng € e £z 6001 - Table 3. Mean (SD) Percent Change From Baseline Values at Day 28 for Key Signals
Figure 3. Analysis of Treatment Effects on Observed Adiponectin and HMW < % B 238: of Fluid Retention in the Phase 2a Study
Adiponectin on Day 14 Using an ANCOVA Model in the Phase 1 MAD Study o2cE 300 -
0,9 Lanifibranor
a QO 200 - All
T;fef;rr:ﬁg:::zc;i (gg% ﬂ) HAES 1004 800 mg 1400 mg Placebo participants
Adiponectin, pg/mL . y 5 g 0 B o U O B 3 Parameter (n=15) (n=15) (n=14) (N=61)
: -100 3 - - -
150 mg - : 1.167 (~1.653, 3.987); P=0.4862 s + 1.4 2|1 2|8 Ankle foot volume, cm3 | 3.75 (14.51) 5.31 (15.51) | ehckb kbali)) 5.42 (11.07) 0.46 (13.71)
; Left ankle
400 mg - : _ 4.977 (2.165, 7.788); P=0.0057 Day circumference. cm -0.20 (5.33) -0.55 (2.95) -1.40 (3.52) -0.97 (4.57) -0.76 (415)
1000 mg - ; : ° i 7.910 (4.936, 10.88); P=0.0001 C. -
! o — 300 - Aglil: ez ~0.57 (5.82) | -1.02 (3.29) | hell U] —117 (3.75) | -1.02 (4.44)
1500 mg : b = i 9.135 (6.153, 12.12); P<0.0001 o0 550 circumference, cm
. . 5 =S N - :
HMW adiponectin, pg/mL . 2 $o 2004 B zﬁiiyj'gkgfh“”ge 0.66 (1.32) 0.51 (1.37) [EEERAER) 0.37 (2.07) 0.44 (1.55)
150 mg - —— 0.5060 (-1.205, 2.217); P=0.6180 23 S 150 Body we’ight hange
: ot n -
400 mg - R 1.680 (=0.014, 3.373); P=0.1027 %.E % 106 at Day 28, kg 0.55 (1.97) 011 (1.72) 0.94 (2.05) 0.36 (2.68) 0.33 (212)
1000 mg - L —e— 4.143 (2.382, 5.905); P=0.0005 % £ g 50 Hematocrit, V/V -5.88 (512) | -4.03 (6.24) | el G| -4.26 (5.72) | -4.94 (5.80)
1500 mg - P e 4.345 (2.549, 6.142); P=0.0004 fa8 Hemoglobin, g/L -5.63 (4.81) | -5.04 (6.75) [N -3.70 (5.29) | -515 (5.53)
A B R L c -g = 0- Albumin, g/L 0.2 (5.2) 1.4 (7.4) 0.4 (8.5) -1.4 (4.5) 0.2 (6.5)
- O
Increased With5 lacebo g Increaseil with Ic:r11?fibranor15 % o -50 BNP, ng/L 191.53 (328.06)|256.94 (422.80) iiteirdsniPAoieksel 112.86 (196.09) [ 184.68 (308.18)
<p > - -100 I I | I NT-proBNP, pmol/L 46.48 (89.09) | 74.48 (101.28) |rielhEleloiclil 68.36 (120.30) | 63.21 (100.72)
Values presented are based on retested adiponectin and HMW adiponectin data. g I Day zL 25 Baseline is defined as the last available observation prior to the first study drug administration.
Results based on a model containing dose group and baseline value as a covariate. Baseline is Day 1 predose. Response is on Day 14. *Body weight change reported for Day 7 to identify the presence of rapid weight gain associated with fluid retention.
ANCOVA, analysis of covariance; Cl, confidence interval; HMW, high molecular weight; MAD, multiple ascending doses. HMW, high molecular weight; SD, standard deviation; SE, standard error. BNP, brain natriuretic peptide; NT-proBNP, N-terminal pro—-B-type natriuretic peptide; SD, standard deviation.
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2. Boubia B, et al. J Med Chem. 2018;61(6):2246-2265. was provided by Emily Martin-Vazquez, BSc, of Lumanity Communications Inc.,
3. ClinicalTrials.gov identifier: NCT04849728. Accessed August 7, 2026. and funded by Inventiva Pharma.
* These data support lanifibranor’s balanced pan-PPAR activity (inclusive of partial PPARY activation), underlying both the adiponectin effect https://clinicaltrials.gov/study/NCT04849728.
and related metabolic improvements, alongside the absence of clinically detectable fluid retention signals within the first 28 days of use DISCLOSURES
* Initial efflcacy 5|gnals In glycemlc control and |IpIdS In people with T2DM Support further Investigation of lanifibranor for metabolic Sven M. Francque has served as a lecturer for AbbVie, Allergan, Bayer, Eisai, GENFIT, Gilead Sciences, Intercept, Inventiva, Janssen-Cilag, Merck Sharp &
dysfunction and associated complications of MASH, permitting more accurate characterization of fluid distribution Dohme, Novo Nordisk, Promethera, and Siemens. A.G. (Onno) Holleboom has nothing to disclose. Jason Campagna, Simon Hogan, and Guillaume
Wettstein are employees of Inventiva Pharma. Manal F. Abdelmalek reports research funding paid to her institution from 89bio, Akero, Gilead Sciences,
* Investigation of lanifibranor’s efficacy in MASH patients is ongoing in the current phase 3 trial: NATiV3. ClinicalTrials.gov identifier: Hanmi, Inventiva, Madrigal, and Oasis Pharmaceuticals; consulting for 89bio, Akero, Boehringer Ingelheim, Hanmi, Inventiva, Kriya, Madrigal, Medscape,
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