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Safe Harbor

This presentation contains “forward-looking statements” within the meaning of the safe harbor provisions of the Private Securities Litigation Reform Act of 1995. All statements, other than statements of 
historical facts, included in this presentation are forward-looking statements. These statements include, but are not limited to, forecasts and estimates with respect to Inventiva’s pre-clinical programs 
and clinical trials, including design, duration, timing, recruitment, costs, screening and enrolment for those trials, including the LEGEND trial for the treatment of NAFLD, the NATiV3 Phase III clinical trial 
with lanifibranor in NASH, the investigator-initiated Phase II trial withof lanifibranor in patients with NAFLD and T2D, and the expected Phase IIb clinical trial of cedirogant led by AbbVie, potential 
development of odiparcil including potential trial design and regulatory pathway, clinical trial data releases and publications, the information, insights and impacts that may be gathered from clinical trials, 
the potential therapeutic benefits of lanifibranor generally and in combination with empagliflozin, including reduction in liver fat, steatosis resolution, improvement in glycemic control, in hepatic and 
muscular insulin sensitivity, and in lipid metabolism, of Inventiva’s product candidates, including lanifibranor, , the potential therapeutic benefits of odiparcil, the design of trials and any potential 
amendments to trial design and the anticipated benefits related thereto, the Company’s agreement with Sino Biopharm, including expectations with respect to enrollment of patients in Greater China in 
the NATiV3 trial, pipeline and preclinical and clinical development plans, milestone payments, royalties and product sales, potential proceeds under the Company’s financing arrangements, future 
activities, expectations, plans, growth and, business  prospects, competitive advantages and opportunities, including pipeline product development of Inventiva and the sufficiency of Inventiva’s cash 
resources and cash runway. Certain of these statements, forecasts and estimates can be recognized by the use of words such as, without limitation, “believes”, “anticipates”, “expects”, “intends”, “plans”, 
“seeks”, “estimates”, “may”, “will”, “would”, “could”, “might”, “should”, “plans”, “designed”, “hopefully”, “target”, “aim” and “continue” and similar expressions. Such statements are not historical facts but 
rather are statements of future expectations and other forward-looking statements that are based on management's beliefs. These statements reflect such views and assumptions prevailing as of the 
date of the statements and involve known and unknown risks and uncertainties that could cause future results, performance or future events to differ materially from those expressed or implied in such 
statements. Future Actual events are difficult to predict and may depend upon factors that are beyond Inventiva's control. There can be no guarantees with respect to pipeline product candidates that the 
clinical trial results will be available on their anticipated timeline, that future clinical trials will be initiated as anticipated, that product candidates will receive the necessary regulatory approvals, or that any 
of the anticipated milestones by Inventiva or its partners will be reached on their expected timeline, or at all. Actual results may turn out to be materially different from the anticipated future results, 
performance or achievements expressed or implied by such statements, forecasts and estimates, due to a number of factors, including that Inventiva is a clinical-stage company with no approved 
products and no historical product revenues, Inventiva has incurred significant losses since inception, Inventiva has a limited operating history and has never generated any revenue from product sales, 
Inventiva will require additional capital to finance its operations, in the absence of which, Inventiva may be required to significantly curtail, delay or discontinue one or more of its research or development 
programs or be unable to expand its operations or otherwise capitalize on its business opportunities and may be unable to continue as a going concern, Inventiva's future success is dependent on the 
successful clinical development, regulatory approval and subsequent commercialization of current and any future product candidates, preclinical trials studies or earlier clinical trials are not necessarily 
predictive of future results and the results of Inventiva's clinical trials may not support Inventiva's product candidate claims, Inventiva’s expectations with respect to the changes to the clinical 
development plan for lanifibranor for the treatment of non-alcoholic steatohepatitis (NASH) may not be realized and may not support the approval of a New Drug Application, Inventiva may encounter 
substantial delays in its clinical trials or Inventiva may fail to demonstrate safety and efficacy to the satisfaction of applicable regulatory authorities, the ability of Inventiva to recruit and retain patients in 
clinical studies, enrolment and retention of patients in clinical trials is an expensive and time-consuming process and could be made more difficult or rendered impossible by multiple factors outside 
Inventiva's control, Inventiva's product candidates may cause adverse drug reactions or have other properties that could delay or prevent their regulatory approval, or limit their commercial potential, 
Inventiva faces substantial competition and Inventiva’s business, and preclinical trials studies and clinical development programs and timelines, its financial condition and results of operations could be 
materially and adversely affected by the current COVID-19 pandemic and geopolitical events, such as the conflict between Russia and Ukraine, related sanctions and related impacts and potential 
impacts on the initiation, enrolment and completion of Inventiva’s clinical trials on anticipated timelines, health epidemics, and macroeconomic conditions, including global inflation, and uncertain 
financial markets and disruptions in banking systems. Given these risks and uncertainties, no representations are made as to the accuracy or fairness of such forward-looking statements, forecasts and 
estimates. Furthermore, forward-looking statements, forecasts and estimates only speak as of the date of this presentation. Readers are cautioned not to place undue reliance on any of these forward-
looking statements.

Please refer to the Universal Registration Document for the year ended December 31, 20212 filed with the Autorité des Marchés Financiers on March 1130, 20232, and the Annual Report on Form 20-F 
for the year ended December 31, 20212 filed with the Securities and Exchange Commission on March 1130, 20232 and the financial report for the first half of 2022 filed Securities and Exchange 
Commission for other additional information in relation to such factors, risks and uncertainties affecting Inventiva, including those described from time to time under the caption “Risk Factors”. Other risks 
and uncertainties of which Inventiva is not currently aware may also affect its forward-looking statements and may cause actual results and the timing of events to differ materially from those 
anticipated..

All information in this presentation is as of the date of the release. Except as required by law, Inventiva has no intention and is under no obligation to update or review the forward-looking statements 
referred to above. Consequently, Inventiva accepts no liability for any consequences arising from the use of any of the above statements.
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Why it is important to treat insulin resistance in patients with NASH?

 Insulin resistance has been implicated in the pathogenesis of NAFLD and its comorbidities, 
including the development of metabolic syndrome, T2D and cardiovascular disease (CVD).

 Patients with worse insulin resistance, whether lean or obese, have more severe NASH and are 
prone to disease progression (i.e., advanced fibrosis and cirrhosis).

 Hepatic and muscle insulin resistance are known to be a primary feature of patients with 
steatohepatitis, and their reversal with lifestyle modification causing weight loss or 
pharmacotherapy improves NASH and reverses or delays progression of hepatic fibrosis.

 Dysfunctional/insulin resistant adipose tissue and low adiponectin levels are a major risk factor 
for developing worse steatohepatitis, as well as for T2D and CVD. Its normalization by PPARγ
agonists is associated with improved liver histology in NASH.

Khan R et al. Heepatology. 2019;70:711-724 Gastaldelli A & Cusi K. JHEP Rep. 2019;1:312-328; Francque S et al, Nat Rev Gastroenterol
Hepatol 2021:18, 24–39; Bril F, Sanyal A, Cusi K. Clin Liver Dis. 2023;27:187-210; Kalvalaplli et al, JCEM 2023;108:1192-1201. 
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Compound PPARα
EC50 (nM)

PPARδ
EC50 (nM)

PPARγ
EC50 (nM)

Lanifibranor* 1630 850 230

Fenofibrate 2400 - -
Pioglitazone - 263
Rosiglitazone - - 13
Elafibranor** 10 100 -
Seladelpar^ - 2 -

Source: * Company data ** Hanf R et al, Diabetes & Vascular Dis Res 2014 ^ Cymabay company presentation ^^ J Med Chem. 2018 Feb 15. doi: 10.1021/acs.jmedchem.7b01285

Lanifibranor is a differentiated pan-PPAR agonist with moderate and 
well-balanced activity on the three PPAR isoforms

Differentiated oral small molecule …

 Small molecule that 
activates all three PPAR 
isoforms 

 Differentiated chemical 
structure with once daily 
oral administration

 Offered in two dosage 
forms (800 mg, 1200 mg)

Moderate and balanced pan-PPAR agonist activity

lanifibranor (M)
-10 -8 -6 -4
0

25

50

75

100

125

150

%
A

ct
iv

at
io

n hPPARα
hPPARδ
hPPARγ

LANIFIBRANOR

… that binds differently than glitazone to PPARγ

 Induces different coactivator recruitment^^

LANI

ROSI

IIS – topline results presentation | 2023



Non-confidential – Property of Inventiva │ 6

The Natural History of NAFLD: From steatosis to cirrhosis
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Adapted from Cusi K, Gastroenterology, April 2012, 142:711-725

Presenter
Presentation Notes
The nature of the relationship between hepatic steatosis and dysfunctional adipose tissue is unclear
Insulin resistance is not the only mechanism promoting steatosis or steatohepatitis. 
Most (~98%) of what we know on the liver molecular mechanisms of NASH comes from animal models – with significant limitations
The relationship between hepatic steatosis and inflammation or hepatocyte necrosis (ballooning) is poorly understood and does not follow a linear progression 
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Adapted from Cusi K, Gastroenterology, April 2012, 142:711-725
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PanPPAR stimulation: targeting insulin resistance to reverse 
steatohepatitis and fibrosis in NASH 
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Study design and objectives
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Primary endpoint: change in Intrahepatic triglycerides (IHTG) 
Secondary endpoints: 
 Proportion of responders reaching a decrease in IHTG from baseline ≥ 30% quantified by proton magnetic 

resonance spectroscopy (¹H-MRS)
 Proportion of patients with NAFLD resolution (patients with IHTG ≤ 5%) quantified by ¹H-MRS
 Change in hepatic and muscle insulin sensitivity and lipid metabolism
 Safety

Placebo

Lanifibranor 800mg/daily

24 weeks treatment

Run-in period EOT Follow-up

6 weeks 24 weeks 4 weeks

Objective of investigator-initiated trial: Establish safety, efficacy and mechanism of action of lanifibranor in 
patients with T2D and NAFLD. Specifically determine if lanifibranor decreases IHTG(1), improves hepatic insulin 
sensitivity, endogenous (hepatic) glucose production, gluconeogenesis and DNL(2).

Patients with NAFLD and T2D
 Fasting plasma glucose: 100mg - 250mg/dL
 HbA1c: 6.0% to 9.5%
 Hepatic steatosis: >10%

(1) Intrahepatic triglycerides (2) De-novo lipogenesis 
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Patient disposition 
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38 patients randomised and treated
Full Analysis Set (FAS) - All patients who were randomized and received at least one dose of study drug

Safety Set - All subjects who received at least one dose of study drug

Placebo
N = 18

14 (78%) patients completed the 24-week 
treatment 

4 (22%) patients prematurely withdrawn:
- Adverse events (n=2)
- Consent withdrawal (n=2)

Lanifibranor 800 mg/day
N = 20

14 (70%) patients completed the 24-week 
treatment 

6 (30%) patients prematurely withdrawn:
- Adverse events (n=4)
- Consent withdrawal (n=2)
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Baseline patients characteristics

Placebo (n=18) Lanifibranor (n=20)
Age, years 58 61

Gender (male/female), % 28/72 45/55

Weight, kg 99 96

BMI, kg/m2 34.3 33.8

Hemoglobin, g/dL 13.6 13.7

Fasting plasma glucose, mg/dL 123 131

HbA1c, % 7 6.8

Fasting plasma insulin, μU/ml (-180 min) 14 16

Muscle insulin-stimulated glucose disposal, mg/kg LBM/min 5.5 4.4

HIRI 49 51

Liver fat (intrahepatic triglycerides), % 17 21

Triglycerides, mg/dL 180 162

Cholesterol 173 158

HDL-C, mg/dL 44 41

AST, U/L 24 30

ALT, U/L 30 28

IIS – topline preliminary results presentation | 2023
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24-week treatment with lanifibranor significanty reduce liver fat 
measured by proton magnetic resonance spectroscopy (1H-MRS)
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LS Means Relative Percent Change From Baseline in Liver Fat (IHTG) at Week 24

FAS (N=38)

pa=0.002

a P-value from an Analysis of Covariance (ANCOVA) using the relative change from baseline to week 24 as the response, the treatment as covariate as well as the 
baseline of IHTG. In the FAS, missing data at Week 24 were imputed by baseline data.
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Significantly higher proportion of patients achieved ≥30% liver fat 
reduction and steatosis resolution with lanifibranor vs placebo
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b Fisher test
NAFLD resolution is defined as IHTG ≤ 5.5% at week 24.
In the FAS, missing data at Week 24 were imputed as non-responders
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Treatments effects on liver fat reduction: competitive landscape 
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Pbo
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* Results reported among completers
**Reductions reported only for subset of patients with liver fat content ≥10 at baseline
Efruxifermin – Akero’s Phase 2b Harmony Study Results presentation (sept. 2022),  Pegozafermin - 89Bio’ Corporate Presentation (May 2023); Resmetirom – Madrigal’s corporate presentation (May 2023); Semaglutide - Flint 
A, Andersen G, Hockings P, Johansson L, Morsing A, Sundby Palle M, Vogl T, Loomba R, Plum-Mörschel L. Randomised clinical trial: semaglutide versus placebo reduced liver steatosis but not liver stiffness in subjects with
non-alcoholic fatty liver disease assessed by magnetic resonance imaging. Aliment Pharmacol Ther. 2021 Nov;54(9):1150-1161. doi: 10.1111/apt.16608. Epub 2021 Sep 27. PMID: 34570916; PMCID: PMC9292692.

No head-to-head clinical trials have been conducted; results obtained from different trials, with different designs, endpoints and patient populations. Results may not be comparable.

Liver fat 
reduction (%)
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Lanifibranor induces improvements in glycemic control 
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Completers (N=28)
LS Mean absolute change from baseline to week 24 in

a Mixed Model Repeated Measures (MMRM)
b ANCOVA.
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Lanifibranor leads to significant improvements in hepatic and 
muscular insulin sensitivity
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Lanifibranor treatment increases HDL and adiponectin levels
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Treatment-emergent adverse events (TEAE): comparable profile 
accross treatment groups

Treatment-Emergent Adverse Event (TEAE) Lanifibranor (n=20) Placebo (n=18)

TEAE leading to death 0 0

Serious Adverse Event (SAE) 1* 0

Drug-Related SAE 0 0

TEAE leading to discontinuation 4 2

Drug-Related TEAE leading to discontinuation 3 2

* pneumonia and pulmonary embolism due to Covid 19

SOC: System Organ Class

IIS – topline preliminary results presentation | 2023

Most frequent (>15%) related TEAE by SOC Lanifibranor (n=20) Placebo (n=18)

Investigations 4 (25.0%) 4 (22.2%)

Blood disorders 4 (20.0%) 3 (16.7%)

Gastrointestinal disorders 5 (25.0%) 1 (5.6%)
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Key take-aways

 Lanifibranor met the primary efficacy endpoint by inducing a liver fat reduction of 44% in patients 

with T2D and NAFLD treated for 24 weeks. 

– 65% of patients with T2D and NAFLD treated with lanifibranor achieved a greater than 30% liver 

triglyceride reduction and 25% achieved NAFLD resolution after 24 weeks. 

 Lanifibranor has a potent therapeutic effect on insulin sensitivity, and corresponding metabolic 

markers in patients with T2D and NAFLD

– Potent effect as insulin sensitizer on hepatic and muscular insulin sensitivity

 Lanifibranor significantly improved adiponectin, which is known to regulate glucose levels, lipid 

metabolism, and insulin sensitivity through its anti-inflammatory, anti-fibrotic, and antioxidant 

effects

 Study confirms the favorable safety and tolerability profile of lanifibranor

IIS – topline preliminary results presentation | 2023
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