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Disclaimer

IMPORTANT NOTICE - YOU MUST READ THE FOLLOWING BEFORE CONTINUING. THIS PRESENTATION HAS BEEN PREPARED BY GENFIT AND IS FOR INFORMATION PURPOSES ONLY.

CERTAIN OF THE INFORMATION CONTAINED HEREIN CONCERNING ECONOMIC TRENDS AND PERFORMANCE IS BASED UPON OR DERIVED FROM INFORMATION PROVIDED BY THIRD-PARTY
CONSULTANTS AND OTHER INDUSTRY SOURCES. WHILE GENFIT BELIEVES THAT SUCH INFORMATION IS ACCURATE AND THAT THE SOURCES FROM WHICH IT HAS BEEN OBTAINED ARE RELIABLE,
GENFIT HAS NOT INDEPENDENTLY VERIFIED THE ASSUMPTIONS ON WHICH PROJECTIONS OF FUTURE TRENDS AND PERFORMANCE ARE BASED. IT MAKES NO GUARANTEE, EXPRESS OR IMPLIED, AS
TO THE ACCURACY AND COMPLETENESS OF SUCH INFORMATION.

This presentation contains certain forward-looking statements with respect to GENFIT. The use of certain words, such as "believe", "potential", "expect”, “target”, “may”, “will", "should", "could", "if" and
similar expressions, is intended to identify forward-looking statements. Although the Company believes its expectations are based on the current expectations and reasonable assumptions of the
Company’'s management, these forward-looking statements are subject to numerous known and unknown risks and uncertainties, which could cause actual results to differ materially from those
expressed in, or implied or projected by, the forward-looking statements. These risks and uncertainties include, among others, the uncertainties inherent in research and development, including in
relation to non-clinical and pre-clinical programs, reproducibility of preclinical results, the translation of animal model data to human biology, in relation to safety of drug candidates, cost of,
progression of, and results from, our ongoing and planned clinical trials, patient recruitment, review and approvals by regulatory authorities in the United States, Europe and worldwide, of our drug
and diagnostic candidates, pricing, approval and commercial success of elafibranor in the relevant jurisdictions, exchange rate fluctuations, and our continued ability to raise capital to fund our
development, as well as those risks and uncertainties discussed or identified in the Company’s public filings with the AMF, including those listed in Chapter 2 "Risk Factors and Internal Control" of the
Company's 2025 Universal Registration Document filed on April 03, 2026 (no. D.26-0221) with the Autorité des marchés financiers ("AMF"), which is available on GENFIT's website (www.genfit.fr) and
the AMF's website (www.amf.org), and those discussed in reports filed with the AMF or otherwise made public, by the Company. In addition, even if the results, performance, financial position and
liquidity of the Company and the development of the industry in which it operates are consistent with such forward-looking statements, they may not be predictive of results or developments in future
periods. These forward-looking statements speak only as of the date of publication of this press release. Other than as required by applicable law, the Company does not undertake any obligation to

update or revise any forward-looking information or statements, whether as a result of new information, future events or otherwise.
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Strategic Highlights and Value Drivers

NEXT STEPS

Ipsen 1Q26 results
(April 23, 2026)

Ipsen’s Igirvo®in PBC: Strong commercial sales’ trajectory
Major contributor to GENFIT's financial strength (>US$200M first full year)

MASH Diagnostics: Upcoming momentum from therapeutics
Therapeutics market ~$1bn first full year, driving demand for LDT and IVD development

NASHnext®
reimbursement

GNS561 in CCA: Safety profile and early antitumor activity

Novel combination positioned as a potential new therapeutic approach for difficult-to-treat cancers

Ph1b data (Mid-2026)
Ph2 initiation (2H26)

G1090N/NTZ in ACLF: Safety profile and anti-inflammatory activity

Solid foundation to progress into proof-of-concept studies across the ACLF Continuum

Ph2 initiation (2H26)
Estimated completion (4Q27)

Ipsen’s Igirvo® in PSC: Phase 3 launched early 2026

Market potential estimates comparable in size to PBC 2L

Estimated completion (2031)3
Long term clinical outcomes

Other Research and preclinical programs

. . Pipeline update (3Q26)
ACLF Continuum (SRT-015, CLM-022, VS-02-HE, EViv2) / UCD (VS-01-HAC)
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1.Who we are

2. 1girvo® in PBC & PSC

3. MASH Diagnostics

4. Our lead clinical-stage assets in ACLF & CCA
5. Other research programs in ACLF & UCD/0OA
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Corporate Highlights

French biopharmaceutical company
Listed on EURONEXT “GNFT”

25+ years in liver diseases, taking
early assets to commercial stage’

Focused on rare, severe liver diseases
with high unmet medical need

We

IPSEN .
PBC: Iqirvo® launched in 20242 Elafibranor
» €105.5M milestones received? (out-licensed)
» €254.5M remaining potential milestones

= Mid-teen royalties L
PSC: Phase 3 launched with elafibranor s O O
A

Royalty deal with HCRx
»= Capped
» €160M received?
* |psen milestones excluded from the deal

Catalysts

il

Financials
Highlights*

4 growth drivers in addition to PBC

+ MASH Non-invasive diagnostic technology
+ CCA Phase 2 (GNS561 combination)

+ ACLF Phase 2 (G1090N/NTZ)

+ PSC Phase 3 (by IPSEN)

Cash position of €101.1M (4Q25), excluding:
* €30M (from HCRXx)
+ €17M (from Ipsen)

Cash runway beyond 2028

No debt overhang

Certified

5

Corporation


https://ir.genfit.com/news-releases/news-release-details/genfit-ipsen-and-genfit-enter-exclusive-licensing-agreement
https://ir.genfit.com/news-releases/news-release-details/genfit-ipsen-and-genfit-enter-exclusive-licensing-agreement
https://ir.genfit.com/news-releases/news-release-details/genfit-ipsen-and-genfit-enter-exclusive-licensing-agreement
https://ir.genfit.com/news-releases/news-release-details/genfit-ipsen-and-genfit-enter-exclusive-licensing-agreement
https://ir.genfit.com/news-releases/news-release-details/genfit-ipsen-and-genfit-enter-exclusive-licensing-agreement
https://ir.genfit.com/news-releases/news-release-details/genfit-ipsen-and-genfit-enter-exclusive-licensing-agreement
https://ir.genfit.com/news-releases/news-release-details/genfit-ipsen-and-genfit-enter-exclusive-licensing-agreement
https://ir.genfit.com/news-releases/news-release-details/genfit-ipsen-and-genfit-enter-exclusive-licensing-agreement
https://ir.genfit.com/news-releases/news-release-details/genfit-ipsen-and-genfit-enter-exclusive-licensing-agreement
https://ir.genfit.com/news-releases/news-release-details/genfit-ipsen-and-genfit-enter-exclusive-licensing-agreement
https://ir.genfit.com/news-releases/news-release-details/genfit-announces-non-dilutive-royalty-financing-agreement-and
https://ir.genfit.com/news-releases/news-release-details/genfit-announces-non-dilutive-royalty-financing-agreement-and
https://ir.genfit.com/news-releases/news-release-details/genfit-announces-non-dilutive-royalty-financing-agreement-and
https://ir.genfit.com/news-releases/news-release-details/genfit-announces-non-dilutive-royalty-financing-agreement-and
https://ir.genfit.com/news-releases/news-release-details/genfit-announces-non-dilutive-royalty-financing-agreement-and
https://ir.genfit.com/news-releases/news-release-details/genfit-announces-non-dilutive-royalty-financing-agreement-and
https://ir.genfit.com/news-releases/news-release-details/genfit-announces-non-dilutive-royalty-financing-agreement-and
https://ir.genfit.com/news-releases/news-release-details/genfit-reports-first-quarter-2025-financial-information
https://ir.genfit.com/news-releases/news-release-details/genfit-reports-first-quarter-2025-financial-information
https://ir.genfit.com/news-releases/news-release-details/genfit-reports-first-quarter-2025-financial-information
https://ir.genfit.com/news-releases/news-release-details/genfit-receive-eu265-million-milestone-payment-following
https://ir.genfit.com/news-releases/news-release-details/genfit-receive-eu265-million-milestone-payment-following
https://ir.genfit.com/news-releases/news-release-details/genfit-receive-eu265-million-milestone-payment-following
https://ir.genfit.com/news-releases/news-release-details/genfit-receive-eu265-million-milestone-payment-following
https://ir.genfit.com/news-releases/news-release-details/genfit-receive-eu265-million-milestone-payment-following
https://ir.genfit.com/news-releases/news-release-details/genfit-receive-us20m-milestone-after-ipsens-iqirvor-exceeds
https://ir.genfit.com/news-releases/news-release-details/genfit-receive-us20m-milestone-after-ipsens-iqirvor-exceeds
https://ir.genfit.com/news-releases/news-release-details/genfit-receive-us20m-milestone-after-ipsens-iqirvor-exceeds
https://ir.genfit.com/news-releases/news-release-details/genfit-receive-us20m-milestone-after-ipsens-iqirvor-exceeds
https://ir.genfit.com/news-releases/news-release-details/genfit-receive-us20m-milestone-after-ipsens-iqirvor-exceeds
https://ir.genfit.com/news-releases/news-release-details/genfit-receive-us20m-milestone-after-ipsens-iqirvor-exceeds
https://ir.genfit.com/news-releases/news-release-details/genfit-reports-full-year-2025-financial-results-and-provides
https://ir.genfit.com/news-releases/news-release-details/genfit-reports-full-year-2025-financial-results-and-provides
https://ir.genfit.com/news-releases/news-release-details/genfit-reports-full-year-2025-financial-results-and-provides
https://ir.genfit.com/news-releases/news-release-details/genfit-reports-full-year-2025-financial-results-and-provides

Pipeline

AT . G1090N/NTZA3 EEHRNIyy o) Potential initiation of Phase 2 POCC targeted 2H26
Continuum
CCA [ \\RETX Bl Phase 1b on going (dose escalation) Potential initiation of Phase 2 targeted 2H26

SRT-0154 FIHP Go/No-Go Decision 1H26

ACLF CLM-0223 — Further explorations of NLRP3 inhibition

Continuum®

VS-02-HE Potential initiation of FIHP targeted 2H27

EViv6 | Exploratory efficacy studies > Research Collaboration with EVerZom® Decision point mid 2027

VS-01-HAC (UCDB/0A) — Further explorations of developability

SIPSEN IQIRYO

novation for patient care elafibranor e

% Lt SO NEIENITIEL I ELASCOPE, first and only global Phase 3 launched in Feb 26 by IPSEN

! : : : NASHnext® Reimbursement - Labcorp
(\\IEW Non-invasive diagnostic technology Explore IVDE partnerships (NIS2+)

The diagnostic franchise also includes the TS-01 prototype, which targets blood ammonia levels
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Targeting Untapped Markets with High Potential

[ 294,000 in 2021, us, eusa, uk | ~300,000 by 2036 ] [ ~$4BN for grade 1-2 ACLF in US, EU4, UK by 2030 ]

[ 20,000 to 30,000 for us, Eus, ux ] [ ~$3.1Bn for us, Eus, uk ]
[ 2,000 to 3,000 for us, Eus, uk ] [ ~%$1.1Bn for us, Eus, uk ]
[ ~385,000 for Global ] [ ~$1.5Bn for Global 2L by 2030 ]
PSC First and only global Phase 3 trial initiated by IPSEN | No approved therapies | Substantial untapped market opportunity (~PBC 2L size)

MASH Therapeutics ) ~ Diagnostics
Diagnostics ~$1Bn first year commercialization (blockbuster) Millions of patients to identify and monitor
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1. Who we are

2.1qirvo® in PBC & PSC

3. MASH Diagnostics
4. Our lead clinical-stage assets in ACLF & CCA
5. Other research programs in ACLF & UCD/0OA

EEEEEEEEEEEEEEEEEEEEE



Solid Commercial Performance from Ipsen

lgirvo® sales (global, quarterly) since commercial launch’

IQIRYO

€283,4M -------m-mm oo oo elafibranor®re

First full year net sales
€184M

€204,6M === == == = e e e e oo

4Q25 1Q26

Cumulative milestone
payments received?

€105.5M

Cumulative royalties
received3

€24.5M

| Sep'25: Withdrawal of OCALIVA® July 30, 2026
, ___forPBC(USMarket)® IPSEN 1H26 results
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PSC: Ongoing Phase 3 Launched by Ipsen

Click here for details on this trial ’ Evaluating elafibranor in PSC

(Ipsen’s 2025 Full-Year Results)

Primary endpoint: efficacy & safety of elafibranor (120mg) vs placebo based on time to first
occurrence of clinical outcomes events

!n. F.eb.ruary 2026.' Ipsen confirmed the + Secondary endpoints: change from baseline in ALP, pruritus (WI-NRS) and fatigue (FACIT),
initiation of the first and only global Phase 3 alongside other exploratory endpoints

clinical trial, addressing a significant unmet

medical need, as no approved therapies .
. . . Elafibranor (120mg) OD
currently exist for this severe and progressive (10wooks) (n=175)

disease. Screening period = —— Randomization 1:1 »  Safety follow-up
PSC represents a substantial untapped
market opportunity, comparable in size to N -

‘ o approved treatments
second line PBC. ~40k patients in the U.S.

Transplant rates — 50% at 10 years
Should Igirvo® ultimately receive regulatory
approval for this indication, GENFIT would be i ot outi Dot Primary S
eligible for additional milestone payments as re it LA LU Endpoint(s) ratue
o, - . . . w PI b

We” as addltlonal dOUble dlglt royaltles' ELASCOPE PSC 350 agf ° Event-Free Survival Not yet recruiting!

Phase Ill
NCT07387549

Igirvo
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2. 1girvo® in PBC & PSC

3. MASH Diagnostics

4. Our lead clinical-stage assets in ACLF & CCA
5. Other research programs in ACLF & UCD/0OA
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MASH: Non-invasive diagnostic technology

GENFIT Reports Full-Year 2025 Financial
S NEEERE Results and Provides Corporate Update

April 2, 2026

In metabolic dysfunction-associated steatohepatitis (MASH), GENFIT's diagnostic technology targets a very large and rapidly expanding
market, supported by accelerating therapeutic development and deepening engagement from major industry players. In this context,
our non-invasive technology is recognized as a critical component of this evolving ecosystem. We believe that the potential royalties

deriving from our technology could be very significant. Key catalysts will be reimbursement status and industry partnerships, with
multiple initiatives currently underway to drive broader deployment.

The MASH therapeutics market accelerated in 2025, with near-blockbuster performance (~US$1 billion in sales) achieved by the first
approved therapy in its first year of commercialization, increasing the need for large-scale, non-invasive diagnostic, further reinforced
by the entry of an additional major therapeutic player in August. Against this backdrop, pricing for NASHnext®—developed by Labcorp
as a Laboratory Development Test (LDT) under license from GENFIT and based on GENFIT's proprietary non-invasive diagnostic
technology for identifying at-risk patients in MASH (formerly NASH)—, was established by U.S. Medicare and Medicaid at the end of
2025. This represents an important step toward reimbursement.

2026 Outlook Building on the therapeutic market momentum observed in 2025, and the expected evolution of the competitive landscape with the
entry of additional large pharmaceutical players, the MASH diagnostics market is expected to further develop in 2026. Addressing this
opportunity at scale will require reliable and scalable solutions to support patient identification, treatment decision-making and
longitudinal monitoring across care pathways. In this context, GENFIT's technology is already referenced in international clinical guidance
as the only fully blood-based approach for identifying at-risk MASH patients, recognized by the LITMUS and NIMBLE consortia and
supported by a robust body of scientific literature. Looking ahead, further progress in 2026 will depend on a combination of factors,
including reimbursement and payer adoption, demand generated through broad pharmaceutical programs, and advances toward an

% IVD-labeled version to support wider clinical use. 12
EENFIT
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Acute-on-Chronic Liver Failure (ACLF)

Life-threatening worsening of pre-existing advanced chronic liver
disease covering a broad spectrum of conditions across a disease

continuum including acute decompensation (AD) of liver cirrhosis
and hepatic encephalopathy (HE)

G1090N/NTZ | SRT-015 | CLM-022 | VS-02-HE | EViv’

Cholangiocarcinoma (CCA)
GNS561

1. Who we are
2. 1girvo® in PBC & PSC

3. MASH Diagnostics
4. 0ur lead clinical-stage assets in ACLF & CCA
5. Other research programs in ACLF & UCD/OA

2 GENIFIT 1. Research Collaboration wih EVerZom - PR
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ACLF: A High Unmet Medical Need

CHRONIC PHASE ACUTE PHASE

o . . . Acute

= UNDERLYING CONDITION = PRECIPITANT =1 ORGAN DYSFUNCTIONS/FAILURES > NO APPROVED DRUGS

6d

23-74% mortality at 28 days
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Our approach in ACLF Continuum: Targeting Multiple Pathways
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ACLF Continuum: R&D Programs

We are developing a diversified pipeline based on pathophysiology
to better address the complexities of the condition and improve treatment outcomes

o o o o

i Research Collaboration
Oral I

with EVerZom?!

G1090N/NTZ SRT-015 CLM-022 VS-02-HE
Oral Injectable
Anti-inflammatory ASK1 NLRP3 inflammasome _Urease Exosome
and anti-bacterial inhibitor inhibitor inhibitor Technology
To reduce cell death, (systemic) To inhibit apoptosis, To inhibit inflammation To reduce hyperammonemia, Novel abbroach to
inflammation, and bacterial inflammation (liver-centric), (systemic), and cell death stabilize blood ammonia and PP .
- - . . regenerative therapies
translocation and fibrosis (pyroptosis) prevent HE

Potential initiation of Phase 2 First-in-human Go/No-Go Further explorations of Potential initiation of First-in- Decision point mid 2027
Proof-of-Concept targeted 2H26 Decision 1H26 NLRP3 inhibition human targeted 2H27 P

Find details on these preclinical programs in section 4 - Other programs - slide 24

a GENEFIT - Reflects management’s anticipated times, which are subject to change 16
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Our Lead Asset in ACLF: G1090N/NTZ

A Strong Scientific Rationale

Findings to date:

G1090N/NTZ v Decreases systemic inflammation in animal models, including in ACLF models

Protects liver, kidney & brain in rat models of ACLF by decreasing tissue damage

Protects mice from mortality in a model of sepsis induced by gut leakage (AASLD 2024 poster)
Prevents cell death via anti-apoptotic and anti- necroptotic effects (EASL 2024 poster)
Reduces PAMPs-induced inflammation (AASLD 2024 poster)

Anti-inflammatory

v
v
v
v

NTZ ALLEVIATES STRESS-INDUCED HEPATOCYTE CELL DEATH THROUGH MODULATION OF
OXIDATIVE STRESS AND DNA DAMAGE SIGNALING PATHWAYS IN ACLF MODELS
=an 2 Legry

LS OF ACUTE-ON-CHRONIC LIVER FAILURE (ACLF) WHEN ADMINISTERED POST-ACLF TRIGGER

Hum?, Yanexza Legry

POST-CHALLENGE TZ ADMINISTRATION EFFECTIVELY NTZ ADMINISTRATION POST-LPS MITIGATES SYSTEMIC
'BLUNTS CYTOKINE RELEASE BY HUMAN POMCS INFLAMMATION AND IMPROVES LIVER FUNCTION.

RESULTS

il R e LA kg Lt bt o) e

et . Ot ot

METHODS & STATI!

endoronemia miction, Iowered systomic nflammation in fats

» TZ blunts the apoptotic response in hepatocytes » TZ lowers pro-inflammatory cytokine secretion post-LPS challenge in PBMCs
» NTZ counteracts the dysregulation of pathways involved in immune response, metabolism and » In a rat model of ACLF, a single dose of NTZ administered after LPS administration reduces systemic
oxidative stress in the liver of ACLF rats, in relation with its in vitro protective activity in hepatocytes inflammation and restores hepatic and renal functions

» » Combined with its anti-bacterial properties, all these findings further support the development of NTZ as a new therapeutic approach for ACLF ¢ <

% G1090N: an investigational drug
GENFIT

ToOwARDS BETTER MEDICIME

17



G1090N/NTZ: Phase 1 Study Design CT.gov #: NCT07110441

A Phase 1 open-label study to assess pharmacokinetics, safety, and tolerability
G1090N/NTZ of G1090N in healthy subjects

Anti-inflammatory

Cohort4 (n=13)

Part1 Part2
Single Dose SRCAssestment 7-day Multiple Dosing

G1030N, 1200 mg 1200 mg single to multiple dosing G1090N, 1200 mg

A&/ Key inclusion criteria f sroassessment SRC Assessment
ki e, e Investigational drug G1090N is
R Healthy Volunteers a promising therapy in ACLF
) N Cohort 3 (n=13) due to:
* Normal liver and renal TOTAL Part 1 Part2
function ~ G.’J'!..‘.?.."S::‘ s;?c Assessmfnt : 7»d(a;ol;|o‘l:p;(:):‘slng . major metabolite
= — 900 snuraloghs fo maltiple dskoy Aidebi tizaxozanide targets major
52 ,SROAssessment PO s scs- T pathoph.ysmloglcal pathways
900 mg single dose multiple dose relevantin decompensated
PTS liver cirrhosis and ACLF
° . ° Cohort2 (n=13)

© Key exclusion criteria Part1 I Part2 - shows impact on systemic

i PP oo oo and tissue inflammation, cell
+ Significant medical history t death, apoptosis

or recent illness IO Lo O
mg single dose
Cohort 1 (n=13)
Single Dose
G1090N, 300 mg
n = number of subjects: PK = pharmacokinetic(s): SRC = Safety Review Committee.
* Primary endpoint: Secondary endpoints:
Pharmacokinetic parameters following single Safety and tolerability following single and multiple ascending dose

and multiple ascending dose administration administration

18
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G1090N/NTZ's Potential Recently Confirmed in the Clinic

G1090N/NTZ

} BETTER METL

_GEI\IFIT !

Anti-inflammatory

PRESS RELEASE -

I

January© 2925 GENFIT: Favorable Phase 1 Safety Profile and Strong Anti-

The safety profile observed in Phase 1 Inflammatory Activity for ACLF Lead Asset G1090N

and the consistent biological activity
evidenced in ex vivo assays represent

a meaningful step in development. These = Phase 1 results confirm investigational drug-candidate G1090N has a favorable safety and
findings position GT090N as a promising tolerability profile, supporting further clinical evaluation
candidate for patients with AD and for patients .

. / ! 1] : Compelling anti-inflammatory activity of G1090N was evidenced through functional ex
with ACLF, a life-threatening condition with no . - " " y
. L vivo assays on blood samples from study participants and cirrhotic donors, showing
approved therapies and significant unmet o )
medical need. We are eager to see more patient inhibition of pro-inflammatory pathway

data as the program moves forward, to confirm * Findings provide a solid foundation for advancing G1090N into Phase 2 proof-of-concept

G1090N’s safety and strengthen the case for its studies across the ACLF continuum
activity in patients with organ failure

Dr. Jacqueline O’Leary March 9, 2026
MD at the UT Southwestern Medical GENFIT Receives FDA Orphan Drug Designation for NTZ for the

Center, Dallas, TX (USA) treatment of ACLF

\ ' ' / = NTZis being advanced in ACLF through its G1090N reformulation, designed to unlock

its clinical potential for patients facing this life-threatening condition
% GENFIT
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Acute-On-Chronic Liver Failure (ACLF)
G1090N/NTZ | SRT-015 | CLM-022 | VS-02-HE | EViv

Cholangiocarcinoma (CCA)
Malignancy of bile ducts. Without treatment <20% of patients

survive 5 years from diagnosis’. KRAS mutation is not addressed
by current treatments.

GNS561

1. Who we are

2. 1girvo® in PBC & PSC

3. MASH Diagnostics

4. 0ur lead clinical-stage assets in ACLF & CCA
5. Other research programs in ACLF & UCD/OA

2 GENIFIT 1-Lamarca et al. 2021
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CCA with KRAS Mutation: A High Unmet Medical Need

Rare and aggressive liver malignancy ~30% of patients with CCA harbor KRAS mutations*
that develops in the bile ducts

one of the most common genes that might be mutated or amplified resulting in

the overactivation of some of these pathways?
 As the cancer grows, it can block the bile ducts

and lead to damage to the liver and other organs » associate with shorter survival®
- Without treatment <20% of patients survive 5 + KRAS mutation is not addressed by current treatments = unmet needs remain
years from diagnosis’ very high for these patients

Mass-forming Periductal-infiltrating

Unmet needs

« Surgery = primary treatment of CCA but only
30% of patients present with resectable tumors?

— Intrahepatic

 First line and second line therapy = survival is CCA
limited? —
+ Rapid progression of the tumor until the
patient’s death = 10-12 months on current SoC3 Intraductal-growing
| Extrahepatic
CCA

21
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Rationale for Combining Anticancer Therapies and investigational drug

GNS561, an Autophagy Inhibitor

GNS561 4 . <)
PPT1 inhibitor in #1 Anticancer Therapies

combination with
a MEK inhibitor Oral

4 #2 GNS561 A
(Autophagy inhibitor)

Chemotherapeutic agents

MAP Kinase pathway targeted therapies

By entering the lysosomes and

Immune checkpoint inhibitors inhibiting PPT1, GNS561 acts to
(anti-PD-1/PD-L1) block late-stage autophagy, which
\_ J can lead to tumor cell death

Autophagy: tumor cell
survival mechanism

A Cancer cell survival

Cancer cell survival

Tumor growth
Tumor growth A &

A Resistance to treatment

‘ Enabling simultaneous targeting of tumor growth and adaptive mechanisms of cancer cells

22




GNS561
PPT1 inhibitor in
combination with

a MEK inhibitor Oral

& Key inclusion criteria

« Patients with KRAS mutated
CCA who have failed 1st line
treatment therapy

© Key exclusion criteria

» Prior MEK or autophagy
inhibitor treatment

* Uncontrolled significant
iliness

* Active HBV/HCV
* Hypersensitivity to quinoline
derivatives / study drugs

GNS561: Phase 1b/2a Study Design CT.gov #: NCT05874414

A Phase 1b/2a open-label, multicenter study to evaluate safety, pharmacokinetics (PK), pharmacodynamics
(PD) and efficacy of GNS561 in combination with trametinib in advanced KRAS mutated CCA after failure of
standard-of-care first line therapy

Ongomg e — PHASE 2a POC
recruitment Dose finding Sinﬁlzesarm

—_—

Cohort4a Cohort4
GNS561200mgqd 5/7d +T 1.0mg qd GNS561200mgqd + T 2.0mg qd Simon 2-stage
A
Cohort3a Cohort3
GNS561150mgqd 5/7d +T 1.0mg qd GNS561 150mg qd + T 2.0mg qd
A A
TOTAL Cohort 2a Cohort2 Interim
— GNS561100mgqd 5/7d +T 1.0mg qd GNS561100mgqd + T 2.0mg qd Stage 1 Analysis
At —| RP2DC -——-
74 N= 208
Cohort 1 (start)
PTS GNS56150mg qd + T 2.0mg qd
A 4
Cohort-1
GNS56150mgqd + T 1.5mg qd
Cohort-2
GNS56150mgqd + T 1.0mg qd

¢ —

STOP

* Primary endpoint: Secondary endpoints:
Efficacy - objective response rate Efficacy - progression free survival ; Pharmacokinetics ; Pharmacodynamics ; Safety and tolerability
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Phase 1b: Highly Encouraging Early Data

GNS561
PPT1 inhibitor in
combination with

a MEK inhibitor Oral

PRESS RELEASE -

BETTER |

~

Advance.d KRAS—mutated . December 10, 2025
cholangiocarcinoma remains 504 s gy = 2
a formidable clinical challenge, GENFIT: GNS561 Shows Promising Antitumor Activity in
and the emerging activity seen in this initial ? i
study is encouraging. Because MEK Combination Thera Py

inhibition alone has historically shown
limited efficacy in this setting, the early

signs of benefit with dual targeting of = Highly encouraging early data from the ongoing Phase 1b study evaluating investigational
autophqu and MAPK signaling provide drug GNS561 with a MEK inhibitor (MEKi) in KRAS mutated cholangiocarcinoma (CCA),
meaningful rationale for continued positioning this novel combination as a potential new therapeutic approach for difficult-to-

evaluation of this combination strategy Seat AR

Dr. Mark Yarchoan - No dose limiting toxicity reached to date, enabling recruitment of a third patient cohort
Associate Professor of Oncology at John - GNS561 and MEKi combination demonstrated disease stabilization in all evaluable
Hopkins Medicine (Baltimore, MD, USA) patients with evidence of tumor shrinkage in a subset of patients, warranting further

Principal investigator of the program ’ sy
investigation

- Recommended Phase 2 doses expected for 1H26

& .l “
mENIFI
w R s B MEL :



https://ir.genfit.com/news-releases/news-release-details/genfit-gns561-shows-promising-antitumor-activity-combination

Moving Forward

U U + Phase 1b dose escalation will continue as planned to confirm activity signal
D +  1H26 - Completion expected results will be used to establish recommended Phase 2 combination doses
* 2H26 - targeted Phase 2 initiation

Beyond CCA: a potential to explore the benefit of autophagy inhibition in other cancers

The number of publications implicating autophagy Rationale to expand GNS561 program into Gl/liver tumors where:
in cancer treatment resistance has increased by v Autophagy plays a key role in resistance
~10% each year over the past 10 years'?2 v GNS561 has shown to accumulate the most

v There is a high incidence of MAPK alternations

ﬁ/gm v There is potential to combine with SoC (ICl, small molecules)

Pancreatic ductal .
~450 Hepatocellular MSS colorectal . Gastro-pancreatic
O carcinoma (HCC) @ cancer (CRC) (G~ adenocarcinoma %@7 NET (GEP-NET)
(PDACQ)
2016 2025 ~450,000 patients (in US, EU4+UK, and JP/CN )’

Beyond MEKi: a potential to explore combinations with other anticancer agents

Anti-PD-1 | RAFi | Other

Ex: Evidence already exists in HCC for GNS561 in combination with anti-PD-1 in a mouse model?

25
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Acute-on-Chronic Liver Failure (ACLF)

Life-threatening worsening of pre-existing advanced chronic liver
disease covering a broad spectrum of conditions across a disease

continuum including acute decompensation (AD) of liver cirrhosis
and hepatic encephalopathy (HE)

G1090N/NTZ | SRT-015 | CLM-022 | VS-02-HE | EViv'

Urea Cycle Disorders (UCD) & Organic Acidemias (OA)
VS-01-HAC

1. Who we are

2. 1girvo® in PBC & PSC

3. MASH Diagnostics

4. Our lead clinical-stage assets in ACLF & CCA

5. 0ther research programs in ACLF & UCD/OA

2 GENIFIT
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SRT-015

Findings to date:
v Decreases systemic inflammation in animal models, including in an ACLF model
v Protects mice from mortality in a model of sepsis induced by gut leakage
v Demonstrates efficacy when injected in mice with acute liver failure (AASLD24 poster)
v Shows anti-inflammatory and immuno-modulatory activities on human immune cells

SRT-015
ASK1
inhibitor Injectable

EFFICACY OF THE APOPTOSIS-SIGNAL-REGULATING KINASE 1 (ASK1) INHIBITOR
a SRT-015 IN IN VIVO AND IN VITRO PATHOGEN-ASSOCIATED MOLECULAR PATTERNS
- CENEEIT (PAMPS)-INDUCED DISEASE MODELS

EASL

AASLD ASK1 INHIBITOR SRT-015 REDUCES SYSTEMIC INFLAMMATION WHILE PROMOTING IMMUNE HOST
aGE"‘f'T

DEFENSE MECHANISMS IN PRECLINICAL IN VITRO AND IN VIVO MODELS RELATED TO ACLF

BACKGROUND & RESULTS
A

SRTA015 REDUCES LPS-INDUCED
PRODUCTION FROM i

CONCLUSION

the antibacterial function of neutrophils

» SRT-015 dose-dependently inhibits TNF-q, IL-6 and IL-1f secretion in response to TLR2,
TLR4 and TLR5 activation in human whole blood assay

» Improves survival in septic mice, one potential mechanism being through the regulation
of innate immune response

» Improves the antibacterial function of neutrophils
» Decreases systemic inflammation in a preclinical model of ACLF

P » These data support the development of investigational drug SRT-015 for the treatment of advanced liver disease and ACLF 4 <

(=, P Next Step: First-in-human Go/No-Go Decision 1H26 27

ToOwARDS BETTER MEDICIME




CLM-022

Findings to date:
CLM-022 v Protects the liver in pre-clinical ALF models

NLRP3 v Protects mice from mortality induced by gut leakage-induced sepsis
inflammasome v Dose-dependently inhibits IL-1B secretion (AASLD 2024 poster)
inhibitor v Shows potent inhibition of priming and activation steps of NLRP3 inflammasome

CLM-022°, A DUAL INHIBITOR OF PRIMING AND ACTIVATION STEPS OF NLRP3
NE A S oM S AlE O EN A R E AT ENTIE G R COTRIAR IR RGNIG EFFICACY OF CLM-022%, AN INHIBITOR OF THE NLRP3 INFLAMMASOME, IN IN VIVO AND IN

INFLAMMATORY LATE-STAGE LIVER DISEASES VITRO PATHOGEN-ASSOCIATED MOLECULAR PATTERNS (PAMPs)-INDUCED DISEASE MODELS

£l Khat andra Caron', Maryse Malysiak’, Valérie Daix', Simen Debaecker', Manon Clarisse’, Dean Hum', Bart Staels?, Sakina Sayah Jeann

METHODS'
s

on gt Archary Rovac Fere Brrabon. oo Besens ceT A o Abetract #1981 peesented st EASL Intamations Lves Congress™ 2075 1 710

» CLM-022 inhibits NLRP3 inflammasome priming of LPS-induced human PBMCs

. 20

o Sk Mt Mo e Ficran e e GEREY .5, o he ok cumgono oruaion: GENEHT 5.4 ey chamsedes Cefceam o o i g s ot

o r . 0 0
» Inhibition of IL-13 production and pyroptosis by CLM-022 is lost in NLRP3-KO macrophages > Improves survival 1 a mouse model of CLP-induced SEPsIS (40% vs 15% at day 7) -

» Oral CLM-022 provides hepatic protection in a model of acute liver injury in mice > Reduces the secretion of key pro-mﬂgmmatory cytokines n humaniwhole bIooq assays at 5|m|I§r
> IV CLM-022 decreases cytokines levels and improves hepatic parameters in a rat endotoxemia model nanomolar IC50 values when administered either concomitantly with or following LPS stimulation

P » These data support investigational drug CLM-022 as a potential treatment for inflammatory acute late-stage liver diseases 4 ¢

Next Step: Further explorations of NLRP3 inhibition

28
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VS-02-HE

About One of the most common complications of liver cirrhosis and ACLF
VS-02-HE Hepatic A central nervous system disorder representing a diverse spectrum of neurologic symptoms
= Encephalopathy Excess ammonia induces alteration of cell metabolism and can result in brain edema
Urease inhibitor (HE) = > 45% of patients with cirrhosis will experience at least one episode of HE'
HE is largely underdiagnosed and undertreated and is associated with poor quality of life

Hepatic

Encephalopathy Oral Findings to date:

v VS-02 lowers ammonia levels in an acute liver injury model

v VS-02 lowers ammonia & brain glutamine levels in a chronic liver disease model
v VS-02 demonstrates gut bacterial urease inhibitory activity

GUT BACTERIAL UREASE INHIBITION BY V5-02 AS A POTENTIAL TREATMENT TO REDUCE
HYPERAMMONEMIA AND PROTECT FROM HEPATIC PHALOPATHY (HE) IN CIRRHOSIS
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» VS-02 shows greater potency in the inhibition of gut bacterial urease activity as compared to other HAs
» Preclinical formulation of VS-02 enables targeted delivery in the cecum and minimized systemic exposure

Time (day)

P » These results support the development of VS-02 as a potential treatment of HE in patients with cirrhosis 4 4
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| Next Step: Potential First-in-human trial could be initiated in 2H27
é EENFIT
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Eviv: A Research Collaboration with EVerZom C\ERZ @\
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PRESS RELEASE -

GENFIT Enters Research Collaboration with EVerZom to Advance
Exosome-based Regenerative Technology in ACLF

e EVerZom's investigational drug candidate EViv, developed to treat ACLF, using its
proprietary exosome platform, represents a novel approach to regenerative
therapies

¢ Pending successful in vivo proof-of-concept results, GENFIT has an exclusive option
to take a license to drive EViv into clinical development

¢ Under this research collaboration, EVerZom will contribute exosome expertise with
associated bioproduction platform, while GENFIT will spearhead preclinical

evaluation of EViv
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W ENFIT
w R s B 2 MEL :


https://ml-eu.globenewswire.com/Resource/Download/1cf361ed-99fd-4f9e-bdc3-589352ec33e6

Acute-On-Chronic Liver Failure (ACLF)
G1090N/NTZ | SRT-015 | CLM-022 | VS-02-HE | EViv

Urea Cycle Disorders (UCD) & Organic Acidemias (OA)

Ultra-rare disease: 1,900 HAC234 per year in children in US+EU4+UK.
High mortality (75% at 5 years?). Survivors often have severe brain

injuries. Neonatal RRT necessitates trained personnel, not available in
non-specialized hospital, highly invasive. Delays timely critical medical
care.

VS-01-HAC

1. Who we are

2. 1girvo® in PBC & PSC
3. MASH Diagnostics

4. Our lead clinical-stage assets in ACLF & CCA

5. 0ther research programs in ACLF & UCD/OA

2GENF.T 2.Maillot etal. (2007) | 3Batshawetal.(2015) |  *Nettesheim (2017)
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VS-01-HAC
Potential bridging
therapy or first-line
treatment

Peritoneal

VS-01-HAC in UCD/OA

Findings to date:
v Preclinical proof of concept:

« VS-01 achieved robust ammonia clearance, ranging from 6.0 + 2.8 mL/min on Day 1 to 9.5 + 3.8 mL/min on Day 10234

in minipigs
v Clinical proof of concept:

« Ammonia clearance in adult patients with decompensated cirrhosis was markedly higher than that reported for
conventional renal replacement therapy (RRT) modalities>

Optimal treatment setup
+ Allows treatment onset without delay even outside of specialized centers
+ Complementary to other therapeutical approaches

Promising data generated via ACLF program
+ Efficient ammonia removal

3 HOURS

¥ =ammonia

Regulatory

* Orphan drug & rare pediatric
disease designated (FDA)

+ Potentially eligible for FDA priority review voucher upon approval

Next Step: Further explorations of developability
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