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Forward looking statements

This information packet contains certain forward-looking statements within the meaning of Section 27A of the
Securities Act of 1933, and Section 21E of the Securities Exchange Act of 1934. For example, statements
regarding the Company's financial position, business strategy and other plans and objectives for future operations,
and assumptions and predictions about future activities, including the continuing development of proprietary
compounds, the planning, funding, coordination and potential results of clinical trials, the patent and legal costs to
protect and maintain the Company's intellectual property worldwide, and the Company’s ability to obtain and
maintain compliance with Nasdaq’s continued listing requirements, are all forward-looking statements. These
statements are generally accompanied by words such as "intend," anticipate," "believe," "estimate,"

"potential(ly)," "continue," "forecast," "predict," "plan," "may," "will," "could," "would," "should," "expect" or the
negative of such terms or other comparable terminology.

The Company believes that the assumptions and expectations reflected in such forward-looking statements are
reasonable, based on information available to it on the date hereof, but the Company cannot provide assurances
that these assumptions and expectations will prove to have been correct or that the Company will take any action
that the Company may presently be planning. However, these forward-looking statements are inherently subject
to known and unknown risks and uncertainties. Actual results or experience may differ materially from those
expected or anticipated in the forward-looking statements. Factors that could cause or contribute to such
differences include, but are not limited to, regulatory policies, available cash, research results, competition from
other similar businesses, and market and general economic factors. This discussion should be read in conjunction
with the Company’s filings with the United States Securities and Exchange Commission at www.sec.gov.

Readers are urged to read the risk factors set forth in the Company’s filings with the United States Securities and
Exchange Commission at https://www.sec.gov. The Company disclaims any intention or obligation to update or
revise any forward-looking statements, whether as a result of new information, future events or otherwise.
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Immunotherapy:
Great potential, m
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Our unique approach:
enhance existing therapies with PP2A inhibitors

Pre-Clinical Evidence: LB-100 is a first-in-class enhancer of immunotherapy

IMMUNOTHERAPY

Enhanced chemotherapy Enhanced immunotherapy
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) e Enhances T cell proliferation
e Stimulates cell cycle

. . e Increases release of cytokines
e [nhibits DNA repair

e Promotes production of neoantigens
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LB-100 is the first
PP2A-inhibitor with a
promising safety profile

LB-100 is a small molecule inhibitor
of the PP2A phosphatase, a critical
enzyme involved in multiple cellular
functions.

« Demonstrated safety in 2 phase 1 clinical trials
NCT01837667 and NCT03027388

« Documented anti-cancer activity in 25+
publications

« Convenient IV delivery and cost-effective
manufacturing

« Good Manufacturing Practice production in place
« FDA: Investigational New Drug (IND) status

« European Medicine Agency: Investigational
Medicinal Product Dossier approval Europe in

2022
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LB-100:
Lethal Activation ' LB-100
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LB-100:

Mechanism of action
in combination with
immunotherapy

LB-100 promotes the
production of nheoantigens
and cytokines and enhances
T cell proliferation.

This reinforces the systemic
immune response to cancer,
thus enhancing the

effectiveness of immunotherapy.
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PP2A inactivating mutations correlate with increased
survival in unselected cancers after immunotherapy

Overall Survival - Immunotherapy Overall Survival - Other therapy
(Samstein et al, Nature Genetics 2019, n=1,661) (Zehir et al, Nature Medicine 2017, n=7.564)
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PPP2R1A mutations portend improved
survival after cancerimmunotherapy
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Immune checkpoint blockade (ICB) therapy is effective against many cancers,
although resistance remains amajor issue and new strategies are needed to improve
clinical outcomes' . Here we studied ICB response in a cohort of patients with ovarian
clear cell carcinoma—a cancer type that poses considerable clinical challenges and
lacks effective therapies®®. We observed significantly prolonged overall survival
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A single gene mutation predicts response to immune
checkpoint blockade in ovarian clear cell carcinoma
Matheus Henrique Dias"? and René Bernards’

1 Division of Molecular Carcinogenesis, Oncode Institute, The Netherlands Cancer Institute, Amsterdam, The Netherlands
2 Princess Méxima Center for Pediatric Oncology, Utrecht, The Netherlands

There is a lack of genetic biomarkers for predicting response to immune
checkpoint blockade (ICB) therapy in cancer. The recent discovery that loss-
of-function mutations in the gene encoding the protein phosphatase 2A
(PP2A) scaffold protein PPP2R1A confer sensitivity to immune checkpoint
blockade in ovarian clear cell carcinoma, therefore represents a break-
through. Mechanistically, mutations in the PPP2RI A gene induce a strong
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The phosphatase inhibitor LB-100 creates
neoantigens in colon cancer cells through
perturbation of mRNA splicing

Matheus H Dias'®, Vladyslava Liudkovska ‘2, Jasmine Montenegro Navarro‘='3, Lisanne Giebel?,
Julien Champagne @23, Chrysa Papagianni =, Onno B Bleijerveld {24, Arno Velds 2%, Reuven Agami‘3,

René Bernards 2™ & Maciej Ciesla 2/2%

Abstract

Perturbation of protein phosphorylation represents an attractive
approach to cancer treatment. Besides kinase inhibitors, protein
phosphatase inhibitors have been shown to have anti-cancer activity.
A prime example is the small molecule LB-100, an inhibitor of protein
phosphatases 2A/5 (PP2A/PP5), enzymes that affect cellular phy-
siology. LB-100 has proven effective in pre-clinical models in com-

Bottini, 2023). Previous efforts have identified LB-100 as a dual
inhibitor of protein phosph 2A (PP2A) and 5 (PP5) (D’Arcy
et al, 2019). Both phosphatases have a reported function in cancer
(Kauko et al, 2020; Vervoort et al, 2021; Zhang et al, 2023), with
PP2A considered a tumor suppressor gene given its potential to
modulate various cancer-related signaling pathways and thereby
inhibiting tumor development (Arroyo and Hahn, 2005; Janssens
and Goris, 2001; Junttila et al, 2007). Drug development efforts
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Building a pipeline in multiple cancer indications

Pre-Clinical

Phase 1b

Phase 2

Phase 3

Status

Ovarian Clear Cell
+ Immunotherapy Cancer

Actively Recruiting at MD Anderson
And Northwestern. GSK sponsored, completed
enrollment 1b dose escalation.

Metastatic MSI
+ Immunotherapy Low Colon Cancer

Open at Netherlands Cancer Institute
Roche sponsored.

Advanced Soft
Tissue Sarcoma

+ Chemotherapy (ASTS)

Completed enrollment 1b dose escalation phase.
Full report end 2025
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LB-100
+ Immunotherapy

Ovariar
Cancer

NCT06065462
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Loss-of-function mutation
in PPP2A shows 67
months Median Survival
in Ovarian Clear Cell
Carcinomas Treated with
Immune Checkpoint
Inhibitors vs 9 months
for wild type

Dai et al Nature 2025
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Rationale

« Ovarian Clear Cell Cancer
(OCCC) with acquired
mutations reducing PP2A
activity are more sensitive
to immunotherapy

If LB-100 pharmacologic
inhibition of PP2A mimics
the effect of mutational
reduction in PP2A, LB-100
is expected to enhance
immunotherapy in OCCC
tumors that do not have
mutation
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~ &1«  MDAnderson
CoK anecer Center

Ovarian Clear Cell Cancer (OCCC)

A Phase 1b/2 collaborative clinical trial to assess effectiveness of

LB-100 combined with GSK’s PD-1-blocking monoclonal antibody,
dostarlimab,

Funded by GSK and sponsored by the University of Texas MD
Anderson Cancer Center, will be conducted at MD Anderson and
at Northwestern University’s Robert H. Lurie Comprehensive
Cancer Center.

Aim is to enroll a total of 21 patients, 6 patients safety intro;
patients will be treated up to 24 months or until disease
progression.

Status, first 18 patients enrolled, 2Md site open. Complete
enrollment second half 2025.
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LB-100
+ Immunotherapy

ARR. .’
W 4 v ¥

v

1




| W

oy
Rationale NETHEEE%%%% ffj

LB-100 stimulates T-Cell Proliferation INSTITUTE ndi

LB-100 influences RNA splicing
through unbiased phosphoproteomics

Generates new antigens for immune Metastatic MSI Low Colon Cancer
stimulation (NCT06012734)

Generates an MSI phenotype in MSS
tumors

Validated LB-100 + PD-1 in synergy in 36 patients
multiple pre-clinical models
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The phosphatase inhibitor LB-100 creates
neoantigens in colon cancer cells through
perturbation of mRNA splicing

Matheus H Dias', Vladyslava Liudkovska ‘=26, Jasmine Montenegro Navarro >3, Lisanne Giebel®,
Julien Champagne 23, Chrysa Papagianni 2", Onno B Bleijerveld {4, Arno Velds (25, Reuven Agami (=3,
René Bernards '™ & Maciej Ciesla (52

First patient enrolled in Q4 2024

Nature Communications volume 12, Article number: 7297 (2021).Protein
phosphatase 2A inactivation induces microsatellite instability, neoantigen
production and immune response.

Abstract Bottini, 2023). Previous efforts have identified LB-100 as a dual
inhibitor of protein phosphatases 2A (PP2A) and 5 (PP5) (D’Arcy
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Advanc
Sarcoma

NCTO05809830
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Cas ElS
St u d y d es i g n @ GRUPO ESPAROL DE INVESTIGACION EN SARCOMAS

Rationale Phase 1 Trial in
Advanced Soft Tissue Sarcoma (ASTS)
(NCT05809830)

Phase 1: To define the safety of combining LB-100 with
doxorubicin.

Multi-center study in collaboration with Grupo Espanol de
Investigacion en Sarcomas (GEIS) (PI: Javier Martin Broto
MD, Madrid)

Expected completion of first phase Q4 2025
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Expanding Horizons in Oncology

Key Preclinical Studies of

Investigators Tumor Type Treatment

Colorectal
Dias cancer, + WEE1 or
(2024) pancreatic CHK1
cancer
Colorectal,
Yen TNBC, )
(2021) Pancreatic + PD-1
Cancer
Maggio et al _ _
(2020) Glioblastoma  + PD-1
Esophageal
(Sé)gzgl) squamous cell + paclitaxel
carcinoma

Outcome

Combination of LB-100 with inhibitors of cellular stress, WEE1 and
CHK1 response modulators, was highly effective in killing cancer cells
in several pre-clinical cancer models.

Raises possibility that addition of LB-100 to immunotherapy may be a
simple way to convert ‘cold” into ‘hot’ tumors, increasing the
percentage of patients responsive to immunotherapy.

First preclinical investigation to show that adding LB-100 PP2A
inhibition enhances tumor immunotherapy.

Data raise the possibility that LB-100 may overcome resistance to
paclitaxel.
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Led by an experienced and committed team

Our team brings decades of collective expertise in clinical and drug development, ensuring

comprehensive knowledge and experience in advancing innovative therapies.
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Geordan Pursglove Bas van der Baan

Chair,CEO and President CSsO Peter Stazzone

CFO



Supported by world-class experts & partners

Collaborating with esteemed key opinion leaders and top-tier organizations amplifies our strengths

Scientific Advisory Committee

Prof. René Bernards

» Leader in the field of molecular carcinogenesis
» Extensive experience in cancer drug development
» International member, National Academy of Sciences, US

Yun Yen MD, PhD, FACP

» Distinguished cancer investigator
* Former Chairman Mol. Pharmacology City of Hope
« Former President of Taipei Medical University

Stephen Forman, MD

« International KOL in hematological cancers
» Professor of Hematology & Hematopoietic Cell
Transplantation City of Hope National Medical Center
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About LIXTE
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Clinical-stage Our innovative Our proprietary Conducting multiple
pharmaceutical approach enhances compound LB-100 clinical trials for solid
company developing the efficacy of acts as a safe and tumors, including
a new class of chemotherapies and potent inhibitor of Advanced Soft Tissue
cancer therapy immunotherapies, PP2A. Sarcoma Ovarian
called PP2A potentially providing Clear Cell Cancer and
inhibitors. new options for cancer Small Cell Lung
patients, ga : . Cancer.
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JOIN US

in our mission to bring
the first PP2A inhibitor
to cancer patients.

Get in Touch
info@lixte.com

JLIXTE

www.lixte.com
LIXTE Biotechnology Holdings, Inc.
680 E Colorado Blvd., Suite 180, Pasadena, CA 91101
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