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Eye degenerative « b

diseases Senescent RPE,
lens, and retinal cells

Pulmonary fibrosis « e
Senescent
pulmonary cells

Degenerative disc < P =

disease Senescent
NP and AF cells

Liver fibrosis ¢ — — — — — — — =
Senescent
liver cells

Osteoporosis < e

Senescent osteoblasts
and osteocytes

-

Osteoarthritis <« 9

Senescent
chondrocytes

Borghesan M, Trends Cell Biol, 2020
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Detrimental senescent cells offer multiple targets : Focus
on senescence associated to cancer treatment

N » Neurodegenerative

A
Senescent diseases

neurons and glial cells

- —————— » Cardiac fibrosis
Senescent

cardiomyocyte

cancer cells

» Metabolic disorders
Senescent

adipocytes
e T— » Kidney fibrosis
Senescent
kidney cells
\\\
S » Sarcopenia

Senescent satellite and
muscle stem cells

Senescence associated
—
~— Senescent to cancer treatment
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Focus on senescence associated
to cancer treatment

v" Senescent fibroblasts is our proof of concept for
the identification of potential targets

v' Senescence induction by chemotherapy and/or
radiotherapy in normal and cancer cells

4

A precise characterization of senescent
cells in associated to cancer treatment is
necessary to develop specific therapies




patient bad prognosis

v" Cancer therapies (chemo- and
radiotherapy) are great inducers of
senescence in cancer and normal cells

v" Pro-senescent response is associated
to advert biological effects

v Senescence associated to cancer
treatment impacts the general state of
patients: cardiac dysfunction, fatigue,
physical decline
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Cancer treatment induced senescence is a key driver of
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Oelf renewal

Stemness

T

Vascularisation Senescent cells

Tissue remodeling

CCL2
]

e
MDSC —

Immunosuppressive environment

Yang et al., Front. Cell Dev. Biol, 2021
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Strategy to eliminate senescent cells : “one-two punch STA 5KRQPG ITE.c's
cancer therapy” FRATED

SnC heterogeneity:

+ Biomarkers
* Dynamics
» Plasticity
- SASP
* SCAPs Senotherapeutics
’ Igrr‘:gra:/‘tsi.ssue (second punch) -
Tumor relapse, Schema of one-two punch therapy
metastasis and
'.. / resistance to 1. Classical cancer therapies treatment
Radiation Teamen: (chemotherapy,radiotherapy, targeted
Chemotherapy/ = * therapy) induce senescence
Targeted therapy!‘w' ‘} SASP \ Tr;erapg— t py)
first punch pp— Induceda acute- o .
i Wheetp ) i i and late-effects 2. Senotherapy to eliminate specifically
.. L [ Normal tissue senescent cells during cancer
Immune surveillance treatment and avoid relapse and
o i resistance
AFE .
o = ;‘
Normal cells Tumor cells ' *’& - Various SASP

Heterogeneous SnCs (both tumor and factors

normal tissue
Prasanna et al., INCI, 2021 )
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C
cells surface THERAPEUTICS

- Our approach to identify potential target on senescent STARKAGE _

Non senescent cells

. 5 Specific senescent
(t \) cell signature
Qﬁo kg
Ll Ll Q @ @5 @
S 7,
—
P e e e e e e R e R e R ) + - - -
Membrane Bioinformatic
labelling analysis
Therapy design Biomarker

Senescent cells
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- Pipeline of StarkAge Therapeutics — Senescence STARKAGE _
associated to cancer treatment

Indications Research Preclinical development | IND enabling

SaTX-1
(DPP4
antibody)

SaTX-2 Senescence
(patent associated
ongoing) to cancer
treatment

SaTX-3

(patent
ongoing)
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scientific advisory board

Jennifer Campbell
Dr. Thierry Mathieu Chief of Staff

Found -
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Dr. Benjamin Le Calve Ic:::m?:ch'?r::r:gg Officer
Chief Scientific Officer \
% Celyad LK
Oncology
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Collaboration between StarkAge Therapeutics team and
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Senescence experts

David Bernard, PhD Ana O’Loghlen, PhD Fabrizio d’Adda di

Cancer Research Center Blizard Institute of the Fagagna, PhD
of Lyon (CRCL) (France) Queen Mary University  |FOM in Milan and CNR in
of London (UK) Pavia (Italy)

Clinical experts

Vincent Cottin, MD Pascal Pfister, MD Eric Angevin, MD
Claude Bernard University Ex-Novartis and ex-Nicox Gustave Roussy institute,
in Lyon (France) Paris (France)
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StarkAge Therapeutics
Campus de I'Institut Pasteur Lille

1 Rue du Professeur Calmette
Contacts

France
www.StarkAgeT X.com

Dr. Thierry Mathieu, CEO

thierry.mathieu@starklabs.eu

Le Calvé Benjamin, CSO

benjamin.lecalve@StarkAgeTX.com

Disclaimer: This presentation may contain forward-looking statements. Such statements are
based on StarkAge Therapeutics' beliefs and expectations regarding future events. They are
subject to risks and uncertainties beyond the company’s control which could cause actual results,
performance, or achievements to be materially different from the expectations implied by such
forward-looking statements.
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