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Glioma and glioblastoma are the most common malighant
brain tumors and are diagnosed across age groups

Incidence: 28,000 new adult and pediatric cases
per year in the United States
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The 2024 FDA approval of vorasidenib for glioma treatment added
the first new drug in several decades

2005 2024
1975-1980 1999 ) emoradiation Vorasidenib for grade I
- New untreated IDH-mutant glioma
Radiation standard of care
ted chemotherapy ™ - iched
accepted as temozolomide Present

1970s standard
First promising  treatment
hemotherapy

~20% of glioma patients
are vorasidenib-eligible

In 2021, Servier TX purchased vorasidenib from Agios Pharmaceuticals in a deal worth ~$2B



Diffuse spreading of glioma cells across the brain

Blood-brain barrier (BBB)
penetration necessary to
reach all glioma cells




Transcytosis receptors enable penetration of the blood-brain
barrier

Blood-brain barrier (BBB)
penetration necessary to
reach all glioma cells
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Optyon’s Goal: Develop a bispecific, BBB-permeable antibody-
drug conjugate (ADC) for treatment of all gliomas

Blood-brain barrier (BBB)
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Competitive analysis of glioma antibody-drug conjugate

landscape
“omany | sy | saws
Sﬁ,‘f}:ﬁ@ B2E5-ADC (targeting EVA1) Preclinical
CRUSSBRIQ?E} Dual-payload ADC platform targeting TROP2 Preclinical
AMGEN AMG 595 targeting EGFRuvIII Inactive after Phase | trial (2019)
aobbvie ABBV-221 targeting EGFR Inactive after Phase | trial (2021)
obbvie ABT-414 targeting EGFR Inactive a;tr‘?;::ﬂ?tt'r‘l’ael '(EEZEE)LANCE'1

How are we different:

1.
2.

3.

Newly discovered glioma antigen

Bispecific antibody using newly discovered BBB
receptor to increase BBB penetration

Improved payload and linker combination .



Data-driven rational design of a bispecific ADC targeting
glioma

Q |dentify glioma-specific antigens and blood-brain barrier receptors via

v

machine learning on patient-derived datasets

Analysis of >250 |dentify glioma- Use orthogonal
glioma patient specific datasets to
derived snRNAseq differentially predict cell surface
datasets expressed genes protein expression

Filter lineage-

specific and highly
proliferative genes




Data-driven rational design of a bispecific ADC targeting
glioma
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Data-driven rational design of a bispecific ADC targeting
glioma
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9 |dentify glioma-specific antigens and blood-brain barrier receptors via “
machine learning on patient-derived datasets
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Validated targets using state-of-the-art model systems and patient-
Q- derived specimens “
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Next step: antibody development, validation, in vivo testing
/
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Timeline and Milestones

MILESTONE 1

Human antibody development
$150K

* High-affinity antibodies for glioma-specific
antigens

+ High-affinity antibodies that enable BBB
transcytosis

-

)

MILESTONE 2

Final antibody candidate selection
$50K

* |dentification of glioma-specific antibody
candidate with highest internalization
capability

* Selecting antibody with optimal transcytosis

capacity
-

)

MILESTONE 3

In vivotesting of bispecific ADC
$100K

* Proof-of-concept demonstration of ADC
efficacy

* Preclinical evaluation of safety and toxicity

.

)

Antibody development by CRO
Antibody selection

Payload conjugation

In vivo testing

PIND meeting
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