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CYTOREON XXl is a biotechnology company focused on advancing next-generation
stem cell-based technologies for the treatment of inflammatory diseases and
associated pathological conditions.

Preclinical Studies and Evidence of Anti-inflammatory impact
from MSC Secretome

* Preclinical studies demonstrate that intranasally administered MSC-derived exosomes/extracellular vesicles can
THREE CATEGORIES OF ANALYSIS OF COMPOSITION OF reach multiple regions of the brain and exert significant anti-inflammatory effects®.

Compositional and Functional Characterization of Growth Factor
Cargo in MSC Secretome
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srowth and proliferation CYTOREON has conducted preclinical study (presented below) to test impact of Preserved Stem Cell Factors (SCFs),

containing exosomes and growth factors produced by MSCs on amyloid-beta protein accumulation in the brain.
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D'FFZECT:QTION (ﬂSSUE GROWTH\ 45 FACTORS  Accumulation of amyloid-beta (AB) is a key pathological hallmark of Alzheimer's disease.
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BMP-5 \_
e = f ) — '.
i s TISSUE REPAIR - 79 Duration : :
- IGF-1 S HGF 2 ™ \_ FACTORS //%/%/%/%/% Treatment Mouse freqj(ency Dosing Analysis
APOPTOSIS s MODTZLF‘_?ON 4 ~ v it v APPPS21 1 month 10ul/ 2 days after
X;EFGZ :ti I/SE%FG INFLAMMATION § QE; gf Qa))k transgenic 5times/ nostril é\st
MSCs IPSCs Exosomes and GF & Ul E—— (1=137) | week | yigum | applcation
b/\;bAPPPSZI Neuropathological t’;;zzzi?c o month tours | ZdEvSarter
Xeno-Free Manufacturing Capabilities and Commercial _ . examination =24 | weok | "™ | appication
Scale Ambient Temperature Stability of the Exosomes and Growth
%} Factors after Preservation by Vaporization RS [contre - s 30%
1Donor iy : o reduction
i 3 - in plaque
— S formation
...at +35°C for 95% Activity g 2 .
o s ] 3months (9.1 ng/ml) d
55 PCB Vials B0 __ \ _ : | N(LRS) = 44
...................... - G Current State 1 NSor 2337
>5M Patient 0 . p-value: 3E-5
16500 K/Igcl)fsosl\fagc?ir:/:;a:jﬁt(gSonor Treatments/Donor Foam-dried GFs stored at +25°C for 14 months....  then... @Control  OSCFs
Final Product Application of secretome slows Abeta amyloidosis
16,500 x 1.4 billion cells/Lot (28 Doses/Lot) = > Reduction in amyloid burden and neuroinflammation
AT asstonniistal s 98% Activity . : :
Foam-dried GFs stored at +25°C for 36 months > Preserved Stem Cell Factors can be used as a maintenance and prevention of neurological
Patient Dose > In-house GMP manufacturing (9.4 ng/ml) conditions
| ) > Unprecedented scalability with retained > Available in formulation specific for nasal applications (drops)
Patient Dose = ~ 50 Million Cells potency
> Single donor capable of providing millions of 100% Activity « . . .
clinical doses Foam-dried GFs stored at -80°C for 17 months (9.6 ng/ml) Human Clinical StUdy DGSlgn and End Points
S > Technological platform capable of scalability . . , . . .
462,000 to commercial demand Design: Phase 1/2a, multicenter, randomized, double-blind, placebo-controlled study evaluating repeated intranasal
Patients Treated/Donor administration of Exosomes and Factors in patients with mild symptomatic Alzheimer’s disease.
. . . Preservation by Vaporlzatlor.1 ’fechnology ellmlnates the need for cold Part A— Dose Escalation: Provisional doses of 10 » 30 » 100 mg SMDP, using a 3+3 design with sentinel dosing. The
CYTOREON's xeno-free manufacturing process produces MSCs with enhanced cellular storage and preserves activity of key proteins and factors th roughout primary objectives are to assess safety, identify DLTs, and determine the RP2D/RP2R.
bioenergetics, characterized by increased mitochondrial respiratory and glycolytic product shelf life Part B — Expansion: Approximately 30-40 patients, randomized 1:1 to the selected Exosomes and Factors
capacity, reduced senescence, and enhanced secretory activity compared with dose/regimen or placebo.
conventional FBS-expanded MSCs®. Primar ints: ility. includi -
op e . y Endpoints: Safety and tolerability, including TEAEs, SAEs, AESIs, DLTs, laboratory parameters, neurological and
Stabilized Exosomes and Growth Factors Enable Simple nasal safety assessments, and MRI findings.
izati Intranasal Delivery to the Brain
CharaCterlzatlon Of Exosomes PrOduced by MesenChymal Exploratory Efficacy Endpoints: CDR-SB as the principal clinical efficacy measure, supported by ADAS-Cog13, ADCS-
Stem Cells ADL/iADL, and MMSE/MoCA.
e Stem cell-derived exosomes have demonstrated significant anti-inflammatory and * Forintranasal delivery, stem cell-derived exosomes Biomarkers: p-tau217, AB42/40, GFAP, and NfL, with VEGF and other mechanistic biomarkers evaluated exploratorily.
immunomodulatory activity in preclinical studies'2. s [ Dot Nose o Bran ote offer several potential advantages over conventional _ , . . .
: . : : : : e : . : Imaging: Brain MRl and amyloid PET in a subset of subjects.
« MSC-derived exosomes can suppress pro-inflammatory signaling, including the NFkB systemic administration.
pathway, reduce production of inflammatory cytokines such as TNF-q, IL-1B, and IL-6, = * Their nanoscale size and natural biological membrane Follow-up: Up to 52 weeks.
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and promote polarization of macrophages from the pro-inflammatory M1 phenotype
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— Provides direct biodistribution evidence that intranasally administered MSC-sEVs rapidly reach multiple brain regions and may utilize perivascular pathways for CNS delivery.
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