NeuroDeGene® 2.0: EXPANDED GENETIC PANEL FOR IMPROVED
PROGNOSIS AND EARLY-DETECTION OF NEURODEGENERATIVE

DISEASES
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1. Int

0 Neurodegenerative diseases
(NDs) are multifactorial.
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Major challenges

+ Limited scalable, accessible tools for
eadrly-stage and preclinical diognosis

« Current strategies include invasive
(e.g. CSF sampling) and/or expensive
(e.g. neuroimaging PET-scan)
techniques
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2. The Neur

O NeuroDeGene®is a DNA-targeted
sequencing kit developed in
collaboration with Celemics

« Use machine learning approaches to
improve prognostic value

« Predictdisease risk and response to
drugs from multiple genetic variants

oDeGene® panel

Cloud-based Collect DNA

reporting & f

3. NeuroDeGene®: Variant selection and key features

ClinVar

O Genetic variants collected from 15 533 variants distributed across
Clinvar, GWAS, PGS catalogs and 19 NDs and mapped to 5219 genes
manually curated
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4. Efficient capture sequencing and genotyping

J NeuroDeGene® was tested in the
ADDIA cohort (NCT03030586)

5. NeuroDeGene® genetic risk prediction

O Univariate analysis confirms the APOE
locus as the strongest genetic risk
factor for AD
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a ML -based AD vs HC classification using NeuroDeGene® captures a substantial
proportion of the genetic signal (~75%), consistent with published estimates of
AD heritability (~60-80%)
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Model Accuracy Sensitivity  Specificity
NDG2 with APOE + PRS 0.748 [0.64-0.79] 0.656 0.859
NDG2 with APOE 0.753 [0.64-0.78] 0.668 0.856
NDG2 without APOE 0.686 [0.60-0.71] 0.596 0.793

NDG2 with APOE + PRS (AUC = 0.79 £ 0.02)
NDG2 with APOE (AUC = 0.77 + 0.01)
NDG2 without APOE (AUC = 0.74 = 0.02)

> Beyond APOE: NeuroDeGene® captures
the wider genetic architecture of AD

02 04 06 08
False Positive Rate (FPR)

0 ML models improve differential diagnosis of AD vs DLB, achieving promising
accuracy, supporting NeuroDeGene® potential in differential diagnosis and
clinical decision-making

0 Detection of Single Nucleotide
Polymorphisms (SNPs) and
Insertions/Deletions (INDELs)
associated with NDs @@
0 Use of state-of-the-art sequencing Data Target DNA

centric enrichment

testing

technology, bioinformatics analysis

pipelines and machine learning, to
develop predictive models for early
diagnosis and stratification of NDs for
personalized medicine

Sequencing

O NeuroDeGene® includes genetic variants associated with 19 neurodegenerative

disorders
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Healthy brain size
£ = Shrunken brain with
L Alzheimer disease Amyotrophic Lateral
Sclerosis (ALS)
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Frontotemporal
dementia (FTD)

Spinal muscu lar

Vascular dementia
atrophy (SMA)

Cerebral Small Vessel
Disease (csvb)

Limbic-predominant
age-related TDP-43

g Nasu-Hakola Disease,
encephalopathy (LATE)

Creutzfeldt-Jakob (PLOSL)

r
Dementia (SVD) disease (cJp)

Alzheimer's disease
(AD)

Dementia with Lewy

bodies (DLB) is (MS)

Multi-infarct dementia Multiple scleros

(MID)
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Targeted panel sequenci

« Up to thousands of
genes/variants

« High coverage and depth

« Low cost
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0 NeuroDeGene® provides higher coverage

around sharp capture peaks compared to

WGS
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1 NeuroDeGene® provides
higher median coverage
for selected variants
compared to WGS
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O NeuroDeGene® delivers

a lower error rate (~1%)
compared to WGS
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= Model Balanced Accuracy Sensitivity  Specificity
o
E 08 NDG2 with APOE 0.70 [0.57-0.87] 0.67 0.72
3 NDG2 without APOE  0.69 [0.53-0.82] 0.65 0.73
0.6 1
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o APOE 0.65 [0.46-0.76] 0.68 0.62
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2 NDG2 with APOE (AUC = 0.76 + 0,07 » Beyond clinical overlap: NeuroDeGene®
NDG2 without APOE (AUC = 0.76 + 0.07)
0.0 W woemuc-oszoos , distinguishes AD from other dementias
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6. Conclusions

« NeuroDeGene® supports early genetic risk stratification and shows

strong potential for differential diagnosis across NDs

 Validation in AD demonstrates robust performance for diagnosis,

prognosis, and patient stratification, supporting its translati
potential

ondadl

 Preliminary results indicate high potential for differential diagnosis

between AD and other dementias, but broader validation is
required

We are actively seeking access to well-characterized NAD
cohorts to expand and validate NeuroDeGene® for multi-

disease differential diagnosis

/If you want to test NeuroDeGene® for your \

clinical and academic studies, please visit us at

K booth F#849 or get in touch with us at g%ﬁ/

Learn more
about us!
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