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DYING FROM CARDIOVASCULAR DISEASE (EU)

36% Cardiovascular

Disease

2 6% Cancer

deaths per year

DYING FROM
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8% Respiratory

e deaths per day
2 % Diabetes
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DNA:

We are all
different !

Although we share a large amount of our DNA, we all have differences in our genomes
On average, a person’s genome sequence is ~¥99.6% identical to a reference human genome sequence;
that person’s set of genomic variants accounts for the ~0.4% difference

Our DNA Could Change the Future of Health

Precision medicine focuses on identifying optimal care based on a unique personal profile and constitutes a world class shift in HealthCare

National Human Genome
Research Institute

IDNA

GENOMICS



Viral New Viral
DNA Gene DHNA

Vector is packaged
in vesicle

Vesicle breaks
releasing

Gene therapy using
an adenovirus vector

BREAKING
NEWS

WORLD'S FIRST MEDICINE THAT UTILIZES
CRISPR GENE-EDITING TECHNOLOGY

The United States Food and Drug Administration (FDA) has made a
groundbreaking decision by approving the world’s first medicine
that utilizes Crispr gene-editing technology for sickle cell disease

READ MORE www.biotecnika.org
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Industry evolution

Genetic Testing Market
Genetic Testing Market U.S. Genetic Testing Market B vEeE

Market forecast to grow at a CAGR of 10.7% Size, by Application, 2020 - 2030 (USD Million) GRAMD VIEW RESEARCH

USD 26.4 Billion

https://www.researchandmarkets.com/reports/5633295

0
USD 14.4 Billion 21.4%
5. M t CAGR,
2021 2027 2020 2021 2022 2023 2024 2025 2026 2027 2028 2029 2030
® Ancestry & Ethnicity Traits Screening Genetic Disease Carrier Status Source:
RESEARCH MARKETS Mew Baby Screening @ Health & Wellness - Predisposition/ Risk / Tendency andviewresearch.com

THE WORLD'S LARGEST MARKET RESEARCH STORE ot o i

DNA TESTS SOLD
90,000,000
. 75,000,000
Booming market 6000000
Health &Wellness- 45,000,000
Predisposition/Risk/Tendency is the fastest 30,000,000
growing segment 15000000 l | D NA
= o B - GENOMICS

2015 2016 2017 2018 2019 2020 2021



The company
Structure & i D NA
&

iDNA Laboratories: Medical company, Licensed Diagnostic Laboratory GENOMICS
iDNA Genomics: Commercial company

IDNA

LABORATORIES

Fully integrated company, from concept to product

Unique certified in vitro Diagnostics (IVD) DNA tests available
New DNA tests development expertise

Advanced Science

) ELEYATE
Combined Genetic & Epigenetics concepts é@ GREECE
Own algorithms \ e
Bioinformatics platform National Award for
Regulatory clearance = Entrepreneurship
CE IVD Status <
1SO 9001:2015, ISO 13485:2016, I1SO 27001:2013 2500
Competitive Pricing @ A LRQA S
CERTIFIED = =
Te a m m 150 9001-2015 E @ E
Successful track record & expertise, int’| know how XYR W

Opinion leaders on board




“Industry challenges & our solutions

We meet the needs

4 Key challenges Our solutions
1. New global regulatory requirements ‘ Regulatory clearance in EU
2. Privacy of data ‘ ISO 27001:2013 — Data Protection
3. “
4' “

* Phenotype is defined as any observable trait such as blood pressure, N D N A
body weight etc., that can be affected by lifestyle I

GENOMICS



 Our Products

Medical Genomics

* 322 million people suffer
from Depression

1. Pharmacogenetics - iDNA PGx CNS
DEPRESSION

2. Genetic Predisposition - iDNA Cardio Health * 523 million suffer from CVD

CARDIOVASCULAR DISEASES

cccccccc

3. Personalized Nutrigenetic Analysis - iDNA NutriGenetix

OBESITY

* 650 million people are obese

IDNA

GENOMICS

Kit




Our Products

Scientific Wellness Genomics

IDNA
am 47% of people are overwhelmed
-Vitamins & Minerals by conflicting advice on health &
-Nutrition wellness
-Exercise '
DNA test kit
M .
| .
DNA DNA DNA
Aiatpoorn Brrapive .
PO & |X\L/JOO'§OIXEI'C1 A9AnEn
DNA test kit o DNA test kit e
-—— - iDNA

GENOMICS



What is our process

From saliva DNA to personalized Health report

myEMR

4
o Your personal record of personalised health il
and wellness analyses

—
Kit Supply Kit Registration Saliva sample
*  Online *  On MyEMR platform by *  Tobesenttothe
serial number certified genetic lab free
*  Physical of logistics charge
. B2B: By Health
professionals *  Genotyping of the
sample by certified
. B2C: By End users scientists

sioL0GY

Bioinformatics

Al analysis

Geneticreport
development

‘BIOINFORMATICS

xxxxxxx

MyEMR platform

B2B: Personalized Reports
uploaded to Health
professionals’ profile

B2C: Personalized Report

uploaded to End Users’
profile

IDNA

GENOMICS



What is our process

From saliva DNA to personalized Health report

OO

Sampling
l T NCmUS
DNA
extraction
l <« NC_,
Replicate
PCR
PCR 1 <—|—> PCR 2
Ncmdex
CPCR
PCF’CR
Pcnllen
v 1 v
MiSeq sequencing*
Sequencing
peimer Read 1 Read 1 Ludﬂ
Adapter  Pad Pad  Adapter
PS- S——cv— - ——— > P
§ Target- Target- 5
spectic spectic g'
& Primer F primerR =
Read iS5
— Read 2 Sequencing
primer Read 2

Bioinformatics

OTU classification

Reference
database

Controls ]

Data filtering ]

Reagent contaminants

Remove OTUs
l abundant in NC

Cross-contaminations

Remove positive
results if sequence
numbers < T,

False index-pairing

Remove positive
results if sequence
numbers < T,

Validation

Keep results for
which both replicates
are positive

Negative Controls for dissection
NC,,.s: healthy laboratory mice

Negative Controls for extraction
NC,,. extraction without sample

Negative Controls for PCR
NCpcr: PCR mix with no DNA

Negative Controls for indexing
NC,, 5ex: index pairs not used for samples

Positive Controls for PCR
PCpcr: DNA of isolates of bacteria

Positive Controls for Indexing

PC,jien: DNA of bacteria unable to infect
rodents or to survive in the environment

Thresholds

Tec : corrects for cross-contamination

Tea:: corrects for false index-pairing

DNA

GENOMICS



[Header]
GSGT Version 2.0.4
Processing Date 9/7/2023 7:27 AM

Content A 20034606_A2.bpm
Num SNPs 730859
Total SNP 730859

Num Samples
Total Samples 92
File 1 of 92

[Data]

Sample ID RsID GC Score SNP Name SNP Index Sample Index Sample Name Sample Group SNP Aux Chr Position GT

Score  Cluster Sep SNP ILMN Strand Customer Strand Top Genomic Sequence Plus/Minus Strand Allelel - AB Allele2 - AB Allelel -

Top Allele2 - Top Allelel - Plus Allele2 - Plus Allelel - Forward Allele2 - Forward Allelel - Design Allele2 - Design
Theta R X Y X Raw Y Raw B Allele Freq Log R Ratio CNV Value CNV Confidence

WLee8951 rs577266494 ©.8339 1:183380393 1 1 WLee8951 (%] 1 102914837 ©.8123 ©.9535 [T/C] BOT
TOP - B B G G G G G G C C 0.974 0.816 0.032 9.783 327 1978
l.ee00 ©6.0721

WLee8951 rs577315876 ©.8355 1:186737318 2 1 WLee8951 (%] 1 106194696 ©.8133 ©.5527 [A/C] TOP
BOT - A B A C T G T G A C 0.416 0.491 0.278 9.213 1540 563
©.5330 -0.0192

WLee8951 rs755870517 ©.4783 1:109439680 3 1 WLOe8951 (%] 1 108897058 0.8776 1.0000 [A/G] TOP
TOP + A A A A A A A A A A 0.042 ©.6%99 0.647 ©.042 3160 142
0.0837 -0.1924

WLB8e8951 . ©.1810 1:110228436_CNV_GSTM1 4 1 WLBe8951 (%] 1 109685814 ©.5536 ©.3024 [A/G] TOP
BOT = B B G G C C C C G G 0.815 0.277 0.064 9.213 494 608
1.0000 ©.1866

WLee8951 . ©.2214 1:110228505_CNV_GSTM1 5 1 WLee8951 (%] 1 109685883 ©.5798 ©.2299 [A/C] TOP
TOP + A B A C A C A C A C 0.622 0.092 0.037 9.055 337 206
©.6634 -1.0783

WLee8951 . ©.4582 1:110228615_CNV_GSTM1 6 1 WLee8951 (%] 1 109685993 0.8614 ©.9994 [T/C] BOT
BOT + A A A A T T T T T T ©.073 0.426 ©.382 ©.044 2180 195
0.0260 -0.7740

WLeeg8951 rs1419817467 0.3448 1:110228695_CNV_GSTM1 7 1 WLe©e8951 0 1 199686073 0.7621 ©.5021
rr/rl Ak =) . (=] (=] r r ~ ~ ~ ~ ~ ~ o 701 o 170 o 020

Ln1, Col1 126,348,820 characters 100% Windows (CRLF) UTF-8



MpoilovTtikog ZXESLACUOC
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— 61_,5‘:,'5},_;6 H 1810k TNTN TIAATYPOpHa TEXVNTAG VONHOGUVNG, XPNOLUEVEL
199} WG BAoN yla To 0XESLACUO TOL TPOLOVTIKOL XAPTOPUAAKIOU

HAG KAl TWV TIAPEXOPEVWY UTINPECLWV.
Anotelei To unique selling proposition (USP) pag kat
\ Baciletal oe otaTIOTIKN avahvon kabwg Kat og artificial
Ayopd DNA Test & Eyypadr intelligence (Al), ywa TOv UTIOAOYLOPO OEIKTWYV TIOU

oxeTidovTal Ye TN YEVETLKN MPodLABEON EVOG ATOUOU.
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DECODE to Amgen for $415M
(2012)

23andMe to Genentech for $60M
(2015)

FinnGen to group of

pharmaceutical companies for
$75M (2017)

UK Biobank to Regeneron group of

pharmaceutical companies (2018)

23andMe to GSK for $300M (2018)

Genomic Medicine Ireland to WuXi

NextCODE for $400M (2018)

UK Biobank to group of
pharmaceutical companies for

$200M (2019)

300,000

3000

500,000

500,000

4,000,000

400,000

500,000

Genotype

Whole genome sequence

Genotype

Exome

Genotype

Whole genome sequence

Whole genome sequence

$1,383

$20,000

$150

$300

$75

$1000

$400

Company acquisition including
genotyped data + medical records.

Partnership including whole
genome sequence data + self
reported info from Parkinson’s
disease patients + ability to
recontact.

7 international pharmaceutical
companies funding a study to
analyse 500,000 Finnish biobank
blood samples. Genotype data +
medical records + ability to re-
contact.

Regeneron group of
pharmaceutical companies funding
a study to sequence the exomes of
500,000 UK Biobank participants.
Exome data + medical information
+ exclusive access period.

Ownership stake in 23andMe with
4 year exclusive access to
genotype + survey data.

Company acquisition including
whole genome sequence data +
medical records + ability to re-
contact.

4 international pharmaceutical
companies funding a study to
sequence the whole genomes of
500,000 UK Biobank participants.
Whole genome sequence data +
medical information + exclusive
access period.



‘ ‘ 34% of CNS drugs side effects are caused by gene - drug interactions and not by”
drug — drug interactions.

Ce€ iDNA PGx CNS Test

Pharmacogenetics of Central Nervous System Drugs

IDNA

GENOMICS



The problem

1/3 of patients with depression don’t respond to selected drug treatment

Cases of depressive disorder (millions),

by WHO Region

African Region

Eastern Mediterranean Region
European Region

Region of the Americas

! South-East Asia Region
Western Pacific Region

66.21

21%

85,67

27%

25.19
9%

322
million

40,27
12%

\
g

48.16
15%

Source: 2017 World Health Organization (WHO) Depression and Other Common Mental Disorders report

Depression is no 1 cause of Suicide
322 million people suffer from Depression

> 35% of them don’t respond even to the 2"
drug treatment

Doctors until today select an antidepressant by
“Trial and Error “

Besides the social burden, there is a huge
economic one for the Health Systems

IDNA

GENOMICS



The problem in Europe

€41 billion direct costs

€77 billion productivity losses

Lost Productivity 76 Outpatient care 22

Depression accounts for up to 50% of Pharmaceuticals 9

chronic sick leaves in the EU.

People with depression are less likely to be 50%
employed compared to the general population

for all EU countries. Even when at work people

with depression may not function to their full

abilities, and are estimated to be 6% less

productive than usual.

Hospitalisation 10

Depression is the primary risk factor associated with suicide
and suicidal ideation. An estimated 120,000 people take
their own lives every year in the WHO European Region, .
’ equivalent to 1.3% of all deathsin 2019 I D N A

GENOMICS




The solution

7NA PGx CNS is an in vitro diagnostic (IVD) medical device

Through a simple saliva genetic test, the
physician gets the genetic information
needed to select the most appropriate

bearing the CE mark

medication for each patient:

Faster remission of symptoms
Less side effects

Increased compliance

Higher efficacy

-Strong competitive advantage

* The only in Europe with CE mark
in vitro diagnostic medical device
* Under reimbursement in Greece
*  >3000 patients already
*  Pharmacogenetic analysis for 30 drugs

IDNA

GENOMICS



Gene-drug interactions

30 common CNS active substances

Antipsychotics Antidepressants Antiepileptics

13 genes, 24 SNPs
| Gene | SNP_|

ANKK1, DRD2 rs1800497
1512248560 Quetiapine Escitalopram Lamotrigine
CYP2C19 528399504 Risperidone Citalopram Topiramate
rs4244285
rs4986893 Olanzapine Venlafaxine Valproic acid
CYPICo rs1057910
. o Aripiprazole Sertraline Carbamazepine
rs1799853 Out of scientifically PP g
51065852 validated selected Paliperidone Fluoxetine Phenytoin
rs28371725 genes & SNPs,
Cpane rs35742686 PGx .analy5|s IS Haloperidol Mirtazapine
13892097 zrowded for 30 CNS
rugs i i
rs5030656 Amilsupride Duloxetine Diazepam
DRD2 rs1799978
DRD3 rs963468 Ziprasidone Clomipramine Clobazam
—_— rs1051740
i Donepezil
1$2234922 Fluvoxamine p
FKBP5 rs4713916 Amitriptyline Galantamine
GRIK1 rs2832407
HTR2C rs1414334 Vortioxetine
rs17782313
MC4R
rs489693
SCN1A rs3812718 Pharmacogenetic associations are regularly updated according to the latest scientific
UGT2B7 rs7668258

literature, pharmacogenetic databases, dosing recommendations, and drug labels

IDNA

LABORATORIES
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AnoteAéopata dappakoyovibiwpatikic Avakuang
AvtikataBAmTikd ®dppaka

Clinical Application

citalopram dulaxetine 5.8 |  amitriptyline

escitalopram fluaeetine A clomipramine
fuvoxamine . : ¢ =

mirtazapine Before: One-dose-fits-all approach m After: Personalised medicine (from genotype to phenotype)

paroxeting 3

gertraling

venlafaxine

vortioketine r . . . . . . . . . . . .

0 S K

OuadoToppoués 100 mg 200 mg 100 mg 25 mg

1. ZEHMOTE TN BOSAMCAD UL T SEAITWREHY ST S0kke Dby Xphong apyus Seoehoyle Kol ovnpoonsuibaTL.
CTIAUPNTES EVEpYLIES.

.0 enthiETe evakkoxTen) Bepancia

0, AmesplyTE TR (0N QUTRG TN EETyeples gapparus ELCTAOTE ovakbasTIHG @ijpaHn.




The evidence

Key findings in >3000 Greek patients

Patient satisfaction (Gkouvas et al. 2022 and Ntoumou et al. 2022):
96% of patients responded to their personalized treatment.
83% reported no serious side-effects.
90% reported a change in medication, including dosage adjustments or selection of alternative medication by their doctor.
87% reported fewer visits and communications with their doctor.
Cost-effectiveness (Chatziandreou & Panagiotou 2022):
PGx-guided therapy was associated with 0.712 Quality-Adjusted Life Years (QALYs), while Treatment as Usual (TAU) was
associated with 0.651 QALYs.
PGx was found to be highly cost-effective with an Incremental Cost-Effectiveness Ratio (ICER) of 55 €/QALY.
Over a 5-year period, suicides to be reduced by approximately 25%.
Gene-drug interactions (Panagiotou et al. 2023 and Bothos et a.l 2021):
PGx guidance towards dosage adjustment benefits 38% and 60% of patients with altered CYP2D6 and CYP2C19 metabolism
respectively, as well as 52% of patients with a reduced response phenotype related to FKBP5.
PGx guided therapy benefits over 70% of patients, where a moderate or significant gene-drug interaction was discovered.
Product Status
CEIVD
Under Reimbursement in MDD in Greece



. . o . . FENS «
The scientific publications DN I

A novel pharmacogenetic test supports drug selection for diseases of the Central Nervous System

DAPHAKOYEVETIKA AVAAUCN
®appaka KNZ

Background Methods ults

Pharmacogenetics  (PGx)  study For the development of the pharmacogenetic Re-suln reveal that the lrequ;m:\es for mast SNPs (Table 1) in the genotyped samples are
interaction between drugs and gene panel 24 SNPs on 13 genes were selected and consistent with European population frequencies. Morsover, 96.2% of the sub-group of
Variation. with the aim o improve and analyzed, employing @ bloinformatic platform  patients with MDD (no132) anewered poskively to the question «Response to treatment siter

3

personalize clinical management of health  which contains an in house PGx-CNS database, to  PGun (p<0.01] (FIg. 1). Interestingly, most of the patients (82.6%) didn't report severe side
disorders. Mere, we present o novel provide individualized  pharmacogenetic effects (Fig. 2), 80.5% of patients referred that it was necessary to change the previous
pharmacogenetic panel (IDMA PGx-CNS)  information about metabalism, response, efficacy lma(ment after PGx CNS test (Fig. 3) and 87.1% reported that they had less visits &
that provides. clinically useful information and adverse events related to 31 drugs. This s with the doctor after IDNA PGX-CNS test was conducted (<0.01) (Fig. 4).
to Psychiatrists for optimizing the selection  platform was used for the analysis of 2075 Thase results are Indicative of the significant potential of this PGx-CNS pal\el as an In vitro.
Biomedicine. Bioinformatics & Biotechnolo Forum: of the most sppropriste medication for patient-derived samples from a southeastern  diagnastic device ta enable personalized medicine, for neurological
’ gy . neurological disorders, such as Major European population, Subsequently, a sub-group
. . . . Cost- i Analysis i sided Jrug Resistant it Depressive isorder (MDD) and  of 132 patients, who recelved a diagnosis of MDD, Conclusion
Fostering Collaboration in Industry & Academia 4 Chataiandraau’, Nikciaos Panaglato, e ltaumon’ Schizophrenia. Moreover, we evaluated the  were. questioncd for their responge 10 received

utility of IDNA PGK-CNS In the support of medication, If there were any severe side effects, Overall, the results strongly suggest that the iDNA PGx-CNS test is a viluahhle

Theracel Afxanced Bistechasiagy, Kia, Gresce | pl rtnsmgunzl\thused clinical information to  Psychiatrists,

ch in their vie edicati d reduced
e e e o o - oonier i e e o Oy P Tl (i £

3 5y et ician » impl tation to lized medicine.
iDNA PGx CNS: Pharmacogenetics-Empowered Precision Medicine Improves o = physician afted [DNA PGx-CHS test use. o oo T
Treatment Outcomes in Major Depressive Disorder G i i b 4 sy S TR, Rt iy ] 21
Nikolgos Panagiotou’, Eleni Ntoumou, sleis Sagonas', Efie Salat’, Athanasios Fotis, Dimitris Roukas?, B Chatziandreout iD e g =

Kifizia, Greece | 7417 NINTS, vatry, Athens, Greece GENGMICY § g

rescage st [Plguie ey e Tresroer- il T, T g £
Introduction ELEVATE |
. R GREECE o .
Dyt . ot g gl vl S
i e o o e g 3. Was It necessary to change the g 4. Less vists & communications with the

by i ey o s S ey e TR T Fig 7 severs sida effects previous treatment after PGx? doctor after PG use
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et at. § Trans Med, 2021, 1501

5 Standard of care PGx-guided treatment Copyright © 2022
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Genetic Predisposition to Cardiovascular Diseases — N L
Polygenic Risk Score (PRS) % Y,
~ / ,/
L /’NY/
PRS is associated with the prospect of intervention, including prioritization of < _@;L‘/
preventive measures and presymptomatic testing, initiation and frequency of ”
testing, as well as lifestyle modification and clinical decision-making. . D N ﬁ
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The problem

No early detection of the risk

@ World Health
Organiza tion

noow omaren EUTOpE

Cardiovascular
diseases are the

N[e}

cause of death

GLOBALLY




The problem

Risk
underestimation

1©f

Healthy Regular
diet exercice

No smoking

Normal
weight

Maintaining Regular
normal blood monitoring
pressure
levels

Source: American Heart Association
https://www.heart.org/en/healthy-living/healthy-lifestyle/lifes-essential-8

of cholesterol

GPe

Regular

monitoring
of blood
glucose levels

Sufficient
sleep

Hpepopnvia yévvnong:

Kamaomxég suviifieiec:

Yo (cm):

Bépo (kg):

MO sBdopaduiog cwparikng doknong:
J— - -

MO npepriciac katavaiwang pepidwy (30yp.) and tpogua ohikrg dheong:

MO eBopadiai ahsang v (350ml):

Mo eBdopadaiag kavavalwong pepiduy (100yp.) papt:

Hpeprima kotavddwen alamod:

Euorohmr (peydhn) apmpaxr meon (mmHg):

Auaorolusr (pxp) apnpus mieon (mm/Hg):

DAPPAKEUTIXN TywyT) VI T pEiaon) TS apTNpaKs mEang:

Ohuci) xoAnotepahn (mg/dL):

PAPPAKEUTIKG TywyT| yia ) peiwon g xoAnotepding:

Edwxapo /yAursdn aiparog vroreiag (mm/dL):

appaksuT aywyr) yia T peiwon Tou sarxdpou:

EpwtnuatoAoylo: ©alvotumKa Xapaktnplotika

1961-12-09
AvBpag
w1y Keuwcioma

“Enoga T KAMACHa TEMOGOTERD
and 12 piveg T

190

82

Mérpea Aownon: 210 Aswra
“Evrovn Acwrpon: 0 Asrra
Arydrepa and 4,5 phutiina
AryGTeEpES amd 3 pepidieg
Aryérepa amé 3

2 rj mepuocdTEpES pEpifeg
KaravaMbve TEMoGITERD amd

143 kouTahdr: Tou yAukoo akdr
NUEPNGIG

IDNA
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The solution

(Lots of genes) \SAtILOI::e. : Geneti
. at is your Genetic
POIygenlc Predisposition?
RISk PRS: 82% relative to the population
Score

}82% - High Risk{

IDNA

GENOMICS

Individuals with low risk Individuals with intermediate risk Individuals with high risk



1. Coronary Artery Disease

The SOIUt|On 2. Cardiomyopathy — Dilated
3. Cardiomyopathy — Hypertrophic
The report provides PRS and PRS adjusted for 6 cardiovascular 4. Heart Failyre -
diseases. Next to PRS, PRS adjusted reflects the lifestyle impact S Arrhythmla - Atrial fibrillation
on disease occurrence 6. Ischemic stroke
Phenotype +  Polygenic Risk Score (PRS) = PRS adjusted

A. Polygenic Risk Score (PRS): 82%

DELAY/AVOID
— Cardio disease

50° percentile

* The only in vitro diagnostic (IVD) medical device with CE mark

* The only one that combines the phenotypic with the genetic

profile and comes up with the Adjusted PRS ° D N ﬁ

GENOMICS




The solution

IDNA

GEMCOMICS

5. IoXAIHIKO £YKEQPAAIKO £MEIGOO10

A. BaBpohoyia moAuyowidiakou pioxou (PRS): 93%

PRS

93% - auEnuéve plows

Aropn pr peuapévo plows Aropa pe tumed ploxo Aropa pe auknpivo ploxo

H Bafpoloyia PRS civan 93% emi tou nAnBucpol. Autd onpaivel 6Tt of kaBe 100 dropa, To skTipwpsvo
o cou PRS eival uypnhotepo and 93 dropa kal ifio | xapnAdtepo and Ta umohoma 7 aropa. Emopévesg,
To yEVETIKG cou umoBafpo o BEtel o= avEnpévo pioko eppdviong tng mafnong.

B. Npocappoopévn Babpohoyia moAvyovidiakou piokou (Adjusted PRS): 31%
MNa tov umohoyiopd tou Nposappoocpevou PRS (Adjusted PRS), cuvekmipdrm:

1. BaBpoioyia PRS: 93%
2. Bafpoloyia ekTipnone TpéXoucac kaTdoTaonS KapSayyeiakic uyeiog: BEATLOTH

e - s

To Nposappoopéve PRS (Adjusted PRS) sxmipdran 6m sivan 31%, dniadh pewspévo o oxéon pe v
BaBpohoyia PRS ko Bpiokstal o Tumkd emineda piowou oF GXECT PE To yevikd wAnBuopd. H tipnon
uUylEwv@mY cuvnBEWV KOl N Suppopipaon pe Tig odnyisg Tou yatpol cou, pmopel va cupBdhouv otn
BidmoTn kapdayyewakn vyela kal oty mpoinyn kapdayysiakay Talnsewy.

‘Eva enewoodio cupBaivel oTav GIOKONTETG! I} PEMIVETAI i MEPOXT GiPAToC OF PEROG TOU EYKEPAAOU, EpROFICoVTaL
LE QUTO TO¥ TPGT0 Tov EYKE@aling 1oT0 va mopsl ofuyove kol BpENTING ouoTaTinG. ATOTEAS! g EREyOUSa
IGTPNT KOTGOTACT TG OROIOE EYROIEN QVTETWRIOT Eval JETkg oRuasias.

(Mnyri: https:{ fwww.mayoclinic orgf diseases-conditions/ stroke/ symptoms-couses/ syc-20350113)
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Cost-Effectiveness Analysis of an Adjusted Polygenic Risk Score in
Cardlovascular Dlsease Preventlon in Greece

Evi Chatzi !, Nikolaos i i los?, Isidoros i %, Eleni 1, Effie Salata!,

Alexis Sagonas®, Athanaslos Fotis?, Foteini Maragkou‘

1iDNA Laboratories, Greece | Vianex S.A, Greece | *Laboratory of Hygiene & Epidemiology, School of Public Health, University of West Attica LABORATORIES

Introduction

Background: Cardiovascular diseases (CVDs) remain the leading cause of morbidity and
mortality globally. Vital for reducing the CVD burden is early identification of individuals at
high and very high risk and effective preventive interventions. The predictive accuracy of
existing risk predictors varles for a variety of reasons and may underestimate CVD risk. Recent
advancements in genomics have led to the development of Polygenic Risk Score (PRS) as a
promising tool for assessing genetic susceptibility to CVD. Combined with traditional clinical
risk prediction metrics, adjusted PRS could revolutionize CVD precision prevention through
screening, monitoring, and clinical management.

Aim: This study aimed to address the limitations of traditional clinical metrics known to
underestimate CVD risk for certain individuals with higher genetic susceptibility, by
developing a novel dynamic genetic tool, the Adjusted Polygenic Risk Score (Adj-PRS),
designed to non-invasively and routinely measure CVD risk in the population, incorporating
genetic, fifestyle, and phenotypic characteristics'™. Furthermore, we aimed to evaluate the
economic value of PRS examination through a cost-uf analysis and provide an initial
estimate of its potential benefit as a screening tool.

Results

CVD risk stratification was examined in a randomly selected non-symptomatic Greek
population (n=291), employing the Adj-PRS methodology to dynamically fine-tune risk
prediction based on Single Nucleotide Polymorphisms Identified a5 risk alleles, in
combination with age and current cardiovascular health status. Both for Coronary Artery
Disease (CAD) and Ischemic Stroke (IS) (Figure 2), Adj-PRS was significantly increased in
hypertensive individuals, in overweight and obese individuals, when salt consumption was
high (>1,500 mg/day), when exercise level was recorded as moderate (<150 mins/week) or
poor {0 mins/week), and in smokers. Interestingly, those who quit smoking within the last
vear had Improved their Ad)-PRS, reaching levels of significance in IS. Hence, Ad|-PRS can
reclassify underestimated individuals from a marginal intermediate clinical risk to high risk,
when in the presence of underlying genetic predisposition (i.e., high PRS).

A Em

4 / & /
Exercisa
Smoking status.
Figure 2: Adj-PRS for A. Coronary Artery Disease and B. Ischemic Stroke, with blood pressure,

body mass Index, salt consumption, level of exercise, and smoking status. n=291, *p<0.05,
**ps0.01, ***p<0.001, ****ps0.0001.

Methods

A novel genetic panel, [DNA Cardio Health, was developed to estimate PRS for CVDs. Buccal
swab samples were collected from 291 non-diagnosed individuals and the DNA genotyped
for PRS assessment. The Life’s Simple 7 (LS7) lifestyle and phenotypic characteristics scoring
tool was employed to calculate the Adj-PRS. The Adj-PRS was then cross compared between
individuals categorized by blood pressure, body mass index, amount of salt consumption,
exercise level, and smoking status. Furthermore, to evaluate the economic value of
integrating the Cardio Health genetic test, compared to current clinical practice alone, a cost-
effectiveness analysis was designed from a payer perspective. A Markov model was used to
project health care costs, health outcomes, and Quality-Adjusted Life-Years (QALYs) in a
cohort of 45-year-old individuals in Greece without a previous CVD diagnosis. We assumed an
annual cycle length with 4 health states (Figure 2) and a 20-year horizon. Clinical data,
including baseline patient characteristics, outcomes, and healthcare resource utilization,
were collected through a targeted literature review. Direct medical costs were obtained from
official national sources and Greek-specific publications, inflated to 2023 prices. Finally, a
one-way sensitivity analysis was performed to ensure the robustness of the model.

4 0

Figure 1: Markov model health states.

From the Greek health care system perspective, application of the Cardio genetic test
demonstrated improved patient outcomes and was assaciated with a higher overall cost
compared to standard care. Over the 20-year horizon, the Cardio Health genetic test resulted
in an incremental gain of 0.26 QALYs per patient at a cost of 2,105€. The incremental cost-
effectiveness ratio (ICER) was estimated at 8,079€ per QALY gained, indicating the cost-
effectiveness of the integration of Cardio Health over standard practice alone. Sensitivity
analysis confirmed the robustness of the results, with the ICER remaining cost-effective in the
majority of scenarios (Figure 3). The above results, if translated in a population level, could
significantly contribute to the overall improvement of population health and reduced
spending. In a 5-year horizon, an estimated 40,000 new CVD events (Coronary Artery Disease
and Ischemic Stroke) could potentially be avoided (Table 1), leading also to 17% fewer
deaths. The cost of those events correspond to more than 150 million € that could also be
avoided, indicating the need to consider and evaluate a targeted national screening program.

€ €200 €4000 €6000 €B000 €10000 €12000 €14000

= [
utility of event-free individual ]
Costs of CAD (annual) ]
Event-free to Death N |
Event-free to CAD || |

Figure 3: Tornado diagram for Deterministic Sensitivity Analysis.

Table 1: Total costs, QALYs, ICER, and S-year CVD events avoided with and without

implementation of Cardio Health in standard of care.

Tomicon  Toslos QAN aAt S CAD yearohe
Inremal aays Gained 1CER (QALY)

with pog events. events.
Cardio Heath Cardio Health Cardio heath Casdio health avoided avoided.
WITC MPEC M2 S5 0S¢ 0% SOMC g b2
Discussion

ItIs accepted that current clinical tools for CVD risk estimation may misclassify the risk, while
the Ad]-PRS can be employed to optimally reclassify individuals with marginal intermediate
risk to a high-isk category. Our novel methodology has the potential to revolutionize CVD
prevention, through Precision screening, monitoring, and downstream clinical management,
and enable personalized medicine approaches to prevent CVDs and significantly improve the
human healthspan, Furthermore, our analysis dictates a further study to carefully examine
the costs and benefits of a targeted national screening program.
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IDNA NutriGenetix

We are all different!
And this should apply to what we eat!
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The problem

No real tailor-made nutritional plan

OBESITY AND OVERWEIGHT INCREASING WORLDWIDE

e

Obesity and overweight
INCREASED
DEATHS CAUSED  27.5% IN ADULTS 14
by overweight  47.1% IN CHILDREN
AND OBESITY SINCE 1980 Percentage of

overweight or obese
children and adolescents
worldwide

e 1.9 billion people (37% of global population) are

37 0 overweight

Percentage of the Number of countries
world's adult population
that is overweight

or obese

succeeding in

e * 1 out of 5 children 5-19 y.o. are overweight

62 .

Percentage of the
world's obese living
in developing countries

650 million people are obese

Middle Eastern countries experiencing some
of the largest increases in obesity globally:
SAUDI ARABIA, BAHRAIN, EGYPT,

KUWAIT, AND PALESTINE

* Obesity is related to serious health problems i.e.,
THE US ACCOUNTS FOR 13% OF THE NUMBER OF OBESE PEOPLE Dia betes, Ca rdiova SCU Iar diseases,
GLOBALLY BUT JUST 5% OF THE WORLD'S POPULATION

musculoskeletal problems

OBESITY AND OVERWEIGHT CONTRIBUTE TO:

v B A ¢

* CARDIOVASCULAR DISEASE +DIABETES *CANCER « JOINT PAIN L >50% Of Obesity risk iS genetic

COUNTRIES THAT HAVE OBESITY PREVALENCE
7 OBESITY IN WOMEN WORLDWIDE, 2013

EXCEEDING 50% IN WOMEN:
TONGA, KUWAIT, KIRIBATI, THE FEDERATED STATES
OF MICRONESIA, LIBYA, QATAR, AND SAMOA

GLOBAL BREAKDOWN OF OBESITY AND OVERWEIGHT, 2013

e Current nutritional plans & diets are not based
-« on genetic profile but rather only on phenotype
o , & lifestyle characteristics
32% Prevalence (%)

m0-5 m1015 2030 w4050 L ]
m510 31520 £330-40 Wm50-100 I

GENOMICS

Based on findings published in The Lancetin 2014, Leam more at www.healthdata.org/gbd & HME YAV UNIVERSITY of WASHINGTON



Association between
Nutritional status nutritional habits and

LA assessment pgenetic dietary

The solution

Mutrigenetic Hutrigenetic analysis-

Hutritional status nutritional status

Typical o

The report provides personalized advises and dietery protrs )
plan combining both phenotype and genetics s | e
Saturated fats . .

omegs 6/ omes3 ®

O

Tres s

Precision Nutrition

Phenotype & lifestyle + Nutrigenetics

. Age, sex, BMI Genetic analysis for
. Medical history + specific genetic

*  Weight goal polymorphisms in 27
. Dietary habits nutritional categories

* The only in vitro diagnostic (IVD) nutrigenetic with CE mark

* The only one that combines the phenotypic with the genetic
profile and comes up with tailor made nutritional plan

IDNA

GENOMICS



IDNA 3in 1

Personalized Nutrition, Vitamins & Exercise
Genetic Analysis

cccccccc

3in1

-Vitamins & Minerals
-Nutrition

-Exercise

DNA test kit

-

IDNA
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The solution

-Nutrition
-Exercise

DNA test kit
The ‘one-size-fits-all’ approach in nutrition and exercise does not suit everyone. -

The iDNA 3 in 1 DNA Test includes the genetic information needed to personalize our dietary and sports choices. This offers a deeper
understanding of the individual nutrition, vitamins, minerals and exercise needs to achieve optimal health and athletic performance.
The iDNA 3 in 1 DNA test offers personalized genetic analysis in 37 categories related to Nutrition, Exercise, Vitamins & Minerals.

The categories

Weight Management Cardiovascular Health
Our genes dictate the optimal diet for Cardiovascular health is highly dependent
weight loss and long-term weight on both our genetic makeup and
management. environmental factors, such as nutrition.

Detoxification Capacity & Antioxidant Needs
The detoxification process, which is carried out
by the liver and kidneys, may be reduced due to
our genes.

Vitamins &
Minerals

Vitamin absorption

Through personalized genetic analysis we will find out
what is the recommended vitamin intake for us.

Athletic Profile
We will be informed in which sports we are
genetically predisposed and in which we can
achieve maximum performance.

Injury predisposition

Knowing our genetic predisposition will help us choose
the right training regimen to avoid injuries.

)

Food sensitivity
Food sensitivity refers mainly to the reduced ability to
process or digest certain food components. We will learn if
we can process compounds such as caffeine,
lactose and gluten, satisfactorily.

Mineral metabolism
Our genes influence the way we absorb minerals. By
receiving this information, we will be able to prevent
potential deficiencies.

IDNA

GENOMICS



Veracyte

Oncology genetics

IDNA to launch the Whole portfolio of innovative genetic tests

Lab analysis

Sales promotion & demand generation

Agreement signed

Prosigna, for Breast Ca, will be the first launch in 2024

Reimbursement file under adaptation for Greece to be submitted in April 2024

10

Bladder Cancer

\

Breast Cancer

Using prognostic information to inform next
steps in patient care

LEARN MORE >

Improving ILD diagnosis and confidence in
treatment decisions

LEARN MORE >

Revealing cancer molecular subtype to
inform treatment decisions

LEARN MORE >

IDNA

GENOMICS

Lung Cancer

Providing answers at every step of the
patient journey

LEARN MORE >


https://www.veracyte.com/diagnostics/lung-cancer
https://www.veracyte.com/diagnostics/interstitial-lung-diseases
https://www.veracyte.com/diagnostics/bladder-cancer
https://www.veracyte.com/diagnostics/breast-cancer

What is the pathway

Two phases of operational excellence

Become a
dominant

player

Strong COMMERCIALIZATION
o unl °© Salesgeneration

INNOVATION &DEVELOPMENT Advantage * iDNA PGx CNS : Depression
* Operational build up * iDNA Cardio : CVD

* Unique DNA tests * iDNA NutriGenetix : Obesity
* Bionformatics Platform e Sales expansion

e Certifications UK, Germany +

* Regulatory clearance * New product development

* Proof of sales evidence
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HTA Stress Test Analogue

\ Research

Strategy

, Market
Advice from
HTA Bodies Access
Strategy
Target
Population

Studies

Treatment Pattern Reimbursement

Label Scenarios

Price Prediction
\' Sales Forecast

Competitor and Pipeline
Analysis
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70 Sales Reps will call 10.000 physicians




The Opportunity in Greece

Medical Genomics

187.000.000 €

159.000.000 €

55555555

270.000.000 €

Kit

> 600.000.000 €

IDNA

GENOMICS



~ Next Steps

Developingin Greece &
Preparing for international

2024

Launch of CVD Predisposition
test & Nutritional guide as CE
IVD Certified Tests

PGx CNS Reimbursed

First international
Launches

2025

Sales growth in Greece

Secure country entrance and
strategy with the respective
partners

* UK, Germany, MEA

Research & Preparation for US
entry
* Nasdag Stock exchange

2026

Growth &
development

Sales growth

Secure country entrance and
strategy with the respective
partners

* Rest of EU

* USA

Preparation for
* New brands
* New markets

2027+




The cost to bring an IVD

into the market

Development and Manufacturing Costs |Low end (US Delars)| High end (US Dolars)
Technology acquisition and protection 0.6 4
Q5R and FDA compliance 1 3
GMP manufacturing 0.5 5
Platform development (buy in or make) 3 20
RED (based on 1-3 years of FTEs at 200kfyr loaded 3 8
spend)
Climbcal utility trials retrospective versus 1 10
prospactive
Admin and financing 3 5
Subtotal costs to lunch 121 b5
Sales and Marketing Costs (US market only)
Direct sales team (assuming required for 3 years) 3 12
Health technology assessment and payer - "
negotiations
Clinical education (guidélings — KOL endorsement 3 ag
multi-stakeholder education)

Marketing (launch meetings, representative detail

- - F 10
aids, online marketing)
Subtotal costs to drive adoption ] 51
Total costs to commercialize 04 M 106.0 M

zimmerpeacocktech.com



https://www.zimmerpeacocktech.com/2020/06/24/the-cost-to-bring-a-medical-diagnostic-onto-the-market/
https://www.zimmerpeacocktech.com/2020/06/24/the-cost-to-bring-a-medical-diagnostic-onto-the-market/
https://www.zimmerpeacocktech.com/2020/06/24/the-cost-to-bring-a-medical-diagnostic-onto-the-market/
https://www.zimmerpeacocktech.com/2020/06/24/the-cost-to-bring-a-medical-diagnostic-onto-the-market/

iDNA : Financials

2020 2021 2022
TOTALNTS 160.989 1.410.856 | 1.523.352
COGS 21.101 333.783 477.386
OTHER COSTS 11.430 17.674 46.252
TOTAL COGS 32.531 351.457 523.638
% COGS 20,2% 24,9% 34,4%
TOTAL GP 128.457 | 1.059.399 | 999.714
% GP 79,8% 75,1% 65,6%
TOTAL OVERHEAD 339.638 860.972 530.634
A&P 371.652 312.968 85.435
OPERATIONAL EXPENSES 543.924 322.942 288.387
IT SUPPORT SERVICES 268.044 229.790
R&D

TOTAL OPEX 1.255.214 | 1764.925 | 1.134.246
% OPEX 779,7% 125,1% 74,5%
OPERATIONAL PROFIT -1.126.757 | -705.527 | -134.532
% OP -699,9% -50,0% -8,8%
FINANCIAL EXPENSES 7.915 56.660 48.243
DEPRECIATION

EBITA -1.134.672 | -762.186 | -182.774
% EBITA -704,8% -54,0% -12,0% GENOMICS






http://www.idnagenomics.com/
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