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Rare Diseases are not rare

At the level of the
individual disease There are over
affect fewer than Severe

1 in 2’000 8,000 muItisystC:vri?hdisorders

rare diseases a range of phenotypes

L 1
individuals identified?3

LEURORDIS, depends on population

2Haendel et al. Nat Rev Drug Discov https://doi.org/10.1038/d41573-019-00180-y (2020)
3Schuy et al. Trends in Genetics https://doi.org/10.1016/].tig.2022.06.003 (2022)

4Nguengang Wakap et al. EurJ Hum Genet https://doi.org/10.1038/s41431-019-050870 (2020)
SEditorial Lancet Neurol. 21, 203 (2022)
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Clinical pathways are still long and cumbersome

Clinical Clinical
Assessment L PCR
v/ Llong v Exome Short-read
WS
Flank PCR FISH
v/ v CMA
~60%
of cases
4 Southern N Karyotype remain unresolved
Blot
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Genetic testing is multi-faceted

Structural Varia

-
Codiong Repeat
Coding SNV's & Indels Variants Expansions

So 50% of the patients remain without a diagnosis
with the legacy methods

SNVs & Indels

Chromosomal Microarray (CMA)

10-20%

Diagnostic yield in
rare disease testing

© 2026 Oxford Nanopore Technologies plc. All rights reserved.

Whole Genome Sequencing
(short read)

25-40% 30-50%

Diagnostic yield in Diagnostic yield in
rare disease testing rare disease testing

Whole Exome Sequencing

Oxford Nanopore Technologies products are RUO. Products labelled/branded as Oxford Nanopore Diagnostics

may be RUO or may be regulated as in-vitro diagnostic devices in some jurisdictions. Cu rrent estlmates
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Genetic testing is multi-faceted

Coding SNVs & Indels: Copy number
variation:

5 0_60% 15-20% Methylation?

Contribution of
each variant class to diagnostic

yield in
rare diseases*

Non-Coding Structural Repeat Mito DNA
Variants: Variants: Expansions: Variants:

5-15% 5-10% 5-10% 1-5%

* Diagnosticyield is highly dependent
on tested population, so this is a
generalization

Imprinting
Disorders: 1-2%

© 2026 Oxford Nanopore Technologies plc. All rights reserved. Cu rrent eStlmates
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A new generation of single molecule sensing

Multiomics analysis platform:

* Genomics

* Epigenetics

* Transcriptomics,
* Epitranscriptomics

Proteomics in development,
other molecular sensing possible

Validated technology:

>20,000  Fubications

Sustainable growth company:

"’2 8 % 5YR revenue CAGR

Established global footprint Strong, growing team Established, scaled manufacturing
Allnumbers areat 31 December 2025 unless stated otherwise. 2025 numbers are >125 countries served >1,300Em ployees ready to meet demand
unaudited, preliminary numbers and subject to change. (>400 comm ercial) for next 5 yea rs

© 2026 Oxford Nanopore Technologies plc. All rights reserved.
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Genomics 3.0 — the future is here

Three eras. Two Paradigm shifts. One real-time future | Genomics 2.0 is the past | Genomics 3.0 is the future | The future is now
Genomics 1.0 Paradigm Genomics 2.0 Paradigm Genomics 3.0 - 2026- Real-time genomics begins
Proved sequencing shift 01 Scaled sequencing but shift 02 Any read. Anywhere. Any
was possible From remained incomplete From part of the genome
possible batch to
Sanger sequencing: toscalable Short read sequencing (NGS v1): real-time Oxford Nanopore sequencing:
% Developedin JLII]_F Solex technology developedin Developed in Oxford, UK
Cambridge, UK Cambridge, UK. Scaled globally following

Illumina acquisition (2007)

Enabled large-scale
1977 @ 2006 discovery and cost reduction: @

Builtthe data, the tools Enables real-time, data-rich inputs
and the ecosystem for Al-driven clinical decision making And beyon d

Shifts genomics from batch discovery to
real-time clinical decision making :

*  Proved sequencing was possible Cuts genome into short pieces @ Oxford Nanopore sequencing — any @ Real-time sequencing and

read, any part of the genome analysis — no batching
* Low throughout No methylation. No multiomics

) _ ) @ Reads entire genome including Adaptive sampling (digital panels)
Requires batching and wet lab enrichment repetitive and complex and read what matters

medically challenging regions

©

* Read length ~800-1,000bp

* The foundation of genomics Incomplete view of the genome (complex
and medically challenging regions missed) Native methylation detection

(epigenetic signals)

Eliminates wet lab enrichment —
faster, simpler, scalable

CUCRCINEY

Slower time to answers (weeks)

<

Higher diagnostic yield and faster
True multiomic from time to answer (hours)

All major breakthrough originated in the UK: the same sample

Sanger (Cambridge) | Solexa (Cambridge) | Oxford nanopore (Oxford)

© O ©

Lower total cost of ownership

© 2026 Oxford Nanopore Technologies plc. All rights reserved.
Oxford Nanopore Technologies products are RUO. Products labelled/branded as Oxford Nanopore Diagnostics
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Oxford Nanopore has innovated a sensing platform

From DNA/RNA analysis today, towards proteins in the future

1. Nanopore sensing Run Conditions (Salt, fuel, software)

2. Flow cells (MinION, PromethION)

Membrane
Basecaller

3. Devices

Each flow cell contains an array of nanopores

MinION

512 channels

Prometh|ON

2,675 channels

Distributed
sequencers

Benchtop
sequencers

© 2025 Oxford Nanopore Technologies plc. All rights reserved.
Oxford Nanopore Technologies products are not intended for use for health assessment or to
diagnose, treat, mitigate, cure, or prevent any disease or condition.

High throughput
sequencers
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Unlocking unique value through Oxford Nanopore sequencing

Richer data

Advanced DNA methylation
5mC, 5hmC, 6mA, 4mC all context

Basic DNA methylation ) RNA modifications
5mCin CpG contexts

© ©

SNVs

O] ©

SVs
CNVs, tandem repeats

©

Genome
mappability

©

m6A, inosine, m5C, W, 20Me-A/C/G/U

Methylation phasing

Variant phasing

©

Genome
assembly

©

Flexible & fast

/@7 Accessible & affordable

Supporting faster diagnosis and better patient outcomes

© 2026 Oxford Nanopore Technologies plc. All rights reserved.
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Richer insights: from “black and white to colour”

The gold standard

01 in methylation
Short to ultra long

02 reads

03 Novel direct

RNA capability

© 2026 Oxford Nanopore Technologies plc. All rights reserved.

Advanced DNA methylation
5mC, 5hmC, 6mA, 4mC all context

Basic DNA methylation @ RNA modifications
5mCin CpG contexts m6A, inosine, m5C, ¥, 2’0OMe-A/C/G/U

© ©

SNVs

©

Methylation phasing

9,

NS

CNVs, tandem repeats

©

Variant phasing

©

Genome
mappability

©

Genome
assembly

©

Oxford Nanopore Technologies products are RUO. Products labelled/branded as Oxford Nanopore Diagnostics
may be RUO or may be regulated as in-vitro diagnostic devices in some jurisdictions.
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Broad range of test application menu

03

04

01 02

Whole genome
sequencing

Adaptive sampling:
Software based

Amplicon: Hybridization:
PCR primer- Probe-based
based amplification pull-down of
of targets of interest targets interest

and on-sequence
target enrichment

1 — o)
@ Number of target genes <75 genes <300 genes Single gene —10% Genome wide
of genome
el lergits 250-3kb < 8kb 5-20kb 15-30 Kb
U Sample prep time 2.5-8 hours 2-3 days <4 hours 1.5 hours
: SNVs, SVs, CNY, SNVs, SVs CNV,
8 i Variant types SNVs, SVs SNVs, SVs Methylation methylation

Any gene can be targeted
100% flexibility

© 2026 Oxford Nanopore Technologies plc. All rights reserved.
Oxford Nanopore Technologies products are RUO. Products labelled/branded as Oxford Nanopore Diagnostics
may be RUO or may be regulated as in-vitro diagnostic devices in some jurisdictions.
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Are current assays limiting your ability to provide diagnosis?

~ (1) ~ — (0) ~
34% 15-25% 40%
of all disease-causing genetic variants are larger of hereditary diseases and cancers are linked of gene promoters are linked to CpG islands where
than a single base-pair substitution® to alternative splicing? methylation regulates expression?

Can you obtain comprehensive variant Can you see full-length isoforms to resolve  Can you simultaneously capture genomic and
detection, including SNVs, SVs, CNVs to complete splicing events linked to disease methylation biomarkers in a single assay?
uncover novel drug targets? and transcript diversity?

© 2026 Oxford Nanopore Technologies plc. All rights reserved.
Oxford Nanopore Technologies products are RUO. Products labelled/branded as Oxford Nanopore Diagnostics
may be RUO or may be regulated as in-vitro diagnostic devices in some jurisdictions.
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Richer data — true multiomics

One FC run includes WGS variants, methylation and expression

Passed output over time
140
> 3 OX Mean at t=72h {mean +/- 5D, n=5)
=== Total demux = 117.0 Gb
1201 -~ wes=9380b
Genome --- cDNA =23.3Gb
2 100
e
5
>28M i e
)
>
- 60
CpG sites @
)
®
a 401
>10M
cDNA reads Qe : :
0 24 48 72
Time (h)
Read length distribution (n=>5 RISC samples)
i i —— WGS [mean +/- 5D, n=5}
] | ~== WGS N50: 151 +{- 0.8 kb
| | —— CcDNA (mean +/- 5D, n=5)
— i | ~-- CDNANS0:2.3 +/- 0.7 kb
] | |
I |
5 |
o r 1
5 i
° H i
° ] 1
a | |
g |
4] k 10 I 20 30 40 50
Read length {kb)

Enabling
true multiomics

Announced at LC 2026

© 2026 Oxford Nanopore Technologies plc. All rights reserved.
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Case study: genome/epigenome interaction
regulate IL1R2 expression

CpG methylation

Sample

Genomic context
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Evidence of additional diagnostic yield with long-read sequencing

Mini-Review:

The additional diagnostic yield of long-read 50 Stu d Ies

sequencing in undiagnosed rare diseases

Giulia F. Del Gobbo' and Kym M. Boycott'?

esear U " ario, Canada K1} ? Department of
tern Ontario, Ottawa, Onta

Long-read sequencing (LRS) is a promising technology positioned to study the significant prapartion of rare diseases (RDs] I d b I t t d t t A t d t t

e o oo e i et oy s mproved abllity 10 aetec Cccurate aetection

al disease-associated variants that may be missed by the current standard dmmmutworkrlnn for RDs. Some key areas where .

additional diagnostic yields may be realized incl del:nmn and r(—mlnhan of nmduml variants (SVs); (2) detection

T e ey e e e L SVs compared to SRS of tandem repeat expansions

(5) the use of de novo genome assemblies for r(—lrrrncbbms:d or araph'r \ome variant dr(:m‘n and (8) e

transcriptomic evaluations. Examples from over 50 studies support that the main areas of added diagnostic yiel

lie in SV’ detectien and characterization, repeat expansion assessment, and phasing (with or

formation). Several emet udies applying LRS in cohorts of undiagnosed RDs also demonstrate that LRS can boost di

c yields following negative standard-of-care clinical testing and provide an added yield of 7' following

ve short-read genome sequencing. With this evidence of improved diagnostic yield, we discuss the incorporation

of LRS into the diagnostic care pathway for undiagnosed RDs, incdluding curren llenges and considerations, with the

ultimate goal of ending the diagnost lyssey for countless individuals with RDs.

f disorders that are RS)

Improved mapping in regions of high Long-range
o :Z;:3;1,:].‘5‘;;.;‘.J“:hJr‘,';',‘l’f“‘f?‘j?.w,.i.\.q_.;:‘?f.llf\ii“‘,’:ﬁ:‘f.'i‘:& i s g patang sequence similarity (pseudogene resolution) phasing (compound het)

of the
p et al
ueng;
are associated with a reduice
, with about a quarter beir

nd some structural variants (SVs,

primarily SR-ES, has emerged as an
ngang Wakap et al v est for indications such as ne lopmental

Online Mendelian Inheritan Man data DDs) or multiple congenital anomalies (Srivas H
e o pheses e s b s o O s oo s smapene o De novo assembly Simultaneous assessment
mumlwm pe-causing ~ wdication and previou g his-
nim.org fap), with n sease y Splinter et al. 2¢ et al. 5 . .

e e S S e (graph genome) of methylation profile
the molecular cause of RDs ffecte iduals and
support services and potential sding seq uu‘.m;mh.:ml letection of ¢

ten long di ic od: L the clear i tance ¢
is, more than half of Rl main undiag

v
remental diag-
and may only be up to

challenges for variants of uncertain significance (VU

residing in novel disease genes, and complex
itionally, inherent limitations
techniques to t pe ven the nature
22; Kernohan and

‘LRS can boost diagnostic yields following negative

standard-of-care clinical testing and provide an added yield of
7%—-17% following negative short-read genome sequencing.”

© 2026 Oxford Nanopore Technologies plc. All rights reserved.
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Redefining rare disease outcomes in the time required

Changing critical care setting —_ 1t line test for standard care —_ Improved diagnostic outcomes

Stanford's new 5-hour DNA sequencing technique lands 50
Guinness World Record

Congenital Myopathies and
Dystrophies

Congenital Diaphragmic
35 hernia

B Esophageal Atresia

m Neurological /

24%
15 Meurodevelopmental
Disorders
10 m Other Rare Diseases
5
0

Sample to answer in <8 hours! European Long-Read Innovation Dr. Wendy Chung — Beacon Project,
Network, 3-year EU initiative? delivering +24% in diagnostic yield

With nanopore data they achieve for unsolved rare disease cases?

12% higher causative variant >25 countries committed to

detection with Nanopore than with implementing ONT for standard care Cases previously unsolved by short-

conventional methods for rare disease & germline cancer read sequencing


https://www.nejm.org/doi/full/10.1056/NEJMc2112090
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Clinical-grade sequencing at scale across the Australasia

Clinical WGS & adaptive sampling

NATA Accreditation completed
Clinical WGS & Adaptive Sampling

>1,000’s of samples per month

Victorian Clinical
Genetics Services

RAVCGS

leaders in genetic health

Clinical WGS & adaptive sampling

Rapid HLA Typing for Transplants with results in 4 to
4.5 hrs improving transplant outcomes

Sample volume: ~40% of the HLA Typing seq in
Australia

Infectious disease surveillance

QPathWest (&) mmmrene

© 2026 Oxford Nanopore Technologies plc. All rights reserved.
Oxford Nanopore Technologies products are RUO. Products labelled/branded as Oxford Nanopore Diagnostics
may be RUO or may be regulated as in-vitro diagnostic devices in some jurisdictions.

Clinical WGS & adaptive sampling

NATA Accreditation

Clinical WGS/Adaptive Sampling: Imprinting &
Neurological disorders & Hereditary Cancer

"¢
'(L\‘L’)' Health
NSW Pathology

GOVERNMENT

Rapid tumor profiling

Can detect profile tumors within 24 hours

In brain cancer, fast diagnosis is critical for
treatment decisions

Standard approaches currently take up to six weeks
for some patient

V& ChrisO'Brien
.Qe Lifehouse

Low pass clinical WGS

Regular PGT-Aneuploidy screening using Low Pass
Clinical WGS to enhance IVF Success rates in
Middle-east region

~2000 samples sequenced thus far, total 50K
samples/yr

viafet\&

GENOMICS CENTRE ?’

LRS WGS for inherited cardiac disease

Long-read sequencing identified a DMPK repeat
expansion missed by standard testing

Helped explain sudden cardiac deaths in 1 NZ family
and 2 Australian families

Supports improved care and prevention for families
at risk

| LIGGINS
p—
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Clinical implementation with Oxford Nanopore Technologies

Faster

Real-time answers, no requirement to batch samples

Richer

Digital panels, long reads, methylation and multiomics

Single nanopore sensor Closer

One technology.

N i Testing near patients — increased equity to care
Limitless potential.

Scalable

Local sites to national network

Future modalities

Expanding the boundaries of what’s possible

\ Supporting faster diagnosis and better patient outcomes

© 2026 Oxford Nanopore Technologies plc. All rights reserved.
Oxford Nanopore Technologies products are RUO. Products labelled/branded as Oxford Nanopore Diagnostics
may be RUO or may be regulated as in-vitro diagnostic devices in some jurisdictions.
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Thank you

Oxford Nanopore Technologies, the Wheel icon, AmPORE-TB, ElysION, EPI2ME, Flongle,
GridlON, MinlON, MinKNOW, PromethlON, and TraxION are registered trademarks or the
subject of trademark applications of Oxford Nanopore Technologies plc in various countries.
Information contained herein may be protected by copyright, patents or patents pending of
Oxford Nanopore Technologies plc. All other brands and names contained are the property
of their respective owners.

© 2026 Oxford Nanopore Technologies plc. All rights reserved.

Oxford Nanopore Technologies products are RUO. Products labelled/branded as Oxford
Nanopore Diagnostics may be RUO or may be regulated as in-vitro diagnostic devices in some
jurisdictions, please check individual product labelling.



Methylation and rare diseases



Oxford Nanopore Technologies

Oxford Nanopore data is information-rich
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Oxford Nanopore data is information-rich

- [ I [ —— ] I I I [ I I | I I [
pl5.4 pl53 pil52 pl5.1 pla3 plé2 pldd pi3 pl2 pliz p11.12 ql1 q12.1 qi22 q131 q132 ql34 q13.5 ql4.1 ql4.2 ql4.3 q21 q22.1 q222 q22.3 q23.3 q24.1 q24.2 q24.3 q25
823 kb
1,900 kb 2,000 kb 2,100 kb

2,200 kb
I

2,300 kb 2,400 kb 2,500 kb
I I I

Paternal haplotype is methylated

Particularly relevant for
imprinting disorders

Maternal haplotype is
methylated

e —— SHHH HH— e
LsP1 LINCO1150 TNNT3 MRPL2Z3 MRPL23 MRPL23-AS1
s s s e s e e >

© 2025 Oxford Nanopore Technologies plc. All rights reserved.
Oxford Nanopore Technologies products are not intended for use for health assessment or to

diagnose, treat, mitigate, cure, or prevent any disease or condition.
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Disease diagnosis using nanopore sequencing

Prader-Willi syndrome and Angelman syndrome are caused by
aberrant genomic imprinting on chromosome 15q11.2, specifically in
CpG island of SNRPN gene promoter region

PWS only has methylated alleles and AS only unmethylated alleles
Detection of phased methylation differentiates between the diseases

Correctly delineate the underlying pathogenesis (i.e. deletion,
uniparental isodisomy, uniparental heterodisomy, and imprinting defect)

Research enabling better understanding of disease mechanism, with
potential to replace the need for additional tests

© 2025 Oxford Nanopore Technologies plc. All rights reserved.
Oxford Nanopore Technologies products are not intended for use for health assessment or to
diagnose, treat, mitigate, cure, or prevent any disease or condition.

Microdeletion ) H :

PWS-A
Microdeletion

PWS-B

Prader-Willi
syndrome

PWS-C
Uniparental heterodisomy

PWS-D
Imprinting defect

AS-A

Microdeletion
Angelman

AS-E syndrome

Uniparental heterodisomy

AS-C
Uniparental isodisomy

Normal control

Yamada et al., ESHJ https://doi.org/10.1016/j.ejmg.2022.104690 (2023)


https://doi.org/10.1016/j.ejmg.2022.104690

Oxford Nanopore Technologies

Delivering the world’s largest comprehensive epigenetic program

‘biobank

v k genetics partnership to probe the causes of cancer
and dementia

Landmark genetics partnership to probe the causes of
cancer and dementia

© 2026 Oxford Nanopore Technologies plc. All rights reserved.
Oxford Nanopore Technologies products are not intended for use for health assessment or to
diagnose, treat, mitigate, cure, or prevent any disease or condition.

50,000 nanopore genomes with complete
epigenetics

Discover & interpret novel genetic and
epigenetic variation at population scale

Samples across neurological indications,
cancer, family trios, longitudinal, metabolic
disorders & an overlap with Olink protein
data

Sequencing in collaboration with Amgen’s

First data release July 2026!

g’
deCODE i genetics

a subsidiary of AMGEN

Delivered with scale &
consistency

New High Throughput
Barcoding (HTB) protocol

Additional Variation (SVs,
indels, SNV, repeat expansions)

28M Phased CpG sites
captured
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