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1. The Institution: NoctuRNA Therapeutics

Circular RNA-based therapy for treating incurable diseases
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2. The Product: Target Indications

I

WITHOUT EFFECTIVE TREATMENT

NO TREATMENT AT ALL

SAME THERAPEUTIC TARGET

SECONDARY STRUCTURES IN RNA THAT ARE KEY IN
THE DEVELOPMENT OF THE DISEASE

: AT a S .
Respiratory Syncytial W COVID-19 teinert Disease (DM1) Amyotrophic
- Virus . Hugemarket = I Rare geneticdisease  Lateral Sclerosis
: g::‘:: 'rl::ftal in children ' drug interactions ¥ Most cOmpon Mo *+ Rare genetic disease
and older people
> $2.2B (2032) ' >$35.4B (2025) >$2.789M (2033) ~ >$902M (2030)
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2. The Product: circular RNAs & Innovative MoA

We use circular RNAs (circRNA) that disrupt pathogenic RNA secondary structures

FIRST-IN-CLASS THERAPY

New and disruptive mode of action
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2. The Product: circular RNAs & Innovative MoA

DISRUPTIVE MODE OF ACTION

(using Steinert disease as an example)

Cognitive impairment
Cataracts

/ @ —— Arrhythmia

/ /\@——— Respiratory difficulties
/| @——=_Gastrointestinal problems
“Muscle weakness, atrophy,

y myoton
DNA mRNA Tt

QW (CTG)n O

Genetic expansion in the Sequestration of RNA- binding
DMPK gene proteins and RNA foci formation

Causes of death include
respiratory failure,
cardiovascular disease,
arrhythmia, and neoplasms

Steinert disease

circRNA

)

circRNA recognizes and
hybridizes with nearby region

[
® o I

circRNA disrupts the
secondary structure of Normal function
the expanded mRNA
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2. The Product: Differential features

CIRCULAR RNAs
> Extremely stable without the need of chemical
modifications

> Non-toxic

> No drug interactions

> Broad spectrum

@O

PROPRIETARY SOFTWARE

< Cutting Edge Al ALGORITHMS

< Computational screening of targets
< Computational design of circRNAs

MANUFACTURING PROTOCOL DELIVERY METHOD | Or NAKED DELIVERY
IVT based circ RNA production < CDMO <
Low-cost production of circRNAs < Organ specific <
GMP implementation < MARKETED / Off-the-shelf <
SCALE-UP <
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2. The Product: Differential features

v 1stin CLASS therapy

v HIGH STABILITY due to circular RNA nature

v As antivirals: increased DIFFICULTY OF RESISTANCE STRAINS, applicable to multiple viral
diseases, BROAD SPECTRUM activity

COMPLETE REDUCTION OF INFECTION in 48h

Novel approach to attack undruggable targets (i.e. genetic diseases)

Optimized LOW-COST PRODUCTION of circRNA

AR N N

ULTRA FAST DEVELOPMENT - Effective Lead candidates obtained in 3-4 weeks
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2. The Product: Differential features
AMO Pharma L td Tideglusib Small Molecule coM £=AMD j :':::;':::'c:s’:sm
Steinert’ competitors (DM1): el ean i B o ([ereer D RN | s,
" Lupin Meurosciences Mexiletine Small Molecule DM1 / DM2 o) e I I i Sodium Channels
ADC 1001 ;T;:::IZ':':"M oML DMPE
There is currently no company with a drug on the market R oyne 101 ety gt Coioged | g -
Nertex WX-ETO Zerplid: Cunjf:gabed DMl DMPE
igonucleotide
Eeplien PGN-EDODM1 :;:':::;’;‘;‘EM‘"&’“ DML DMPEK
Some candidates for DM1 in clinical phases aim to s rrcor e i - oL oo
increase the amount of unsequestered MBNL1 by
DM (CuG) Small Molecule DM1 {CUG) of DMPK
modulating the expression of a gene. In contrast,
. . . Juvena Therapeutics Juw-161 Stem Cell-Secreted Proteins DML
our circRNA disrupts the structure of DMPK, which
sequesters MBNL1, without affecting the e SR o rcua sromee
expression of any other gene. — - prossskiotvon i owex
AT4E6 rr::';"n':s':'“ om1 DMPK
This makes it a much safer therapy.
GrittGene Therageytics - - DMz
s | o o
mﬁi“m“'—'w oML ACUG) of DMPK
Biomolecular Condensates DMl DMPE
Eate Therageutics — — DMl
Denali Therageutics = Dm1 DMPE

C) t R \ A Main actors/competitors in the market for Myotonic Dystrophy and their pipeline. Adapted and modified from Myotonic Dystrophy Foundation. 9
n C u CDM: Congenital Myotonic Dystrophy, DM1: Myotonic dystrophy type 1 (Steinert Disease),DM2: Myotonic dystrophy type 2
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2. The Product: Differential features

ALS competitors:

Biogen (USA) leads with Tofersen, an ASO targeting SOD1 mutations. It received FDA accelerated approval.

lonis Pharmaceuticals, a pioneer in ASO development, collaborates with Biogen and others on ALS programs: BIIBO78 TERMINATED
Wave Life Sciences develops stereopure ASOs with clinical-stage candidates for CNS disorders, including ALS: WVE-004 TERMINATED
Amylyx Pharmaceuticals received US and Canada approval for Relyvrio (a non-genetic small molecule combo)

Treeay (Netherlands) is developing oral therapies for ALS.

QurAwlis (USA) and similar startups focus on molecular subtype-specific approaches.

VVVVYVYYYVY

C9ALS and ASO Limitations

In C9ALS, ASOs targeting mutant sense transcripts reduce RNA foci and dipeptide repeat proteins (DPRs) in preclinical models.
However, current ASOs only target the sense strand, allowing antisense-derived DPRs and RNA foci to persist.

This limitation contributed to the termination of BIIB078 and WVE-004 (2022—-2023), due to limited efficacy despite early safety and tolerability.

Need for innovative therapies targeting both sense and antisense transcripts for meaningful clinical impact

nOctuRNA 10
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2. The Product: Development Status

STEINERT DISEASE (DM1)
In vitro EFFICACY studies

In vivo EFFICACY studies

Drosophila Model: %

» Treatment with a specific circRNA improved
83% of flies (25/30)

» Improvement measured by phenotypic
changes in eyes expressing pathological RNA

isP9
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5-fold decrease 2,5-fold decrease  2,8-fold decrease

Reduction of nuclear aggregates in myocytes

NEURODEGENERATIVE DISEASES

CircRNA candidates for other neurodegenerative
diseases (ALS, FTD, Huntington’s disease, SCAS,
FXTAS) have been successfully validated in vitro

nOctuRNA
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C- circDM1 C- circDM1 C- circDM1
MBNL2 NCOR1

WBNLT Mice Model experiments ongoing

Results of splicing correction
in a patient cell line

ALS in vivo Biodistribution / Toxicity studies

1x108

circALS1 molecules are detected
o 30 days afteri.c.v injection

il

T T T
CRB HPC CTX

Number of circALS
molecules
s

Maximum dose determined without
toxicity throughout the 30 days

1%104 T T T
CRB HPC CTX

7 days afteri.c.v 30 days afteri.c.v
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2. The Product: Development Status

INFECTIOUS DISEASES

Experimental results of dengue (DENV), west Nile virus (WNV), SARS-CoV-2, hepatitis C (HCV) and the broad-spectrum circ-RNA
for DENV and WNV in cell culture

EFFICACY in cell culture after 48 hours

VIRUS-SPECIFIC BROAD-SPECTRUM
DENV infectivity =~ WNV infectivity = SARS-CoV-2 infectivity HCYV infectivity DENV infectivity WNV infectivity
150 150 150 150 150 150

2 >
'S 100 100 100 = .
% 1°° g™ " 90-100% of effectiveness
S w 5 5 50 £ % 5 in cell culture
0 0 0 0 0 0
C-  circDENV C- circWNV C-  circSARS-2 C- circHCV C- circDENV-WNV C- circDENV-WNV
SARS-CoV-2 infectivity
150+
’? 100 e
o 2 1 &.9 o, : .
IN VIVO EFFICACY STUDIES of the SARS-CoV-2 circRNA % 90% viral load reduction
[=
; 50

o
T

C-  circSARS-2
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2. The Product: IPR Protection

\/ Therapeutic technology based on circRNA

= PCT/EP2021/067756
EU, USA, Canada, Brazil, Mexico, Israel,
China, Japan, South Korea, Australia

= |SR without concerns

EP24382561

« circRNA manufacturing protocol May 2024

EP24382889 [leeetii)

¢ Artificial RNA targeting repeat expansion disorders ‘ Aug 2024

2 Positive ETOs { FTO in Europe reg?rding the prodl.lction method of circRNAs
* Global FTO regarding the use of circRNAs

nOctuRNA
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2. The Product: Pitfalls & Risks

1) Financial Constraints:
One of the primary challenges is securing sufficient funding to support the development of all our research lines. This is why we

have prioritized our projects to focus resources on the most promising candidates. We’ll combine public and private funding as
this is key for the continued development and expansion of our platform.

2) Technological development:
Our design platform for circRNA is built to automatically generate a set of candidates targeting one or more specific RNA
secondary structures. However, due to the complexity and specificity of certain targets, full automation may not always be
possible. In such cases, manual intervention may be required, involving multiple steps and iterative redesigns, which could slow
down the scalability of our platform.
Developing an effective delivery system for circRNAs tailored to each specific disease is another critical hurdle. To date, we have
tested various lipid nanoparticles (LNPs) for encapsulation, and ongoing trials will determine if further optimization is necessary.

3) Regulatory Challenges:

Currently, there are no approved circRNAs by regulatory agencies, and therefore no specific guidelines exist. This makes it
essential to engage with regulatory bodies to pave the way for future clinical trial approvals. Nocturna’s circRNAs has been
classified as Gene Therapy by the Committee for Advanced Therapies and we also achieved the SME classification by the EMA.

nOctuRNA
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3. Partnering Opportunities

BUSINESS MODEL.: LICENSE OF DIFFERENT ASSETS

1 circRNAs production method 2 circRNAs in our pipeline €52

oo s
Licencing of our circRNA production
protocol to an RNA MANUFACTURER 2025 2026 2027 2028 2029

Q

» Novel IVT based circRNA production G
(L]

> . .

GMP implementation and scalable 7Y sars-covz
=N IAV / RSV concept
= PRE-CLINIC PHASE |
W  Broad- Proof of
L concept
8 spectrum
SHORT TERM REVENUES New ndications
DISCOVERY & PRE-CLINICAL

EXIT
We are open to collaboration on our current pipeline or new Project proposals

nOctuRNA 15
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Revolutionizing treatment: synthetic circular RNA
strategy for neurodegenerative and infectious diseases

Miriam Corredor, PhD
CEO

mcorredor@nocturnatx.com
WWwWw.nocturnatx.com
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