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Legal notice

DISCLAMER This document has been prepared by Oryzon Genomics, S.A. exclusively for use during the presentation. Oryzon Genomics, S.A. does not assume liability for this document if it is
used with a purpose other than the above. The information and any opinions or statements made in this document have not been verified by independent third parties; therefore, no express or
implied warranty is made as to the impartiality, accuracy, completeness or correctness of the information or the opinions or statements expressed herein. Oryzon Genomics, S.A. does not assume
liability of any kind, whether for negligence or any other reason, for any damage or loss arising from any use of this document or its contents. Neither this document nor any part of it constitutes a
contract, nor may it be used for incorporation into or construction of any contract or agreement. Information in this document about the price at which securities issued by Oryzon Genomics, S.A.
have been bought or sold in the past or about the yield on securities issued by Oryzon Genomics, S.A. cannot be relied upon as a guide to future performance.

IMPORTANT INFORMATION This document does not constitute an offer or invitation to purchase or subscribe shares, in accordance with the provisions of Regulation (EU) 2017/1129 of
the European Parliament and of the Council of 14 June 2017, the restated text of the Securities Market Law, approved by Royal Legislative Decree 4/2015, of 23 October, and/or Royal
Decree 1310/2005, of 4 November, and its implementing regulations. In addition, this document does not constitute an offer of purchase, sale or exchange, nor a request for an offer of purchase,
sale or exchange of securities, nor a request for any vote or approval in any other jurisdiction. The shares of Oryzon Genomics, S.A. may not be offered or sold in the United States of
America except pursuant to an effective registration statement under the Securities Act of 1933 or pursuant to a valid exemption from registration. Any public offering of the Company’s securities to
be made in the United States will be made by means of a prospectus that may be obtained from the Company or the selling security holder, as applicable, that will contain detailed information about
the Company and management, as well as financial statements.

FORWARD-LOOKING STATEMENTS This communication may contain forward-looking information and statements about Oryzon Genomics, S.A., including financial projections and estimates
and their underlying assumptions, statements regarding plans, objectives and expectations with respect to future operations, capital expenditures, synergies, products and services, and
statements regarding future performance. Forward-looking statements are statements that are not historical facts and are generally identified by the words “expects,” “anticipates,” “believes,”
“‘intends,” “estimates” and similar expressions. Although Oryzon Genomics, S.A. believes that the expectations reflected in such forward-looking statements are reasonable, investors and holders
of Oryzon Genomics, S.A. shares are cautioned that forward-looking information and statements are subject to various risks and uncertainties, many of which are difficult to predict and generally
beyond the control of Oryzon Genomics, S.A., that could cause actual results and developments to differ materially from those expressed in, or implied or projected by, the forward-looking
information and statements. These risks and uncertainties include those discussed or identified in the documents sent by Oryzon Genomics, S.A. to the Comision Nacional del Mercado de
Valores, which are accessible to the public. Forward-looking statements are not guarantees of future performance. They have not been reviewed by the auditors of Oryzon Genomics, S.A. You
are cautioned not to place undue reliance on the forward-looking statements, which speak only as of the date they were made. All subsequent oral or written forward-looking statements
attributable to Oryzon Genomics, S.A. or any of its members, directors, officers, employees or any persons acting on its behalf are expressly qualified in their entirety by the cautionary
statement above. All forward- looking statements included herein are based on information available to Oryzon Genomics, S.A. on the date hereof. Except as required by applicable law, Oryzon
Genomics, S.A. does not undertake any obligation to publicly update or revise any forward-looking statements, whether as a result of new information, future events or otherwise.
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Epigenetic champion developing new therapies in CNS and Oncology
with an advanced pipeline

A

sl
Growing epigenetic platform Developing highly potent and Listed in Europe (Madrid)
with an expanding pipeline to selective drugs against LSD1
bring treatments to high unmet * Highly liquid company

2 Programs with well-defined

medical needs in CNS and : )
registrational pathways:

Oncology - €121M raised in equity®
* ladademstat in Oncology since listing in 2015
iy - €33.5Mraised i ity
- vafidemstat in CNS (Phlll- o raised in equity
ready) since 2022

_ (1) including convertible notes Corporate deck — January 2025 | 3
T —— e — T — e —




A unique dual EPIGENETIC approach

A molecule in psychiatry (BPD- A Phase Il molecule with
Phase Ill-ready, SCZ-Phase II) promising clinical data in AML
and SCLC
Oryzon Area of great interest for Pharma Edorsed by the NCLNIH
. . ndorsed by the NCI-
- M&A and licensin
Investment ( 9 CRADA Agreement

Following End-of-Phase Il
meeting with FDA, preparing a
Phase lll trial in BPD

thesis

2 ongoing trials in AML and
SCLC that may set up the basis
for accelerated approval

Options to expand to precision Additional ongoing trials in
medicine in rare CNS disorders hemato-oncology
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LSD1 inhibition is a validated epigenetic approach for targeted therapies in
Oncology and CNS

ibre 501

matin fibre 5
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Lysine specific histone demethylase 1 (LSD1): removes methyl groups from
histones and scaffolds key TFs in enhancer & promoter regions

LSD1 expression and activity can block LSD1 plays an important role in cancer,
and promote gene expression CNS, inflammatory and viral diseases

Figure from Arrowsmith et al. Nature Reviews Drug Discovery Volume 11 (2012)

In ONCOLOGY, an exquisitely well-defined MoA
Class Validation: competitor LSD1i acquired for $1.4B by MERCK, and ongoing BMS’s LSD1i Phase Il program
CRADA agreement signed with NCI-NIH. Trials ongoing in AML and SCLC/NET

v/

* In CNS, phenotypic rescues in different genetically-defined neurodevelopmental syndromes
\/ « Ample evidence of neurological benefits in different animal / disease models
* A unique competitive position. A Phase Ilb in BPD completed (preparing Phase Ill) and another in SCZ ongoing

_ AML: acute myeloid leukemia; SCLC: small cell lung cancer; NETs: neuroendocrine tumors; SCZ: Schizophrenia; BPD: Borderline Personality Disorder Corporate deck — January 2025 | 5




ORYZON

Multiple Shots on goal & main investment thesis in the short-mid term
Two main catalysts in 2025: PORTICO-2 in BPD Phase Ill protocol approval and FRIDA in AML

Preclinical | Phasel |  Phasell | -

CNS: Vafidemstat (ORY-2001) — CNS optimized LSD1 inhibitor

T
: Borderline personality disorder
1 Agitation / Aggression & Overall

1 Improvement

Schizophrenia
Negative Symptoms

Kabuki Syndrome

EVOLUTION

HOPE

Oncology ladademstat (ORY-1001) — Selective LSD1 inhibitor

AML 1L Unfit Patients
Combination with azacitidine

AML 1L Unfit Patients
Combination with azacitidine and venetoclax

AML 1L Unfit Patients
Combination with azacitidine and venestoclax

r
i AML R/R-Fit3mut+
: Combination with giiteritinib
L

MDS
Combination with azacitidine

Neuroendocrine High Grade R/IR
Combination with paclitaxel

ED-SCLC 1L
Combination with 1CI

ED-SCLC 1L
Combination with 1Cl

Other Programs

ORY-3001 (LSD1i)
Sickle Cell Disease

ORY-4001 (HDACGi)
CMT, ALS

ALICE

ALICE-2
(15-X002)

ALICE-3
(CRADA-AML)

1S-X005

C-X001 NET Basket

STELLAR-0
(CRADA-SCLC)

STELLAR

I Fhase b

I Phase Il pivotal

Completed.
Study has results

Recruiting

IND in evaluation

Completed
Study has results

Recruiting
Sponsor: OHSU

Recruiting
Sponsor: NCI,
Led by UPMC

Recruiting
Sponsor: MCW

Recruiting

Collab Study with FCCC

IND Approved
Sponsor: NCI,
Led by MSKCC

In preparation'’

Company sponsored

IND enabling tox
completed

IND enabling tox ongoing

Notes: Study names indicated for [IS or CRADA ftrials correspond to Oryzon'’s internal names for these trials. (*) STELLAR trial to be informed by the data to be obtained in the STELLAR-O trial.

Final Data 3Q24 ECNP-2024
EoP2 FDA meeting 3Q24
Ph 11l protocol submission 1H25 *

Timeline updates in 2025

IND in 2025 (subject to additional
resources)

Final positive results published May
2024 (Lancet Haematalogy)

1st cohort dosed

18t patient dosed

Initial data presented at EHA-2024 1
Next data update EHA-2025 * 1

18t patient dosed
Study Updates 1H25
FPI 1Q25

IND 2025

ALS: amyotrophic lateral sclerosis; AML: acute myeloid leukemia; CMT: Charcot-Marie-Tooth disease; CRADA: Cooperative Research and Development Agreement; FCCC: Fox Chase Cancer Center; ICI: immune checkpoint inhibitor; IIS:
investigator-initiated study; MCW: Medical College of Wisconsin; MDS: myelodysplastic syndrome; MSKCC: Memorial Sloan Kettering Cancer Center; NCI: National Cancer Institute; NETs: neuroendocrine tumors; OHSU: Oregon Health &
Science University; SCLC: small cell lung cancer; UPMC: University of Pittsburgh Medical Center
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ORYZON, the only
. company developing
epigenetic drugs in CNS
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Oryzon Product Portfolio in CNS

VAFIDEMSTAT Preclinical Phase Il

Vafidemstat (ORY-2001) - the only CNS optimized LSD1 inhibitor

Borderline
personality

disorder

Agitation/Aggression & Overall
Improvement

Negative Symptoms

PORTICO

 Final Data of PORTICO in BPD released at the European College of Neuropharmacology (ECNP) Sept 23" 2024.
+ Positive Outcome Minutes from FDA end-of-Phase 2 meeting received in Sept

* FDA IND approval for Phase IIl in BPD expected 1H25

O R Y Z O N Corporate deck — January 2025 | 8




Vafidemstat is safe and well tolerated drug

A very robust safety package. +430 treated subjects

Brain Penetrant Safe, No DDIs No side effects

An optimal Comparable SARs between No weight gain
CSF: plasma placebo and vafidemstat arms No sedation / somnolence
ratio of 0.9 in 6 Phase Il trials:

_ No sexual dysfunction
1.0% vafidemstat vs 1.0% placebo _ _
No extrapyramidal signs

O R Y Z O N Corporate deck — January 2025 | 9
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Borderline personality disorder: an unmet medical need & vast commercial
opportunity

o QA O: %%
2 © ol <%
® o]
N Le9
Prevalent & impairing disease Two main types of symptoms No approved drugs yet

9 million in US & EU Psychiatric symptoms Patients on off-label anti-psychotics
+
Agitation/Aggression Vafi improves these symptoms in:
(including self-aggression) *  BPD patients
PC models

Oryzon is leading the BPD field ahead of the competition

O R Y Z O N Corporate deck — January 2025 | 10
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PORTICO: A Global Phase IIb randomized, placebo-controlled, double
blinded trial in BPD to inform the subsequent development

Key inclusion criteria Endpoints

N=210 . ]
Men and women 18-65 years of age Seilaus Primary:
DSM-5 BPD diagnostic criteria, at least 3 months before the 1:1 Agitation/Aggression (CGI-S A/A) from baseline to weeks 8-12
Screening visit. Improvement in Borderline Personality Disorder Checklist

Agitation-Aggression Psychiatric Inventory-Clinician Report (BPDCL) from baseline to weeks 8-12

(AAPI-CR) Agitation & Aggression (A/A) subscale score of = Secondary (efficacy):

16 (severity x frequency) summed across the 4-items Vafidemstat, 1.2mg To evaluate the change over time on the CGI-S A/A
comprising the A/A subscale, and the sum of the A/A Once daily (5 ON, 2 PBO), N=106

subscale severity scores = 6 To evaluate the change over time on the BPDCL

To evaluate the difference on the following measures, from

Stable regimen of background pharmacotherapy at Placebo baseline to weeks 8-12, as well as change over time, between
Screening, Baseline and throughout the trial Once daily, N=104 the active treatment arm and the placebo arm:

Maintenance of pre-screening psychotherapy schedule < Borderline Evaluation of Severity over Time (BEST)
throughout the trial 14-we ek tri aI < State-Trait Anger Expression Inventory 2 (STAXI-2)
Willing and able to adhere to the protocol prohibitions, % State-Trait Anxiety Inventory (STAI)

restrictions and requirements .
< Beck Depression Inventory — Il (BDI-II)

PORTICO final results presented at ECNP-2024

O R Y Z O N Corporate deck — January 2025 | 11




CGl-Severity A/A

LS Means Estimate (SE)

Treatment improves aggression over placebo (Secondary endpoint)

-1,2

-1,4

-1,6

-1,8

Primary endpoint

CGI-S A/A (Clinician rated)

- placebo -l-vafldemstat

WEEK 4 VEEK 6 VEEK 8

VEEK 10

Full Analysis Set Model Estimates

p=0.5107 p=02495 p=0.2142
-14.4%

-8.3%

ORYZON

WEEK

-13.5%

12

CGl-Severity A/A

Across weeks 8-12
LS Means Estimate (SE)

0,0

-0,2
-0,4
-0,6
0,8
-1,0
4,2
1,4
1,6

PBO VAFI

p=0.2266
12.2%

STAXI-Trait Anger Scale

LS Means Estimate (SE)

Secondary endpoint
STAXI-2 (Patient rated)

-#-placebo -E@-vafidemstat

p=D.164

YV 31.2%

Phase IlIb PORTICO study
Efficacy of vafidemstat in
Borderline Personality
Disorder

ECNP-2024

FRE
p=0.0006
V92.1%

*
p=0.016
7 57.1%

STAXI-Trait Anger

Across weeks &- 12
LS Means Estimate (

o FEC  WAFI
|
r's

-5
-G

p=0.0071
\/ 58.6%

[

I
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BPDCL-Total Score

Phase IlIb PORTICO study

Treatment improves overall severity over placebo (Secondary endpoint j; zaderinepersansiy

-14

Disorder
ECNP-2024
Primary endpoint Secondary endpoint
BPDCL (Patient rated) BEST (Patient rated)
-o-placebo -@-vafidemstat -o-placebo -@-vafidemstat
0
0 WEEK WEEK WEEK WEEK 8 WEEK WEEK 12
i BPDCL-Total Score ) ) ‘ BEST-Total Score
Across weeks 8-12 2 Across weeks 8-12
10 LS Means Estimate (SE) LS Means Estimate (SE)
g 51 ~
s " °on | & | | | e
E . 3L
E PBO VAFI w g PBO VAFI
5 -5 ouw -8 P
g -10 — @
0 -30 45  © -4
i NL o
35 s L = 6
0 ® .
40 -30 -12
-35 -10
Full Analysis Set Model Estimates Full Analysis Set Model Estimates
as -40 * * -12
*

p=0.5344 p=04149 p=0.333 p=0.3839

ey SICL B 11.2% p=0.1409 p=0.0109 p=0.0384 p=0.0260

V242% V389% V29.6% V30.9%
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Phase IlIb PORTICO study
Efficacy of vafidemstat in
Borderline Personality

All primary and secondary efficacy endpoints consistently favored

- Disorder
vafidemstat over placebo ECNP-2024
Parameter Analysis Type Cohen'sD P-value Difference Cl T-Score
CGI - Severity Average Mean -0.1672 0.2266 -0.16 (-0.42,0.10) -1.21 -
Week 12 Mean -0.1718 0.2142 -0.21 (-0.54,0.12) -1.25 -
BPDCL - Total Score Average Mean -0.1202 0.3839 -3.44 (-11.22,4.34) -0.87 -
Week 12 Mean -0.13386 0.3333 -4.21 (-12.78,4.36) -0.97 -
BEST
Thoughts and Feelings Score Average Mean -0.2733 0.0488 -1.50 (-2.98,-0.01) -1.98 i
Week 12 Mean -0.2386 0.0851 -1.44 (-3.09,0.20) -1.73 -
Behaviors Negative Score Average Mean -0.2479 0.0736 -0.55 (-1.16,0.05) -1.80 -
Week 12 Mean -0.2768 0.0462 -0.66 (-1.31,-0.01) -2.01 =
Behaviors Positive Score* Average Mean -0.2030 0.1424 -0.50 (0.17,-1.16) -1.47 -
Week 12 Mean -0.1234 0.3715 -0.37 (0.45,-1.19) -0.90 -
Total Score Average Mean -0.3093 0.0260 -2.67 (-5.02,-0.32) -2.25 i
Week 12 Mean -0.2875 0.0384 -2.71 (-5.27,-0.15) -2.09 i
BDI - Total Score Average Mean -0.23186 0.0944 -2.61 (-5.68,0.45) -1.68 -
Week 12 Mean -0.2005 0.1473 -2.45 (-5.78,0.87) -1.46 -
STAXI
State Anger Scale Raw Score Average Mean -0.0787 0.5684 -0.57 (-2.53,1.39) -0.57 -
Week 12 Mean -0.1124 0.4157 -0.84 (-2.88,1.20) -0.82 -
Trait Anger Scale Raw Score Average Mean -0.3755 0.0071 -2.02 (-3.49,-0.56) -2.73
Week 12 Mean -0.3359 0.0158 -2.17 (-3.92,-0.41) -2.44
Anger Expression Index Raw Score  Average Mean -0.2300 0.0966 -2.62 (-5.72,0.48) -1.67 -
Week 12 Mean -0.2385 0.0851 -3.05 (-6.53,0.43) -1.73 -
STAI
State Anxiety Raw Score Average Mean -0.1461 0.2901 -1.54 (-4.41,1.33) -1.06 -
Week 12 Mean -0.0943 0.4942 -1.20 (-4.64,2.25) -0.69 -
Trait Anxiety Raw Score™ Week 12 Mean -0.1148 0.4057 -1.05 (-3.54,1.44) -0.83 -
5 s o2 4
* P-values are uncorrected for multiplicit e -
plicity Corporate deck — January 2025 | 14




Global statistical test (GST) is statistically significant and
consistent with a global treatment effect favoring vafidemstat

Full Analysis Set

Phase lIb PORTICO study
Efficacy of vafidemstat in
Borderline Personality
Disorder

ECNP-2024

GST
Parameter Cohen's D Difference Cl T-Score P-value
P-value
BPD is a multisymptomatic disease  — |
. . . . CGlI - Severity -0.1672 |* N -0.16 (-0.42,0.10) -1.21 0.2266 -
with psychiatric, behavioral, and
functional outcomes. GST is BPDCL - Total Score 01202 | 02134 3.44 (-11.22434) 087 03839 =
designed to address whether a
treatment IS eﬁlcaCIOus acrOSS BEST - Total Score -0.3093 0.0811 -2.67 (-5.02,-0.32) -2.25 0.0260 L]
different aspects of a condition.
o . BDI - Total Score -0.2316 0.0661 -2.61 (-5.68,0.45) -1.68 0.0944 ]
GST efficiently summarizes a
treatment’s merit when the medical STAXI
guestion is complex.
State Anger Scale Raw Score -0.0787 0.0853 -0.57 (-2.53,1.39) -0.57 0.5684 -
The flnal anaIySIS Conflrmed nOW a Trait Anger Scale Raw Score -0.3755 0.0397 -2.02 (-3.49,.0.56) -2.73 0.0071 -
global treatment effect favoring
vafidemstat by GST, with the GST Anger Expression Index Raw Score 02300 | 00362 | 262 (-672048) 167  0.0066 (]
p-value showing a statistical
significance, particularly when .
ConSIderlng g|0ba| Improvement In State Anxiety Raw Score -0.1461 0.0403 -1.54 (-4.41,1.33) -1.06 0.2901 -
the severity of the disease and in
agltatlon/aggre83|on (p - 00362) Trait Anxiety Raw Score** -0.1148 0.0503 -1.05 (-3.54,1.44) -0.83 0.4057 [ ]
5 3 2 A 0 1

ORYZON
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PORTICO safety: vafidemstat-treated patients showed a reduced inclination
towards self-harm

Treatment-Emergent Adverse Events by Preferred Term Occurring in > 5% of Subjects

Placebo Vafidemstat

(N=104) (N=106)

N (%), e N (%), e
Headache 17 (16.3%), 18 13 (12.3%), 16
Nasopharyngitis 18 (17.3%), 22 9 (8.5%), 11
Tension Headache 6 (5.8%), 17 54.7%), 11
Platelet Count Decreased 1(1.0%), 1 8 (7.5%), 8*
Nausea 2 (1.9%), 2 6 (5.7%), 6

Intentional Self-Injury 6 (5.8%), 10 1 (0.9%), 2

Serious Adverse Events
« There was 1 serious AE, a kidney infection, in a vafidemstat treated subject
- Case was independently judged by the Pl as ‘Unlikely Related’ to treatment (started before treatment)

Subject's dose was not changed, the condition ‘Recovered/Resolved’ within 7 days, and the subject completed the trial

ORYZON 7 cases of numerical, clinically insignificant, and transient platelet (PLT) reductions & 1 transient and rapidly self

resolved thrombocytopenia (TP) grade 1 Corporate deck — January 2025 | 16




FDA End-of-Phase Il Meeting official minutes: summary

* FDA's feedback supports the initiation of the Phase Il trial
 Agitation-Aggression in BPD acknowledged as a possible therapeutic indication

« FDA agrees that Oryzon may pursue a Phase Il study using STAXI-2 Trait anger as a primary efficacy
endpoint measure

« Secondary endpoints will include patient-rated and clinician-rated scales to assess agitation/aggression
and overall BPD improvement

* The estimated total sample size for the PORTICO-2 Phase Ill study is 350 patients (randomized 1:1
vafidemstat or control), with a trial duration of 18 weeks in total

» Subject to FDA's review of the final data, the PORTICO-2 Phase Ill study has the potential to be one of the
two registrational trials required by the FDA

See complete info at:
https://www.oryzon.com/en/news-events/news/oryzon-receives-minutes-end-phase-ii-meeting-fda-portico-2-phase-iii-vafidemstat

O R Y Z O N Corporate deck — January 2025 | 17
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‘I Vafidemstat in
‘ Schizophrenia

Genetic and physiological connections between
LSD1 and schizophrenia pathology



Vafidemstat in Schizophrenia

Genetic link
between LSD1 and
SCz

ORYZON

&

<

Preclinical data in
in- vitro and in
animal models
supporting LSD1
inhibition as a new
MoA in SCZ

No approved drugs
yet in negative
symptoms or
Cognitive
Impairment
symptoms

A

=l

Strong market
interest & huge
M&A activity

Corporate deck — January 2025 | 19




Schizophrenia, still an enormous unmet medical need

Despite the recent approval of Cobenfy (BMS) for treating positive symptoms, addressing negative or cognitive symptoms,
as well as treatment-resistant schizophrenia, remains a significant challenge

A prevalent & impairing Three main types of No approved drugs
disease 20 million ww. symptoms yet for
~5 million in US & EU Positive or Negative Negative symptoms (60%)
+ Cognitive Impairment Cognitive Impairment (70%)

@

Vafi improves these

®
/5] :
& symptoms in PC

models

Market Value Highest Revenue Drug Category Moderate
in 2021 long-acting injectable (LAI) competition
antipsychotics
US$ ~8 billion Single Best seller: + $4.1 Billion

Cobenfy expected peak sales +6Bn %

O R Y Z O N Corporate deck — January 2025 | 20




EVOLUTION: Study design
» Trial in Adult SCZ general population

Screening Double-blind Placebo-controlled Treatment Period

2 weeks 24 Weeks

Vafidemstat, 1.2mg

All patients should be under Once daily (N=110)
stable and adequate N=220

least 2 months before

screnning visit 11 Placebo
Once daily (N=110)
V1 V2 V3 V4 V5 Ve V7 V8 V9
(Eos)
. . , Efficacy
+ Expected recruitment: 220 patients Endpoints

Actively recruiting
Spanish government funded
To be converted into a global trial when new funds are secured

ORYZON

Safety Follow-up

4 weeks

V10
(Follow-up)

Final Analysis

Primary endpoint:

Improvement in Negative
Symptoms

Corporate deck — January 2025 | 21




IADADEMSTAT
A Phase |l LSD1 inhibitor

for oncological diseases




ladademstat: first and potentially best-in-class LSD1 inhibitor in oncology

* Aunique asset to address specific cancers (rare or
orphan designations)

» Focusing on clinical execution in hemato-oncology
and solid tumors with a registrational plan

* Reinforcing institutional collaborations

« Exploring additional indications in collaborative
settings (NIH-NCI and IIS)

- Setting an optimal long-term corporate strategy

ORYZON [IS: investigator-initiated study

FIOA

ODD AML
ODD SCLC

NATIONAL CANCER INSTITUTE
Technology Transfer Center

CRADA Agreement
ORYZON-NCI

EUROPEAN MEDICINES AGENCY
SCIENCE MEDICINES HEALTH

ODD AML

Excellence Program
EU Commission

Corporate deck — January 2025 | 23




LSD1i in clinical development

° In AML
O Leukemic Stem Cells are forced to differentiate by LSD1i
o LSD1i synergizes with other agents in AML as azacitidine, gilteritinib, and venetoclax amongst others
o Clinical evidence of benefits in diverse AML patients

* In SCLC and other Neuroendocrine tumors
o INSM1 /HMG20A and other TFs decoupled
o ASCL-1 oncogenic program is deactivated by reinducing Notch-1
o LSD1iinduces the tumor cells to produce MHC-1 and PDL-1 receptor and boosts immune system
o Strong preclinical evidence of benefits

* In epithelial cancers = Strong preclinical evidence of benefits

° In Myelofibrosis = Preliminary clinical evidence of benefits

° In Polycythemia Vera - Preliminary clinical evidence of benefits
° In Thrombocytemia - Preliminary clinical evidence of benefits

* In Sickle Cell Disease > Strong preclinical evidence of benefits

O R Y Z O N Corporate deck — January 2025 | 24




ORYZON

Program

Study

Preclinical

Phase

Oncology: ladademstat (ORY-1001) - Selective LSD1 inhibitor

AML 1L Unfit Patients
Combination with azacitidine

AML 1L Unfit Patients

Combination with azacitidine and
venetoclax

AML 1L Unfit Patients

Combination with azacitidine and
venetoclax

AML R/R-FIt3mut+
Combination with gilteritinib

ALICE

ALICE-2

(1S-X002)

ALICE-3
(CRADA-AML)

Phase Ib

Phase |b

Status

Completed

Study has results

Recruiting
Sponsor: OHSU

Recruiting
Sponsor: NCI

Led by UPMC

Expected Milestone(s)

Final positive results
published May 2024
(Lancet Haematology)

15t cohort dosed

15t patient dosed

Initial data presented at
EHA-2024
Next data update EHA-2025

Multiple Shots on goal in Oncology & leverage on CRADA-NCI agreement

Phase |b Phase lla Phase lIb

MDS
Combination with azacitidine

Neuroendocrine High Grade R/IR

Combination with paclitaxel

-----------------------------------------------------------------------------------------------------------------------------------------------------------

ED-SCLC 1L
Combination with ICI

1IS-X005

C-X001 NET
Basket

STELLAR-0
(CRADA-
SCLC)

Phase |

Recruiting
Sponsor: MCW

Recruiting

Collab Study with

FCCC

IND Approved
Sponsor: NCI,
Led by MSKCC

15t patient dosed

Study Updates 1H25

...........................................................................................................................................................

ED-SCLC 1L
Combination with ICI

STELLAR

Phase Il pivotal

In preparation”’

Company sponsored

IND 2025

AML: acute myeloid leukemia; CRADA: Cooperative Research and Development Agreement; FCCC: Fox Chase Cancer Center; ICl: immune checkpoint inhibitor; IIS: investigator-

initiated study; MCW: Medical College of Wisconsin; MDS: myelodysplastic syndrome; MSKCC: Memorial Sloan Kettering Cancer Center; NCI: National Cancer Institute; NETSs:
neuroendocrine tumors; OHSU: Oregon Health & Science University; SCLC: small cell lung cancer; UPMC: University of Pittsburgh Medical Center

Corporate deck — January 2025 |
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AML Program




ladademstat Combination with Azacitidine is a Safe and Effective Treatment
In First Line Acute Myeloid Leukemia. Final Results of the ALICE Trial.

Summary of Responses

Rapid, deep, and durable responses

n=27 n
ORR )
. CR/CRI DoR CR 9 33%
CR+CRI+PR ) .
( 0 ) (on CR/CRI) CRIi S 19%
PD 4% PR 8 30%
' NR 4 15%
PD 1 4%
CR/CRIi 14 52%
deep ORR
81% ‘ 64% 68% (CRICRI/PR) i oL
TTR n=22 Median 2.1 mos
[95% CI] [1.1,2.6]
DoR n=22 Median 8.8 mos
< 6 months [95% CI] [1.8,17.4]

m > 6 months

CR/CRI pts
n=14
Selected as one of the 25 most relevant AML Comms in ASH2022 10 out of 11 .
MRD neg evaluable 91%
Achieved TI 10 71%
(RBC & PIt) 10/14

CR: Complete Remission; CRi: Complete Remission with incomplete hematologic recovery; PR: Partial Response; NR: No response; PD:

O R Y Z O N Progressive Disease; ORR: Overall Response Rate; MRD: Measurable Residual Disease; TTR: Time To Response; DoR: Duration of
Response; Tl: Transfusion Independence; RBC: Red blood cells; Plt: Platelets Corporate deck — January 2025 | 27




ALICE results published in Lancet Haematology in May 2024

One of the most influential scientific journals in the field of oncology

THE LANCET
Haematology

This notable publicationis a Thisjournal Journals  Publish  Clinical  Globalhealth  Multimedia  Events  About
continuation of Oryzon’s previous
pioneering research featured in the
Journal of Clinical Oncology

ARTICLES | ONLINE FIRST

ladademstat in combination with azacitidine in patients with newly
diagnosed acute myeloid leukaemia (ALICE): an open-label, phase 2a

(First-in-Human study in AML with dose-finding study
H Olga Salamero, MD 2 & « Antonieta Molero, MD « José Antonio Pérez-Simén, MD « Montserrat Arnan, MD «
I a d a d e m Stat) a n d Ca n ce r Ce ll Rosa Coll, MD « Sara Garcia-Avila, MD « Evelyn Acufia-Cruz, MD « Isabel Cano, MD « Tim C P Somervaille, PhD «
H H H Sonia Gutierrez, BS « Maria Isabel Arévalo, PhD « Jordi Xaus, PhD » Carlos Buesa, PhD « Ana Limén, PhD «
(Characterization of iadademstat .
Prof Douglas V Faller, MD « Prof Francesc Bosch, MD « Pau Montesinos, MD « Show less
as a p otentan d Se le ctive LS D 1 Published: May 30,2024 « DOI: https://doi.org/10.1016/52352-3026(24)00132-7 »

inhibitor), cementing the
company’s position at the forefront
of epigenetics in oncology and
LSD1 innovation

5@ Cancer Cell [ openaces Journal of Clirical Oncology”

OPEN ACCESS | ORIGINAL REFORTS | @ D & @ | October 14,2020 X in f B L1
First-in-Human Phase | Study of ladademstat (ORY-1001): A
First-in-Class Lysine-Specific Histone Demethylase 1A
Inhibitor, in Relapsed or Refractory Acute Myeloid
Leukemia

ORY-1001, a Potent and Selective Covalent KDM1A
Inhibitor, for the Treatment of Acute Leukemia

irapu » . Matthew Fyfe  Julio Cesar Castro-Palomino =

Atthors. salarnero 10 ' pay wertesincs 1o @ chisopne vllekens 1o @ jose anonio pér
BRI Ghristian Bécher, M. #hD) Bakesh Pepat M8 55 Phe @, Geclis Gapio
4. Lsanel rsvale, Pho @ Tamars maze pnD @ | Carlos Busss, PHO, France

O R Y Z O N Corporate deck — January 2025 | 28

s:ffdoi.org!10.1016f.ccell.2018.02.002 «




Two new trials continue to explore iadademstat’s potential in 1L AML

A Phase |b Investigation of the LSD1 A Phase | Trial of ladademstat in
Inhibitor ladademstat (ORY-1001) in Combination With Venetoclax and
Combination With Azacitidine and Azacitidine in Patients With Treatment
Venetoclax in Newly Diagnosed AML Naive AML
ClinicalTrials.gov ID: NCT06357182 ClinicalTrials.gov ID: NCT06514261
* Sponsor: OHSU Knight Cancer Institute | OpesoN Sponsor: National Cancer Institute (NCI)
*  Principal Investigator: Dr. Curtis Lachowiecz ¢ s [ENCE *  Principal Investigator: Natalie Galanina (University of
* Collaborators: UNIVERSITY Pittsburgh Cancer Institute)
* Oregon Health and Science University * Ongoing; 1st patient dosed
* Oryzon Genomics * N=45 patients
* Ongoing; 1st cohort recruited, 2nd cohort recruiting * Oryzon to provide drug

* N=24 patients
* Oryzon to provide drug
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FLT3mut+ R/R
AML, the
best and

shortest market
opportunity for
ladademstat

In a competitive market, R/R AML is an underserved population: Majority of
AML patients relapse after 1L treatment and require further treatment

FLT3 is the most common mutation in AML (30-40%)

These patients are now treated with gilteritinib, yet there is a high
medical need (MEFS 2.8 months & CR+CRi 34%)

Very strong preclinical synergism between gilteritinib and
ladademstat

Global FLT3 inhibitors market expected to reach $2.06 Billion by 2032*

1,500 -
1,250 -
1,000 -
750 -
500 -
250

Worldwide sales (US$m)

BCL-2 inhibitor FLT3 inhibitor DNMT inhibitor IDH1/2 inhibitor

m 2021 m 2028e

R/R-AML Flt3mut+ space is a significant market opportunity

(Source Edison Research 2023 & Evaluate Pharma)
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FRIDA: a Phase |b trial iIn R/R AML as a foundation for an accelerated

development

Inclusion
Criteria

Adult pts with Relapsed/
Refractory FLT3m* AML

» Refractory or relapsed to
first- or second-line treatment

« ECOG 0-2

* Normal liver and renal
function

 Prior frontline midostaurin or
sorafenib or quizartinib or
gilteritinib under specific
circumstances

Approximately 15 sites

Escalation
Up to ~6 pts/dose level

ladademstat
PO

Dose level +1 150 ug, 4 weeks
Starting dose 100 pg, 4 weeks
Dose level -1 75 ug, 4 weeks

Dose level -2 75 g, 3 out of 4 weeks

3+3 design

MASSACHUSETTS
GENERAL HOSPITAL

ORYZON

Pl: Dr. Amir Fathi, Leukemia Lead
& Program Director, Center for
Leukemia at Massachusetts General
Hospital and Dana Farber Cancer
Center (Harvard Medical School)

Gilteritinib
PO

120 mg
120 mg

120 mg

120 mg

Pharmacologically
active dose/s

Expansion
Up to ~ 14 pts/dose cohort

Dose C1:
ladademstat + Gilteritinib

Dose C2:
ladademstat + Gilteritinib

Bayesian Monitoring

Final Analysis (Selected endpoints)

Safety
RP2D

 Efficacy: * MRD
CR/CRN, OS i
: ' * Gene mutation
EFS,ORR, DoR status
* Transfusion rates Biomarkers
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FRIDA: Initial observations at EHA-2024

Fast time to responses & Encouraging antileukemic activity

- Actively recruiting EHAZPZA
* Encouraging antileukemic activity observed, with 9 out of 13 patients - ﬁ
(ORR 69%) achieving bone marrow (BM) blast clearance in the first THCH e )
cycle. Sng '

- TTR faster than Giltertinib. Most responses are already seen by the end
of the first cycle, with a median time to CR/CRh/CRI of 35 days

«  43% achieved complete remission (CR), complete remission with partial

Best responses  Starting dose (n=6) DL-1 (n=7)

hematological recovery (CRh) or complete remission with incomplete CR ] 1 (1 HSCT)
blood count recovery (CRi) in DL-1 h
CR - 1
- All but 2 patients were refractory to prior standard regimens including .
: : CRi 2 1
venetoclax,7+3 and midostaurin.
_ _ _ _ MLFS 3 (1 HSCT) 1
- Two patients (one in the starting cohort and one in DL-1 cohort) have NR 1 3
undergone hematopoietic stem cell transplantation.
_ _ _ _ _ _ _ 5out of 6 4 out of 7
- Recruitment continues to identify the lowest possible effective dose in ORR 83% 579
accordance with FDA’'s Optimus guidance % CR/CRh/CRi 33% 3%
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Neuroendocrine

Program




ladademstat: potentially first and best-in-class LSD1 inhibitor in SCLC and
other Neuroendocrine tumors

Mechanism of Action

LSD1 is required for survival & proliferation of neuroendocrine/SCLC tumor cells

ladademstat induces Notch, a well characterized tumor suppressor in SCLC and represses ASCL1
ladademstat blocks LSD1’s actions and promotes neuroendocrine/SCLC tumor differentiation and death

ladademstat synergizes with ICIs and boosts the host immune system by increasing T cell infiltration and preventing T-cell exhaustion

§

=e- SALINE
-=- ORY1001
- CISIETO

SCLC is very aggressive
and represents ~ 15% of
all lung cancers

£ (soihigh )

} AP

Tumor Volume (mm?)
g 8 §
b T T T
?i
ol

LSD1 inhibition

Tumor Volume (mm?)
= 2 =4
- L_i.\‘—-—
¢+
o
3¢
s m

/ Modified from Augert et al., 2019. Sci Signal

T T T
021 100 200 300

Days

From Trends in Molecular Medicine 25(4)
ORYZON DOI:10.1016/j.molmed.2019.02.009
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ladademstat and anti-PD-L1 combination inhibits SCLC progression

A
1000 Vehicle (n=11) 10004 Anti-PDL1(n=11) 1000, ORY-1001 (n=11) 10004 Combo (n=12) A LSD1
g A E i rg i E o Nivolumab Nivolumab + Ipilimumab
E 600 Esoo- gsoo- E 600 1.00 Strata =+~ Low =+ Mid =+ High 1.001 Strata =+~ Low =+~ Mid =+~ High
S 3 3 32
S 400- S 400 S 400- S 4004
8 5 E s
5 5 2001 5 2009 5 ’°°‘__ﬂé 0.75 0.751
0 Ll T 1 0 T U 1 c T T o 1 1 1
0 10 20 30 0 10 20 30 0 10 20 0 10 20 30
D » 0
Days Days Days o O 050 O 0.50;
B Tumor MHC-I Cc Tumor PD-L1 D Total CD45 E
100~ p— 154 8
- o, T 0.25 0.25
ns & Ty
5 10 2 frney B
% sl : . - g 000] P=0.035 t 000l P=002
= LE] 2 0 6 12 18 24 30 36 42 48 54 60 0 6 12 18 24 30 36 42 48 54 60
Months Months
0- - 0- - 0-
N N 1 1
@\ae & ,\.@ f 4.*““\‘ & ’\&\o & f\ap q°“¢.~°° 3 & Number at risk Number at risk
& & d @ —|59 28 17 13 10 7 4 1 0 0 0 g = |42 28 24 20 14 14 11 8 7 1 0O
8 =47 1511 7 6 4 3 1 1 1 1 8 =53 26 14 12 10 9 6 4 3 0 0
F Total CD4 G Total CD8 H CD69+ Effector I ® =15 19 8 3 2 2 2 1 1 0 0 9 =|44 21 10 8 6 5 4 4 4 2 1
0 6 12 18 24 30 36 42 48 54 60 0 6 12 18 24 30 36 42 48 54 60
Months Months
&
: 8 8
s s s
® ® R
Analysis of epigenetic determinants of antigen presentation identified LSD1

ORYZON Nguyen et al., 2022 and Rudin et al., 2023

gene expression as a correlate of worse survival outcomes for patients
treated with either nivolumab or the combination of nivolumab and ipilimumab
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NEXT-CTEP-NCI Program — CRADA: new SCLC trial in combination with ICI

Testing the Combination of an Anti-cancer Drug, ladademstat,
With Other Anti-cancer Drugs (Atezolizumab or Durvalumab) at
Improving Outcomes for Small Cell Lung Cancer

ClinicalTrials.gov ID: NCT06287775

Sponsor: National Cancer Institute (NCI)

ORYZON to provide drug
IND approved
Expected start 1Q25

+ MSKCC

* JHU Sidney Kimmel Comprehensive Cancer Center at the John Hopkins
» Dana Farber at Harvard Cancer Center

*  Ohio State Univ Cancer Center

* MD Anderson

« City of Hope Cancer Center

«  UPMC Hilman Cancer Center (University of Pittsburgh)

« Univ. Health Network Princess Margaret Cancer Center Toronto

*  Yale University

« National Cancer Institute

ORYZON

Led by Dr. Charles Rudin

Memorial Sloan Kettering
Cancer Center

Enrollment (Estimated)
45-50 pts
Primary Objective

To compare the progression-free survival (PFS) between the
combination of iadademstat plus immune checkpoint inhibitor (ICI)
versus ICl maintenance alone.

Secondary Objectives

* To compare objective response rate (ORR) and overall survival
(OS) between treatment arms.

* To evaluate the safety of combination iadademstat plus ICI.
NATIONAL CANCER INSTITUTE
DCTD Division of Cancer Treatment & Diagnosis
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ED-SCLC, an interesting market opportunity

Best route to Market: Combo with ICI, 1L ED-SCLC in maintenance

Tolerability profile of both drugs suggesting high compatibility

The global market for small-cell lung cancer drugs expected to reach
+$3.4 billion by 2027, expanding at a CAGR of 19.4% over the forecast
period, driven by the approval and uptake of premium-priced targeted
therapies

ladademstat peak sales are estimated to be +$1.5 billion in 1L
maintenance therapy

ORYZON

SCLC MARKET

4000

3500

3000

2500

2000

1500

1000

500

210

140
2018 2023 2028

B Platinum and other cytotoxic agents H Topoisomerase inhibitors
m PDL1 and CTAM inhibitors m PDL1 inhibitors

® RNA polymerase Il inhibitors W CDK4/6 inhibitors
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Neuroendocrine Tumors: a Collaborative PoC basket trial in NETs with
ladademstat

NET:

A Phase Il study of iadademstat in
combination with paclitaxel in

platinum-R/R SCLC and

extrapulmonary high grade
neuroendocrine carcinomas

FOX CHASE

CANCER CENTER

ORYZON

TEMPLE HEALTH

PI: Dr. Namrata Vijayvergia

Assistant Chief, Gastrointestinal Medical
Oncology Associate Professor, Department of
Hematology/Oncology

Medical Director, Medical Oncology

High unmet medical need: NETs have dismal outcomes ranging from ORR
5% (extrapulmonary) to ~20-30% in second line SCLC; with mPFS 3 to 4
months, respectively

Strong rationale for combination: preclinical data showing synergy
between iadademstat and paclitaxel

Sponsor: Fox Chase Cancer Center
Recruiting
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Oqul
A refined LSD1 inhibit

for hematological
disorders

2




Sickle cell disease (SCD)

Patients suffer anemia, pain, progressive organ damage, early mortality

SCD is an inherited autosomal
recessive disorder resulting in
mutation of the hemoglobin (Hb)
structure in red blood cells. The
mutation of normal hemoglobin A
(a2B2) to hemoglobin S (a2B826
Val) is caused by the amino acid
substitution of valine (GTG) for
glutamic acid (GAG) on the sixth
position of the B chain. The

sickling process occurs under
deoxygenated conditions in which
hemoglobin S polymerizes,

forming aggregates called tactoids
that give the resulting product a
rigid structure Anemia

Stroke
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ORY-3001 is a therapeutic option for SCD

* ORY-3001 is a highly potent and selective oral
LSD1 inhibitor with a very good pharmacology

* It has completed the IND enabling toxicology

* |ts action over SCD is based on two distinct
mechanisms:

* one addresses sickle hemoglobin (HbS)
polymerization-mediated sickling, and

* the other addresses RBC reactive oxygen
species (ROS) generation-induced hemolysis.
HbF, fetal hemoglobin; Retics, reticulocytes

Rivers A et al. . Potential role of LSD1 inhibitors in the treatment of sickle cell disease: a review of preclinical animal model
data. Am J Physiol Regul Integr Comp Physiol. 2018 Oct 1;315(4):R840-R847. doi: 10.1152/ajpregu.00440.2017. Epub 2018
Aug 1. PMID: 30067082; PMCID: PMC6734057.

ORYZON

S Epigenetic Gene expression
S regulation | LsD1 Inhibition | of mitophagy SCDREG
of Hb F (E.g.RN1) ROS
* HbS polymerization @

* lrreversible polymers

Discovery of LSD1 inhibitor RN1 Efficacy and safety of LSD1 inhibitor
histone Lysine speciﬁ( induces F-cells and LSD1 inhibitor RN1 INCB059872 in human
demethylase- LSD1 F-Retics in mice in primates SCD clinical trial

Ref: Shi et al.(34) Ref: Rivers et al.(31) Ref: Ibanez et al.(11) NCT03132324

2014 2015 2016

Ex vivo LSD1 inhibition LSD1 inhibitor RN1 LSD1 inhibitor RN1 induces
induces HbF induces HbF in primates mitophagy in SCD
Ref: Shi et al.(33) Ref: Rivers et al.(29) Ref: Jagadeeswaran et al.(14)

I Sickle Hemoglobin (Hb S) \

Hb S polymers Mitochondria

QY

* Mitochondrial retention
* ROS generation

\ ¢ v/
L =
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ORY-3001 Efficacy in SCD models

Experimental
Hematology

PoC demonstrated in:

ELSEVIER Experimental Hematology 2018:67:60-64

« SCD Townes mouse model .
Oral administration of the LSD1 inhibitor ORY-3001 increases fetal
* SCD non-anemic baboon model hemoglobin in sickle cell mice and baboons
Angela Rivers™”, Kestis Vaitkus"™, Ramasamy Jagadeeswaran™”, Maria Armila Ruiz™,
° SCD anem|c_b|ed baboons Vinzon Ibanez"™*, Filippo Ciceri’, Fernando Cavalcanti®, Robert E. Molokie™",
Yogen Saunthararajah®, James Douglas Engel’, Joseph DeSimone®, and Donald Lavelle™*

“Department of Pediatrics, University of Hllinois at Chicago, Chicago, IL, USA; Y Jesse Brown VA Medical Center, Chicago, IL, USA; “Section of

. Hematology/Oncology, De, ent of Medicine, University of Illinois ar Chicago, Chicago, IL, USA; *Oryzon Genomics S.A., Barcelona, Spain;
LS D 1 OCC u pan Cy CO nfl rm e d by targ et ‘,m”“';;;:):tr‘m’::;x’l’:gl\H(‘I:r[‘:‘l‘(,v;::‘.;:a:ll:xl r;l;‘:l;ll:n:\, T’:::/:.\"‘x:n(';’mu“:"‘:":u‘:'i, (fll: :‘:‘[::nd 2“,“:':‘ Cleveland, (1)’1“/.01"",\14'. ""D":';:Jnm/vm r:_;’;“rl’l”:iul e
Developmental Biology, University of Michigan, Ann Arbor, MI, USA
engagement analysis and platelet reduction

In these models, ORY-3001 increased:
. ) y-globin mRNA F retics Globin Chain Synthesis
« Expression of y-globin mRNA 04 o 0s

gac] p<0.01

+ Fetal reticulocytes (F retics)

=03 |
+

(v/v+P)
S < <
~N
s (
8

0.1

y-globin mRNA
o
(=] -
F retic
o538
Globin chain synthesis
1y
o
~N

» y—globin chain synthesis or fetal 7 . 7
hem0g|0b|n (HbF) Pre Peak Pre Peak ’ Pre Peak
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Sickle cell disease prevalence

Around 20-25 million people are living with SCD across the globe and the number is anticipated to
increase by 30% by 2050. SCD accounts for approximately 305,773 births per year worldwide

Europe

Prevalence of Sickle Cell Disease 55,000-60,000

u.s.

Canada
U.K.
Italy

Brazil
Saudi Arabia

Kingdom of
Bahrain

ORYZON

Prevalence North America

80,000-100,000 85,000 - 106,000

5,000-6,000 ‘ ®
14,000-15,000
2,000-2,500

30,000-35,000

145,000-150,000 ®

17,000-18,000 Latin America
100,000-150,000 Africa

1,200,000 - 1,500,000

Source: United Nations, CDC, Sickle Cell Society, NCBI, MTS Sickle Cell Foundation, Inc.,
Fortune Business Insights Analysis

Number of Sickle Cell Births Per Year

Countr No. of SCD
y Birth/Year

u.s. 3,000
India 5,200
U.K. 270
Nigeria 91,011
Tanzania 11,877
Angola 9,017
Uganda 10,877
Ghana 5,815
Niger 5,310
Zambia 6,039
Cameroon 7,712
Global 305,773
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ORY-3001 is available for partnering in non-oncological indications

Non-malignant . : Immune-mediated disease:
. ) Viral Infections ..
hematological diseases Psoriasis

Sickle Cell disease, Viral infections caused by a Inhibits CCL2 release in
Polycythemia vera, etc... variety of viruses cultured keratinocytes
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ORY-4001
A selective HDACSG inhibitor
for CMT, ALS and other
CNS diseases




ORY-4001 is a highly potent and selective HDACG6 inhibitor

HDAC-6 has been suggested as a therapeutic target in Charcot-Marie-Tooth (CMT), ALS, and other
CNS diseases

ngO~ ,3150
é :‘;’ -~ vorinostat (SAHA)
ORY-4001 is a highly potent and selective 5 1 2™ T~ oy S
HDACSG6 inhibitor with good pharmacology £ = g ™
0.01 0.1 ) 1 10 0.01 0.1 ) 1 10

Nerve conduction velocity Compound muscle action potential

2
ORY-4001 increases nerve CondUCtion gg éig Egml:‘I;Z::zlen/naltrexonelsorbitol
velocity and CMAP in a CMT1A mice model : 5 o= T+ ORv0L 30 oty

8 week-old mice 14 week-old mice

C d 8 week-old mice 14 week-old mice
(baseline) (end-point)

(baseline) (end-point)

ORY-4001 increases axonal number and Tee N, e
o o o o Stes i o = oo“l
myelination in a CMT1A mice model P e >

-

CMT1A + vehicle

30 mg/kg

First in Man readiness is expected by 2025

ORYZON Sacilotto N et al. ORY-4001, a novel potent and selective oxadiazole-based HDACG6 inhibitor shows pre-clinical

therapeutic efficacy in CMT1A. PNS 2023 annual meeting Corporate deck — January 2025 | 46




Charcot-Marie-Tooth disease

A medical need and a market opportunity

Charcot-Marie-Tooth disease is a group of inherited disorders that
cause nerve damage. This damage is mostly in the arms and legs

(peripheral nerves).
Facts

g )

Males are more affected The most common
by this disease type of CMT is CMT1

It is an inherited,
genetic condition

Diagnosis
@
A~ . . .
%) » Physical exam @ Nerve conduction studies
Sigle
Yt

Electromyography (EMG) Nerve biopsy

Types

Genetic testing

e CMT1A ¢ CMT1B e CMT1D

ORYZON

Epidemiology Insights (2020)

momen Y

_______________________________________

41-60 & 0-18
years — Most @(.? years — Least
{ 711 affected .-A‘).;. affected

E The diagnosed prevalent population

v I 116,794
United states [ NEEE———— 95,221

Germany NN 32,291
Japan 13,691

4

N
X

\
\

\

Market Size 2021

USS 793.9
MILLION

/

\J /\\\\R
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[

>

N

Value Projection 2028

 US$ 3,459.1
 MILLION
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LSD1i, a precision medicine therapeutic option in CNS to rescue deficits
caused by mutations in key genes

COMPASS Pathologies: H3K4-met related indications

« KMT2D (MLL2) — Kabuki Syndrome

« KMT2F (SetD1a) - Schizophrenia susceptibility

« KMT2A - Wiedemann-Steiner syndrome

« KMT2B - Dystonia 28, Childhood-Onset

« KMT2C - Kleefstra syndrome —Autism spectrum disorders
« KMT2G (SetD1b) - Syndromic intellectual disability

Other genetically driven indications
* MeCp2 (Methyl-CpG-binding protein) — Rett syndrome
« EHMT1 (H3K9 - Histone methyltransferases) Kleefstra syndrome
« Shank3 - Autism spectrum disorders
« Gtf2i - Williams-Beuren syndrome - 79.23 microduplication including ASD
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Methylation is involved in Kabuki Syndrome and LSD1 inhibition rescues
phenotypes in a genetic model

* Kabuki syndrome is a congenital disorder characterized by intellectual disability, growth retardation,
dysmorphic facial features and immune defects

° Mutations of MLL2 (KMT2D) cause Kabuki syndrome in >70% of cases (known as KS type )

°* MLL2 is a Histone Methyl transferase. Unbalance methylation in the brain triggers the CNS component of
the disease

* To rebalance the methylation equilibrium could be a therapeutic strategy

Mg
?’% Mé(‘ R
< MLL-2 / COMPASS complex 4y e %/COMJ% MLL-2 / COMPASS complex L.o.F.
M Me M " = S / SSC"%O; M Me M ' 'S
e S9N §
E* ? ors Wk P * | ?
H3K4 > H3K4 H3K4 )§K4 / H3K4 H3K4 H3K4 )$3K4
JARID-1 LSD1 HS/\"; JARID-1 LSD1
.7 55‘01
Shy LSD1i
< - < -
- -
Restored
Normal Phenotype Kabuki Phenotype «} Normal Phenotype
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Methylation is involved in Kabuki Syndrome and LSD1 inhibition rescues
phenotypes in a genetic model

Effects of LSD1i in the phenotype of a KO Kabuki mice* LSD1i rescues neurogenesis defects in hippocampus
of Kmt2d*/PGeo mice

- LSD1i restores methylation balance in the
hippocampus

» LSD1i rescues adult neurogenesis

» LSD1i restores normal neuronal morphology

« LSD1i rescues global gene expression changes yoNGe vehicle

» LSD1i rescues the visuospatial learning and
memory defects ' e S

~ .."l-'
B ¢

R e,
..."'g i
ol ST N s

« LSD1i rescues immune defects (splenomegaly)

LSD1 inh LSD1inh

ORYZON Modified from Zhang et al, Molecular Therapy: Methods & Clinical Development ,Vol. 20 , 779-791 (March 2021) Corporate deck — January 2025 1 51




HOPE: a Phase Ib/Il trial in Kabuki syndrome patients

e Kabuki syndrome (KS) is caused by mutations in the
KMT2D/MLL2 gene (KS Type 1, about 70% of cases)
or the KDM6A gene (KS Type 2)

* KSis a congenital, rare, multisystem disorder
characterized by multiple multi-organ abnormalities
including intellectual disability

* Strong preclinical rationale for inhibiting LSD1 in KS

JOHNS HOPKINS 444

UNIVERSITY Kennedy Krieger Institute

ORYZON

HOPE:

An adaptative randomized
double blind Phase /Il trial
with vafidemstat in KS
Type 1 patients

Phase Ib objectives: evaluate safety/tolerability, and
determine the RP2D

Phase Il objective: evaluate the efficacy of vafidemstat at
the RP2D in KS Type 1 patients

IND 2025 (subject to additional resources)

HOPE may set the basis for an expedited
development if a significant clinical benefit in the
population is demonstrated over placebo

Corporate deck — January 2025 | 52




Pioneering personalized
medicine in epigenetics
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