


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
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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 Comisién 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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regarding future performance. Forward-looking statements are statements that are not historical facts and are generally identified by the words “expects,



Epigenetic Champion Developing
New Therapies in CNS and Oncology
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Growing epigenetic Focus on developing
platform with an highly potent and
expanding pipeline to selective LSD1
bring treatments to inhibitors with best-in-
High Unmet Medical class characteristics
needs in CNS and
Oncology

ORYZON
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2 Programs with well-
defined registrational
pathways:
ladademstat in
Oncology and
Vafidemstat in CNS

Al
Listed in Europe (Madrid)

MK Cap ~$150M

Runway expected till mid
2024



Multiple Shots on goal & main investment thesis in the short-mid term

CNS: vafidemstat (ORY-2001) - CNS optimized LSD1 inhibitor
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Note: Finalized clinical trials for iadademstat and vafidemstat are not shown. See www.oryzon.com for more details
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ladademstat: first and potentially best-in-class LSD1 inhibitor in oncology

°* A unique asset to address specific
cancers

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

° Reinforcing institutional
collaborations

° Exploring niche indications in
collaborative settings

* Setting an optimal long-term
corporate strategy
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ladademstat: first and potentially best-in-class LSD1 inhibitor in AML

* The most potent (nM) oral inhibitor of the lysine histone
demethylase LSD1 in clinical development

* +100 pts treated with iadademstat in 4 Phase 1/1l oncology
trials — safety profile well established

The asset

* LSD1 is required for leukemic stem cell survival and blocking
Mechanism leukemic cell differentiation

of Action ladademstat prevents leukemic stem cell survival and
promotes rapid differentiation/death of leukemia cells

DP 4% PR36% CR+CRi 64% Ongoing 7%
ORR 81%
SD 15%

<6 mos
0,
22 DoR

(CR/CRIi pts)

Key Clinical

BEST
RESPONSE

Data in ALICE
as PoC

>6 mos 64%

II*EH A 2022
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Comprehensive in Vitro Characterization of the LSD1 Small Molecule
Inhibitor Class in Oncology
Published as part of the ACS Pharmacology & Translational Science special issue “Epigenetics 2022,

Natalia Sacilotto,” Paola Dessanti," Michele M. P. Lufino, Alberto Ortega, Alejandra Rodriguez-Gimeno,
Jordi Salas, Tamara Maes, Carlos Buesa, Cristina Mascaré,* and Robert Soliva*
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ALICE, an AML Phase Il trial with LSD1i in
combination with azacitidine in unfit patients

° Multicenter, single arm & open label study

* 36 patients enrolled (LPI 10/2021)

° Primary endpoint: Dose finding, safety
and tolerability of combo therapy

* Secondary endpoints: Response; time to
response; duration of response; overall
survival



FRIDA: a Phase Ib trial in R/R AML as a foundation for an accelerated development
R/R-AML a Market opportunity
AML market

BCILZ inhibiors

2000

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

Hypamctiyi20ng 2gens

H1DHZ inkibitors

1,540
SRS INERGOM - £i73 s the most common mutation in AML (30-40%) and is currently e
\EYd (s modestly served with existing drugs
° These patients are now treated with gilteritinib, yet there is a high medical 100
need (MEFS 2.8 months & CR+CRi 34%) a50

FRIDA: A Phase Ib in FLT3 mut+ R/R AML patients combining iadademstat and gilteritinib (Xospata®)

* ladademstat and gilteritinib show a strong synergism, providing a strong preclinical rationale for
enhanced clinical benefit | Mva11) T - mMoLMA3

° Primary objectives: evaluate safety/tolerability, and determine the RP2D of the combination sl <1 denotes
* Secondary objective: evaluate efficacy of the combination (CR rate, DoR, MRD) ar— ER N CS i
* Upto 50 patients

* IND approved March 2022 / FPI 2H2022

* Agreement with FDA to discuss next steps for pivotal trial development after this Phase Ib

||I=_|-)| Au IND Approved
:

OOAMLS Wia
Svrergistic effects combining 1adaderrstat with gilteritirh in
AW cell ives (ndernal data)



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

* LSD1is required for survival & proliferation of neuroendocrine/SCLC tumor cells A Proof of Concept (CLEPSIDRA)
M h 5 * ladademstat blocks LSD1’s actions and promotes neuroendocrine/SCLC tumor et mw ws ws wo s mw mes s mm s
ecnanism differentiation and death R S
of Action * ladademstat synergizes with ICls and boosts the host immune system by

increasing T cell infiltration and preventing T-cell exhaustion
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* Safety demonstrated as a single agent (R/R ED-SCLC)

® CLEPSIDRA trial: iadademstat in combination with SoC chemotherapy in R/R Pt-
sensitive ED-SCLC showed preliminary efficacy but challenging to manage

A Market opportunity

overlapping thrombocytopenia, however as monotherapy was well tolerated 40 The small-cel fung cancer drug market
Key Chn'cal * ORR40%: (4 PR/10 evaluable patients); 2 additional long-term SD (CBR 60%) 35
Data * DoR 4.5 months 30

e
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* 1 patient received 15 cycles iadademstat in monotherapy maintenance and
tumor response continued to improve (up to 90% tumor reduction)
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Sales (USS$ billions)

* No lung, hepatic, renal, or cardiac toxicity. No hematotoxicity as a single agent

(0 out 6 patients) e
0.5
®* SCLCis approx. 15% of lung cancer (around 28,000 pts in the US in 2021, similar 0 -mm m e =
in EU5 and close to 100,000 in China) 476 inhibitors
Ro ute to . I . ::E:pﬁyJeEasellinhihitors
* 1L SCLC has a global market potential of ~$3.5Billion by 2027, expanding at a B PDL1 inhibitors

[ PD1 and CTLA4 inhibitors
[[ Topoisomerase inhibitors
[ Platinum and other cytotoxic agents

Ma rket CAGR of 19.4% over the forecast period
®* Anunderserved population: Recently approved ICls provide only modest benefit

MNature Reviews
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A future Phase Ib/Il trial in 1L ED-SCLC with potential for accelerated development

Atm- Vohicle (n=11) 10004  AnS-PDL1 (n=11)
g f=

® G o1 A Aniro1 [l oRvion jo i ’

A strong * ladademstat and ICls show a strong synergism, ,, § gm‘_J

; suggesting potential clinical benefit g ] A
rationale * LSD1i enhances the immunological response by ] 8 o ORY-AOH (ne1) 1oy Combo (12

with ICls overexpressing MHC-1 class genes and deferring i g E:’
lymphocyte exhaustion ot i: , § wor

F

L) T 1 - L LJ 1
° 10 Fr) 0 o L] 20 30
Nguyen et al., J Thorac Oncol. 2022 Aug;17(8):1014-1031.

STELLAR: A randomized controlled Phase Ib/Il study of iadademstat plus a checkpoint inhibitor in 1L patients with
metastatic SCLC

* High unmet medical need + relative low bar for improving efficacy due to the modest efficacy improvements (2 months OS increment with recent
approval of ICl in combo with chemotherapy) shown in the IMPower-133, CASPIAN and Keynote-604 trials in 1L SCLC
* Phase Ib objectives: evaluate safety/tolerability, and determine the RP2D and MTD of iadademstat in combination with ICI

* Phase Il objective: evaluate efficacy of the combination of iadademstat and ICI vs ICl alone in maintenance after SoC chemotherapy measured as
PFS

* IND 2H2022

STELLAR could potentially support an accelerated approval if a significant clinical benefit in the population is
demonstrated over the efficacy of SoC treatment

ORYZON 10



Neuroendocrine Tumors: a Collaborative PoC basket trial in NETs with iadademstat

A Phase Ib/Il study of iadademstat in combination with synergistic agents in platinum R/R SCLC and extrapulmonary
high grade neuroendocrine carcinomas

° Label expansion opportunity
° High unmet medical need: Treatment of platinum relapsed (<6 mos)

° Low hanging fruit: R/R NETs have dismal outcomes ranging from ORR 5% (extrapulmonary) to ~20-30% in SCLC;
and PFS 3 to 4 months respectively

° Strong rationale for combination of iadademstat with synergistic platelet-sparing agents in several tumors
° IND 2H2022
° FPI2H2022

ORYZON
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CNS disorders: a field evolving towards Precision Medicine

LSD1 is key for the function of the CNS and is involved in
multifactorial CNS disorders and monogenic syndromes

Large multifactorial | Small/rare monogenic
indications indications

Largely unknown pathogenesis NS O Molecular diagnosis

Still diagnosed by predominant \ o I Allows smart drug design based
symptoms s, o /o on MoA

Confounding comorbidities i € Fast Market Approval conceivable

May include genetically A Small markets but premium price

defined subpopulations
POp May expand label to similar

Large market opportunities % indications

Vafidemstat may be developed in both types of indications
based on different formulations and commercial channels

ORYZON 13



Vafidemstat: an LSD1 inhibitor to treat large multifactorial CNS indications including borderline personality

disorder (BPD) and schizophrenia (SCZ)

* A potent (nM) oral inhibitor of LSD1 with high BBB penetration

Mechanism * LSD1iinduces the neuronal plasticity & downregulates neuroinflammation
of Action .

and sociability

* +300 subjects treated with vafidemstat
* Safety and effectiveness demonstrated as a single agent
* REIMAGINE trial (basket trial in BPD, ASD and ADHD). Data showed:
* Reduction in aggression
Key Clinical  Improvements in overall patient functioning, particularly in BPD patients

Data 1 == A = ¢

re

CSSRS

§19 P
i§ 1

Visit 1 Visit 7 = isit 1 et 7 Visit 0 Visit 7 Visit 0 Visit7

Overall improvement in BPDCL scale to diagnosis threshold level
Supporting general treatment of the disease

* Clinical development program is focused on two CNS indications: BPD (PORTICO
Phase Ilb study) and SCZ (EVOLUTION Phase llb study), both actively recruiting

* BPD alone has a global market potential of ~$3Billion by 2027

ORYZON

LSD1i modulates the response to environmental stress and improves aggressivity

Safe

No differences
between placebo and
vafidemstat-treated
patients

Brain Penetrant

An optimal
CSF : plasma
ratio of
0.9

Oral, once a day

PK data supports once
daily dosing in both
adult and elder
subjects

14



Borderline personality disorder: a snapshot

A Prevalent & impairing disease Two main types of symptoms No approved drugs yet
e Unstable-extreme : Patients in off-label anti-
9 million in US & EU . interpersonal relationships psychotics

ﬁ EAggression &self-aggressioné O
3 A7, f59 ey .
1‘;, . Q " ,”’ ))) Vafi improves these

w symptoms in PC models

Expected Market Value in 2027 : Highest Revenue Drug Category: : :
US$ ~3 billion Anti-psychotics followed by anti- 0 Phase lll trials

depressants 2 Phase Il trials
/\$/ Aggregated sells: ' "
: ~ 1 Billion
ahl

| .
-

Very low competition



Ongoing Study: a Phase llb in Borderline Personality Disorder

PORTICO:
An adaptative randomized double blind Phase IIb trial
with vafidemstat in Borderline Personality Disorder
patients

* High unmet need: no drugs specifically approved for BPD. 1.4 million patients in US are being treated with off-label anti-psychotics

* PORTICO plans to enroll initially 156 patients (to be reassessed in the interim analysis)

* Two primary independent endpoints:
* Overall clinical BPD improvement, and
* Improvement in aggression

* Actively enrolling in EU and US

An interim analysis (90 patients) is anticipated by 1Q23. Assuming current accrual expects:
Final read out 4Q 2023
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EVOLUTION an ongoing PoC Schizophrenia study with vafidemstat

EVOLUTION:
An adaptative randomized double blind Phase IIb trial with vafidemstat in
schizophrenia patients

A Prevalent & impairing disease Three main types of symptoms : No approved drugs yet for
20 millio ww. : e : : 0

* Strong rationale: LSD1i restores phenotypes in ~5 million in US & EU : Positive OI Negative : Neg?t.lve SVmF?tUmS (50/::)

various SCZ mice models mitiion in i Cognitive Impairment Cognitive Impairment (70%)
° High Unmet Need: No drugs approved yet for N i 7/ L

cognitive impairment or negative symptoms of o o e ))) Vafi improves these

H f " symptomsin PC models

SCz : f" -
° EVOLUTION: Double blind, placebo controlled ................. e

adaptive trial design (n=100) Market Value in 2021 Highest Revenue Drug Category: Moderate competition

. . : long-acting injectable (LAI) i

° Vafidemstat as add-on to SoC. 6 months of USS ~8 billion antipsychotics .

treatment Single Best seller: ¥

T
$ AP
* Primary endpoints: efficacy to address SCZ + S 3.5 Billion U
Negative and cognitive symptoms I ‘

* Actively recruiting patients in EU

1






Vafidemstat: an LSD1 inhibitor targeting genetically defined neurodevelopmental syndromes, e.g., Kabuki

* LSD1i can compensate complex phenotypes caused by single gene
Mechanism deficiencies that are the cause of some rare neurodevelopmental syndromes

of Action * Specifically, in Histone Methyltransferase deficiencies, like Kabuki syndrome
(KS), LSD1irestores brain chromatin methylation balance and rescues multi-
systemic deficits

1501 resosed neurogenesls defects In hppocampus of Kmizd 8o mice
¥ “pGen

. +300 subjects treated with vafidemstat

O Safety and effectiveness demonstrated as
a single agent

Key

Pr.ec_'llnlcal & *  Ina KO mice model of KS, LSD1i produced
Clinical Data restoration of neurogenesis, memory

rescue, brain chromatin methylation
rebalance and immunological rescue

* Initial clinical development program focused on Kabuki syndrome type 1
* Approx. 6,000+ pts with KS type 1, with a significant market potential.

* Additional well-established genetically-defined diseases emerging as
possible label extensions

ORYZON

A growing market opportunity

COMPASS-related Pathologies

SET1 (COMPASS)-like complex methylates histone H3
lysine 4 to activate promoters & define the boundaries of
enhancers and superenhancers. LoF produces a variety of
syndromes:

*  KMT2D (MLL2) - Kabuki Syndrome

* KMT2F (SetD1a) - Schizophrenia susceptibility

°*  KMT2A (MLL1) - Wiedemann—Steiner syndrome

® KMT2B - Dystonia 28, Childhood-Onset

°  KMT1D - Kleefstra syndrome —ASD

*  KMT2C- KMT2C Syndrome -ASD

*  KMT2G (SetD1b) - Syndromic intellectual disability

19



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

HOPE:
An adaptative randomized double blind Phase 1/I1
trial with vafidemstat in KS Type 1 patients

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

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

° IND Q42022 /FPI Q12023

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

ORYZON

Kabuki syndrome (KS) is caused

by mutations in the KMT2D/MLL2
gene (KS Type 1, about 70% of cases)
or the KDMG6A gene (KS Type 2)

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

Strong preclinical rationale for
inhibiting LSD1 in KS

20



Vafidemstat has a growing avenue for personalized therapy in CNS
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COMPASS-related Pathologies Glutamatergic pathway-related Pathologies Other yet unknown genetic relationships

SET1 (COMPASS)-like complex methylates histone H3 lysine * Shank3 : Shankopaties — PMS / ASD *  Rett Syndrome

4 to activate promoters & define the boundaries of * NMDA-R hypofunction SCZ *  ASD syndromes

enhancers and superenhancers. LoF produces a variety of *  Other schizophrenia subpopulations
syndromes:

KMT2D (MLL2) - Kabuki Syndrome

KMT2F (SetD1a) - Schizophrenia susceptibility
KMT2A (MLL1) - Wiedemann—Steiner syndrome
KMT2B - Dystonia 28, Childhood-Onset

KMT1D - Kleefstra syndrome —ASD

KMT2C- KMT2C Syndrome -ASD

KMT2G (SetD1b) - Syndromic intellectual disability

Beyond monogenic syndromes, LSD1 is also involved in the direct or indirect regulation of genes or regulators of specific
pathways involved in CNS diseases, e.g. miR137, whose targets are genes involved in schizophrenia and Huntington’s
disease, opening the door for targeting subpopulations of large CNS indications

ORYZON 21



ORYZON

A unique dual EPIGENETIC proposition
in CNS and ONCOLOGY

Value Creation in 2022-23

Multiple inflection points

* A validated approach with multiple
shots on goal

® One and only epigenetic company
in CNS

~ ° 2Phase Il programs

- * Differentiated pipeline of first- and
potentially best-in-class LSD1
therapies

* Derisked: Safety proven in 400+
subjects dosed

'F.'_- . -'

Final data for 1L AML PoC ALICE

2L AML and NET trials preliminary
readouts in 2023

Read-out Phase Il in BPD i

Kabuki Syndrome Phase I/Il trial start =
in 2023 £

1L ED-SCLC with potential to support =~
accelerated development to start in
2023






	Número de diapositiva 1
	Número de diapositiva 2
	Número de diapositiva 3
	Número de diapositiva 4
	Número de diapositiva 5
	Número de diapositiva 6
	Número de diapositiva 7
	Número de diapositiva 8
	Número de diapositiva 9
	Número de diapositiva 10
	Número de diapositiva 11
	Número de diapositiva 12
	Número de diapositiva 13
	Número de diapositiva 14
	Número de diapositiva 15
	Número de diapositiva 16
	Número de diapositiva 17
	Número de diapositiva 18
	Número de diapositiva 19
	Número de diapositiva 20
	Número de diapositiva 21
	Número de diapositiva 22
	Número de diapositiva 23

