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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 Law 24/1988, of 28 July, on the
Securities Market, Royal Decree-Law 5/2005, of 11 March, 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 contains 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 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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An epigenetic champion determined to bring new therapies to the patients

Epigenetics expertise applied to oncology and CNS
indications

Chromatin fiber WRITER READER ERASER

G Two molecules with positive clinical data in humans
' Programs in Phase Il

A leading & growing epigenetic platform with an
expanding pipeline

One of the most liquid biotech stocks in Europe

oooooooo

Cash & cash equivalents of ~S50m by Dec 315t 20201
Cash runway till 2023

O R Y Z O N (1) https://www.oryzon.c news/oryzon-report Its-and-corp: -update-4th-quarter-and-year-ended-+ -31



https://www.oryzon.com/en/news-events/news/oryzon-reports-results-and-corporate-update-4th-quarter-and-year-ended-december-31

Multiple shots on goal to address significant unmet medical needs

ladademstat (ORY-1001) Vafidemstat (ORY-2001) Growine pipeline
LSD1 inhibitor LSD1 inhibitor epp

ONCOLOGY CNS & COVID-19
Differentiation Prosynaptic
Anti-cancer stemness Anti-neuroinflammatory

* AML /SCLC/ Solid Tumors °* BPD/SCZ/PMS/AD * HDACS6iI ready for nomination
* 4 Phase /Il clinical trials: * 6 Phase I/ll clinical trials: * Additional leads against a variety of

=100 patients treated +300 subjects treated new targets
* Safe & well tolerated * Safe & well tolerated
® Phase Il in AML ongoing ° Efficacious in Phase Ila in aggression

(+80% ORRs on evaluable pts) * Phase llb in BPD (ongoing) and SCZ
* Phase Il w ICIs in prep (in prep)

* Deploying a precision medicine
approach

AML: Acute Myeloid Leukemia BPD: Borderline Personality Disorder
SCLC: Small Cell Lung Cancer SCZ: Schizophrenia

PMS: Phelan McDermid

ORYZON AD: Alzheimer’s Disease






ladademstat (ORY-1001): The most potent LSD1 inhibitor

LSD1 is involved in different cancers and in cancer stemness

LSD1 inhibitors

2

Target a scaffolding function of

LSD1 to induce differentiation of
primary AML cells

High levels of LSD1 often correlate with more aggressive
forms of cancer and/or bad prognosis

LsD1 RCOR1
g T B A ladademstat is a highly potent and selective, oral LSD1i.
R /

First-in-class & best-in-class

sNAG N
REPRESSION
GFI1 INCREASED
SPI1 ACTIVITY SPI1
@&

- =
ENHANCER ENHANCER
3
INCREASED TRANSCRIPTION
OF SUBORDINATE GENES

Safe and well tolerated in Phase | and various Phase Il
studies (~100 subjects dosed)

Modified from Maiques-Diaz et al. 2018, Cell Reports 22, 3641-3659

Journal of
Clinical

sl Produced strong differentiation and showed antileukemic

activity in a FiM Phase I/Ib trial in R/R-AML
;



ladademstat produces differentiation and has antileukemic activity in R/R AML patients

® First-in-Human Phase | Study of ladademstat |
; (ORY-1001): A First-in-Class Lysine-Specific

£ Histone Demethylase 1A Inhibitor, in Relapsed or
7 Refractory Acute Myeloid Leukemia

Ulwslmem MD? Pau Montesinos, MD*%; Christophe Willekens, MD*; José Antonio Pérez-Simon, MD, PhD®¢;
Arnaud Pigneux, MD, PhD?; Chri: h Ré«:h MD PhD®; Rake: thaLMB BS, PhD®; Cecilia Carpio, MDY; César Mol nero, MD, PhD'?;
i lniMlcim PhD'®; Joaqui |mV|‘“MI abel Arévalo, PhD'% Tmlv Maes, PhD'®; Carlos Buesa, PhD'®;

Francesc Bosch, MD, PhD and Tim C. P. Somenvaille, MBBS PhD

§3.10 (

https://ascopubs.org/doi/full/10.1200/JC0.19.03250

41 R/R AML
patients

Good safety profile

Journal of
Clinical
Oncology”

Strong differentiation
Antileukemic activity

Good pharmacology

Treatment (Cycle 1)
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https://ascopubs.org/doi/full/10.1200/JCO.19.03250

ALICE: A Phase Il trial in AML with LSD1i in Combination with azacitidine in the Elderly or unfit

° Multicenter, single arm & open label

study

* Up to 36 patients to be enrolled

° Primary endpoint: Safety and
tolerability of the combo with
hypomethylating agent azacitidine

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

overall survival

ORYZON

Last report presented at

Accrual status as per Dec 31, 2020:
21 patients enrolled, of which:

20 patients enrolled as per protocol

14 evaluable patients (bone marrow
aspirate available after C1)

5 patients not evaluable (no available
bone marrow aspirate)

1 patient still in C1

e 62nd ASH® Annual

< Meeting and Exposition

DECEMBER 5-8, 2020




Phase Il ALICE: High ORR rates, rapid onset of action, and clinically meaningful durability

’

86%

85.7% 58.3%

CR/CRi rate!

ORR

Resp Durability?
on CR/CRi

34 days 11.2 months 9.7 months
Time to response Current mOS in CR/CRIi Current mDoR

° Longresponses maturing: 4 Patients already >1year, longest EFS
response (ongoing) >2 years

*  40% transfusion independent patients from those with >120d on
treatment

Data from ASH2020 updated as per Dec 31 and corresponding to 14 evaluable patients
1) 9% over the ORR population () Durability >6 months

ORYZON

The combo appears as safe and
well tolerated

From the 41 SAEs, only 2 have
been considered to be probably
related to iadademstat (1 ICH and
1 DS)

No QTc prolongation; no
neuronal, hepatic, renal or any
other organ toxicity

https://www.oryzon.com/sites/default/files/events/20201207 ASH2020 poster.pdf

Next clinical update:
June 9-17 2021

* * o
* L * EUROPEAN
* EHA g% | HEMATOLOGY
* *
* o,

ASSOCIATION



https://www.oryzon.com/sites/default/files/events/20201207_ASH2020_poster.pdf

ladademstat a therapeutic approach for SCLC with a well-defined MoA

SCLC is very aggressive LSD1 is a well

and represents 10% to characterized
15% of all lung cancers target in SCLC

* Two clinical studies done with iadademstat in * ladademstat produces complete and durable
SCLC: tumor regression in different chemoresistant
SCLC PDX models

* Phase | study (NCT02913443) (18 patients) =2

RP2D in mono ° ladademstat is efficacious in combos with

platinum/etoposide and other agents as ICls
* Phase lla (CLEPSIDRA) (14 patients) - Safety

i e & St afdinies] ety Identified and patented biomarkers that

differentiate SCLC tumors by sensitivity to LSD1i

ORYZON
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ladademstat: SCLC Phase Il CLEPSIDRA - encouraging efficacy signals

Patient ID
20

ng)

0

on from screen
& & B
o

Best Observed Response
&

(RECIST 1.1 variati

8

Open label, multicenter, Phase lla study

Biomarker selected, sensitive platinum 2L
ED-SCLC patients

iada in combination with 4-6 cycles
carboplatin/etoposide (21 d/cycle). After
chemo, iada could be administered alone

14 patients enrolled. Study finalized

Platinum/etoposide in combo with iadademstat showed
hematotoxicity

lada alone was safe and well tolerated. Toxicity
disappeared when treated with iada alone

Despite suboptimal dosing, efficacy signals were
encouraging with 40% OR and mean DoR of 4.5 months

60 % clinical benefit rate (6/10 evaluable patients): 4PRs
+ 2 long-term SD

One patient had 15 cycles in monotherapy, with a total
tumor size reduction of 90% and a relative tumor size
reduction during iadademstat monotherapy of 53%

ORYZON



Multiple Commercial Opportunities in Hematoncology and Solid Tumors

ODD granted for AML

oA ©

ORYZON

EUROPEAN MEDICINES AGENCY
SCIENCE MEDIC NES HEALTH

Potential for fast market regulatory path in
AML. To be announced in 2H2021

New trials in combo in preparation in solid
and rare tumors. To be announced in
2H2021

Strong clinical activity gravitating towards
US in 2021-2023. Favoring a broad
utilization through combinations and

investigator-initiated trials

A clear registrational strategy

12






Vafidemstat (ORY-2001): a “Neuron-fixer” drug in Phase llb

PLOS ONE

RESEARCH ARTICLE

Modulation of KDM1A with vafidemstat
rescues memory deficit and behavioral
alterations

Tamara Maes ' *, Cristina Mascard', David Rotllant ", Michele Matteo Pio Lufino’,
Angels Estiarte ', Nathalie Guibourt', C: i', Christian Grifian-Ferré?,
Merce Pallas?, Roser Nadal®, Antonio Armario®, Isidro Ferrer®, Alberto Ortega',

Nuria Valls'™, Matthew Fyfe ', Marc Martinell'*, Julio César Castro Palomino'™,
Carlos Buesa Arjol"

1 Oryzon Genomics, S.A., Comella de Liobregat, Spain, 2 Faculty of Pharmacy and Food Sciences, Institute
of Neuroscience, University of Barcelona, Barcelona, Spain, 3 Institut de Neurociéncies, Universitat
Auténoma de Barcelona, Belaterra, Spain, 4 Institut de Neuropatologia, Servei Anatomia Patologica,
IDIBELL-Hospital Universitari de Bellvitge, L'Hospitalet de Liobregat, Spain

CNS Drugs
hitps//doi.org/10.1007/540263-021-00797x

ORIGINAL RESEARCH ARTICLE

First-in-Human Randomized Trial to Assess Safety, Tolerability,
Pharmacokinetics and Pharmacodynamics of the KDM1A Inhibitor
Vafidemstat

Rosa Marfa Antonijoan™ - Juan Manuel Ferrero-Cafiero” - Jimena Coimbra' - Montse Puntes' -
Joan Martinez-Colomer’ - Marfa Isabel Arévalo® - Cristina Mascaro® - Cesar Molinero® - Carlos Buesa® -
Tamara Maes®

Accepted: 12 February 2021

ORYZON

Vafidemstat is a small molecule LSD1i, optimized for CNS.
Positive results in 7 different animal model read-outs

Epigenetic MoA that reduces neuroinflammation and
overexpresses key plasticity neuronal genes

High BBB penetration (CSF levels)

Safe and well tolerated in Phase | and various Phase Il
studies (+300 subjects dosed)

Reduces Aggression and Agitation in BPD, ADHD, ASD and
in AD. Improves general condition in BPD patients

14



Vafidemstat reduces agitation and aggression: REIMAGINE, a Phase lla basket trial in psychiatry

* Single center, single arm, open label study

* 30 patients, PPAS: n=23: 9 BPD, 6 ASD, 8
ADHD

® Primary endpoint: Safety & tolerability

° Secondary endpoints: Reduction of
aggression / Other disease related outcomes

® Study finalized. Data presented at EPA-2020

Vafidemstat was safe and well tolerated,
reduced agitation-aggression and improved
overall status in BPD patients

ORYZON

BPD patients
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Borderline Personality
Disorder

A serious psychiatric condition affecting 1.6% in the general population. BPD patients often experience emoti
irrational beliefs and distorted perception, and intense but unstable relationships with others.
1.4 million patients in US are being treated with off-label drugs

ORYZON



Schizophrenia

Prevalence of schizophrenia (SCZ) and related psychotic
disorders in the US range between 0.25% and 0.64%.

No current approved treatments for the Negative Symptoms

EVOLUTION: a Phase llb in SCZ

Double blind, placebo controlled
adaptive design with interim
analysis to assess statistical power.
80 patients (40 vafi : 40 placebo)

2 arms, vafi as add-on to SoC. 6
months of treatment

Primary endpoint: efficacy to
address SCZ Negative and Cognitive
Symptoms

6-10 sites
Spanish government funded

CTA submitted & FPI expected 1H
2021

17



LSD1 and Precision Medicine in CNS

LSD1 is mainly expressed in the CNS and plays a critical role
in neurogenesis and the regulation of cortical development

(i | I'=|'IIIII | I|III:IIII|I=III=IIIII:I|II IIIII]IIIIIlI:II
T IO '.' I"':.: .'I.',] After birth, LSD1 contributes to neurite morphogenesis
RIEN WL IN B IIIII III Il'I[”l | ”I=| III|I‘ Ill! in the mamma“an Cortex
LIl Wl R
I umeimnE B el e N M A

1
B NIRRT |
IIIII\IIIIIIIIIIIIIIIIIllIl |

i SR T LSD1 is the most abundant histone demethylase in
L maiinm Hil | llIIII\I\‘Ilé III =|III IIII' the PFC
[ BRI | AN N (CRN ROIRI ) IIIIII Il Wkl b “IIII '||'|”T
BHIUE IR Mt n III'
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LSD1 localizes in-vivo to enhancers and promoters of
confirmed CNS disease risk genes

LSD1 has been involved in neurodevelopmental diseases

ORYZON
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Methylation is involved in SCZ and ASD; LSD1 inhibition rescues phenotypes in genetic models

° Mutations of SETD1A have been
implicated in schizophrenia,
developmental disorders like autism
spectrum disorder (ASD) and other
rare syndromes

* Mice with the mutated Setd1a gene
recapitulate human schizophrenia
symptoms

® Oryzon-LSD1 inhibitors reverse
these deficiencies

ARTICLE | GHLINE NOW

Recapitulation and Reversal of Schizophrenia-Related

Phenotypes in Sefd1a-Deficient Mice

2gg W. Crabiree Atsushi Takata = Bin Xu

Published: October 09, 2010 * DOI: hitps:/idoi.org/10. uron.2010.00.014

ORYZON



Methylation is involved in Kabuki syndrome; LSD1 inhibition rescues phenotypes in genetic models

* Mutations of MLL2 (KMT2D) have
been implicated in Kabuki syndrome

* Mice with the mutated MLL2 gene
recapitulate Kabuki patient
symptoms like cranio-facial
abnormalities, growth retardation,
and immune dysregulation

OO

)
:
)

® LSD1 inhibitors reverse these
deficiencies

Molecular Therapy
Methods & Clinical Development &
CellPress

Volume 20, 12 March 2021, Pages 779-791

Original Article

Inhibition of KDM1A activity restores adult
neurogenesis and improves hippocampal memory
in a mouse model of Kabuki syndrome

Li Zhang !, Genay Pilarowski -7, Emilio Merlo Pich 2, Atsushi Nakatani %, John Dunlop %, Rina Baba 2, Satoru

Matsuda %, Masaki Daini 2, Yasushi Hattori 2, Shigemitsu Mat: to 2, Mitsuhiro Ito %, Haruhide Ki ZH . - . .
Freuda, Hassid Denl . Tasushimation, shigemitsu Hatsumeta”, Witsuhire frot, Harunice Rimura, Hans Modified from Andrea Piunti and Ali Shilatifard, Science 2016;352:aad9780

Tomas Bjornsson b4 58 8 &

MLL2 is a histone methyltransferase that belongs to the COMPASS family: six H3K4 methyltransferases that also contains
ORYZON KMT2A (or MLL1), KMT2C (or MLL3), KMT2F (or SETD1A), and KMT2G (or SET1B) 20



Shank3 mutations cause ASD, Phelan-McDermid syndrome and SCZ

* SHANK3 encodes a protein that is

essential for proper functioning of s
] R Mice with Shank3 Mutations Associated with ASD and Schizophrenia
the Syna pse’ the JunCtlon between Display Both Shared and Distinct Defects
neurons Yang Zhou + Tobias Kaiser * Patricia Monteiro * ... Feng Zhang * Zhanyan Fu *» Guoping Feng 2 &
Show all authors
Y The majority of peo ple Iacki ng a « * Published: December 10, 2015 * DOL: https://doi.org/10.1016/].neuron.2015.11.023

M) Check for updates

functional copy of the Shank3 gene
have both autism and severe

intellectual disability LSD1 inhib. restores Prefrontal Cortex
electrophysiological dysfunctions in Shank3
* Mice with the mutated Shank3 mutant mice
gene recapitulate human PMS-ASD Zhen Yan Oral Comm SFN-2019
symptoms

® Oryzon-LSD1 inhibitors reverse
these deficiencies alone orin

combination with HDAC2 inhibitors POy e R
2019

October 19-23
Chicago, IL

ORYZON 21




LSD1 inhibition, a key target for personalized therapy in CNS

® LSD1 acts as a downstream molecular hub where a variety of neuronal signaling pathways converge

° LSD1 inhibition can correct distinct independent deficiencies occurring upstream

RARE MONOGENIC SYNDROMES MULTIFACTORIAL CNS DISORDERS
patient patient
population population

Rett QOO0
syndrome (OO0
[ 4

Kabuki DOOS A
000

syndrome )

Other
syndromes
Y »-----0 Kleefstra @O OO h—
syndrome :...

22q deletion
syndrome

Phelan McDermid
Syndrome

SCHIZOPHRENIA
PSYCHOSIS

OTHER CNS
DISORDERS

Methylation / demethylation balance LSD1 INHIBITION

Direct evidence.

Glutamatergic signaling / synapse dynamics L In vivo models with similar phenotypes
to human patients have been rescued
by LSD1 inhibitors.

Indirect evidence or supportive rationale
. for LSD1 involvement.
Unknown molecular origin s N
No in viva model evidence yet.

Transcription factors / master genes dynamics

ORYZON
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LSD1 inhibition paves the way for personalized medicine in psychiatry

[ ]
(]
ORYZON

Collaborations ongoing with major clinical institutions to inform

and prepare personalized medicine clinical studies

SETD1A-related SCZ SHANK3-related ASD

CorumBIA UNIVERSITY 7

IN THE CITY OF NEW YORK

Patients carrying these mutations identified in the
Amish community in US

Study to characterize psychometrically up to 60
subjects

Results expected in 3Q21

=

[o]
sauvacd LA Paz oatpas Cae

+200 patients carrying these mutations identified in
Spain

Study to characterize psychometrically up to 40
subjects

Results expected in 3Q21

23



ESCAPE: Phase Il trial with vafidemstat to prevent ARDS in severe COVID-19 patients

ESCAPE RATIONAL:
* Vafidemstat is safe in the elderly

* Vafidemstat reduces inflammation

Signal Transduction and Targeted Therapy www.nature.co m/sigtrans

° LSD1 inhibitors reduce cytokine release syndrome ex-vivo in

COVid'lg LETTER
GSK-LSDI, an LSD1 inhibitor, quashes SARS-CoV-2-
triggered cytokine release syndrome in-vitro

Multi-center, open label, two arms, randomized study in combination s T nd T Ty 0205267 e O 2 000
with best supportive care (1:1) ag g " d
*  N=40+20. Six centers in Madrid and Barcelona metropolitan areas. 9 i mm :
*  Primary endpoint: efficacy of vafidemstat in preventing Acute 5 33 ] : 33
Respiratory Distress Syndrome (ARDS) in adult severely ill patients HE HE fei g
with COVID-19

* Secondary endpoints: Reduction of systemic and pulmonary
inflammatory biomarkers

®* Recruitment finalized

°  Analysis ongoing (preliminary results expected in 1H 2021)

ORYZON 24



A rich flow of clinical catalysts ahead

@—> new ED-SCLC Phase Il

@—> new AML Phase Il

ALICE AML Phase I
clinical update ALICE: clinical update ALICE: clinical update

Y Y e
OO, OO, *

. .
) ONgress .o

& £73 & £73 0° Ao
= % = % > %
‘. g (¢ qd (¥
% ® 0 % ® 0 e Q
N ¥ N N Y

Q4 2020 Q1 2021 Q2 2021 Q3 2021 Q4 2021 Q1 2022 Q2 2022 Q3 2022 Q4 2022

ONCOLOGY
ladademstat

= é
AD/PD 2021 " Schizophrenia ICAR 2022
The 15" nternati n International June 03,2022
izheimer's Research
March 814, Society New York, US

ETHERAL/REIMAGINE AD Phase lla
Final 12m data
QO scz/setD1a data Columbia Uni collab

O ASD/Shank3 data La Paz Hospital collab

CNS
Vafidemstat

@—> PORTICO BPD Phase lib @ —> AD Aggression/agitation (under evaluation)

‘—> EVOLUTION SCZ Phase llb Neg Symptoms

ORYZON 25



ORYZON

ORYZON

A unique dual EPIGENETIC
proposition in CNS and
ONCOLOGY

ONCOLOGY

ladademstat

* A personalized medicine approach

with multiple shots on goal
First-in-class & best-in-class LSD1i in P 8

Oncology
Safe: ~100 patients dosed

® 2 Phase Il programs. Safety proven
in +400 subjects dosed

* Well funded to 2023

Robust and durable responses in
* Value-inflection updates in 2021-22

AML (85% ORRs)

FDA & EMA ODD in AML

A SCLC trial with ICl in preparation
A dual registrational strategy

Thank you

CNS

Vafidemstat

First-in-class LSD1i in CNS
Safe: +300 subjects in several trials

Reduces agitation and aggression in
psychiatric disorders (BPD, ADHD,
ASD) and in AD

Two new Phase llb studies in 2021
in BPD and SCZ

Trials in genetically-defined patient
subpopulations in SCZ and ASD
under study

26
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ladademstat: A potent and selective LSD1 inhibitor with similar MoA in AML and SCLC

LSD1 (aka KDM1A) is known to form a complex (CoREST) with corepressor proteins including RCOR and HDAC proteins, to augment its
gene repressor activity

° In hematopoietic cells, LSD1 also physically interacts with

growth factor — independent 1 (GFI1) or growth factor —
independent 1B (GFI1B), which are transcriptional repressors
and critical regulators of hematopoietic cell lineage
development and differentiation.

ladademstat inhibits the recruitment of LSD1 by SNAG domain
transcription factors like GFI1, key in the differentiation block in
AML.

EFFECT OF LSD1 INHIBITION

G
| LSD1 inhibitors |
2 >
Target a scaffolding function of =

LSD1 to induce differentiation of

primary AML cells

. HDAC
LsD1 RCOR1
suac
HDAC GFI1 0686
LSD1 ),  cori S
R 7’
\\ 7
SNAG \Vl
REPRESSION
GFI1 INCREASED
SPI1 QAS“SV. sPi
o -
ENHANCER ENHANCER
INCREASED TRANSCRIPTION
OF SUBORDINATE GENES

ORYZON

* Insulinoma-associated protein 1 (INSM1) is a zinc-finger

transcription factor that plays an important role in the
development of neuroendocrine tissues. INSM1 interacts with
LSD1 via its SNAG domain and the resulting complex controls
neuroendocrine differentiation.

ladademstat inhibits recruitment of LSD1 by INSM1 resulting in

reactivation of the NOTCH signaling, reduced expression of the
transcription factor ASCL1 and tumor growth inhibition in SCLC

models.
<$-H)
isdademstat _|®

(ORY-1001)

Motchl
Hesl T
ASCLL T
MEURODL
NE
SCLT growth
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ladademstat is efficacious in monotherapy in some PDX-SCLC xenografts

Response to iadademstat in PDX models of SCLC is remarkably strong and durable in some cases

H
5

’E == SALINE
. ORY1001
°  FHSCO04 model: derived B £ ~ csEro
FHSC04 -
i £ 20 . e §
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relapsed after first line = = § 1000]
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therapy g Et. N .
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. 2000 Ofd tl'BﬂtITleﬁt
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show relapse after 300 g 40007 | pffend SN
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LSD1 and I-O: Emerging relevant literature supporting synergy in immune cold-tumors

Tumor cell
g S
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Antitumoral activity of iadademstat in combination with

nature > oncogene > articles * article

Article | Pubh’shd )15 August 2018

Inhibition of histone lysine-specific demethylase 1
elicits breast tumor immunity and enhances
antitumor efficacy of immune checkpoint blockade

immunotherapy in different in-vivo models of melanoma and other
tumors support exploring this combination in the clinic

Ye Qin, Shauna N. Vasilatos, Lin Chen, Hao Wu, Zhishen Cao, Yumei Fu, Min Huang, Anda M. Vlad, Binfeng Journal of Clinical Oncology. 2019;37:€14248 and Company unpublished data

Lu, Steffi Oesterreich, Nancy E. Davidson & Yi Huang &

https://www.nature.com/articles/s41419-021-03556-4
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Cell. 2018 Jul 26; 174(3): 549-563.e19
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Vafidemstat: Upstream epigenetic mechanism produces an anti-inflammatory and prosynaptic response

LSD1 localizes in-vivo to enhancers and promoters of confirmed CNS disease risk genes
LSD1 binds to TFs that control IEG expression and stress in the PFC-amygdala axis, including SRF

* Vafidemstat up-regulates genes associated with Neuroplasticity & Cognition

* Vafidemstat reduces the expression of inflammatory genes as S100A9 and others
in SAMP8 AD model and IL-6, IL-1B and many others in MS models :”ﬁo”:gp] . L b0

-+ ORY-2001 (1.0 mg/Kg, p.o.)

— = N - 28 = ) g »
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EEREs Prosynaptic
Fabp7: upregulation in drosophila favors long term WT + PBS Seldia"+ PES Seldid’ + TCP

memory consolidation

Doc2a: activity-dependent modulator of excitatory

Cognitive function,
synaptic transmission, relevant to memory

neuroplasticity and

memory formation
Kremen2 and Rspol:regulators of the WNT A /9
pathway 2
L i, ¥,
= 3
Mukai J, et al. Neuron. 2019 Oct 1. pii:
50896-6273(19)30787-1.
In in-vitro 2xon branching rescue assays iadademstat (ORY-
1001) was 1000-fold more potent than TCP
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Methylation is involved in SCZ and ASD and LSD1 inhibition rescues phenotypes in genetic models

* A clear molecular mechanism of action

ARTICLE | ONLIKE NOW

g ity
Serp1 / cOMPASS comlex hﬁ ’ o SeDIA/COMPASSLOE
Recapitulation and Reversal of Schizophrenia-Related ol e it "‘q s " T
Phenotypes in Setd1a-Deficient Mice Hake - ' L |
Jun Muksi ™+ ® « Enrico Cannar [ : tsushi Takaia = Bin Xu LsD1 LSD1 —I—
Joseph A. Gogos 2 U 5. 5
0 * DO hitps:i neuron 2018.08.0° . . LSD1i
Fstenes Grioner (8, 2018 T 0=t UG Normal Phenotype SCZ Phenotype Restored Phenotype
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Vafidemstat reduces agitation and aggression in moderate and severe AD patients

REIMAGINE-AD
80 -

* Single center, single arm, open .
label Phase lla study 60 -

® N=12 patients
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® Primary endpoint: Reduction of
aggression as measured by
validated scales 0 . T
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* Secondary endpoints: Safety and
tolerability; QoL plus other
disease related outcomes

°* A protocol amendment was Safe and well tolerated
granted to extend the treatment

up to 12 months for those Significant reduction of agitation/aggression after 6 and 12
patients with signals of cognitive months of treatment
improvement  after initial 6 Anecdotal sustained benefit in cognition after 12 months in

months of treatment (N=2, 2 out .
of 4 moderate AD patients) a subset of AD patients
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Vafidemstat is safe and reduces CSF levels of an inflammatory biomarker in AD patients

ETHERAL: A double-blind Phase lla study to inform and design future studies

EU+US study

* Cognition/Agitation/Apathy/
Depression/QolL

° Volumetric MRI

* CSF BIOMARKERS

* Safe and well tolerated at both doses
after 12-month treatment

°* Good PK and Target engagement

° Vafidemstat
levels of the inflammatory biomarker
YKL-40 at 6 months in AD patients

ORYZON

Multicenter, 6 +6 months randomized. Placebo
+2 intervention arms. 140 patients enrolled.

Primary endpoint: Safety and tolerability

ETHERAL-EU and US trial

Placebo-controlled period

Non placebo-controlled period

Secondary endpoints:

treatment

AEs (N=140)
Number of patients (%) Placebo (N=56) Vafidemstat Vafidemstat Vafidemstat Vafidemstat
event count ; 0.6 mg (N=42) 1.2mg (N=42) 0.6 mg (N=51) 1.2 mg (N=51)
Dropout patients 9 (16%) 8 (19%) 7 (17%) 15 (29%) 15 (29%)
Total AEs 40 (71%) 140 | 39 (93%) 146 37 (88%) 168 35 (69%) 95 44 (86%) 139
Drug-related AEs 17 (30%) 30 16 (43%) 34 17 (50%) 38 11 (22%) 15 14 (27%) 23
Total SAEs 4(9%) 4 3(8%) 3 4(12%) 8 4 (8%) 5 3(6%) 4
Drug-related SAEs 1(2%) 2 1(3%) 1 1(2%) 1
6 months ] [ 12 months 6 months
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