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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.

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 Comisidon 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. This presentationis not an offer of
securities for sale in the United States. The Company’s securities may not be offered or sold in the United States absent registration or an 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.
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Company Highlights

v MADX: ORY A publicly traded company on the Spanish Stock
Exchange

v Integrated in the IBEX Small Cap Index

v A clinical stage biopharmaceutical company developing
innovative therapies in the field of Epigenetics

v A competitive EPIGENETIC PLATFORM validated scientifically and
clinically

v Three therapeutic programs in LSD1 in development with
multiple indication opportunities

v/ Large IP portfolio with technology fully developed in-house

v Raised €50M (in 2015-2017). Additional €13M raised from
investors in the US and Europe in October 2018

v Cash runway expected till 4Q2020

<

Loss/Earnings from Operations 2018: -3.3M€

v One of the MOST LIQUID companies in the MicroCap group in
the Spanish Stock Market

v 39.1 M Shares outstanding. Fully diluted
v/ 350,000 daily volume (Avg Traded Volume in 2018)
v +88M shares negotiated in 2018 / =5 months for share full turnover

IBEX snarcs

S
BOLSA o MADRID

ORYZON CGENOMICS SA
BALANCE SHEET DATA (AUDITED)
(Amounts in thousands US $)

Cash and cash equivalents
Marketable securities
Total Assets

Deferred revenue
Total Stockholders' equity

December December
3l1st, 2018 3lst, 2017
39.296" 41.916
162 256
77.231 73.210
0 0
51.668 41,294
(1)34,5 M€
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EPIGENETIC & LSD1 in human diseases

Epigenetic mechanisms regulate the function of chromosomes

Chromatin remodeling enzymes are a central component of the epigenetic regulation

Lysine specific histone demethylase 1 (LSD1), aka KDM1A, removes methyl marks at mono- and dimethyl-H3K4
(histone H3 lysine 4) and H3K9 (histone H3 lysine 9)

LSD1 is involved in different
pathologies:

Solid tumors
HemOnc

Hematol. disorders
Inflammation
Neurodegeneration
Psychiatric disorders
Viral Infections
Others...

AN NI N N N N NN

Core-BRAF35

genes

TLX
Regulation of neuronal
stem cell proliferation

NuRD
Nucleosome
remodeling
and H3K4
demethylation

HOTAIR/PRC2
HOX gene silencing
Repression
Repress neuronal specific

Repression of growth hormone
expression in hypophysis

HP1/SU(VAR)3-9
Heterochromatic
gene silencing

CtBP-CoREST

spLSD1/2
Control of replication, imprinting
and heterochromatin propagation

AR
Activation of AR-
responsive genes

ERa

Activation of ERa-dependent genes

Biological functions of LSD1/KDM1A

@

Cardiovascular
diseases

Neurodegenerative
diseases

LSD1/KDM1A
Viral infections

~ s
Inflammation Stem cells differentiation

! ALY
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Gastric cancer Lung cancer  Breast cancer
5
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Prostate cancer Oral cancer  Bladder cancer Neuroblastoma

tﬁ © » a7

Colon cancer Retinoblastoma Esophageal cancer Liver cancer
Fu et al., Future Med. Chem. 2017 9(11)
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Extensive pipeline : 2 programs in clinic with multiple indications each

v/ A Productive Epigenetic Platform

v A strong focus on LSD1

INDICATION STUDY RESEARCH  PRECLINICAL PHASE |

VAFIDEMSTAT (ORY-2001) - dual LSD1-MAO B inhibitor

Alzheimer's disease (Mild

ETHERAL monothera
Moderate) Py

Multiple Sclerosis

PHASE IIA

(Relapse Remitting & SATEEN monotherapy _

Secondary Progressive)

CNS Basket Trial
) REIMAGINE monotherapy
Aggression

|IADADEMSTAT (ORY-1001) - selective LSD1 inhibitor

. . CLEPSIDRA Combo w
SCLC (First Line Relapsed) . ]
Platinum/Etoposide

ORY-3001 - selective LSDI1 inhibitor

Non Oncological Preclinical finished

OTHER PROGRAMS

PHASE IIB

Undisclosed -
5
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A GLOBAL LEADER
IN CNS EPIGENETICS

VAFIDEMSTAT a Phase Il Clinical Stage Compound with a broad

developability in CNS diseases

ORYZON



Vafidemstat (ORY-2001): a “Neuron-fixer”

AN N N N NN

A N N NN

A small molecule that selectively inhibits LSD1 and MAO-B (IC50 s of 100nM in LSD1 / 75 nM in MAOB)

Covalent binder. Excellent Pharmacology. High oral bioavailability

Demonstrated target engagement in various animal species

Characterized in 6 and 9 months PC regulatory toxicological studies

Positive results in 7 different animal models and in in-vitro models

Produces positive results in:

v’

AN N NN

v’

Cognition

Neuroprotection
Neuroinflammation

Social Withdrawal / Apathy
Aggression / Agitation
Others

Biomarkers identified in animals that show promise for use in humans

Capable of acting in all the processes that manifest in neurodegenerative disease patients

Safe in humans in a Phase | trial with 106 healthy volunteers

BBB penetrance and human target engagement established

Pharmacologically active in humans

In Phase lla in three different clinical studies

ORYZON



Vafidemstat restores cognition measured by NORT in SAMP8 AD model

MILD Treatmentfrommonth 5 during 1 week@ 1 munth@ , 2 months @ 4 munths@
Treated from month 6 during 1 month (Delayed start-1) @
MODERATE ®
SEVERE Treatment from month 8 during 4 months (Delayed start-Z}@
o6 1]
___yunhalc iti .
———igltiﬂjfirlle_:r SAMR1 Healthy mice declinei
0s b . — 'NE&IN SAMPE treateq with ORY-2001
Cognitive —_-_'"':_'_.
Performance ¢ [ @
(DI by NORT) _
03 L '
02 b Delayed
! start
i Aggregated dota
0,1~ DEIHYE? from 436 mice
! i start

1 2 3 4 5 g 7 8 g 10 1 12
Age (months) A
Analysis

Preclinical results suggestive of Disease modifying potential

(Similar memory restoration results observed with vafidemstat in the R6/1 HD model. Positive effects in memory also described

recently in the NMDA receptor-hypofunction mice with T-448, a selective LSD1 inhibitor from Takeda)
ORYZON



Vafidemstat reduces aggression in mice Alzheimer’s Disease model

In the cognition tests we noticed that SAMP8 male mice treated with vehicle aggressed cage
mates while vafidemstat-treated animals did not. Later we confirmed this in proper Resident-
intruder aggression tests.

SAMPS8 MICE treated with Vehicle SAMP8 MICE treated with ORY-2001 0,32mg
Resident Intruder test Resident Intruder test

SAMPS8 animals treated with vafidemstat are not aggressive and have normal levels of basal activity (no sedation)

Vafidemstat also enhances sociability and reduces social withdrawal (data not shown) ORYZON



Vafidemstat

CLINICAL DEVELOPME
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Vafidemstat: REIMAGINE - a Basket trial in aggression

REIMAGINE Study

v A single center open label exploratory Phlla basket trial to assess the effect of vafidemstat in reducing
aggression in patients with two neurodegenerative and three neuropsychiatric indications

v/ N=30, with 6 participants per condition

v/ Single arm of vafidemstat (1.2 mg)

v 8 weeks treatment duration

v AD
v DLB

v BPD
v ADHD
v ASD

Global Analysis

3-5 October 2019 Athens, Greece

GEsP

2019 CINP
International Meeting:

BREAKTHROUGHS & CONTROVERSIES in
MOOD DISORDERS,
SCHIZOPHRENIA,

ADHD and
INSOMNIA

~BPD

Top Line Data 2019

ADHD

Conferences where preliminary data are expected to be presented. Some TBC

11

WEPA  EPA 2019

sowme  OF PSYCHIATRY

ASSOCIATION

PSYCHIATRY IN
TRANSITION

27" EUROPEAN CONGRESS TOWARDS

NEW MODELS,
GOALS &
CHALLENGES

' | Warsaw, Poland
6-9 April 2019

7*" World Congress on ADHD

L From Child to Adult Disorder

RLD
FEDERATION

VADHD

32 ECNP
CONGRESS

7-10 SEPTEMBER 2019
COPENHAGEN

www.adhd-congress.or 9



REIMAGINE the first proof of concept for vafidemstat in human patients

PSYCHIATRY IN

PEPA'  EPA 2019 TRANSITION | o
.
27" EUROPEAN CONGRESS TOWARDS | 6.9 Ayl 2016
uuuuuuu NEW MODELS, e
mawme  OF PSYCHIATRY GOALS &

CHALLENGES

The study has met the primary and secondary endpoints in BPD patients

Demographic data EPD patients
\ n® of palients =]

A 5 o o Male 0 (0%)
Borderline Personality Disorder (BPD) patients treated S Femge 5 00
with vafidemstat showed a reduced aggressivity and a Age 'E"Meig'a:ﬂ;ﬁ“} {3;}32}
better overall performance in the core scales of the Race  [Gaucasian 6 (100%)

. Weight Median (Ka) 60,72
\dlsease Y, (Min . Max ) (52,7/89.8 )
Heiaht WMedian (cm) 164,37
. (Min , Max ) (162/172)
BMI Median 22,51
(Min ., Max ) (19,39/33,39)

Primary endpoint: Safety

v Vafidemstat was safe and 4 p=0.086
well tolerated by the BPD o 3 -
patients S
g 7
v/ Patients had an overall 7
decrease in the Columbia- ° N
Suicide Severity Rating Scale 0 . ——
(C-SSRS) Baseline (last month) Visit 7

ORYZON
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Vafidemstat is efficacious in aggression

Secondary endpoints: Efficacy

v Vafidemstat produced significant improvements on the

Clinical Global Impression (CGl) CGI-S and CGI-I scales

CGI-S

Ly

; p=0.0109

CGl-I

p=0.0175

£

ind

CGl values
=) > IS
//
‘s
CGl values
e v

v Vafidemstat also produced significant improvements on
the Neuropsychiatric Inventory (NPI), not only at the 4- R ] -
. . . . N K © ©
item agitation/aggression NPI subscale score, but also at
, NPI Total NPI
the gIObaI NPl score (12 |tems) Agitation/Aggression (4 items) (12 items)
v Remarkably, vafidemstat not only improved aggression\ 6 00043 5~ P=0.0183
a o q p=Y.
but also produced significant improvements on the d -
Borderline Personality Disease Checklist (BPDCL), both Z £
on the GLOBAL scale and on the combined score for 3 g 5
\_ NON-aggression related domains )
0 T T
& O ’ o QA
4\‘)\ 4\‘)\ 4\%\ 4\@\
BPDCL BPDCL BPDCL
(Total Score) Aggression-related combined score Non-Aggression-related combined score
(3 domains) (6 domains)
1 =0.0048 - = A
150 p 30 p=0.0029 150 0=0.0234
%]
o 3 3
§ 100- % 20 § 100- —T—
s ® 0
g 501 é)lo- g 501
m m m
0 oL L 0 T 0 T
Visit 1 Visit 7 Visit 1 Visit 7 Visit 1 Visit 7 o R Y Z O N
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Vafidemstat: a CNS compound with broad development potential

Vafidemstat may be a therapeutic option for BPD

v BPD prevalence ranges between 0.5%-1.4%"* of the total population (< 9.1M in US+EU5)

v The treatment of BPD is largely based on psychotherapeutic interventions. It represents a significant
unmet medical need: No drugs currently approved for this condition

v Anxiety & depression are usually treated with common antidepressants but do not seem to have a
strong effect on other features of the disorder. Some anxiolytic (benzodiazepines) may worsen the
clinical presentation.

v Antipsychotic agents (Risperdal®, Seroquel® etc) have shown some effect to reduce anxiety,
paranoid thinking, anger/hostility, and impulsivity in patients with BPD, but sedation, weight gain?
and other side effects are a significant hurdle for long term treatment and adherence.

v/ Vafidemstat reduces aggression and social withdrawal while enhances sociability and restores memory
in animals

v In BPD patients, it not only improves aggression but produces an overall improvement of the core
features of the disease, with no sedation and no weight gain

v Vafidemstat may be a disease modifying therapeutic option for BPD

1 BMC Psychiatry. 2016; 16: 249. O R Y Z O N

2 Neuropsychiatr Dis Treat. 2017; 13: 2231-2241. 14



https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4949762/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5574691/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5574691/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5574691/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5574691/

Vafidemstat : a new therapeutic option for Alzheimer’s disease

Alzheimer’s, the huge need v 45 million people affected worldwide
© o v/ The Global cost of AD is $605 billion/year
li![lé/@ o v/ No therapeutic options so far
| i 3 \, 3
12 1’@({, ® v The recent failures of BACE-i and mAb’s against Abeta (Aducanumab,
2’:_\:, Crenezumab and others) have finally convinced the industry about the
Rovery 3= == @ need to look for other MoAs
seconds v/ AMBAR study (Grifols) has demonstrated statistical improvement in ADAS-

someone in the world develops

dementia Cog, language and verbal scales and QoL after 14 months in plasmapheresis
vs placebo in moderate AD, demonstrating therapeutic feasibility in this
target population

Vadifemstat proposition in AD

v Vafidemstat is safe and highly brain-penetrant in humans
v We have demonstrated indirectly brain target engagement in humans

v In preclinical models we see positive effects on memory, aggression, sociability and apathy, all core
features in Mild and Moderate AD patients

AN

We have identified biomarkers that may be surrogate pharmacological biomarkers

S

Vafidemstat is pharmacologically active in humans

AN

The drug may provide clinical improvement in AD in both domains, symptomatic and disease modifier

ORYZON
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ETHERAL: Epigenetic THERapy in ALzheimer’s Disease

150 Mild to Moderate AD patients
An ambitious Phase lla study to Primary Objective: Safety & Tolerability
provide useful information to design Secondary Objectives :
future Phase I/l studies v/ Cognition/Agitation/Apathy/QolL
v Volumetric MRI
v/ Biomarker guided study with several CSF inflammatory Biomarkers

AN

v/ 125 patientsin EU. 17 sites

v ATwin study in US: around 25 patients
v/ Spain, France & UK actively recruiting

v IND approved

v 80 randomized as per mid March = v FPI expected 1H2019
MRI at 6 months MRI at 6 months
MMSE Cogstate at 6 months Cogstate at 12 months
16,26 Cognition at 6 months Cognition at 12 months
Behaviour at 6 months Behaviour at 12 months
Biomarkers at 6 months Biomarkers at 12 months
CSF analysis:
Abeta+ ’ . )
P-Tau+ -,-7:|\ 1.2 mg ORY-2001 ) > | 1.2 mg ORY-2001

>| 0.6 mg ORY-2001

MRI at baseline
Cogstate atbaseline

\\\ o Y
H | placebo |

+ L

+ L

6 months }I +6 months

— ORYZON
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Vafidemstat ETHERAL Phase lla: Biomarker strategy

S100A9 has been characterized as one of the TOP10 up-regulated genes in LOAD dataset

v S100A9 PROTEIN levels are significantly Human PFC (RNA) Human CSF (protein)
increased in CSF from AD patients S100A9
compared to age-matched controls o S100A8/9 levels in CSF
v S100A9 CSF PROTEIN levels are monitored o "
in ETHERAL AD trial o
v S100A9 and inflammation have a % ? '
correlation with the disease 2 - L
2 ° T =
£ G, 3
v Inflammation plays a mechanistic G E; —
role in the progression of the L 2
disease N .
v Vafidemstat reduces S100A9 in 5]  Control LOAD N
animals .

h S100A9 CSF levels will be monitored in Phase Il studies
S100A9 has the potential to be a surrogate biomarker for drug activity
S100A9 data might be part of a rationale for a fast track

Changes in S100A9 in patient’s CSF may have important clinical development implications

ORYZON
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Vafidemstat : Phase lla study in MS

SATEEN A pilot study in MS to see a proof of biological activity

SAfety, Tolerability and Efficacy in an EPIGENETIC approach to treat Multiple Sclerosis

Randomised, double-blind, placebo-controlled, 3-arm, 36 weeks parallel-group study to evaluate the safety
and tolerability of vafidemstat (ORY-2001) in patients with Relapsing-Remitting Multiple Sclerosis (RRMS)
and Secondary Progressive Multiple Sclerosis (SPMS)

Spain only; 9 sites; 24 patients (RR & SP)
Active recruitment ongoing

Excellent safety. One patient is +1year on treatment

A broad preclinical evidence in different models supports vafidemstat activity in the MS paradigm

—# Vehicle

ORY-2001 (0.05 mg/Kg, p.o.)
—&— ORY-2001 (0.5 mg/Kg, p.o.)
-¥- ORY-2001 (1.0 mg/Kg, p.o.)

@
o
7

» 2.54

[ing
o
1

1.6+

ean Clinical Scor

e =
n o
| 1

0.0m—=—x¥ T . T T
0 10 20 30 40 50

Vafidemstat Time postimmunization (d)

therapeutic treatment (p.o.) O R Y Z O N
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A GLOBAL LEADER
IN EPIGENETICS

ladademstat (ORY-1001)

A Phase Il stage clinical
compound

ORYZON



ladademstat (ORY-1001): the most advanced selective LSD1 inhibitor in clinic

v

AN

CLO OO O

LSD1 is involved in different cancers. High levels of LSD1 often correlate with more aggressive

forms of cancer and/or bad prognosis

ladademstat is a small molecule that selectively inhibits LSD1. Preclinical in-vivo positive results

in xenografts of AML, SCLC and in PDX of SCLC

First LSD1i drug to enter into clinical trials and still Best in Class

Produced positive results in an Acute Leukemia Phase I/lla trial

Identified Biomarkers to stratify SCLC patients
Phase lla ongoing in SCLC (CLEPSIDRA)
Phase Ila ongoing in AML (ALICE)

Preclinical / Biomarkers and new combos under

constant investigation

Cancer Cell

ORY-1001, a Potent and Selective Covalent
KDMH1A Inhibitor, for the Treatment
of Acute Leukemia

Tamara Maes,' %" Cristina Mascaro,’ Ifigo Tirapu,' Angels Estiarte,’ Filippo Ciceri,’ Serena Lunardi,’ Nathalie Guibourt,’

Alvaro Perdones,’ Michele M.P. Lufino,” Tim C.P. Somervaille,” Dan H. Wiseman,? Cihangir Duy,” Ari Melnick,**
Christophe Willekens,® Alberto Ortega,' Marc Martinell, Nuria Valls," Guido Kurz,' Matthew Fyfe,’

Julio Cesar Castro-Palomino,’ and Carlos Buesa’

Oryzon Genomics, S.A. Carrer Sant Ferran 74, 08940 Cornella de Liobregat, Spain

2L eukaemia Biology Laboratory, Cancer Research UK Manchester Institute, The University of Manchester, Manchester M20 4BX, UK
3Department of Medicine, Division of Hematology & Medical Oncology, Weill Cornell Medicine, New York, 10065 NY, USA
“4Department of Pharmacology, Weill Cornell Medicine, New York, 10065 NY, USA

5Drug Development Department (DITEP) and Hematology Department, Gustave Roussy, Université Paris-Saclay, 94805 Villejuif, France
SLead Contact

*Correspondence: tmaes@oryzon.com

https://doi.org/10.1016/j.ccell.2018.02.002
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Targeting NOTCH activation in small cell lung cancer
through LSD1 inhibition

Amaud Augert’-", Emily Eastwood'", Ali H. lbrahim’, Nan Wu', Eli Grunblatt’, Ryan Basom-, Denny Liggitt®, Keith D. Eaton®, .
+ See all suthors and affiliations

Article Figures & Data Info & Metrics eletters ]

Targeted epigenetic therapy for SCLC

Small cell lung cancer (SCLC) is an aggressive neuroendocrine tumor with no targeted
therapeutic options and in which chemotherapy is only partially effective. Previous studies
indicated that SCLC growth is suppressed by drugs that inhibit the histone lysine demethylase
LSD1. Augert et al. found that LSD1 epigenetically suppressed the expression of the gene
encoding NOTCH1, enabling the activity of the neuroendocrine cell lineage-associated
transcription factor ASCL1. Blocking LSD1 with iadademstat (ORY-1001), a drug that has just
been approved for phase 2 clinical trials in leukemia, reactivated NOTCH signaling and

ORYZON



ladademstat a flexible CDP for a Large Market Opportunity

[ MoA well characterized in SCLC, AML and Medulloblastoma ]

Second Line
Combination
with SOC

Small Cell Lung Cancer is the main
indication under exploration

ladademstat Relapsed/
Biomarkers Refractory SCLC

POTENTIAL IADADEMSTAT ONCOLOGICAL INDICATIONS:

Solid Tumors

Brain Tumors

Small Cell Lung Cancer AML

Medulloblastoma
Prostate cancer MDS

Glioblastoma

Colorectal cancer Myelofibrosis
Bladder cancer Non Hodgkin
Some breast cancers Lymphoma

ORYZON
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ladademstat opportunity in SCLC

v LSD1 is a target well characterized in SCLC and validated in preclinical models. LSD1 inhibitors are
effective in vitro and in-vivo xenograft models of SCLC

AN

ladademstat produces complete and durable tumor regression in different chemoresistant PDX
models

Characterized MoA (induction of Notch and repression of ASCL1)
Identified and patented Biomarkers that are differential in sensitive cell lines

Characterization of Biomarkers in tumors and plasma from patients

AN N NN

Phase Il clinical trial ongoing in second line SCLC patients using these biomarkers to stratify patients
and identify super-responders

2500 FHSC04 e iadademstat
— 100 ’
E 2000+ E
> & P < 0.0001
£ 1500w 5
= @

2 10004 = 50
H - saline
E 500- £
= =
0 c ] ] 1
0 0 7 14 21
Days Days

ORYZON
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ladademstat: SCLC Current Clinical Development Plan

CLEPSIDRA: A Combination trial of LSD1 and Etop-Platinum in Small Cell Lung Cancer in biomarker-ID Relapsed
pAtients

A Phase lla study to assess the safety, tolerability, dose finding and efficacy of iadademstat (ORY-1001) in
combination with platinum-etoposide chemotherapy in patients with relapsed, extensive-stage disease small cell
lung cancer who are positive to candidate predictive biomarkers

Single arm
Open label; 4 sites in Spain
Up to 36 patients to be enrolled

Primary end point: Safety and tolerability of the combo with platinum-etoposide therapy

AN N N NN

Secondary endpoints: RECIST responses; time to responses; duration of response; and overall survival

Clinical Preliminary
Reports to be
presented at several

Preliminary Results

v/ Patient 1 already completed the first two cycles of combo iada+SoC
and has started cycle 3.

Medical Conferences to

v Satisfactory and dynamic recruitment pace be announced in 2019-
2020

ORYZON
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ladademstat MoA: a potent differentiating agent to treat Acute Leukemias

LSD1 is a target for HEMATOLOGICAL CANCERS, and in particular, for a subset of acute myeloid leukemia: mixed

lineage leukemia MLL-AML

v/ Oryzon’s LSD1 inhibitors block progression of leukemia into the circulation
MLL-AF9 AML

v/ Oryzon’s LSD1 inhibitors target Leukemia Stem Cells but spare normal HSPCs

nature,, .
medicine

| hom abstract

Press Room | Cell Symposia | Jobs | Iphone App

Cancer

Cell

Home Online Now Currentissue Archive For Authors v Journal information v
dol:10.10164.ccr.2012.03.014

nature.com + journa vance online publication - letter

Change Journal v

Inhibition of the LSD1 (KDM1A) demethylase reactivates the
all-trans-retinoic acid differentiation pathway in acute myeloid
leukemia

The Histone Demethylase KDM1A Sustains the Oncogenic Potential of
MLL-AF9 Leukemia Stem Cells

Tino Schenk, Weihsu Claire Chen, Stefanie Gollner, Louise Howell, Liging Jin, Katja Hebestreit,
Hans Ulrich Klein. Andreea opescu, Alan Burnett, Ken Mills, Robert A Casero Jr, Laurence
Marton, Patrick Woster, Mark D Minden, Martin Dugas, Jean C Y Wang, John € Dick, Carsten Maller

Tidow, Kevin Petrie & Arthur Zelent

William J. Harris ", Xu Huang ', James T.Lynch’, Gary J. Spencer !, James R. Hitchin?, Yaoyong
Li?, Filippo Ciceri!, Julian G. Blaser ', Brigit F. Greystoke ', Allan M. JordanZ, Crispin J.
=

Miller . Donald J. Ogibde? and Tim C.P. Somervaille - -

in mice with experimentally initiated

Breaking the LSD1/KDM1A Addiction: Therapeutic Targeting of
the Epigenetic Modifier in AML

Cancer Cell

= &, 17 Aprl 2012, Pages 451453

alyson & Lokken', Nancy J. Zeleznik-Le'- % d- &

LSD1
over-
expres

A

AML blasts: mutations
- Differentiation block
- Uncontroled proliferation

\_

-

EN
cell

Differentiation 11
Leukemic Stem Cell potential| |
Proliferation |
Sensitivity to PoC & exp. Drugs 1

Inhibited
LSD1

-

A

Myeloid /
macrophage
cell
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ladademstat: AML Current Clinical Development Plan

Phase I/lla previous data
v Safe and very well tolerated and therefore a meaningful candidate for combination with other agents
+ PD Biomarkers identified in different subsets of leukemia

+ Antileukemic activity observed in 29% of patients (12/41), including one CRi as Proof of Biological concept

ALICE: An AML trial with LSD1i in Combination with azacitidine in the Elderly

A Phase lla study to evaluate the safety, tolerability, dose finding and efficacy of iadademstat (ORY-1001) in
combination with azacitidine in older patients with AML in first line therapy

v Single arm & Open label. Up to 36 patients to be enrolled
v/ Primary end point: Safety and tolerability of the combo with hypomethylating agent Azacitidine

v/ Secondary endpoints: Responses; time to responses; duration of response; and overall survival

Preliminary Results Clinical Preliminary
Reports to be
presented at several

v/ 3 patients have already gone through the first cycle; good
tolerability

v Satisfactory and dynamic recruitment pace ' Medical Conferences to

be announced in 2019-
2020
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Recent & Anticipated Oryzon main catalysts

IADADEMSTAT (ORY-1001): lead CANCER asset

FPI Phase lla in
elderly unfit AML

* Potential Conferences where data may be presented
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Recent & Anticipated Oryzon main catalysts

VAFIDEMSTAT (ORY-2001): lead CNS asset

* Potential Conferences where data may be presented
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ORYZON
A GLOBAL LEADER
IN CNS EPIGENETICS
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CARLOS BUESA

CEO & President
cbuesa@oryzon.com

TAMARA MAES MICHAEL ROPACKI
Chief Scientific Officer

VP Clinical Development
tmaes@oryzon.com mropacki@oryzon.com

ROGER BULLOCK
Chief Medical Officer
rbullock@oryzon.com
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