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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 arequest 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 3 exped antj cidpbaetieisdvimd ejhe st i meand smsilar
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.AA. 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



COMPANY HIGHLIGHTS

:
A

v MADX: ORY A publicly traded company in the —;lj———é ” f;%?
Madrid Stock Exchange T T

v/ A clinical stage biopharmaceutical company BOLSA o MADRID
developing innovative therapies in oncology
and neurodegeneration leading the field of

Epigenetics
v A competitive EPIGENETIC Platform with a SR\;SM
first program that validates scientifically and 5 2'39
+2.

clinically the platform

v/ Two therapeutic programs in clinical
development with multiple indication
opportunities

v/ Additional assets in preclinical
development to be progressed quickly

v/ Signed global strategic partnership with
ROCHE valued at 500M USD

2.89 2.89-2.89 1,520

2.86 255-5.25 -19.72%

v/ Strong IP portfolio with technology developed
iIn-house - -0.03 82.272

v Raised a27m in the last 12 months. Cash 28.468 1034

runway till 1H2018
’




EPIGENETICS: THE CRITICAL ROLE OF HISTONE CODING

v Epigenetics t t he study of heritable changes i n genome
DNA sequence

v/ These changes mainly occur due to variations in the structure of chromatin that silence or activate
whole regions of the chromosome and all the genes that reside in this region

v/ These variations are caused by post -translational modifications on histones, the proteins that
serve as scaffold for the DNA to conform the chromatin

v/ Lysine methylation and demethylation is one of the key epigenetic modifications of the Histone
tails

EPIGEMETICS MECHANISMS
are affected by these factors and processes:

HEALTH ENDPOINTS

=Developmant (in utero, childhood)
sEnvironmental chemicals
=Drugs/Pharmaceuticals
=Aging
= Dilat

sCancer
sAutoimmune disease
sMental disorders
«Dlabetes

CHROMATIN

EPIGEMETIC
FACTOR

CHROMOSOME ’ METHYL GROLP

DNA

DHA methylation

Methyl group jan epigenetic factor found
In some diexary SoUnCes) Can tad DN
and acthats of FEpress panes.

HISTONE TAIL

CGEME HISTSHE TAIL
L
-
DM, Bcessible, gene active
L%
HISTON
Histonas &g prot@ins aound which Histona modification
DA can wind for compaction and - The binding of eplgenstic factors o histons alls”
@ane regulation. DA Inaccessible. gene Inactive alters che sxent to which DNA is wrapped arcund
histones and tha avallabiliny of genaes In the DA
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The LSD1 PROGRAM: A demonstration of the productivity of our Epigenetic platform

v LSD1 is an enzyme that demethylates histones: specifically mono and dimethylated H3K4 and H3K9

v LSD1 belongs to the family of FADzdependent amine oxidases, which include known CNS drug

targets, such as MAO -A and MAO-B

v/ The general MAO inhibitor tranylcypromine is a chemical starting point to design LSD1 inhibitors
Oryzon’s LSD1 program
20 patent families

Selective LSD1i Dual Selective LSD1-MAOB i

Extremely Potent Potent Mildly Potent
¥ B v
ORY-1001 ORY-3001 ORY-2001

Cancer Other Indications Neurodegeneration /
Hematological & Solid Tumors Orphan/Non oncoY Neuroinflammation
Phase I/lIA Preclinical Candidate Phase |
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EXTENSIVE PIPELINE : 2 PROGRAMS IN CLINIC WITH MULTIPLE INDICATIONS

LEAD

CANCER

Leukemia
Solid Tumors

DEMENTIAS

Alzheimer’'s Disease
Parkinson’s Disease
Other Dementias

ORPHAN

Huntington's Disease

Other Orphan Diseases

OTHER
INDICATIONS

CANCER

CANCER

LSD1

LSD1-MAOB

LSD1-MAOB

LSD1

Other KDMs

Other Epigenetic

Targets

ORY-1001

ORY-2001

ORY-2001

ORY-3001
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ORY-1001:ONCOLOGCGY PROGRAM

v/ LSD1 is a key effector of the differentiation
block in MLL leukemia

v MLL Leukemic stem cells are addicted to LSD1
activity

v ORY-1001 a highly potent and selective LSD1
inhibitor with orphan drug status granted by
the European Medicines Agency (EMA)

v/ Currently in Phase I/lIA

A Completed Part 1 of the study (Phase 1) in acute
leukemia

A Extension Arm (Phase Il -A) ongoing

v Potential for additional indications in solid
tumors

ORYZON



PHASE | HIGHLIGHTS: ORY-1001 LEUKEMIA

@ Licensed to ROCHE in 2014

v $23m received in 2014 -15

Refractory & Relapsed Multi -Center (5) Multiple Ascending Dose (8 . .
Acute Leukemia Cohorts) v/ +$500m in future contingent
4 milestones
Evaluate Safety (hematological and non -hematological toxicities) and Tolerability v Tlered royaltles up to d ou ble
J digit
SECONDARY ENDPOINTS
Characterize PK (CR/é?i?gSRS),?:rsti’l?JTasreI; for Evril:ri:frss ijc:ﬁg?gtjzt o \/ Cllnlcal d evelopment and a”
fMLie"e engagement related investments beyond
the ongoing Phase I/IIA trial
PRELIMINARY RESULTS .
Excellent safety profile are the reSponSIblhty Of
Demonstrated impact on pharmaceutical  target
PD clear readings several biomarkers ROC H E

Good PK
Established maximum recommended dose

Expected
After the MRD, a 14 patients Expansion arm Report
(Phase II-A), which included patients with target .
mutations (MLL and others ), has been culminated Prehrr_nnary
to evaluate preliminary signs of efficacy Data in ASH
2016

ORYZON



ORY-1001 CLINICAL & MARKET POTENTIAL

ORY-1001 market capture opportunity above $1.8 billion

A number of scientific reports point out the potential of LSD1 inhibition as a target in a number of
solid tumors

Non oncological diseases as SCD and others may also be a CDP option

Acute Myeloid Leukemia Small Cell Lung Cancer Sickle Cell Disease
12% of all Blood Cancers 15% of all Lung Cancers SCD Epidemiology
18.860 new casesin US in 32.420 new cases in US in US/EU Prevalence ~150K
2014 12 2014 1.3
Global Mk Potential of $932 Global Mk Potential of $684 US Mk Potential of $200
million in 2024 |

million in 2017 ° million in 2017,

4 .
CAGR of 10.5% (Market to grow at 17% CGAR till 2019)

NOTE: ROCHE is the sole responsible for the further Clinic Development Plan for ORY-1001. The indications and

markets mentioned above are only presented on its likelihood based on the development of competitors or published
scientific reports

ACS Cancer Facts & Figures 2014
www.hematology.org
www.lungcancer.org

Global Data 2015

Decision Resources 2015

arOdE

ORYZON
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http://www.hematology.org/
http://www.lungcancer.org/

ROLE OF EPIGENETICS: NEURODEGENERATIVE DISORDERS

Histone
modifications

Methylation

Lines of evidence supporting a role of
epigenetics in etiology and pathogenesis

of specific NDGs

I Alzhemier’s disease '

Reduced DNA methylation
In the anterior temporal
neocortex neuronal nuclei

Hypermethyation of HTERT
gene

Hypomethylation of
Inflammatory genes iNOS,
IL-1, and TNF-a in the AD
cortex

increased phosphorylated
histone H3 in hippocampal

Modulation of histone
acetylation by HDAC
inhibitors improved learning
and memory in mouse
models

Parkinson’s disease Hun?mgton .
| I | disease l

Overall reduction of Early reports of increased

methylation potential variability at HTT gene locus

Hypomethylation of SNCA

gene in brain tissue

a-synuclein related reduction

of Dnmt1 methyltransferase

availability

Differential methylation of

ARK16, GPNMB, STX18 and

CYP2E1

Response to treatment with  Beneficial effect of HDACIs in

HDACIs in disease models disease models

a-synuclein related Sequestration of proteins with

reduction in histone HDAC activity (CBP)

acetylation and histone

gene expression Increase of histone proteins
carrying H3K9 marks in brain
and blood tissues

Lucal o v r eetal., 2013 The Role of Epigenetics in
Neurodegenerative Diseases
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ENVIRONMENT
GENES EXPERIENCE

vov b v

Identical twins (monozygotic)
Same DNA with GBA risk
mutation

Disconcordant for symptoms
of Par ki nsonAs
Up to 20 years difference in
onset

Patient derived iPSCs
difference in MAO -B levels

ORYZON



LSD1 in the CNS.
ORY-2001 inhibits both LSDland MAO-B by irreversible binding to the FAD cofactor

v

v

LSD1 is a key component of different Transcriptional complexes interacting with different Transcription
Factors and very often with HDAC1 and HDAC2 .

In the Brain one of these TFs is REST. The LSD1-RESTCoRESTHDAC1/2 repressor complex is involved mainly
in controlling developmental programs and modulating neuronal morphology in the CNS. Different to what
happens in HDACs, it has been proven that it is possible to develop extremely selective LSD1 inhibitors with
excellent pharmacological properties

LSD1 is known to be an important regulator in the maintenance of pluripotency and in specification of
neuronal commitment of  pluri - or multipotent cells

In C. elegans, Drosophila and mammalian cells LSD1 suppression has been reported to significantly enhance
the removal of misfolded proteins with a critical role on neurodegeneration like SOD1, TDP -43, FUS and
polyglutamine -containing proteins, indicating a general improvement in protein quality control.

ORY-2001

Al S100A9

Al REST Target Genes
Al PARKS

A¥ T-cell receptor b chains
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ORY-2001 - A COMPOUND FOR CNS ready for Phase Il in TH2017

v/ Pharmacological Properties v/ Preclinical Proof of Concept Achieved

v’

A N N NN

AN

v/ Exclusively owned by Oryzon

in different animal models of:

A selective dual LSD1-MAO-B

inhibitor v Al zhei mer ANs Di seas:¢
Optimal ADMET and PK profiles v HuntingtonAs Disea:c
Crosses efficiently the BBB v/ Multiple Sclerosis

Once daily oral bioavailable

Good pharmaceutical properties v/ Other additional indications being

Selectivity against MAO -A explored preclinically

demonstrated in -vitro and in -vivo

High therapeutic window in
animals: a safe drug for chronic

v Clinical development A In Phase I:

settings LPO expected in Dec2016
Target engagement demonstrated v Al zhei mer ANs Di seas:¢
in vivo indication

v/ Potential for additional indications:

MS, HD and others

v Biomarkers identified
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SAMP-8 mouse: A model for Alzheimer’s Disease
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Nodes and biological processes identified on the basis of
network analysis in the brain of the senescence accelerated
mice as an Alzheimer’s disease animal model

Xiao-rui Cheng™, Xiu-liang Cui*', Yue Zheng', Gui-rong Zhang', Peng L, Huang Huang',

The senescence accelerated mouse (SAMP8) as a model for oxidative stress and
of Newuroir

Yue-ying Zhao', Xiao-chen Bo®, Sheng-qi Wang?, Wen-xia Zhou ™ and Yong-xiang Zhang'*

Alzheimer’s disease
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Harboring the behavioral and histopathological signatures of Alzheimer’s disease (AD),
senescence accelerated mouse-prone 8 (SAMPEB) mice are currently considered a robust
model for studying AD. However, tha undarlying mechanisms, prioritized pathways and
genes in SAMPE mice linked to AD remain unclear. In this study, we provide a biological
interpretation of the molecular underpinnings of SAMPE mica. Our results were derived
from differentially expressed genes in the hippocampus and cerebral cortex of SAMPE
mice compared to age-matched SAMRBT mice at 2, 6, and 12 months of age using
cDMA microarray analysis. On the basis of PPI, MetaCore and tha co-axpression network,
we constructed a distinct genetic sub-network in the brains of SAMP2 mice. Mext, we
determined that the regulation of synaptic transmission and apoptosis were disrupted
in the brains of SAMPE mice. We found abnormal gene expression of RAF1, MAPT,
PTGS2, COKN2A, CAMEK2ZA, NTRK2, AGER, ADRBK1, MCM3AR and STUB1, which may
hawe initiated the dysfunction of biclogical processes in the brains of SAMPS mice.
Spacifically, we found microRMAs, including miA-20a, miA-17, mik-34a, mil-158, mik-18a,
miR-22, miR-286a, miR-101, miR-106b, and miR-125b, that might regulate the expression
of nodes in the sub-network. Taken together, these results provide new insights into the
biclegical and genetic mechanisms of SAMPS mice and add an important dimension to our
understanding of the nauro-pathogeneasis in SAMPE mice from a systams perspectiva.

imer’s disease, maouse prone 8, molecular network, hippocampus,
cerebral cortex, diferential expressed genes, synaptic fransmission, npoptosis

Review Article

Senescence-Accelerated Mice P8: A Tool to Study

Brain Aging and Alzheimer’s Disease in a Mouse Model

Merce Pallus
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Table 1
Comparison of Alzheimer's disease, SAMPS8 mouse and transgenic mice models.
Alzheimer's SAMPS Transgenic
disease models
Overproduction of amyloid-[> Yes Yes Yes
Amyloid plaques Yes Late® Yes
Phosphorylated tau Increased Increased In some models
Cerebral amyloid angiopathy Yes Yes Yes
Neuron loss Yes Yes ?
Synaptic dysfunction Yes Yes Yes
Dendritic spine loss Yes Marked ?
Gliosis Yes Yes Yes
Cholinergic deficit Yes Yes Yes
Learning and memory impaired Yes Yes Yes
Circadian rhythm disturbances Yes Yes ?
Oxidative damage Yes 4 months 8 months
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PoC studies in SAMPS8 mice

v’

<

The SAMP8 mouse is an excellent model to examine the pathophysiology of early defects seen in
Al zhei mer As

and memory as well as other similarities to pathology of AD

ORY-2001 cognitive effect tested by NORT in five different studies

di sease.

They

devel op

accel

erated ag

Study 1 (below) After 2 and 4 month of oral treatment, ORY -2001 provides a robust protective effect
in the medium and long -term memory of female mice, compared to age

We lowered dose in males (Study #2)

Discrimination Index (DlI)

Kk
0.6 *k%
*k%k T
0.4
3/16 16/16
0.2
0.0

—

SAMR1 Veh 0.96mpk 3.20mpk

SAMPS8

2 months treatment
Tested 2 h after training
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Discrimination Index (DI)

0.6

0.4 -

0.2

0.0 -

-matched SAMPS8 mice

*k*k

*kk
Kk -‘V

0/5

5/5

SAMR1 Veh 0.96mpk 3.20mpk

4 months treatment
Tested 2 h after training

SAMPS8
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PoC studies in SAMP8 mice

v ORY-2001 provides a dose dependent protective effect in the medium  -term memory of female
mice, compared to age -matched SAMP8 mice

Females
2 month treatmen
Tested 2h after training

* %

0.6- — I
- * |
- r———-: %k %k R I
Q |
S
X |
% 0.4+ i
£ | o
c | I
(=} |
"0-‘0 | S
= |
E 021 |
o |
2 |
(=]

SAMR1  vehicle 0.11mpk 0.32mpk 0.96 mpk
ORY-2001
SAMPS8

ORYZON
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PoC studies in SAMPS8 mice

Dissecting the LSD1 and MAOB components

o males LSD1+MAOE: MAOB

v MAOB inhibition alone shows a 2 month treatment | . talone

. . 2hretentiontest | P |

trend on cognitive improvement on | kkk | |
the SAMPS8 animals but it is not *kk

significant 0.6

T

A p=0.12 at 2h kel

A p=0.22 at 24h e

v/ LSD1 inhibition is therefore crucial
to obtain the recovery on cognitive
improvement on the SAMPS8
animals

0.2 1

Discrimination Index (DI)

T

0.0

[ [ [
SAMR1 Veh ORY20010RY2001 Rasag

0.32mpk 0.96mpk 3.0mpk
SAMPS8

SAMP8 male animals (n=8 per group)

ORYZON
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PoC studies in SAMPS8 mice

Dissecting the LSD1 and MAOB components

Females LSD1+MAOB LSD1 alone
2 month treatment |

v ORY-2001 provides a robust 2h retention test
protective effect in the medium and
long -term memory of mice, .61 L\i
compared to age -matched SAMP8 _ | m=—--
mice

k&% ||

0.4

v/ LSD1 inhibition alone is also able to
produce an effect but less
pronounced

0.2

Discrimination Index (DI)

v Protection is driven by the LSD1 ad
inhibition and not by MAO -B, but SAMR1 Veh ORY ORY ORY ORY
the combination with MAO -B 2001 2001 LSD1 LSD1
inhibition (i.e. a dual 0.32 096 0.1 0.3
compound,ORY -2001) enhances mpk  mpk mpk mpk
the effect SAMPS

SAMPS8 female animals (n=8 per group)

ORYZON
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Meta -analysis of cognitive deficit of untreated SAMP-8 mice (historical data)

n=24 I n=29
z

I ORY2001 ‘ I ORY2001

ORY-2001 restores the discrimination index in SAMP -8 mice
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