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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
Comision Nacional del Mercado de Valores, which are accessible to the public. Forward-looking statements are not guarantees of future
performance. They have not been reviewed by the auditors of Oryzon Genomics, S.A. You are cautioned not to place undue reliance on the
forward-looking statements, which speak only as of the date they were made. All subsequent oral or written forward-looking statements
attributable to Oryzon Genomics, S.A. or any of its members, directors, officers, employees or any persons acting on its behalf are expressly
qualified in their entirety by the cautionary statement above. All forward-looking statements included herein are based on information
available to Oryzon Genomics, S.A. on the date hereof. Except as required by applicable law, Oryzon Genomics, S.A. does not undertake any
obligation to publicly update or revise any forward-looking statements, whether as a result of new information, future events or otherwise. This
presentation is 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. ORYZON
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COMPANY HIGHLIGHTS
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MADX: ORY A publicly traded company on the Spanish Stock
Exchange. Aprox. $115-120m Market Cap
BOLSA pe MADRID

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

A competitive EPIGENETIC Platform with a first program that validates the platform scientifically
and clinically

Two therapeutic programs in clinical development with multiple indication opportunities
Additional assets in preclinical development to be progressed quickly

Signed global strategic partnership with ROCHE valued up to $500M®

IP portfolio with technology fully developed in-house (+20 patent families)

Raised €32M (in 2015-2016).

Additional 18.2M€ raised from blue chip investors in the US and Europe in March 2017
Cash runway expected till 2H2019

(*) Aggregate contingent milestone payments.
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MANAGEMENT TEAM

TAMARA MAES:

Founder and Chief Scientific
Officer

PhD in Biotechnology from the
University of Ghent, Belgium. She
has produced over twenty
scientific papers and patents
internationally and has developed
innovative HTS methods for
functional genomics

She is SAB member on several
public institutions as CSIC and
private companies. Since 2016
Scientific Advisor of the ADDF

» One of the most experienced and respected managerial teams in the Biopharmaceutical industry in Spain

CARLOS BUESA: CEO

= |P Director

NEUS VIRGILI :
Intellectual Property Director

B.Sc. in Organic Chemistry from
the University of Barcelona

Qualified European Patent
Attorney

She has over 20 years experience
in pharmaceutical IP

From 2011 IP Officer at Oryzon

ENRIC RELLO:
Chief Financial Officer

B.Sc. in Business, University of
Barcelona

HBS Finance Excellence Program.
Harvard Business School (Executive
Education) USA

1993-1997 Biochemie SA (Novartis)
Financial Controller / Controller
Manager

1997- 2007 Sandoz Industrial
Products S.A. (Novartis), CFO
Spanish Affiliate

From May 2011 CFO at Oryzon

» Clinical Operations

CESAR MOLINERO:

Clinical Operations Director

PhD in Medicine from the University

of Barcelona & AMP at ESADE
Business School and Babson

In 1992 he joined the Medical
Department of KabiPharmacia

In 1994, he joined the Department of

Clinical Research at Laboratorios
Esteve where, in 1998, he assumed
responsibilities as Medical Adviser

In 2002 he joined Madaus S.A.
(Barcelona) as Medical and

Regulatory Affairs Director, and later

with responsibility as Group VP for
Medical, R&D and Regulatory Affairs

Joined Oryzon in January 2014

PhD in Biochemistry and Molecular Biology. Author of more than thirty papers and patents internationally. In 2000, he founded Oryzon
Genomics, and since 2001 he has served as Chief Executive Officer and Chairman of the Board of Directors. He has taken several advanced
programs on finance, business development, negotiation skills and human resources. He is also PADE at the IESE Business School. He is
Board Member of the VC Fund Inveready and Deputy President of the Spanish Biolndustry Association.

EMILI TORRELL:

Director of Business
Development

B.Sc. in Sciences, Autonomous
University of Barcelona

MBA at ESADE and PDG at
|IESE Business School

In the business development
area from 1990 in the most
relevant Spanish companies
Prodesfarma, Almirall and
Laboratorios Esteve

From 2007 BD Director at
Oryzon

» Team members have a track record in product discovery & in advancing successfully through product development phases
» Demonstrated ability to close world class deals and to lead, and participate in international consortia
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ORY-2001 Future Trials

Oryzon announces appointment of new Chief Medical Officer and expansion

of its Medical Department
Marketwire May. 16,2017, 08:00 AM
BARCELONA, SPAIN and CAMBRIDGE, MA

Dr. Roger A. Bullock, a world KOL in the field, graduated in
Physiological Sciences at Keble College in Oxford University
and got his MB.BS at London University. He specialized in
Old Age medicine and in neurodegenerative and
neuropsychiatric disorders.

He has extensive experience as clinical researcher, having
participated in more than 70 clinical trials in Alzheimer's
disease and other CNS conditions. Over his 30-year research
career, he has authored and co-authored more than 100
peer-reviewed publications and book chapters in this
domain and presented at numerous conferences. Recently
he has been working as a consultant for companies active in

the CNS space, including Lilly and Merck.
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EPIGENETICS: THE CRITICAL ROLE OF HISTONE CODING

sequence

regions of the chromosome and all the genes that reside in this region

scaffold for the DNA to conform the chromatin

EPIGEMETICS MECHANISMS

are affected by these factors and processes

=Development (in utero, childhood)
=Erviranmental chemicals
=Drugs/Pharmaceuticals
=AgIng
=gt

CHROMOSOME ’ METHYL GROUP

DNA

DHA methylation

Methyl group jan epigenetic factor found
i sorme dietary soures] can tag DN
and acthvate of repress Qenes

CHROMATIN

HEALTH ENDPOINTS

=Cancer
sAubpimmune disease
aMental disorders
eDlabetes

EPIGEMETIC
FACTOR

GEME HISTONE TAIL

HISTOMN

Histonas are proteins around which
DA can wind for compaction and
gene regulation

DHA Inaccessible. gene Inactive

HISTOME TAIL

W& pccessible. gene active

Histone modification

The binding of epigenstic Rctors o histone alls”
albers the exient to which DHA 5 wrapped arcund
histones and tha avallablligy of genas In the DA
0 e Bctivated

Epigenetics - the study of heritable changes in genome function that occur without a change in DNA
These changes mainly occur due to variations in the structure of chromatin that silence or activate whole
These variations are caused by post-translational modifications on histones, the proteins that serve as

Lysine methylation and demethylation is one of the key epigenetic modifications of the histone tails

ORYZON



EXTENSIVE PIPELINE : 2 PROGRAMS IN CLINIC WITH MULTIPLE INDICATIONS

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

LEAD

Leukemia (**)

ORY-1001 (*) LSD1
Small Cell Lung Cancer
Alzheimer’s Disease
Parkinson’s Disease
Other Dementias
Multiple Sclerosis
RY-2001 LSD1-MAOB
© 0o > © Other CNS Autoimmune
Huntington’s Disease
Other Orphan Diseases
ORY-3001 LSD1 Undisclosed Indication
Cancer
Sl Al Other indications
Other Epigenetic Cancer
Targets Other indications

(*) ORY-1001is also known under Roche's ID codes RG6016 and RO7051790
(**) Phase | / lIAin Acute Leukemia has been done in the same trial

ORYZON



ORY-1001:ONCOLOGCGY PROGRAM

v LSD1 is a target in some cancers

v/ LSD1 is a key effector of the differentiation

block in MLL leukemia

MLL Leukemic stem cells are addicted to LSD1
activity

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

Finishing Data Analysis of Phase I/lIA study:

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

Extension Arm (Phase I1A) completed

Potential for additional indications in solid
tumors

A big market potential

Licensed to ROCHE in 2014

$23M received in 2014-15

$500+M in future
contingent milestones

Tiered royalties up to
double digit

Further clinical
development and all
related investments
beyond this Phase I/IIA
trial are the responsibility
of ROCHE

ORYZON



PHASE I/11A HIGHLIGHTS: ORY-1001 IN ACUTE LEUKEMIA

58th ASH® Annual ‘.’

v Preliminary data presented at ASH 2016. Meetmgand Exposmon

v Well tolerated and has been administered to 41 patients in total up to a maximum of three cycles.
Excellent oral bioavailability in humans and excellent pharmacokinetic parameters

+ Pharmacodynamic biomarkers permit monitoring of response to ORY-1001 treatment in M4/M5 AML
patients

v Promising clinical responses were observed in the Phase IIA arm (14 patients, 4M6, 6MLL gene fusion
and 4 MLL other mutations) mandating further clinical research and investigation

v Taking the four M6 patients together, there was no significant rise in blast cell count after two cycles of
therapy - suggesting disease stabilization

v 100% (5/5) of patients with MLL gene fusion with evaluable PD samples showed evidence of blast
differentiation by gRT-PCR analysis in PD analyses

v 4/6 patients with MLL leukemia showed evidence of morphological blast cell differentiation
v

v 23% of Bone Marrow responses (3/13)
Before treatment During treatment (patient 0206)

2 of these exhibited a differentiation syndrome

Patient 0701

100

90
80
70
.
50

- . . 5 -, . 4° N
Post #1 Post #2 Post #3 . ) A - A -
ORYZON




ORY-1001 (RG6016): Next Steps

Licensed to ROCHE in 2014

v/

ORY-1001 has demonstrated Biological Proof of Mechanism as a highly active LSD1 inhibitor with strong
differentiation-inducing activity in patients with MLL leukemia. It has shown an excellent safety profile in
acute leukemia patients, and also displayed excellent oral bioavailability and pharmacokinetic parameters

ORY-1001 might be a potential combinatorial therapeutic option in the treatment of several types of acute
myeloid leukemia. Pharmacodynamic biomarkers identified for M4-M5 leukemias

As a potent and safe LSD1 inhibitor, ORY-1001 is also of potential interest in the treatment of solid tumors
such as small cell lung cancer, and possibly others in the future

In Small Cell Lung Cancer (SCLC; Milleti et al., 2016, AACR: “Neuroendocrine gene transcript expression is
associated with efficacy to lysine-specific demethylase-1 inhibitor RO7051790 in small cell lung cancer-
derived cell lines”). High levels of neuroendocrine markers ASCL1, DDC, and GRP; a gene signature based
on these markers predicts response to RO7051790 in SCLC cell lines (p-value 0.0055). ~50% of SCLC
patients express high levels of ASCL1, DDC, and GRP, suggesting that this subpopulation may benefit from
an RO7051790 based therapy

Roche now has sole responsibility of developing ORY-1001 (Roche’s ID codes
RO7051790 and RG6016) and has recently initiated its first clinical trial with ORY-
1001 in extensive-stage disease SCLC (ED SCLC). The trial is an open-label, multi-
centre (4 countries) study with an estimated 70 ED SCLC patients to be treated with
ORY-1001. Safety/tolerability is the primary endpoint, while secondary endpoints will
include preliminary efficacy (overall survival, progression-free survival, objective
response) and PK/PD data. The estimated completion date is expected in 2H 2019.

ROCHE has already started a Phase | with ORY-1001 (RG6016)

in Small Cell Lung Cancer (data expected in 2H 2019)

ORYZON




SOLID EVIDENCE OF EPIGENETICS ROLE IN NEURODEGENERATIVE DISORDERS

v HDACi improves HD symptoms in animal models
v HDAC2 inhibition recovers memory on the AD bi-tg CK-p25 Tg mouse model
v HDAC inhibition improves FTD

v HDAC inhibition improves MS in EAE models e
of specific NDGs

Alzhemier’s disease Parkinson’s disease Hun_tmgton S
l I | I | disease '

Reduced DNA methylation Overall reduction of Early reports of increased
In the anterior temporal methylation potential variability at HTT gene locus
neocortex neuronal nuclei
Hypomethylation of SNCA
©  Hypermethyationof HTERT  gane in brain tissue
£ gene
-‘; a-synuclein related reduction
£ Hypomethylation of of Dnmt1 methyltransferase
©  Inflammatory genes iNOS, availability
=  IL-1,and TNF-ainthe AD
T Differential methylation of
- Identical twins (monozygotic) faiolen
- Same DNA with GBA risk
mutatlon increased phosphorylated Response to treatment with  Beneficial effect of HDACIs in
-» Disconcordant for symptoms @ histoneH3inhippocampal  HDACIsin diseasemodels  disease models
. ’ S | peurons
of Parkinson’s . . 8 '% a-synuclein related Sequestration of proteins with
-» Up to 20 years difference in S 8 Modulation of histone reduction in histone HDAC activity (CBP)
onset % £ acetylation by HDAC acetylation and histone
. . . '8 inhibitorsimproved leamning  gene expression Increase of histone proteins
- Patient derived iPSCs: E  and memoryin mouse carrying H3K9 marks in brain
difference in MAO-B levels ot and blood tissues

Luca Lovrecic, et al.,, 2013 The Role of Epigenetics in

Neurodegenerative Diseases
ORYZON
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LSD1 is an epigenetic modulator that regulates gene expression

. KDM2 . LSD1 . LSD1
v/ The first characterized histone MEM’ME KDMS ,MEM, , M, , ,
demethylase: demethylates mono-
and dimethyl-H3K4 in association Histone H3 lysine 4

with transcription repressors

- R
£ ﬁ
L", y > Hematopoiesis
e ‘, SANT2
.-

\/ Al sore pO rtEd tO d em ethyl ate | » Adipocyte differentiation/adipogenesis

MOono- and d|methy|'H3K9, E2F1 ’ 5 ':»sss ;j » Embryogenesis
p53, DNMT1 ; = E > Myogenesis

3 .

Y 1 » Tumorigenesis

v LSD1 plays an important role in the e > Imprinting
development Of CNS 3 g’h e > Balance stem cell renewal and differentiation
“\%ﬁ%{ » Neurogenesis /neuronal differentiation
v LSD1 is a key component of AN

different CNS transcriptional
complexes interacting with
different transcription factors and
very often with HDAC1 and HDAC2

PARKS

S100A9
REST Target Genes
T-cell receptor b chains

. ORYZON




ORY-2001 - A COMPOUND FOR CNS expected to be ready for Phase Il in 2H2017

v Pharmacological Properties v Preclinical Proof of Concept Achieved
~ A selective dual LSD1-MAO-B in different animal models of:
inhibitor v/ Alzheimer’s Disease
v/ Optimal ADMET and PK profiles v/ Huntington's Disease
v/ Crosses efficiently the BBB v/ Multiple Sclerosis
v/ Once daily oral bioavailable v/ 2 Additional CNS disorders
v Selectivity against MAO-A

demonstrated in-vitro and in-vivo
v/ Additional indications being explored

AN

High therapeutic window in

animals: a safe drug for chronic preclinically
settings
v Target engagement demonstrated v Clinical development - finishing
in vivo
Phase |
v/ Biomarkers identified v/ Alzheimer’s Disease is lead

indication = Phase IlIA Planned

v Additional indications; MS and HD
- Phase IIA Planned

v Exclusively owned by Oryzon

ORYZON
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SAMPS8 mouse: A model for Alzheimer’s Disease
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The senescence accelerated mouse (SAMP8) as a model for oxidative stress and

Alzheimer’s disease

John E. Morky **, Harvey James Armbrecht *<, Sesan A, Farr **, Vijaya B, Kumar *<

* Crin of Gt A, o Ll Dmer sty Siud of Madhie, ¥ Coms, VIS LA

¥ Johon Coctome W Mo Creser., 3 Sows, MR LA

CHLE (Crtars: Weannt, Mbarntion wnd el Crvmw), VA Wwdind (ot 11 Lansty, WY1, LA

ARTICLE INFO

ABRSTRACY

Ak Ny
Becrvmd ) St 201

Recmvnd |n serteed S 11 Nonember 300
Aarpied U Nowuded X1

Sri e o X Mrerwdes X011

vty
e s 2D S AN
[N E—

el o

Band-beaks baeter

Srehat by

The seacscene scekyaned mouse (SAMPE ) B 2 spostancses sl medd of sverpdacton of avyiod
prraner proton (AT) e codetve damage. § deveiops early sxcrsary doturbesce ad changes i the
bhood -Lram burser rosuding m dooscased effen of argbod {i proten fom S e 4 b & mabed
crease b1 sddatve wrem (e e Sl Marracsiogcal Swarnevts e rafac codeve W DRV
merwry Tretrests St rndacr arndod £ (mtseme o A and sscbodes 12 serpdodd) not ooly -
FEae vy bar e addative sve Farly dunges i bpbd persadanve darug e Deor mlochondntd
dyfusciion a teig 2 coagger for avyeid{l overpaxiactios i cis geretically mucvptble meus s
This @eos @ mwoakon 3 Oy e wiere the Inosased ampied beca famher Sanages Paachend iy We sagpest
Punt this ok be tevmed the brlirrusony- Awiokd Cycle 20é raay well be deniiar 16 the Echuriers -
Iponsbie for T pachopbyysisbegy of SRReiwer's dieane. s JThce bs Dt of & Special isue estiied: Al
oudaras 300 Aptionidam Trestmens m Discase

© 2011 Ebcwet BY. A tights sescreed

Internatsrne Shakuly besean  Notweh

Arte [ 917167, 1] pages
o S I T e

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

of Newuroir
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? Department of Biceechnology, Befing irstite of Radatin Mediine, Sejing, China

Edited by:
Cheng-xin Gong. The City niversity
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Reviewed by:

Jos M. Delgado-Garcia, University
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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

Table 1
Comparison of Alzheimer's disease, SAMPS8 mouse and transgenic mice models.
Alzheimer's SAMPS Transgenic
disease models
Overproduction of amyloid-[3 Yes Yes Yes
Amyloid plaques Yes Late® Yes
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Gacts e partictibaly the data o parametens rebanl B aradepeneeation, SAMPR has shorms shgns of aging in the immiise
wascthar. and metabolls syslema, amobg (fhen
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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

~J

= uncertain.

2 Qccur at 16 to 18 months.
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ORY-2001: A possible disease modifier drug

Discrimination Index (DI)

v/ 2 or 4 months of oral treatment with ORY-2001 produce a marked cognitive
improvement in SAMP8 animals measured by NORT memory tests

v/ 10 studies in the last 5 years +350 animals tested

v Other +readouts in animal models of MS, HD, PD and other human CNS disorders

0.6 NORT - Female 0.6 NORT - Male
2h retention test 2h retention test
0.4- 8 04
x
[
©
£
} =
i)
-
0.2 £ 0.2
. g
S
+++
- SAMR1 N i = - SAMR1
= SAMPS = SAMPS ax T 4a
% SAMPS - ORY-2001 S SAVIPS - ORY-2001 *xx ,/I\\‘ T
t ORY2001
_____________________ ORY2001 _____________
v -] - ] © A ) L. v > ™ “ © A Q® o

ORY-2001 restores the discrimination index in SAMP8 mice
Meta-analysis of cognitive deficit of untreated SAMP8 mice (historical data)

ORYZON
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ORY-2001: A possible disease modifier drug

v/ Cross over Experiment

NORT - Females

Crossover treatment

NORT - Females

Crossover freatment

2h retention test 24h retention test
e e ke
Jede ke
0.6+ — 0.6+ *
I Fededke
054 pges 0.5 e
= et 220 = |
% 0.4 9; 044 % _ | en
Month 6 7 Code 3 g —
£ 03] £ p3-
Vehicle Vehicle 0+0 5 1 5 L
) ) g o021 g o021
Vehicle Vehicle 0+0 E E
S 011 S 011
ORY-2001 ORY-2001 1+1 a8 8 L
X 0.0 0.0
ORY-2001 Vehicle 1+0 T
- 0.1 . 0.1 :
Vehicle ORY-2001 0+1 o ) 2 ) N N
s W N Q\\\ Q O W AN g\\\“
R N S I S~ N
A Y A N o A x AV G
& & & & & o~ & & & o
(f‘\\ %\?é\ \gb §% & 9‘*\‘\ %‘5‘\ \‘g‘b \gb &
& F s & & &

v The drug restored memory function after the deficit had developed
v The delayed start cohort (0+1) experienced the full benefit

v The early start (1+0) cohort continued to show significant benefit 1 month after
treatment interruption

- Disease modifying potential

ORYZON
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LSD1 function in the brain: LSD1-8a KO mice

Embryonic Development: Regular
LSD1 expressed in the brain

o Neurogenesis o Neurogenesis +
o Neuronal differentiation + o Neuronal differentiationf
o Neurite extension 4

o Neurite extension

How LSD1-8a works? Rat cortical neuron differentiation (Toffolo et al. | Neurochem. 2014)

LSD1-8a LSD1-8a

LSD1 mock LSD1-8a LSD1-8a
Thr369bAsp  Thr369bAla  Thr369bAla
+

“phosphorylated” Lysine661Ala

“u nphospt)wl ated”

“unphosphorylated”
o Neuronal differentiation |, Neurite extension | catalyticallydead

o Long Term Memory |
o Induction of Egr |, Fos |, Npas4 |, Arc |

LSD1-8a KO mice (Zibetti et al, Wang et al)
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Birth: A specific Neuro-spliced form of LSD1 is expressed in the brain
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Hippocampal gene expression changes induced by ORY-2001

B » v @2
s EE Seo
€53 §35
> o m
2pe TRQE
322 5222
2555 Genes located in N AN G q _ Junb
Eg.cd1944, amplified In.annnann 5?4
cluster on Chr4 sighature <
genes
Egr2
Ccl27 Nrdal
bpll- N Fos
Oprs1— Cognl.tlve
| x Inflammation function,
o~ signature neuroplasticity
genes and memory
S100a9
v/ ORY-2001 up-regulated genes associated with improved cognitive function,
neuroplasticity and memory, including: Egr, Fos, Nr4a1, Npas4, Arc... i.e. the
pharmacological intervention mimicks the stimulation of LSD1-8a, supports
e the observation of improved memory

ORYZON
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Hippocampal gene expression changes induced by ORY-2001
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CCL271T rF\|r4a1
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> Inflammation function,
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$100a9
v’
| x
(@]

v/ ORY-2001 potently down-regulated the expression of a subset of genes
related to immune reaction and inflammation, including S100A9 and T-cell

receptor b chains in SAMP8 mice
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S100A9 and Alzheimer's disease

v S100A9 downregulation improves memory in different AD Tg mice models

v ST00A9 has been involved in the A-Beta deposition dynamics

CT-Tg mice
Mutant APP(V7171)
CT100 (London mutation)

Tg2576 mice
mutant APP (isoform 695);
Swedish mutation (KM670/671NL)

Tg2576 mice
mutant APP (isoform 695);
Swedish mutation (KM670/671NL)

Tg2576 mice
mutant APP (isoform 695);
Swedish mutation (KM670/671NL)

APP/PS1 mice
mutant APPswe
PSEN1dE9

APP/PS1 mice
mutant APPswe
PSEN1dE9

$100a9 markedly increased in cortex and
hippocampus, memory impairment

(Ha et al, 2010)

$100a9 upregulated in hippocampus, memory

impairment
(Ha et al., 2010)

$100a9 Knockdown attenuates learning and
memory impairment in Tg2576 mice / reduces

amyloid plaques in Tg2576 brains
(Ha et al, 2010)

Tg2576 S100a9 -/- mice have improved
memory, reduces amyloid pathology

(Kim et al.,, 2014)

S$100a9 upregulated in hippocampus, memory

impairment, amyloid pathology
(Kummer et al,, 2012)

APP/PS1 S100a9 -/- mice have increased
phagocytosis of fibrillar amyloid B (AB) in

microglia cells, improved memory
(Kummer et al,, 2012)
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The role of pro-inflammatory S100A9 in Alzheimer’s disease amyloid-
neuroinflammatory cascade

Chao Wang, Alexey G. Klechikov, Anna L. Gharibyan, 1 K. T. S. Warmlander, Jari Jarvet, Lina Zhao, Xueen
Jia, S. K. Shankar, Anders Olofsson, Thomas Brannstrém, Yuguang Mu, Astrid Graslund, and Ludmilia A, Morozova-
Roche®
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ORY-2001 in Experimental Autoimmune Encephalomyelitis (EAE)

v/ Experimental autoimmune encephalomyelitis (EAE) is the most commonly used
experimental model for human MS

v Dose response effect of ORY-2001 on chronic active EAE at 3-0.05 mg/kg, p.o. (therapeutic setting):

- ‘ehicle
_ ORY-2001 (0.05 mg/Kg, p.o.)
-o- Vehicle —— ORY-2001 (0.5 mg/Kg, p.o.)
-# ORY-2001 (1 mg/Kg, p.o.) ¥ ORY-2001 (1.0 mg/Kg, p.0.)
5.0 -4 ORY-2001 (3 mg/Kg, p.0.) 3.0+
o
g 4.0+ ®
N 3
T 3.0 i
(&) L]
= =
O 2.0 O
(e =
S o
S 1.0+ =
0.0
0 10 20 30 40 50
Time postimmunization (d) Time postimmunization (d)
| I
therapeutic treatment (p.o.) therapeutic treatment (p.o.)

ORY-2001 shows effect on clinical score at dose levels
down to 0.05 mg/kg p.o.

ORYZON
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ORY-2001 in Experimental Autoimmune Encephalomyelitis (EAE)

ORY-2001 greatly reduces infiltration of inflammatory cells and demyelination in the spinal cord of EAE mice

Cervical Sections

ORY-2001

-

Cervical Lumbar

-
o
J

-
o
1

Number of plaques
per spinal region

. Lumbar Sections 5-
Vehicle ORY-2001
i < 3 X

Spinal cords were isolated at the end of treatment (26 days after immunization) and processed for histopathological analysis.
Transverse cervical and lumbar sections selected at the peak of clinical disease were stained with Kluver-Barrera. Arrows point to
areas of demyelination and inflammatory cell infiltration. The mean number of demyelination plaques in the lumbar and cervical
regions is shown, demonstrating absent or greatly reduced demyelination in the cervical and lumbar sections of ORY-2001 treated

animals.
ORYZON
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ORY-2001 has a Multi-Modal Mechanism of Action

A neuroprotective component + anti-inflammatory component

™ PERIPHERY -O CNS
FTY-720  FTY-720-P  DMF

FTY-720  FTY-720-P DMF

)
Reactivation, expansion §~
Cytokine secretion

S1P,
/ FTY720 b
\‘\ 2 ORY-2001 Migration » / \ |nf|ammatlgﬂ anJ\
% S1P gradient"f _/ Demyelination FTY720
v Vi
X 1 \ — M
‘ / / w @& .

—

A
A
apchme (1
e @ ,
' @ S1P, o oligodendrocyte
o . @ ‘gug FTY-720-P Inflammation .
% DME Demyelination |-

1L12/23

Autoreactive
Thland Thl7

Lymph node

Oryzon plans to pursue Multiple Sclerosis alongside
Alzheimer’s disease for ORY-2001

ORYZON

23



ORY-2001 Phase | Study

A Phase | study with 106 healthy volunteers, young and elderly.

Phase |, single center, double blind, parallel,
ascending single and multiple dose trial.

TITLE: A Study to Assess the Safety, Tolerability and Pharmacokinetic of Single and Multiple Oral Doses
of ORY-2001 in Healthy Male, Female Subjects and Elderly Population
STUDY CODE: CLO1-ORY-2001

EUDRACT NUMBER: 2015-003721-33

Phase I Clinical Trial in young and elderly healthy volunteers

ORYZON
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ORY-2001 PHASE | SUMMARY

Orally administered ORY-2001 was well tolerated

No clinically significant changes were found in the laboratory tests, vital signs, ECGs,
physical findings, or adverse events incidence. No SAEs have been reported in SAD or
MAD. Tolerance in elderly similar to young volunteers.

EXTRA Cohort added
Dose level VI°

Dose level V° Data to be reported at
ose leve

Inclusion

AAIC-2017
v
Dose level IV® 13 ‘ N.D. | Follow-up °
|
Dose level I1I° 173 173 Y
o
Dose level II” | 13 O
t
Dose level I’ 73 | 13 0o
8 e
73 73 v
173 ‘ 173 S
ELDERLY Dose level V* v
o
13 | N.D. | Follow-up S 1
e u
Inclusion nn
it
o e
re
r
S

Multiple Ascending Dose (MAD)
N=40 volunteers
LiStA:fv:':::t;::::"t Cohort 1 | Cohort 2 | Cohort3 | Cohort4 | Cohort5 | TOTAL
Dry Mouth 1 1 4 5 2 13
Asthenia 8 1 2 0 0 11(7in1)
Headache 4 1 2 2 1 10
Dizziness on standing up 3 0 1 1 0 5
Drowsiness 0 2 0 1 0 3
Feeling Cold 0 0 3 0 0 3
Feeling Hot 2 0 0 0 0 2
Constipation 1 0 2 0 0 3
Blunted 0 2 0 0 0 2
Apathy 0 1 0 0 0 2
TOTAL AEs reported 23 13 17 10 3 66
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TOXICOLOGICAL DATA, THERAPEUTIC WINDOW AND PKs

HUMAN PK in Multiple Ascending Dose

50000
45000
40000
35000
30000
25000
20000
15000
10000

ORY-2001 concentration (pg/mL)

MAD dose ss (h)* Conaxs SS AUC,, AUC,,, ss T.,, (h)
Mean (cve) = (pg/mL) (h-pg/ml) (D1) | (h-pg/mL) (DS) e

06mg
1.0 mg

1.5 mg

5000 [+

o
4
I

+0.2mg #=0.6 mg »1mg ~1.5mg +2.5mg

5.1 (1.7%)
2.25 (1.4%)
1.83 (1.7%)
1.17 (0.4%)
217 (1.7%)

v
1T T ] T T T ]

48 72 9 120
Time (h)

2317 (17%) 18733 (21%)
7654 (39%) 50567 (28%)
14108 (33%) 95081 (35%)

23607 (18%) 137960 (17%)
49921 (59%) 292248 (45%)
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144 168

37686 (18%)
113676 (49%)
198736 (38%)
298693 (17%)
634208 (65%)

22 (25%)
22 (33%)
23 (14%)
22 (11%)
22 (11%)
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TARGET ENGAGEMENT

CL01-ORY-2001: TE in human PBMCs confirmed in the MAD cohorts

100 12h ®m108h m192h

90

The graph shows mean + SD LSD1 TE per
cohort in PBMC samples obtained from 80
human healthy volunteers at 12, 108, and 70
192 h after the first dose of 5-daily ORY- 60
2001repeated oral doses in the MAD cohorts 50
(dose levels of 0.2 to 4.0 mg). 40

30
20

Mean LSD1 TE (%)

The MAD analysis of accepted samples
demonstrated:

0.2 0.6 1 1.5 2.5 4
Dose (mg)

o Overall dose-dependent response
o Atendency for saturation in the TE
effect

LSD1 TE at Multiple Ascending Dose (MAD)
(levels 0.2 to 4.0 mg) of ORY-2001

ORYZON
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ORY-2001 DEVELOPMENT TIMELINE

v/ ORY-2001 expected to be ready for Phase Il in 2H-2017
v/ The Phase | in healthy volunteers enables us to go for Phase llIs in different indications

v/ The company envisages to perform three different Phase IIs in AD, MS and HD

2015 2016 2017
3Q2015 4Q2015 1Q2016 2Q2016 3Q2016 4Q2016 1H2017 2H2017
CMC/4WReg o /0 o8 PLANNED ORY-2001 CDP
Tox
CTA : .
Ease, 3 Phase lI-Ain AD
SAD .
Phase | :
(MAD) .
9M Reg Tox Phase "'A in MS

Additional Preclinical Work to Broaden CDP

| Y4B Phase II-A in HD

A multibillion market potential (*)

(*) GlobalData Healthcare Report May 2015 ORYZON
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ORYZON, A UNIQUE OPPORTUNITY

Corporate Strategy: Epigenetics Momentum, IP & First in Class Clinical Assets

v Epigenetics is an emerging field with high interest from Pharma (select acquisitions: Roche/Tensha;
Celgene/Acetylon; Merck/OncoEthix) and from Specialized Investors (Imago, Constellation)

v High quality science and a broad patent portfolio on LSD1, one of the hottest targets in this area (GSK, Celgene,
Incyte, Takeda). Competitive Patent portfolio with +20 patent families, many already granted in USA

+ ORYZON is a pioneer in epigenetics

Platform + Broad Product Pipeline: aim for three different assets in Clinic (5-6 trials) by
2017

v We developed the first ever LSD1 inhibitor reaching clinical trials in the world. We have reported the first human
data in oncology with ORY-1001 (RG6016)

ORY-2001 finishing Phase | and with additional PoC in in several human disease animal models
Three Phase Il clinical trials expected to startin 4Q 2017 - 1Q 2018
ORY-3001, a third LSD1 inhibitor, developed for an orphan disease and Phase | expected in 2017

AN N NN

Other epigenetic programs in development

Financials and Governance

v/ Cash runway expected until 2H-2019, but wanting to invest more to capture the upside of our Phase lls in
ORY-2001 and other clinical programs

v A dynamic and capital efficient company with excellent know-how (40 people)

v An experienced public company board with thorough understanding of the industry

v Top governance according to public company standards ORYZON
29



Financial Overview - December 315t 2016 / March 31st

v/ $28M in cash and cash equivalents at
the end of the year ( Dec 31st,
audited accounts by Grant Thornton)

v/ Oryzon Raised EUR 18.2M through a
Private Placement with US and
European Investors (March 31st)

v/ The offering included institutional
investors specialized in healthcare
and life sciences from the US, Spain
and rest of Europe.

v/ The majority of the funds were
raised from international investors,
reinforcing and diversifying the

ORYZON GENOMICS SA

BALANCE SHEET DATA (UNAUDITED)
(Amounts in thousands US $)

Cash and cash equivalents
Marquetable securities
Total Assets

Deferred revenue
Total Stockholders' equity

March 3lst,
2017

22612
7.207

55.971

0

22,983

March 3lst,
2016

56.620

31.723

27.038
5.968

286

Company's shareholder base.

v/ The Company intends to use the net
proceeds from the capital increase
to finance its research and
development of clinical pipeline
candidates and for working capital
and general corporate purposes

30
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Capitalization and ownership summary

% Shareholders distribution

2%

H Reference Shareholder

H Oryzon Genomics (Own
Shares)

Shareholder >3%

B Shareholderbetween 1% &
3%

® OtherShareholder <1%

TOP 10 ORYZON SHAREHOLDER by April 7th 2017

B | NAJETI CAPITAL SA 7.017.799 20,54%

B [TAMARA MAES 3.742.530 10,96%

B [CARLOS MANUEL BUESA 3.742.530 10,96%

INVERSIONES COSTEXS.L. 2.004.723 5,87%

u JOSE MARIA ECHARRI 1.026.928 3,01%

MINORITY SHAREHOLDERS (Free Float) 16.626.881 48,67%
TOTAL COMPANY SHARES 34.161.391

Shareholder Shares %

Reference Shareholder 4 15.529.787 45,46%

Oryzon Genomics (Own Shares) 1 735.526 2,15%

Shareholder >3% 1 2.004.723 5,87%

Shareholder between 1% & 3% 4 3.704.127 10,84%

Other Shareholder <1% 1504 12.187.228 35,68%

TOTAL 1514 34.161.391 100%

On April 7th 2017, Oryzon Genomics had 1,514 shareholders.

¥ The 45.46% of the shares are owned by the reference shareholders.

All the Company shares are common shares, without any additional options or warrants.
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ANTICIPATED ORYZON CATALYSTS

2014 e ( Transformational deal with Roche ($21M) on ORY-1001 )
/ : + CONSOLIDATION PERIOD
12015-16 @ ~ Public in Europe ($36M raised June-2015-June 2016)
v/ ORY-1001: Clinical Data Presented at ASH-2016
v Second Asset (ORY-2001 in clinic development)
ﬂ ORY-1001: LEAD CANCER ASSET \
2017 e v FPlin Phase | SCLC by Roche 1Q
L—J . Phase I-llIA study expected to formally close 2Q
v ORY-2001: LEAD CNS ASSET
v Top Line Phase | (ADPD-2017 Conference) 1Q
. Phase | Final Data (AAIC-2017 London) 2Q

. Anticipated filing CTA / IND for Phase lI-Ain AD (CTAD-2017 Boston) 4Q
. Additional Preclinical Data of ORY-2001 in animal models of other human

CNS disorders (SFN-2017 Washington DC) 4Q
. Additional Preclinical Data of ORY-2001 in MS
(ECTRIMS-2017 Paris) 4Q
. Anticipated filing CTA / IND for Phase II-A in MS 2H
. Anticipated FPI in a Phase II-A study in MS 2H
v ORY-3001:

. Anticipated filing CTA / IND for Phase | study on an orphan indication

\ yet to be disclosed 2H/
A

ORYZON

32



THANK YOU VERY MUCH!

CARLOS BUESA

C.E.O. & President
cbuesa@oryzon.col

EMILI TORRELL ANNA K.BARAN ' e

BDO IR Director
etorrell@oryzon.com abaran@oryzon.com
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Governance - Executive & Other Directors

CARLOS BUESA: Chairman of the Board & Founder

PhD in Biochemistry and Molecular Biology. Author of more than thirty papers and patents
internationally. In 2000, he founded Oryzon Genomics, and since 2001 he has served as Chief
Executive Officer and Chairman of the Board of Directors. He has taken several advanced programs
on finance, business development, negotiation skills and human resources. He is also PADE at the
|IESE Business School. He is a Board Member of the VC Fund Inveready and Deputy President of the
Spanish Biolndustry Association.

TAMARA MAES: ViceChairman of the Board & Founder

PhD in Biotechnology from the University of Ghent, Belgium. She has produced over twenty scientific
papers and patents internationally and has developed innovative HTS methods for functional
genomics. She founded Oryzon and since 2001 she has been the CSO. She has created the
Epigenetic Program of the Company. She is SAB member on several public institutions as CSIC and
private companies. Since 2016, she has been appointed Scientific Advisor of the ADDF

Josep Ma Echarri Torres

Bachelor degree both in Economics and Actuarial science, and a master in finance from ESADE
Business School. He is a founding partner and Chief Executive Officer of Inveready, a venture fund
specialized in seed capital investments with investments in more than 20 Biotech companies with c.
of EUR100 million under management. He sits in the board of a number of biotechnology companies
like PaloBiofarma, Ability Pharmaceuticals and others. Previously, he was Chief Financial Officer of
Oryzon from 2003 to 2007. He is also a Board member of other public companies like FERSA,
Independent Board Mmember and president of the Audit Committee (FRS.MC), AGILE (MAB.AGIL) or
ATRYS Health (MAB.ATR). He also serves as Senior VicePresident and board member of the public
telecommunication company MasMovil, the fourth largest telco company in Spain, where he was
leading a financing round of +1B Euro.

ORYZON
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Governance - Independent Directors

Antonio Fornieles Melero (Independent)

Lead Director

He brings to Oryzon over 30 years of audit experience. Mr. Fornieles was a partner at KPMG since 1994
to the end of 2014. He was responsible for the audit function at KPMG Spain and then Global Chief
Operating Officer for the audit function at KPMG. On March 1st, 2016, he was appointed as President
of ABENGOA, a listed company of the infrastructure sector, to lead its financial restructuring process
and prepare a new viability plan of the company. He resigned on November 22nd, 2016 after a
restructuring agreement was entered into with new investors and bank creditors to allow the financial
viability of the company. He was a lecturer in the faculty of economics and business studies at the
University of Cadiz. He received a B.S in Economics and Business Studies from the Complutense
University of Madrid and a Diploma in Business Management from the San Telmo Business School.

Ramoén Adell Ramén (Independent)

President of the Audit and Compliance Committee.

He is Full Professor of Financial Economics and Accounting at the University of Barcelona. Mr. Adell has
been an Independent Director of Gas Natural SDG SA since 2010, chairman of its Audit Committee
since 2012, and a member of its Strategic Committee since 2015. He was also a key member of the
team that developed and implemented the financial derivatives market in the Spanish Stock Exchange.
Mr. Adell has published a number of books and articles and is a regular speaker at conferences on
business management. He holds a Ph.D in Economics and Business Administration and a B.A. in Law.
Mr. Adell is also a Certified Public Accountant and Financial Analyst.

Isabel Aguilera Navarro (Independent)

President of the Remunerations and Nominations Committee.

She is currently a Non-Executive Director and adviser to various companies, such as Indra, Banco BMN,
AEGON-Spain and EGASA. Her professional career has mostly been related to the field of information
technology. In the past, she has held executive positions in multinational companies such as Airtel,
Olivetti and NH Hoteles. She has been CEO for DELL in South Europe, CEO for Google Inc. in Spain and
Portugal and President for General Electric in Spain and Portugal. She holds a degree in Architecture

and Urban Planning and an MBA from the IE Business School.
ORYZON
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Governance - Other Directors

Najeti Capital, S.A., represented by Thibaud Durand

Graduated from the Ecole Superieure de Commerce de Reims (France) held a European
Management Program (Icade E4 - European Management) from the Universidad Pontificia Comillas
(Madrid, Spain) and an MBA, International in IE (Instituto de Empresa, Madrid, Spain). He has been a
member of the Board of Directors of several companies and organizations such as ARC International
(France), The Genetics Company ( Switzerland), EuropaBio ( Spain ), ASCRI (Spain). Currently he is a
member of the Board of SAS Najeti, and is Executive Vice President of Capital Najeti SAU, and
member of the Board of Palau Pharma and EcoSolution.

.:iz =
e N

Najeti, S.A.S., represented by Ignacio Manzanares Secades

PhD in Organic Chemistry from the Autonomous University of Madrid (1991). In 2003 he studied top
management (PDG) at IESE Business School, University of Navarra. He has held various positions in
the biotechnology company PharmaMar for 14 years, the last 6 as VicePresident of Research &
Development.

He was Director General at the Catalan Institute of Chemical Research (2003-2007), Scientific Director
at Najeti CAPITAL SA (2007-2011) and Director at the TECNALIA Health Division (2011-2015). He was a
member of scientific councils and has served as Scientific Consultant to multiple biotechnology
companies. He is currently Scientific and Advisor Strategic at Najeti CAPITAL SA and other technology
companies.

Najeti, S.L., represented by Roberto del Navio Alonso

Bachelor of Law and International, MBA (Instituto de Empresa). Since 1999, currently CEO and
Managing Director in Spain of French investment company Najeti Capital SA dedicated to investing in
innovative technology companies in Spain and the U.S. (Silicon Valley) in strategic sectors
(biotechnology, telecommunications, security, renewable energy). He has been director in more than
ten Boards of Directors and various committees. Residing in Colorado (USA) he is now the CEO of
UVAX Concepts USA Inc. He is also Knowledge Manager of the Innovation and Technology at the EOI

(School of Industrial Organization of Madrid).
ORYZON
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