


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  Ɉexpects,ɉ Ɉanticipates,ɉ Ɉbelieves,ɉ Ɉintends,ɉ Ɉestimatesɉ 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  
Comisión  Nacional  del Mercado  de Valores, which  are accessible to  the  public . Forward -looking  statements  are not  guarantees  of  future  
performance . They have not  been  reviewed  by the  auditors  of  Oryzon  Genomics,  S.A. You are cautioned  not  to  place undue  reliance  on the  
forward -looking  statements,  which  speak only  as of  the  date  they  were  made . All subsequent  oral  or  written  forward -looking  statements  
attributable  to  Oryzon  Genomics,  S.A. or  any of  its members,  directors,  officers,  employees  or  any persons  acting  on its behalf  are expressly  
qualified  in their  entirety  by the  cautionary  statement  above. All forward -looking  statements  included  herein  are based on information  
available  to  Oryzon  Genomics,  S.A. on the  date  hereof . Except as required  by applicable  law, Oryzon  Genomics,  S.A. does not  undertake  any 
obligation  to  publicly  update  or  revise any forward -looking  statements,  whether  as a result  of  new information,  future  events  or  otherwise  
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MADX: ORY A publicly traded company in the 
Madrid Stock Exchange  

A clinical stage biopharmaceutical company 
developing innovative therapies in oncology 
and neurodegeneration leading the field of 
Epigenetics 
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A competitive EPIGENETIC Platform with a 
first program that validates scientifically and 
clinically the platform  

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 at 500M USD 

Strong IP portfolio with technology developed 
in-house  

Raised ɚ27m in the last 12 months. Cash 
runway till 1H2018  

 



Epigenetics ɩ the study of heritable changes in genome function that occur without a change in 
DNA sequence  

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  

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

Lysine methylation and demethylation is one of the key epigenetic modifications of the Histone 
tails  
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LSD1 is an enzyme that demethylates  histones: specifically mono and dimethylated  H3K4 and H3K9 

LSD1 belongs to the family of FADɀdependent amine oxidases, which include known CNS drug 
targets, such as MAO -A and MAO-B  

The general MAO inhibitor tranylcypromine is a chemical starting point to design LSD1 inhibitors  

Cancer  
Hematological & Solid Tumors  
Phase I/IIA  
 

Other Indications  
Orphan / Non onco Ɏ 
Preclinical Candidate  

Neurodegeneration /  
Neuroinflammation  
Phase I  
 

20 patent families  

Potent  Extremely Potent  Mildly Potent  
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LSD1 is a key effector of the differentiation 
block in MLL leukemia  

MLL Leukemic stem cells are addicted to LSD1 
activity  

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

Currently in Phase I/IIA  

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

Å Extension Arm (Phase II -A) ongoing  

Potential for additional indications in solid 
tumors  
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Refractory & Relapsed
Acute Leukemia

Multi -Center (5)
Multiple Ascending Dose (8 

Cohorts)

Evaluate Safety (hematological and non -hematological toxicities) and Tolerability

Characterize PK
Assess Responses 

(CR/Cri/PR), particularly for
rMLL gene

Evaluate surrogate PD 
markers for target 

engagement

Excellent safety profile

Demonstrated impact on pharmaceutical target

PD clear readings several biomarkers

Good PK

Established maximum recommended dose

Licensed to ROCHE in 2014 

After the MRD, a 14 patients Expansion arm      
(Phase II-A),  which  included patients with target 

mutations (MLL and others ),  has been culminated  
to evaluate preliminary signs of efficacy  

 

Expected 
Report  

Preliminary 
Data in ASH 

2016  

$23m received in 2014 -15 

+$500m in future contingent 
milestones  

Tiered royalties up to double 
digit  

Clinical development and all 
related investments beyond 
the ongoing Phase I/IIA trial 
are the responsibility of 
ROCHE 

 



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  

Small Cell Lung Cancer  
 

15% of all Lung Cancers  
32.420 new cases in US  in 

2014 1,3 

 
Global Mk Potential of $684 

million in 2017  5 

Sickle Cell Disease  
 

SCD Epidemiology  
US/EU Prevalence ~150K  

 
 

US Mk Potential  of $200 
million in 2017,  

(Market to grow at 17% CGAR till 2019)  

Acute Myeloid Leukemia  
 

12% of all Blood Cancers  
18.860  new cases in US in 

2014 1,2 
 

Global Mk Potential of $932 
million in 2024 , 

CAGR of 10.5%  4 

 

 

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  

1. ACS, Cancer Facts & Figures 2014 
2. www.hematology.org    
3. www.lungcancer.org    
4. Global Data 2015  
5. Decision Resources 2015  
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http://www.hematology.org/
http://www.lungcancer.org/


Identical twins (monozygotic)  
Same DNA with GBA risk 
mutation  
Disconcordant  for symptoms 
of ParkinsonɅs 
Up to 20 years difference in 
onset  
Patient derived iPSCs: 
difference in MAO -B levels 
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E N V I R O N M E N T 

G E N E S E X P E R I E N C E 

Luca Lovrečić, et al., 2013 The Role of Epigenetics in 
Neurodegenerative Diseases  



CtBP 

TFs  

Co-REST HDAC1/2 
CH3 

CH3 

LSD1 

Å S100A9 

Å REST Target Genes 

Å PARK5 

Å T-cell receptor b chains 

Sin3a 

ORY-2001 

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-REST-CoREST-HDAC1/2 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.  
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Pharmacological Properties  

A selective dual LSD1-MAO-B  
inhibitor  

Optimal ADMET and PK profiles  

Crosses efficiently the BBB  

Once daily oral bioavailable  

Good pharmaceutical properties  

Selectivity against MAO -A 
demonstrated in -vitro and in -vivo 

High therapeutic window in 
animals: a safe drug for chronic 
settings  

Target engagement demonstrated 
in vivo 

 

Exclusively owned by Oryzon  
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Preclinical Proof of Concept   Achieved 
in different animal models of:  

AlzheimerɅs Disease 

HuntingtonɅs Disease 

Multiple Sclerosis  

 

Other additional indications being 
explored preclinically  

 

Clinical development Ą In Phase I:   

LPO expected in Dec2016 

AlzheimerɅs Disease is lead 
indication  

Potential for additional indications: 
MS, HD and others  

 

Biomarkers identified  
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The SAMP8 mouse is an excellent model to examine the pathophysiology of early defects seen in 
AlzheimerɅs disease. They develop accelerated aging and senescence and show deficits in learning 
and memory as well as other similarities to pathology of AD  

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

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 -matched SAMP8 mice  

We lowered dose in males (Study #2)  
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 2 months treatment  
Tested 2 h after training  

LSD1+MAOB LSD1 aloneMAOB 
alone

***  
***  

***  

14/15 3/16 16/16 15/16 

SAMR1 Veh 

SAMP8 

3.20mpk 0.96mpk 
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SAMR1 Veh 

SAMP8 

3.20mpk 0.96mpk 

LSD1+MAOB LSD1 aloneMAOB 
alone

***  

***  

5/5 0/5 5/5  4/5 

***  

4 months treatment  
Tested 2 h after training  



ORY-2001 provides a dose dependent protective effect in the medium -term memory of female 
mice, compared to age -matched SAMP8 mice  
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SAMP8 male animals (n=8 per group)  

 
 

LSD1+MAOB LSD1 aloneMAOB 
alone

LSD1+MAOB LSD1 aloneMAOB 
aloneLSD1+MAOB LSD1 aloneMAOB 

alone

***  

***  

***  

SAMR1 Veh 

SAMP8 

0.96mpk 0.32mpk 3.0mpk 

ORY-2001 ORY-2001 Rasag. 

MAOB inhibition alone shows a 
trend on cognitive improvement  on 
the SAMP8 animals but it is not 
significant  

Å p=0.12 at 2h  

Å p=0.22 at 24h  

LSD1 inhibition is therefore crucial 
to obtain the  recovery on cognitive 
improvement on the SAMP8 
animals  
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SAMP8 female animals (n=8 per group)  

 
 

ORY-2001 provides a robust 
protective effect in the medium and 
long -term memory of mice, 
compared to age -matched SAMP8 
mice  

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

Protection is driven by the LSD1 
inhibition and not by MAO -B, but 
the combination with MAO -B 
inhibition (i.e. a dual 
compound,ORY -2001) enhances 
the effect  

 

 

 

LSD1+MAOB LSD1 aloneMAOB 
alone

SAMR1 Veh 

SAMP8 

0.96 
mpk 

0.32 
mpk 

0.1 
mpk 

ORY 
2001 

ORY 
2001 

ORY 
LSD1 

ORY 
LSD1 

0.3 
mpk 

17 



n=29  

ORY2001  ORY2001  

n=24  

ORY-2001 

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

ORY-2001 

O R Y- 2 0 0 1  r e s t o r e s  t h e  d i s c r i m i n a t i o n  i n d e x  i n  S A M P - 8  m i c e   
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