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Oryzon has a total of five Phase II studies ongoing with its two lead assets 

iadademstat (formerly ORY-1001) and vafidemstat (formerly ORY-2001), 

which are all expected to have preliminary data readouts in 2019. In 

November 2018, the company announced the first patients had been 

recruited in to the iadademstat Phase IIa small cell lung cancer 

(CLEPSIDRA) and acute myeloid leukaemia (ALICE) studies. A scientific 

paper was recently published by a third party in Science Signalling, which 

has revealed a potential mechanism of action of iadademstat (ORY-1001) in 

pre-clinical SCLC models; this is supportive to Oryzon’s ongoing Phase II 

study in SCLC. Our valuation is slightly higher at €364m or €9.3/share. 

Year end 
Revenue 

(€m) 
PBT* 
(€m) 

EPS* 
(€) 

DPS 
(€) 

P/E 
(x) 

Yield 
(%) 

12/17 4.3 (4.6) (0.14) 0.0 N/A N/A 

12/18 6.8 (3.7) (0.03) 0.0 N/A N/A 

12/19e 6.1 (6.8) (0.17) 0.0 N/A N/A 

12/20e 6.1 (6.8) (0.17) 0.0 N/A N/A 

Note: *PBT and EPS are normalised, excluding amortisation of acquired intangibles, 
exceptional items and share-based payments. 

All Phase II studies now ongoing, waiting for data 

With the first patients now recruited into the new iadademstat Phase IIa SCLC 

(CLEPSIDRA) and AML (ALICE) studies, all Phase II studies have now 

commenced and recruitment is progressing. The first preliminary readouts will 

come in Q219 from the ongoing vafidemstat REIMAGINE study (likely at the 

European Congress of Psychiatry in early April 2019), iadademstat CLEPSIDRA 

study (likely at ASCO in June 2019) and iadademstat ALICE study (likely at EHA in 

June 2019). This will be followed by further multiple readouts from the vafidemstat 

SATEEN and ETHERAL studies in H219.  

Financials: Cash reach to late 2020 

Oryzon reported an operating loss of €2.9m in 2018, compared to €4.3m in 2017, 

which was better than our expected €5.6m. This was mainly due to a combination 

of slightly lower capitalisation of R&D spend and lower R&D expenses of €7.4m in 

2018 vs our expected €8.5m (Oryzon reports using local GAAP and capitalised 

R&D costs are included as income in EBIT, which was €6.8m in 2018). Oryzon had 

cash and cash equivalents of €34.5m at the end of Q418 and our fine-tuned total 

operating loss estimates for 2019 and 2020 are €6.2m and €6.3m, respectively. The 

y-o-y increase from FY18 is mainly due to more intensive R&D activities expected 

as the pipeline matures. According to our model, cash reaches in well into H220, in 

line with management’s guideline (Q420). 

Valuation: €364m or €9.3/share 

Our valuation is up slightly at €364m or €9.3/share from €342m or €8.7/share due 

to rolling our model forward. The reported year-end cash position was €34.5m 

(cash and short-term investments; net cash €16.2m). Because Oryzon’s clinical 

trials are progressing as planned across all indications, we leave our assumptions 

unchanged. Data readouts from the ongoing five clinical trials will provide multiple 

catalysts for the share price this year (detailed below). 
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Maturing R&D pipeline  

Exhibit 1: Oryzon’s R&D pipeline  

Product Indication and stage Mechanism of action Notes 

Iadademstat 
(ORY-1001) 

 AML, Phase IIa ALICE trial in 
combination with azacitidine 

 SCLC, Phase IIa CLEPSIDRA trial 
in combination with platinum-
etoposide 

Small molecule LSD1 inhibitor - 
LSD1 is a histone eraser enzyme 
that removes methyl groups 

 Oryzon reported supportive Phase I/IIa data in acute 
leukaemia at the ASH conference in December 2016.  

 Two new Phase IIa trials have been initiated in AML (ALICE) 
and SCLC (CLEPSIDRA). First readouts from both trials 
expected in late Q219. 

Vafidemstat 
(ORY-2001) 

 AD, Phase IIa ETHERAL trial, 
monotherapy  

 MS, Phase II SATEEN trial, 
monotherapy 

 Aggression, Phase IIa 
REIMAGINE trial, monotherapy  

Small molecule LSD1 and MAOB 
inhibitor 

 Reported Phase I safety and PK/PD data from healthy 
volunteers on 31 March 2017 at the ADPD conference.  

 Oryzon initiated clinical trials in MS (SATEEN) and AD 
(ETHERAL). Preliminary readouts expected in H219.  

 Basket trial REIMAGINE in aggression in several 
neuropsychiatric disorders initiated. Preliminary readout 
expected Q219, followed by more readouts throughout 
2019. 

ORY-3001 
 Undisclosed non-oncological 

diseases 

Small molecule LSD1 inhibitor Initial positive preclinical data published in sickle cell disease, but 
further development not disclosed yet. Successfully completed 
regulatory toxicology. 

Source: Edison Investment Research, Oryzon Genomics; 

Vafidemstat: Preliminary readouts from aggression basket trial 
start in Q219 

The first preliminary data readouts in 2019 will be from the REIMAGINE basket aggression trial with 

vafidemstat (ORY-2001), the lead CNS asset a dual LSD1/MAOB inhibitor. According to Oryzon’s 

updated R&D newsflow (Exhibit 2), there will be several sequential preliminary readouts from the 

trial starting in Q219 (potentially at the European Congress of Psychiatry in Warsaw on 6–9 April 

2019) and throughout the year. The single-arm, open-label study is being carried out at the Hospital 

Vall d’Hebrón in Barcelona and is enrolling at least six patients per indication: Alzheimer’s disease, 

dementia with Lewy bodies, attention deficit hyperactivity disorder, autism spectrum disorder and 

borderline personality disorder. The open-label treatment with ORY-2001 will last for eight weeks 

with the last patient out expected in Q119. The main goal is the assessment of reduction in 

aggression.  
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Exhibit 2: Vafidemstat near-term catalysts 

 

Source: Oryzon 

The REIMAGINE trial with vafidemstat is a so-called basket trial (Exhibit 3 details the study design), 

which employs an innovative design borrowed from drug development in oncology. Aggression is 

often seen in a variety of neurodegenerative and neuropsychiatric conditions and vafidemstat has 

demonstrated holistic effects in this regard in preclinical models (for a more detailed overview see 

our outlook report).  

For now precise details about what kind of data will be released have not been disclosed, but the 

rationale of the trial is to look for signals of efficacy in one or more indication, then decide which 

setting in psychiatry is best suitable for more advanced trials. Once the data are released and 

further development is clarified, we will revisit our ORY-2001 valuation model, potentially adding 

indications beyond current ones Alzheimer’s disease and multiple sclerosis. 

Exhibit 3: Oryzon’s vafidemstat (ORY-2001) REIMAGINE study (Eudra CT number: 2018-
002140-88) 

Summary design A single centre, open-label, one-arm, eight-week study to evaluate the efficacy, safety and tolerability of ORY-
2001 in aggression in adult population with Alzheimer’s disease (AD), Lewy Body Dementia (LBD), Adult 
attention Deficit Hyperactivity Disorder (ADHD) Borderline Personality Disorder (BPD), Autism Spectrum 
Disorder (ASD) 

Treatment groups Treatment arm: vafidemstat 1.2mg 

(Single arm, no placebo control) 

Endpoints Primary endpoints: Safety endpoints including, vital signs, ECG parameters, clinical laboratory parameters 

Secondary endpoints: Efficacy endpoints including change from baseline/over time in relevant neurological 
endpoints for each patient group (NPI, MMSE, ADHD-RS, ADOS, BPDCL)  

Key inclusion 
criteria 

 Significant or persistent agitation or aggression that was disruptive to patient’s daily living or put the patient 

at risk of harm for at least three days per week for at least four weeks prior to screening visit. 

 Stable pharmacological treatment as per SmPC of AD, LBD, ADHD, BPD or ASD for at least four months 

(with the same dose for at least two months) prior to screening – including anti-inflammatories. 

Sites Hospital Vall d’Hebrón, Barcelona 

Timelines Study start: October 2018, last patient out: Q119 

Source: EU Clinical Trials Register, Oryzon. Notes: TEAE: Treatment Emergent Adverse Events; NPI: 
Neuropsychiatric Inventory Questionnaire; MMSE: Mini-Mental State Examination; ADHD-RS: Attention-
Deficit/Hyperactivity Disorder Rating Scale; ADOS: Autism Diagnostic Observation Schedule; BPDCL: 
Borderline Personality Disease Checklist. 

https://www.edisoninvestmentresearch.com/research/report/oryzon-genomics847416/preview/
https://www.clinicaltrialsregister.eu/ctr-search/trial/2018-002140-88/ES
https://www.clinicaltrialsregister.eu/ctr-search/trial/2018-002140-88/ES
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Data from vafidemstat in AD and MS also expected this year 

Two other Phase IIa trials with ORY-2001 are underway: 

 A randomised, double-blind, placebo-controlled, 36-week Phase IIa SATEEN study (n=24) will 

evaluate ORY-2001 in patients with relapsing-remitting MS and secondary progressive MS.  

 A second randomised, double-blind, placebo-controlled, 24-week Phase IIa ETHERAL trial 

(n=90) with ORY-2001 in mild to moderate AD started enrolling patients in May 2018.  

The preliminary data readouts from both studies are expected in Q319 and Q419 (Exhibit 2). 

Iadademstat: First preliminary data readouts from ALICE and 
CLEPSIDRA trials likely in Q219 

Two Phase IIa studies with iadademstat, a specific LSD1 inhibitor, are ongoing. The Phase IIa 

ALICE study will recruit elderly AML patients (n=36) who will receive ORY-1001 in combination with 

standard of care, azacitidine. The other Phase IIa CLEPSIDRA trial will recruit relapsed SCLC 

patients (n=36) who will receive iadademstat in combination with platinum-etoposide chemotherapy. 

Interim results from both studies are expected in 2019 with the first significant presentations likely to 

be first data from the CLESPIDRA study at the ASCO conference (31 May - 4 June 2019 and) the 

ALICE study at the EHA conference (13 June - 16 June 2019).  

One of the main goals of these trials is to understand how iadademstat works in combination with 

various other drugs. To this end, an article published in Cell by a third-party research team at 

Harvard Medical School described the findings that inhibiting LSD1 could lead to the activation of 

immune response and overcome resistance to anti-PD-1 therapy. We reviewed key data on 

iadademstat and the article in Cell in our last outlook report.  

Most recent relevant third party publication (Augert et al) provided more insights about the 

mechanism of action of iadademstat in SCLC. While the drug was shown to be effective in SCLC 

models before, the details of actual mechanism of action were still missing. The team of 

researchers from Fred Hutchinson Cancer Research Center and the Department of Genome 

Sciences, University of Washington (Seattle, WA, US) found that selective inhibition of LSD1 with 

iadademstat activated the NOTCH pathway, resulting in the suppression of the transcription factor 

ASCL1. This in turn suppressed SCLC development. In vivo patient-derived xenograft (PDX) 

models showed that there was a correlation between extent of NOTCH pathway activation and 

suppression of the tumour growth. Furthermore, complete and durable tumor regression occurred 

using iadademstat in a chemoresistant PDX model.  

The NOTCH signalling pathway is a highly conserved cell system present in most multicellular 

organisms. The transcription factor ASCL1 appears to play an important role in SCLC development, 

but it is not suitable as a target for classical drug development, ie not “druggable”, while 

iadademstat appears to achieve that through activation of NOTCH and now has a demonstrated 

proof-of-concept in in vivo models. 

https://www.cell.com/cell/fulltext/S0092-8674(18)30715-3?_returnURL=https%3A%2F%2Flinkinghub.elsevier.com%2Fretrieve%2Fpii%2FS0092867418307153%3Fshowall%3Dtrue
https://www.edisongroup.com/publication/awaiting-for-eventful-2019/21579/
http://stke.sciencemag.org/content/12/567/eaau2922
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Exhibit 4: Iadademstat near-term catalysts  

 

Source: Oryzon 

Valuation 

Our valuation is slightly higher at €364m or €9.3 per share (from €342m or €8.7/share per share) 

due to rolling our model forward. As Oryzon is on track to develop its assets in all the indications we 

include in our valuation, we leave our assumptions unchanged. Since cash reaches well into H220, 

the existing cash is sufficient to deliver meaningful data from all ongoing trials. 

Exhibit 5: Oryzon rNPV valuation 

Product Indication Launch Peak sales 
(US$m) 

Value 
(€m) 

Probability of 
success (%) 

rNPV  
(€m) 

NPV/share 
(€/share) 

Iadademstat (ORY-1001)  AML 2023 927  284.1  15%  56.3  1.4  

Iadademstat (ORY-1001) SCLC 2026 571  137.6  8%  25.2  0.6  

Vafidemstat (ORY-2001) AD 2026 4,510  1,018.3  15%  160.5  4.1  

Vafidemstat (ORY-2001) MS 2027 1,940  446.6  20%  105.8  2.7  

Net cash (end-2018)    16.2  100%  16.2  0.4  

Valuation      1,902.8   364.0  9.3  

Source: Edison Investment Research 
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Exhibit 6: Financial summary 

 €'000s   2016 2017 2018 2019e 2020e 

December   Local GAAP Local GAAP Local GAAP Local GAAP Local GAAP 

PROFIT & LOSS         

Revenue     5,009 4,317 6,781 6,119 6,137 

Cost of Sales   0 0 0 0 0 

Gross Profit   5,009 4,317 6,781 6,119 6,137 

Research and development   (5,210) (5,306) (7,412) (9,454) (9,560) 

EBITDA     (3,721) (3,498) (2,766) (6,046) (6,175) 

Operating Profit (before amort. and except.) (3,879) (3,660) (2,905) (6,186) (6,314) 

Intangible Amortisation   (695) (664) (7) (8) (9) 

Exceptionals   (4) 0 (4) 0 0 

Other   0 0 0 0 0 

Operating Profit   (4,578) (4,324) (2,916) (6,194) (6,324) 

Exceptionals   (58) 0 0 0 0 

Net Interest   (844) (928) (796) (586) (471) 

Profit Before Tax (norm)     (4,724) (4,588) (3,701) (6,771) (6,786) 

Profit Before Tax (reported)     (5,480) (5,252) (3,712) (6,780) (6,795) 

Tax   32 55 2,535 0 0 

Profit After Tax (norm)   (4,692) (4,533) (1,166) (6,771) (6,786) 

Profit After Tax (reported)   (5,448) (5,197) (1,177) (6,780) (6,795) 

        Average Number of Shares Outstanding (m)  27.6 31.7 34.6 39.1 39.1 

EPS - normalised (€)     (0.17) (0.14) (0.03) (0.17) (0.17) 

EPS - reported (€)     (0.20) (0.16) (0.03) (0.17) (0.17) 

Dividend per share (€)   0.0 0.0 0.0 0.0 0.0 

        Gross Margin (%)   100.0 100.0 100.0 100.0 100.0 

EBITDA Margin (%)   N/A N/A N/A N/A N/A 

Operating Margin (before GW and except.) (%)  N/A N/A N/A N/A N/A 

        BALANCE SHEET        

Fixed Assets     21,269 24,914 31,786 37,758 43,807 

Intangible Assets   18,810 22,458 29,330 35,441 41,569 

Tangible Assets   696 638 665 526 447 

Investments   1,763 1,818 1,791 1,791 1,791 

Current Assets     28,475 36,130 35,664 16,488 3,856 

Stocks   8 7 135 71 103 

Debtors   978 857 971 914 943 

Cash   22,028 34,950 34,320 15,264 2,572 

Other   5,461 316 239 239 239 

Current Liabilities     (7,597) (8,696) (10,441) (4,017) (4,229) 

Creditors   (2,119) (1,343) (2,192) (1,767) (1,979) 

Short term borrowings   (5,477) (7,354) (8,249) (2,249) (2,249) 

Long Term Liabilities     (19,419) (17,915) (11,884) (11,884) (11,884) 

Long term borrowings   (17,723) (16,041) (9,977) (9,977) (9,977) 

Other long term liabilities   (1,696) (1,874) (1,907) (1,907) (1,907) 

Net Assets     22,729 34,432 45,125 38,345 31,550 

        CASH FLOW        

Operating Cash Flow     (4,536) (4,281) (2,799) (6,936) (6,495) 

Net Interest    (471) (426) 2,133 (586) (471) 

Tax   0 0 0 0 0 

Capex   (28) (105) (170) 0 0 

Acquisitions/disposals   0 0 0 0 0 

Financing   287 16,887 11,949 0 0 

Other*   (6,819) 653 (6,576) (5,534) (5,726) 

Dividends   0 0 0 0 0 

Net Cash Flow   (11,567) 12,728 4,538 (13,055) (12,692) 

Opening net debt/(cash)     (10,395) 1,172 (11,555) (16,093) (3,038) 

HP finance leases initiated   0 0 0 0 0 

Other   0 0 0 0 0 

Closing net debt/(cash)     1,172 (11,555) (16,093) (3,038) 9,655 

Source: Edison Investment Research, Oryzon Genomics accounts. Note: Oryzon reports in Spanish GAAP. *Includes cash outflows 
related to development costs that were capitalised.  
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General disclaimer and copyright  

This report has been commissioned by Oryzon Genomics and prepared and issued by Edison, in consideration of a fee payable by Oryzon Genomics. Edison Investment Research standard fees are £49,500 pa for the 
production and broad dissemination of a detailed note (Outlook) following by regular (typically quarterly) update notes. Fees are paid upfront in cash without recourse. Edison may seek additional fees for the provision of 
roadshows and related IR services for the client but does not get remunerated for any investment banking services. We never take payment in stock, options or warrants for any of our services.  

Accuracy of content: All information used in the publication of this report has been compiled from publicly available sources that are believed to be reliable, however we do not guarantee the accuracy or completeness of 
this report and have not sought for this information to be independently verified. Opinions contained in this report represent those of the Edison analyst at the time of publication. Forward-looking information or statements 
in this report contain information that is based on assumptions, forecasts of future results, estimates of amounts not yet determinable, and therefore involve known and unknown risks, uncertainties and other factors which 
may cause the actual results, performance or achievements of their subject matter to be materially different from current expectations.  

Exclusion of Liability: To the fullest extent allowed by law, Edison shall not be liable for any direct, indirect or consequential losses, loss of profits, damages, costs or expenses incurred or suffered by you arising out or in 
connection with the access to, use of or reliance on any information contained on this note. 

No personalised advice: The information that we provide should not be construed in any manner whatsoever as, personalised advice. Also, the information provided by us should not be construed by any subscriber or 
prospective subscriber as Edison’s solicitation to effect, or attempt to effect, any transaction in a security. The securities described in the report may not be eligible for sale in all jurisdictions or to certain categories of 
investors. 

Investment in securities mentioned: Edison has a restrictive policy relating to personal dealing and conflicts of interest. Edison Group does not conduct any investment business and, accordingly, does not itself hold any 
positions in the securities mentioned in this report. However, the respective directors, officers, employees and contractors of Edison may have a position in any or related securities mentioned in this report, subject to 
Edison's policies on personal dealing and conflicts of interest. 

Copyright: Copyright 2019 Edison Investment Research Limited (Edison). All rights reserved FTSE International Limited (“FTSE”) © FTSE 2019. “FTSE®” is a trade mark of the London Stock Exchange Group companies 
and is used by FTSE International Limited under license. All rights in the FTSE indices and/or FTSE ratings vest in FTSE and/or its licensors. Neither FTSE nor its licensors accept any liability for any errors or omissions in 
the FTSE indices and/or FTSE ratings or underlying data. No further distribution of FTSE Data is permitted without FTSE’s express written consent. 

 

Australia 

Edison Investment Research Pty Ltd (Edison AU) is the Australian subsidiary of Edison. Edison AU is a Corporate Authorised Representative (1252501) of Myonlineadvisers Pty Ltd who holds an Australian Financial 
Services Licence (Number: 427484). This research is issued in Australia by Edison AU and any access to it, is intended only for "wholesale clients" within the meaning of the Corporations Act 2001 of Australia. Any advice 
given by Edison AU is general advice only and does not take into account your personal circumstances, needs or objectives. You should, before acting on this advice, consider the appropriateness of the advice, having 
regard to your objectives, financial situation and needs. If our advice relates to the acquisition, or possible acquisition, of a particular financial product you should read any relevant Product Disclosure Statement or like 
instrument. 

 

New Zealand  

The research in this document is intended for New Zealand resident professional financial advisers or brokers (for use in the ir roles as financial advisers or brokers) and habitual investors who are “wholesale clients” for the 
purpose of the Financial Advisers Act 2008 (FAA) (as described in sections 5(c) (1)(a), (b) and (c) of the FAA). This is not a solicitation or inducement to buy, sell, subscribe, or underwrite any securities mentioned or in the 
topic of this document. For the purpose of the FAA, the content of this report is of a general nature, is intended as a source of general information only and is not intended to constitute a recommendation or opinion in 
relation to acquiring or disposing (including refraining from acquiring or disposing) of securities. The distribution of this document is not a “personalised service” and, to the extent that it contains any financial advice, is 
intended only as a “class service” provided by Edison within the meaning of the FAA (i.e. without taking into account the par ticular financial situation or goals of any person). As such, it should not be relied upon in making 
an investment decision. 

 

United Kingdom 

Neither this document and associated email (together, the "Communication") constitutes or form part of any offer for sale or subscription of, or solicitation of any offer to buy or subscribe for, any securities, nor shall it or any 
part of it form the basis of, or be relied on in connection with, any contract or commitment whatsoever. Any decision to purchase shares in the Company in the proposed placing should be made solely on the basis of the 
information to be contained in the admission document to be published in connection therewith. 

This Communication is being distributed in the United Kingdom and is directed only at (i) persons having professional experience in matters relating to investments, i.e. investment professionals within the meaning of Article 
19(5) of the Financial Services and Markets Act 2000 (Financial Promotion) Order 2005, as amended (the "FPO") (ii) high net-worth companies, unincorporated associations or other bodies within the meaning of Article 49 
of the FPO and (iii) persons to whom it is otherwise lawful to distribute it. The investment or investment activity to which this document relates is available only to such persons. It is not intended that this document be 
distributed or passed on, directly or indirectly, to any other class of persons and in any event and under no circumstances should persons of any other description rely on or act upon the contents of this document (nor will 
such persons be able to purchase shares in the placing).  

This Communication is being supplied to you solely for your information and may not be reproduced by, further distributed to or published in whole or in part by, any other person. 

 

United States  

The Investment Research is a publication distributed in the United States by Edison Investment Research, Inc. Edison Investment Research, Inc. is registered as an investment adviser with the Securities and Exchange 
Commission. Edison relies upon the "publishers' exclusion" from the definition of investment adviser under Section 202(a) (11) of the Investment Advisers Act of 1940 and corresponding state securities laws. This report is 
a bona fide publication of general and regular circulation offering impersonal investment-related advice, not tailored to a specific investment portfolio or the needs of current and/or prospective subscribers. As such, Edison 
does not offer or provide personal advice and the research provided is for informational purposes only. No mention of a particular security in this report constitutes a recommendation to buy, sell or hold that or any security, 
or that any particular security, portfolio of securities, transaction or investment strategy is suitable for any specific person.                                                                           
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