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COMPANY UPDATE

BUY
TARGET PRICE : 8.8€ +132%

The company presented a clinical update from its Phase 2a ETHERAL study of vafidemstat, added to standard of care,
in Alzheimer’s disease. Both platelet count and AST levels were stable during 24 weeks of treatment. ORYZON also
presented the blinded data from several efficacy measures that suggested positive clinical trend, albeit it is difficult
to draw conclusions due to the presence of placebo arm and a background medication. We currently expect the full
results of the study in 2020. Encouraged by presented results, we reiterate our BUY rating and TP of €8.8.
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The company presented a clinical update from its Phase 2a ETHERAL study at the 2019
Alzheimer's Association International Conference (AAIC 19). Recall, ETHERAL is
evaluating one of the company’s lead assets, vafidemstat, in combination with standard
of care in patients with mild to moderate Alzheimer’s disease (AD). Vafidemstat was
designed to simultaneously target lysine-specific demethylase 1 (LSD1) and monoamine
oxidase B (MAO-B), the enzymes that are involved in the epigenetic mechanisms of
gene regulation. Epigenetic modulation allow for the fine tuning of gene expression and
were shown to play an important role in the development of AD.

ETHERAL, a 24-week double-blind randomized study, includes three arms: two dosing
regimens of vafidemstat and placebo. The study is planned to enroll about 125 AD
patients at the European clinical sites, and, according to company, the recruitment in
the EU could be completed by the end of July, 2019. ORYZON has also started
recruitment at the US sites, where it plans to enroll additional 30 patients. The study
includes 24-week placebo-controlled period, which will be followed by 24-week
extension period, allowing patients from placebo arm to switch to vafidemstat therapy.
The primary endpoint of the study is safety and the tolerability of vafidemstat and the
secondary exploratory endpoints include cognitive and functional changes, as well as
biomarker analysis. The presentation at AACI 19 mostly covered the safety part and we
currently expect the full results from the placebo-controlled part of the trial in 1H20.

The clinical update, presented at AAIC 19, was based on the 104 evaluated patients and
showed clean safety profile of the drug (Exhibit 1). Importantly, on the hematologic side,
only 2 patients (1.9%) developed neutropenia and 1 patient (0.9%) - thrombocytopenia,
as well as 1 case of leukopenia and 1 case of monocytosis were observed. We also note
that the platelet count and AST (liver enzymes) were stable during treatment period.
Since epigenetic drugs, such as HDAC inhibitors, are known to have dose-limiting
hematologic toxicities, their use was restricted predominantly to oncologic conditions.
For conditions that are likely to require chronic dosing, such as neurologic disorders,
these hematologic toxicities represented a significant safety concern. Thus, we are
encouraged by the observed clean safety profile of vafidemstat, which, in our view is
suitable for prolonged use in chronic conditions, such as AD.

Adjusted EPS -01 -0.26 -0.43 Share price (€)

chg. n.s. n.s. n.s. Number of Shares (m) 391

estimates chg. n.s. n.s. n.s. Market cap. (€m) 149
Free float (€m) 103
ISIN ES0O167733015

PE n.s. n.s. n.s. Ticker ORY-ES

EV/Sales n.s. n.s. n.s. DJ Sector Health Technology

EV/EBITDA n.s. n.s. n.s.

EV/EBITA n.s. n.s. n.s.

FCF yield* n.s. n.s. n.s. Absolute perf. +10.8% +0.5% +75.5%

Div. yield (%) n.s. n.s. n.s. Relative perf. +10.1%  +0.8%  +51.0%

* After tax op. FCF before WCR

Source : Factset, Invest Securities estimates

23 juillet 2019

REPRODUCTION FORBIDDEN WITHOUT AUTHORIZATION.

The information ¢
to be reliable. Howe

aeriv

73, bd Haussmann - 75008 Paris

rom sources deemed T:+33(0)180 97 22 01


mailto:osmolentseva@invest-securities.com
mailto:tvoglimacci@invest-securities.com

INVEST
SECURITIES

Study-drug related TEAEs (ADRs) by SOC and PT ( n=104)

Infections and infestations

1 (0.96%) 1

Skin and subcutaneous tissue disorders

3 (2.88%) 3

Number of Patients (%) Event Count o 500,
Blood and lymphatic system disorders 4(3.84%)5 g 400-
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Electrocardiogram PR prolongation 1(0.96%) 1

Gamma-glutamyltransferase increased 1(0.96%) 1
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Haematology test abnormal 1(0.96%) 1 2 20+
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Nervous system disorders 6 (5.77 %) 6 T ' ! ! Q‘ !
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Source: Company'’s presentation, AAIC 19

Additionally, the company presented the blinded data from individual patients (n=28)
that showed the change in biomarker, SIO0A8/A9, compared to the level of this protein
at the beginning of the treatment period (baseline). $100a8 (calgranulin A)
and $100a9 (calgranulin B) proteins have recently emerged as the central inflammatory
regulators that drive and reinforce inflammation. The shifts in the abundance
of $7100a8 and S100a9 mRNA were shown to be a robust feature of aging, including the
decline in neuronal activity. Moreover, recent studies suggested an important role of
5100a8/ a9 specifically in AD, linking the inhibition of S100a9 expression to the reduction
of amyloid plaques in animal models. We note that there was 2 - 13 fold decrease of
S100A8/A9 in some patients (Exhibit 2). While the data are blinded and it is difficult to
draw any conclusions due to the presence of placebo arm, these results suggest that
some patients could benefit from the repression of inflammatory processes in ETHERAL
studyF. Interestingly, recently published preclinical study in another neurodegenerative
disease, Parkinson’s disease (PD), showed that this pathology could also be triggered
by inflammation, which can occur long before the onset of neurodegenerative
symptoms. Thus, in our view, vafidemstat’s therapeutic effects could also take longer
time to develop, and the additional 24-weeks extension period could potentially reveal
more robust clinical effects.

Furthermore, ORYZON presented several efficacy measures, also in the form of blinded
data from individual patients (n=34) (Exhibit 2). Results from the two clinical scales,
MMSE and CMAI, suggested no progression of the behavioral symptoms in some of the
evaluated patients.
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Source: Company’s presentation, AAIC 19

Mini Mental State Examination (MMSE) is a widely used tool to detect cognitive
impairment on the scale from O to 30, assessed by a doctor, and Cohen-Mansfield
Agitation Inventory (CMAI) evaluates agitation on the scale from O to 203, rated by a
primary caregiver. Albeit it is difficult to draw any conclusions due to the presence of
placebo arm and a background medication (acetylcholine inhibitors), we note that CMAI
score was either stable or improved in the majority of presented patients. Considering
that vafidemstat is also being evaluated as a therapy to treat aggressive behavior,
where it recently showed some promising results (see our note from May 6, 2019), we
believe that the presented data bode well for future clinical development of the drug as
a behavioral treatment as well. We also note that the secondary endpoints of the study
also include Alzheimer's Disease Assessment Scale-Cognitive (ADAS-Cog), a most
commonly used endpoint in AD, and we expect the full results of the study (24-weeks
placebo-controlled part) in 1H20.
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Overall, considering multiple failures of the amyloid-centered therapies, we believe that
the alternative treatments with a broader mechanism of action, such as epigenetic
modulators, will play a central role in the future clinical development for AD. One of the
most discussed studies that came out of AAIC 19 showed that healthy life style was
associated with a lower dementia risk among participants with high genetic risk. In our
view, these beneficial effects could be partly explained by epigenetic regulation as well,
reinforcing our continued interest in the epigenetic modulators. We note that another
asset among this class of drugs, RDN-929 from Rodin Therapeutics, is also under
development as a treatment for neurodegenerative diseases. At AAIC 19, Rodin
presented clinical data from a Phase 1 study in healthy volunteers, elucidating safety
profile of RDN-929, a novel complex-selective HDAC inhibitor. While, in our view, the
emerging new drugs is a positive sign for epigenetic therapies, RDN-929 is at the earlier
stage of development and has yet to show the signs of clinical activity. We currently
project vafidemstat to enter the AD market in 2025 in the US and the EU, generating
risk-adjusted revenues of €39M and growing to €495M by 2035.
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INVESTMENT CASE

ORYZON is a Spanish biotech specializing in the treatment of neurodegenerative diseases and cancer. In all its
development programs, the company identifies biomarkers through its genetic and proteomic platforms in order to
develop small molecule drugs. The company’s Phase 2 assets, iadademstat and vafidemstat, are targeting essential
epigenetic mechanisms to treat oncologic and neurodegenerative diseases, respectively.

FINANCIAL DATA
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4 P/E n.s. n.s. n.s. n.s. n.s. n.s. 7.x 8.7x 5.0x
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EBITDA -4.1 -3.9 -31 -4.0 -10.0 -17.0 34.0 215 40.7
Theoretical Tax/ EBITA 0.0 01 25 0.0 0.0 0.0 -87 0.0 -51
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EBITDA margin n.s. n.s. ns. ns. n.s. n.s. 68.0% 81.1% 42.3%
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SWOT ANALYSIS

STRENGTHS WEAKNESS
0 Epigenetic platform 00 No partnership
0 Numerous clinical development programs U1 Numerous failures in lead indication (AD)
0 Solid cash position 0 Tight competition in oncology indications
OPPORTUNITIES THREATS
Ll Potential partnership agreement U Clinical and regulatory risks
0 Expansion indications for clinical programs 0 Commercial risks
[ Preclinical programs to move into clinic 0O Legal risks
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DETECTION OF CONFLICTS OF INTEREST

Corporate Dgteptlgn Comrlnunlcatjon Interet Contrat de Listing Contrat
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Finance ' V4 \ liquidité Sponsor d'analyse
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Oryzon Genomi Non Non Oui Non Non Non Oui

DISCLAIMER

The present document does not constitute and is not part of any offer or solicitation for the purchase or sale of stocks and/or bonds issued by the
issuers. While all the necessary precautions have been taken in order to assure that the facts mentioned in this present document are accurate and that
the forecasts, opinions and scenarios contained in it are sincere and reasonable, Invest Securities has not verified the information contained in the
present document and consequently neither Invest Securities nor any of its corporate officers, managers or employees may be held liable in any
manner for its content. No guarantee is given regarding the accuracy, sincerity or completeness of the information contained in the present document.
No persons accept any liability for any losses whatsoever resulting from the use of the present document or its contents or in any way linked to the
present document. Research reports (including their preparation and distribution) are subject to the terms of Regulation (EU) no. 596/2014 of the
European Parliament concerning market abuses. The present document is uniquely destined for (A) persons supplying third party portfolio management
investment services and/or (B) qualified investors acting on their own behalf as defined in articles L.411-2, D.411-1 and D.411-4 of the Monetary and
Financial Code. The present document has been supplied to you on a confidential basis and may not be reproduced or transmitted, in whole or part, to
any other person or be published.
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