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Onxeo
Expanding AsiDNA R&D programme

Currently, Onxeo is running a triple combination Phase Ib study (n=6;
AsiDNA plus carboplatin plus paclitaxel). Top line results should be
available by end-2020, subject to the COVID-19 pandemic impact. A major
expansion of the R&D programme is the new Phase Ib/ll REVOCAN trial.
This new study will evaluate AsiDNA’s potentially unique ability to reverse
tumour resistance to the PARP inhibitor, niraparib. First data are expected
by the end of 2020 or early-2021. The outcomes of these studies will define
AsiDNA’s mid- to late-stage development, so they represent substantial
catalysts for the share price. Newly released preclinical data suggest that
AsiDNA could also abrogate resistance to tyrosine kinase inhibitors (TKils),
which could significantly broaden its applications. Our valuation is €134m
or €2.00 per share.

Revenue PBT* EPS* DPS PIE Yield
Year end (€Em) (€Em) (€) (€) (x) (%)
12/18 6.1 4.2) 0.05 0.0 N/A N/A
12119 43 (11.5) (0.15) 0.0 N/A N/A
12/20e 9.6 (4.8) (0.07) 0.0 N/A N/A
12121e 35 (11.1) (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.

Phase Ib DRIIV combination study ongoing

The ongoing Phase Ib DRIIV combination study is the first study testing AsiDNA in
combination with carboplatin alone (first cohort) and carboplatin plus paclitaxel
(second cohort). In September 2019, Onxeo released encouraging initial results
from the first cohort of patients (n=3). In the second cohort (n=6), patients with
various solid tumours will receive AsiDNA with carboplatin and paclitaxel (the
standard of care in many solid tumours). As of January 2020, three of six patients
have been enrolled in the second cohort with preliminary results expected by end-
2020 (the exact timing is subject to any impact from COVID-19).

New Phase Ib/ll REVOCAN study

In its preclinical studies, Onxeo previously identified another possible use of
AsiDNA, which is a potentially unique ability to abrogate acquired resistance to
PARP inhibitors. This strategy will be explored for the first time in a clinical setting in
the upcoming Phase Ib/ll study, REVOCAN, where AsiDNA will be used to abrogate
the resistance to PARP inhibitor niraparib. So far, Onxeo has presented a
preliminary design for the study. The trial will enrol up to 26 platinum-sensitive
relapsed ovarian cancer patients in six French centres with the first patient
expected to be recruited in early-H220. Depending on the impact of the COVID-19
pandemic, preliminary results are expected by the end of 2020 or early-2021.

Valuation: €134m or €2.00 per share

We value Onxeo at €134m or €2.00 per share vs €129m or €2.30 per share
previously after rolling the model forward. Onxeo reported a cash position of €5.7m
at end-2019. Together with an equity financing line in place and the licensing
payment from Acrotech (€6m), the company estimates cash reach to Q221.
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Expected impact of the COVID-19 pandemic

Onxeo has provided an update on the expected impact of the COVID-19 pandemic. The company
introduced preventive measures as required by the authorities. Presuming the situation improves in
Q320 Onxeo expects the impact on its operating activities will be limited, although it is too early to
predict with certainty. While some delays are expected with the ongoing Phase Ib study, the new
key Phase Ib/ll study, REVOCAN, is still in planning stages. A significant part of the preclinical
development is performed internally and Onxeo is able to carry out most of the work.

Belinostat fully out-licensed to Acrotech Biopharma

The most significant recent development was the licensing deal announced on 6 April 2020 with
Acrotech Biopharma, a wholly-owned subsidiary of Aurobindo Pharma. The deal extends Acrotech’s
rights to belinostat, the HDAC inhibitor developed by Onxeo, to all territories not previously covered
and also transferred certain related intangibles (IP and know-how). Onxeo will receive a one-time
payment of $6.6m (no royalties).

Belinostat is currently marketed in the US under the name Beleodaq (injectable belinostat) in the
second-line treatment of peripheral T-cell ymphoma. Originally, Onxeo out-licensed the US rights to
Spectrum Pharmaceuticals. Acrotech acquired these rights in March 2019. The new licensing
agreement grants Acrotech the rights to all remaining regions.

In June 2018, Onxeo effectively sold royalties from belinostat to SWK Holdings in exchange for an
immediate payment of $7.5m. The SWK agreement is unaffected by the licensing deal with
Acrotech ie Onxeo will continue booking belinostat royalties as revenues in the P&L, which will be
allocated to the reimbursement of the bonds owned by SWK (which is entitled to receive
US$13.5m). In our reports since Onxeo and SWK’s agreement, we have completely excluded any
potential residual value of belinostat from our rNPV valuation, so the $6.6m payment from Acrotech
for the updated licensing deal comes as a positive surprise for us.

Following this transaction, Onxeo is now solely focused on its DDR platform and the cash runway is
extended into Q221 (company’s guidance).

Triple combo Phase Ib study ongoing

The ongoing Phase Ib DRIV combination study is the first study testing AsiDNA in combination with
carboplatin alone in the first cohort and carboplatin plus paclitaxel in the second cohort. It is an
extension of the dose escalation trial, which that intravenous administration of
AsiDNA had no serious drug-related side effects and had a positive effect on activity biomarkers
(increased levels of yH2AX and pHSP90) at the optimal dose of 600mg.

In September 2019, Onxeo released initial results from the first cohort of patients (n=3) in the
DRIV Ib study. The three patients had progressive metastatic cancer (non-small cell lung cancer,
triple negative breast cancer, gastric cancer) and were treated with AsiDNA plus carboplatin:

Two of the three patients have shown stable disease (RECIST) since the start of the treatment.
All three patients had metastatic-progressing cancer at the time of inclusion.

Onxeo also noted that the duration of the disease stabilisation was longer than that following
the prior anticancer treatments these two patients (third-line NSCLC and sixth-line TNBC) had
received.
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No dose-limiting toxicity was observed.
While it is too early to draw any conclusions on efficacy, stable disease status in two out of the
three patients and a good safety profile are the first encouraging signs of the combination therapy.
In the second cohort (n=6), patients with various solid tumours will receive a combination of AsiDNA
plus carboplatin and paclitaxel (standard of care in many solid tumours). Results are expected by
end-2020.

Exhibit 1: Study design for Phase Ib DRIIV combination
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Source: Onxeo

AsiDNA belongs to the DNA damage repair inhibitor class, like PARP inhibitors, but has a unique
mechanism of action. It is the only oligonucleotide decoy agonist in development that disrupts and
exhausts the tumour DNA damage response mechanism. The combination of AsiDNA with DNA-
damaging chemotherapies, such as platinum-based anticancer drugs, is expected to produce
synergies.

New Phase Ib/ll REVOCAN study: AsiDNA and
abrogation of resistance to anticancer treatments

In its preclinical studies, Onxeo previously identified another possible use of AsiDNA, which is a
potentially unique ability to abrogate acquired resistance to PARP inhibitors. Some of the
accumulated proof-of-concept were presented at the American Association for
Cancer Research Annual Meeting in April 2019. More recently, Onxeo released a fresh set of in
vitro and in vivo data, where AsiDNA allowed resistance to PARP inhibitors to be overcome even
when it was introduced after the resistance had emerged (Exhibit 2A and B). This strategy will be
explored for the first time in a clinical setting in the upcoming Phase Ib/Il study, REVOCAN
(REVersion of resistance in Ovarian Cancer with AsiDNA and Niraparib). In this study AsiDNA will
be used to abrogate the resistance to PARP inhibitor niraparib (details below).

The preclinical data also suggest AsiDNA could have a similar ability to abrogate resistance to TKis.
In the in vitro models of non-small cell lung cancer, AsiDNA prevented the emergence of resistance
to two different TKls, erlotinib (anti-EGFR) and alectinib (anti-ALK) (Exhibit 2C and D). This is the
first time Onxeo has reported proof-of-concept data showing that such a mechanism of action is not
limited to PARP inhibitors, but also includes TKis. If confirmed, this could substantially broaden
AsiDNA's potential use in combination anticancer treatments. The data are still early, but Onxeo
may start another clinical trial, likely Phase Ib/ll also, where AsiDNA could be used to abrogate
resistance to an EGFR inhibitor or another targeted therapy in NSCLC.
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Exhibit 2: AsiDNA abrogates acquired resistance to PARP inhibitors and TKiIs in preclinical models
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Preliminary design of Phase Ib/ll REVOCAN study

In this trial Onxeo will explore AsiDNA’s potential to abrogate tumour resistance to the PARP
inhibitor, niraparib (Tesaro/GSK; consensus sales forecast of $1.3bn in 2024; EvaluatePharma). To
date, there are four approved PARP inhibitors and, while commercially successful drugs, they still
suffer from the rapid development of resistance. If the ability to abrogate resistance can be proven,
AsiDNA could be a good partner drug because of its benign safety profile.

So far, Onxeo has presented a preliminary design for the study (Exhibit 1). The company plans to
enrol up to 26 platinum-sensitive relapsed ovarian cancer patients in up to six French centres; the
first patient is expected to be recruited in mid-H120. AsiDNA will be given to the patients once the
serum biomarker (CA125) for tumour progression start to rise. The primary endpoints are
safety/tolerability and a decrease in CA125. The secondary endpoints are progression-free
survival and overall survival. Preliminary results are expected before the end of 2020 or early 2021.
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Exhibit 3: Preliminary design of the Phase Ib/ll REVOCAN study (n = up to 26)
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Monitor for increase of CA125 serum
(predictive biomarker of tumor progression)

Source: Onxeo

0OX401: New generation asset from platON

The second asset that Onxeo has chosen to progress from its platON platform is OX401. Like
AsiDNA, 0OX401 is comprised of double strand oligonucleotides, a linker (coupling agent) and a
cellular uptake facilitator (cholesterol). Oligonucleotide is composed of 16 DNA base pairs and is
optimised to bind and activate PARP signalling enzymes. This is the main difference to AsiDNA
which is composed of 32 DNA base pairs and has a broader effect (hyperactivates PARP and DNA-
PK). Like AsiDNA, OX401 acts as decoy agonist; it binds PARP protein specifically and then
hyperactivates it, thus distracting it from its role in cancer cells. In addition, preclinical data show
that OX402 is able to activate the STING pathway.

Recently, Onxeo first detailed preclinical data with OX401 at the PARP & DDR Inhibitors
Summit in Boston, MA, 29-30January 2020. Although the data are still early, the findings suggest
that:

Unlike PARP inhibitors, cancer cells do not develop resistance to OX401 (Exhibit 4A).

PARP inhibitor efficacy is dependent on the presence of BRCA gene mutation, the so called
‘synthetic lethality’ principle (described in detail in our ). Onxeo’s data show that
0X401 is active even in BRCA non-mutated cancers.

Early data suggest that OX401 could be used as a single agent in certain genetically defined
cancer subgroups.

In addition to PARP hyperactivation, OX401 was able to activate the STING pathway
(Exhibit 4B). This could present opportunities to combine OX401 with immune checkpoint
inhibitors and other cancer immunotherapies.
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Exhibit 4: Selected preclinical 0X401 data
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A STING receptor is a known mediator of the immune system that when activated induces
expression of interferon and other T-cell recruitment factors. This results in the activation of
dendritic cells, which act as antigen-presenting cells. The ultimate outcome is a tumour-specific
immune response with ‘trained’ CD8+ T-cells attacking the cancer. The strategic opportunity for
STING activating therapies could be patients not responding to checkpoint inhibitors (CPI), but
there is also potential for use in combination with CPls, as a single agent or in combination with
targeted anticancer therapies. The strong rationale for combinations is based on the fact that CPIs
act late in the immunity cycle (they make the tumour ‘visible’ to T-cells), while the STING pathway
appears to prime the production of cancer-specific T-cells, so both technologies are potentially
synergistic.

Although early, the first preclinical data indicate the next generation asset from Onxeo’s platON
platform has several interesting features and seems to be clearly differentiated from AsiDNA. The
finding that it activates STING means that Onxeo will be able to explore its potential in
combinations with cancer immunotherapies in clinical trials.

Financials

Onxeo booked revenues of €4.3m in 2019, of which recurring revenues of €3.5m came in from the
sales of Beleodaq. Following the royalty sale agreement with SWK and the updated licensing deal
with Acrotech, Beleodaq-related sales growth is no longer a value driver for Onxeo.

Total operating expenses amounted €14.2m in 2019, in line with 2018. Onxeo also booked €24.5m
in one-off costs (impairment charges related to belinostat, SpeBio shares and a €6m provision
relating to future payments due by Onxeo to SpePharm as per the settlement with SpePharm). Our
total operating spending estimates for 2019 and 2020 are largely unchanged at €14.0m and €14.2m
respectively.

Onxeo reported a cash position of €5.7m at the end of 2019. The company has an equity financing
line with Nice & Green, which Onxeo used to raise €4.9m in 2019. Onxeo also reported that on

31 March 2020 the cash position was €7.3m. This, the licensing payment from Acrotech (€6m) and
the remaining balance of the equity line, provides funding until Q221.

Valuation

We value Onxeo at €134m or €2.00 per share vs €129m or €2.00 per share previously after rolling
the model forward and updating the total number of shares (from the equity financing line). We
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presented our valuation approach in detail in our recent

data are released.

Exhibit 5: Onxeo rNPV valuation

Product Indication Launch Peak sales

(US$m)
AsiDNA Ovarian cancer 2026 1,850
AsiDNA TNBC and metastatic, HER2-, BRCA- 2026 4,060

mutated breast cancer
Validive milestones

Net cash (last reported)
Valuation

Source: Edison Investment Research. Note: TNBC = triple negative breast cancer.
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NPV

(€m)
359.9
7183

48.3

5.7
772.3

. We include AsiDNA in two
indications, although there is potential to expand beyond that. For example, with its 2019 results
Onxeo presented a rationale for AsiDNA in non-small cell lung cancer. We do not yet include
0X401 in our rINPV model due to the early stage of the project, but we will re-evaluate it once more

Probability
(%)

15%

15%

25%

100%

rNPV
(€m)
62.7
116.5

121

5.7
134.3

NPV/share
(€/share)

0.93
1.74

0.18

0.09
2.00
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Exhibit 6: Financial summary

€000s
Year end 31 December
PROFIT & LOSS
Revenue
Cost of Sales
Gross Profit
EBITDA
Operating Profit (before amort. and except.)
Intangible Amortisation
Exceptionals
Operating Profit
Other
Net Interest
Profit Before Tax (norm)
Profit Before Tax (reported)
Tax
Profit After Tax (norm)
Profit After Tax (reported)

Average Number of Shares Outstanding (m)
EPS - normalised (€)

EPS - normalised fully diluted (€)

EPS - (reported) (€)

Dividend per share (€)

Gross Margin (%)

EBITDA Margin (%)

Operating Margin (before GW and except.) (%)

BALANCE SHEET
Fixed Assets
Intangible Assets
Tangible Assets
Investments

Current Assets

Stocks

Debtors

Cash

Other

Current Liabilities
Creditors

Short term borrowings
Long Term Liabilities
Long term borrowings
Other long term liabilities
Net Assets

CASH FLOW
Operating Cash Flow
Net Interest

Tax

Capex
Acquisitions/disposals
Financing

Dividends

Net Cash Flow

Opening net debt/(cash)
HP finance leases initiated
Other

Closing net debt/(cash)

Source: Onxeo accounts, Edison Investment Research
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2018
IFRS

6,127
(215)
5,912

(3,435)

(19,189)

0

(12,117)
(15,644)
5,176
(690)
(4.217)
(11,158)
1,760
2,719
(9,398)
53.4
0.05
0.05
(0.18)
0.0

93.3
N/A
N/A

42,874
38,573
296
4,005
20,376
47
1,479
11,253
7,597
(8,393)
(7,943)
(450)
(9,454)
0
(9,454)
45403

(10,191)
6,148
(1,764)
(45)

0

2,508

0
(3,344)
(14,147)
0

(0)
(10,803)

(36,054)
2,324
(9,187)
(33,730)

613
(0.15)
(0.15)
(0.55)

0.0

96.5
N/A
N/A

26,346
23,358
109
2,879
11,284
64
3,353
5,708
2,159
(6,200)
(5,030)
(1,170)
(14,233)
0
(14,233)
17,197

(6,413)
(1,077)
(2,324)

(26)

(12,79
2,10

Socool®

10,69
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This report has been commissioned by Onxeo and prepared and issued by Edison, in consideration of a fee payable by Onxeo. 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 research department of Edison 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 2020 Edison Investment Research Limited (Edison).

Edison Investment Research Pty Ltd (Edison AU) is the Australian subsidiary of Edison. Edison AU is a Corporate Authorised Representative (1252501) of Crown Wealth Group Pty Ltd who holds an Australian Financial
Services Licence (Number: 494274). 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.

The research in this document is intended for New Zealand resident professional financial advisers or brokers (for use in their 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 particular financial situation or goals of any person). As such, it should not be relied upon in making
an investment decision.

This document is prepared and provided by Edison for information purposes only and should not be construed as an offer or solicitation for investment in any securities mentioned or in the topic of this document. A
marketing communication under FCA Rules, this document has not been prepared in accordance with the legal requirements designed to promote the independence of investment research and is not subject to any
prohibition on dealing ahead of the dissemination of investment research.

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 "FPQ") (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.

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.

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.

+49 (0)69 78 8076 960 +44 (0)20 3077 5700 +1646 653 7026 +61 (0)2 8249 8342
Schumannstrasse 34b 280 High Holborn 1,185 Avenue of the Americas Level 4, Office 1205
60325 Frankfurt London, WC1V 7EE 3rd Floor, New York, NY 10036 95 Pitt Street, Sydney

Germany United Kingdom United States of America NSW 2000, Australia



