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The new management team of Redx Pharma is focusing its financial resources
(ca.£10m) on progressing its lead candidates in oncology and fibrotic disease into
the clinic. Although the first patient was treated recently in a Phase I/II proof-ofconcept trial with its porcupine inhibitor RXC004, some on-target adverse events
(anticipated at higher doses) were observed, which caused management to take
the prudent decision to stop patient recruitment. A revised study with a lower
dosing regimen is being prepared. Meanwhile, pre-clinical data on the synergy
between RXC004 and a PD-1 checkpoint inhibitor in cancer was presented at AACR.
►

Strategy: Redx is focused on the discovery and early clinical development of
small molecule therapeutics in oncology and fibrotic disease. It is also focused
on taking assets through proof-of-concept clinical trials and then partnering
them to the drug major(s) for late-stage development and commercialisation.

►

New CEO appointed: Redx has announced the appointment of Lisa Anson as
CEO, having been President of AstraZeneca (AZN) UK since 2012. She brings
considerable industry experience, having held a variety of senior management
roles at AZN in the UK and the US. Lisa is also currently President of the ABPI.

►

AACR Poster: Redx presented a poster at the American Association for Cancer
Research (AACR) annual meeting in Chicago (14-16 April) highlighting the
mechanism of action and observations of the porcupine inhibitor RXC004, and
its effect in enhancing the immune response.

►

Clinical update: A decision was made to temporarily suspend the Phase I/IIa trial
with RXC004 in light of adverse events in the first patient dosed. Early data
suggest a higher exposure and longer half-life in humans that could not have
been predicted. A lower dose protocol is expected to be submitted in 2H’18.

►

Investment summary: Redx’s new management team is moving forward with a
revised business plan that focuses cash resources on progressing its drug leads
in oncology and fibrotic disease into early clinical development. The temporary
‘hold’ on the RXC004 clinical trial has extended these cash resources by an
estimated four months. While Novartis is paving the way with Wnt inhibition,
Redx is a close follower with a potentially best-in-class compound.

Description
Redx is focused on the discovery and
development of proprietary, small
molecule therapeutics to address
areas of high unmet medical need, in
cancer and fibrosis. The aim is to
develop putative drugs through early
trials and then to partner them for
late stage development and
commercialisation.
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0
6,157
-8,342
-1,815
-4,000
-4,249
-4,263
910
-7.5
-7.6
892
4,383
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0
2,648
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-8,823
-9,112
-8,825
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-14.6
-14.1
7,436
13,447
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0
2,380
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-14,606
-15,407
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0
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0
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0
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3,350
10,000
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RXC004 update
Conference presentation
Redx presented a poster at the recent (14-16 April 2018) AACR annual meeting in
Chicago, highlighting pre-clinical studies of its lead candidate, the porcupine inhibitor
RXC004 in an immune-oncology setting. In addition to having efficacy through the
direct tumour targeting approach, the poster highlighted the mechanism of action
and the synergistic effect in enhancing the immune response of RXC004 when
combined with a PD-1 inhibitor, by turning the ‘cold’ immunosuppressive tumour
environment to ‘hot’. This data supports the rationale for expanding its trial
programme from monotherapy with RXC004 to include combination with a
checkpoint inhibitor (CPI).
The porcupine enzyme is a key protein required for the function of the Wingless-type
(Wnt) pathway, an embryonic signalling pathway that is implicated in cell
proliferation, survival, migration, cell death and polarity, as well as the maintenance
of cancer stem cells (CSC) in many cancer types, which results in the recurrence and
emergence of cancer resistance. The pathway is believed also to have a potential
role in the field of immuno-oncology when it is combined with checkpoint inhibitor,
which was the focus of the poster.

Wnt pathway

Enhancing the immune response
Key findings
►

RXC004 improves the anti-tumour effects of anti-PD-1 CPI: In an in vivo
pre-clinical study using a CT26 (colon carcinoma) mouse model, it is interesting
to note that in contrast to the anti-PD-1 CPI, the porcupine inhibitor did not
induce a significant reduction in tumour volume on its own. However, when
administrated together, RXC004 showed trends to enhance the anti-tumour
effect of the checkpoint inhibitor, as shown in the following graph.

Effect of RDX004 in combination with a CPI

Source: Redx Pharma

Source: Redx Pharma

15 May 2018

2

Redx Pharma
RXC004 improves the T-cell ratio

►

Modulation of the ratio cytotoxic T-cells/regulatory T-cells: The synergistic
effect of RXC004 with the PD-1 inhibitor induced a significant change in the ratio
of cytotoxic/regulatory T-cells. The cytotoxic T-cell are able to kill cancer cells
while the regulatory T-cells are responsible for modulating the immune system.
Increasing this ratio changes the tumour immunosuppressive environment into
a more active setting prone to effective anti-cancer effect.

►

RXC004 efficacy in immunologically “cold” tumours: The hypothesis is that
RXC004 has the ability to turn immunologically ‘cold’ tumours into
immunologically ‘hot’ tumours, making them more sensitive to the PD-1 CPI.
Indeed, by blocking the secretion and function of the Wnt proteins through
inhibition of the porcupine protein, RXC004 has the potential to enhance the
immune response in the tumour micro-environment. Theoretically, RXC004
would have the possibility of improving the effect of the commercially available
PD-1 inhibitors nivolumab (Opdivo, Bristol-Myers Squibb (BMS) and
pembrolizumab (Keytruda, Merck & Co) as well as the CTL-4 inhibitor ipilimumab
(Yervoy, BMS).

Source: Redx Pharma

Mechanism of action

Source: Redx Pharma
►

REDX004 triggers immune response by turning cold tumours to hot: In a
B16F10 model (a mouse skin cancer model which is non-responsive to immune
checkpoint inhibitors), in addition to be effective as a single agent, the porcupine
inhibitor has an additive/synergistic effect with the PD-1 CPI giving an enhanced
anti-tumour response. The experiment demonstrated also that, by blocking the
Wnt pathway, the inhibitor reduces the myeloid derived suppressor cell
population that possess strong immunosuppressive activities, which are usually
associated with poor patient prognosis and resistance to therapy.

Mechanism of action

Source: Redx Pharma
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Clinical update
RXC004 study update
In February 2018, Redx achieved an important milestone with the initiation of its first
clinical study, which is investigating RXC004 in a Phase I/II trial. However, on 29
March, Redx decided to temporarily stop patient recruitment because the first
subject had experienced some adverse events that were anticipated with Wnt
inhibition (but at a higher dose that the one used in the clinical study). The first
patient was withdrawn to allow recovery. Pharmacokinetic analysis clearly
demonstrated that RXC004 was well absorbed with a long terminal half-life.
Management has taken the prudent view to suspend the trial to allow a protocol
revision.
The effect of the drug suggests that it might have a different pharmacokinetic profile
in humans compared with that seen in animal studies, extending the half-life in
circulation thereby giving longer exposure in the body than anticipated. These events
could not have been predicted from translational studies performed in different
animal species (allometric scaling). The trial was initiated at a dose level of 10mg per
day. While this is a disappointing outcome, it is too early to draw any conclusions.
After reviewing the clinical data with RXC004, management intends to submit a new
protocol to the MHRA starting at a much lower dose, with the expectation that the
trial could resume in several months time.
The consequence of this is that about £2.0m-£2.5m that would have been spent on
the RXC004 clinical trial programme in fiscal 2018 has been pushed back to fiscal
2019, which will extend the company’s cash runway accordingly.

Novartis WNT programme
At the same 2018 AACR meeting, Novartis presented data from a Phase I/II trial using
its porcupine inhibitor, WNT974/LGK974 in a range of solid tumour types. Novartis
demonstrated that there were no concerns with adverse events precipitated
through targeting the Wnt pathway at the dose they used. The study suggested also
that its porcupine inhibitor affect immune cell signatures in the tumour
microenvironment.
Novartis indicated that a second arm of the study is currently running using WNT974
in combination with its anti-PD-1 antibody spartalizumab. The study will include
patients with melanoma and squamous cell carcinoma of the lung that were
refractory to PD-1 inhibitors. The trial will consist of a dose escalation study that will
be followed by a dose expansion at the maximum tolerated dose in pancreatic
cancer, triple negative breast cancer, melanoma and head and neck cancer. While
Novartis is leading the field, Redx is following with a compound that seems to have
greater exposure (longer half-life) compared to WNT974.
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Corporate update
CEO appointment – Lisa Anson
On 24 April, the Board announced the appointment of Lisa Anson as Chief Executive
Officer of the group. She will take up her appointment on 1 June. The market
responded very positively to this news almost tripling over a three-day trading
period.
Lisa has held significant leadership positions over a 20-year career with AstraZeneca,
notably President of AZN UK since 2012 and Global Vice President Oncology and Vice
President of Emerging Brands in the US and the UK, working closely with the
Research and Development teams in both cases.
She studied Natural Sciences at Cambridge University and has an MBA from INSEAD,
France. Upon graduating Lisa joined KPMG in London as a management consultant
and then moved to California where she worked for Salick Health Care (now Aptium),
a cancer disease management company, prior to joining Zeneca Pharmaceuticals
(USA) in 1998 as a business development manager. She is the current President of
the Association of the British Pharmaceutical Industry (ABPI).
When she joins Redx in the summer, Iain Ross will move from Executive Chairman to
non-executive Chairman.

Shareholder update
This appointment also came shortly after the news that Lanstead Partners had sold
out its entire (7.2% down from 12%) stake in the company thereby removing the
stock overhang. This stake has been picked up by existing shareholder, Jon Moulton.

Shareholders
Seneca
12.5%
Directors
0.5%

Moulton
18.2%

AXA
9.8%

Others
50.6%

Aviva
8.4%

Source: London Stock Exchange announcements
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Disclaimer
Hardman & Co provides professional independent research services and all information used in the publication of this report has been compiled from publicly
available sources that are believed to be reliable. However, because of possible human or mechanical error by Hardman & Co, its affiliates or its sources, Hardman
& Co cannot guarantee the accuracy, validity, timeliness or completeness of any information provided for in this report. No guarantee, warranty or representation,
express or implied, can be given by Hardman & Co as to the accuracy, adequacy or completeness of the information contained in this research and they are not
responsible for any errors or omissions or results obtained from use of such information. Neither Hardman & Co, nor any affiliates, officers, directors or employees
accept any liability or responsibility in respect of the information which is subject to change without notice and may only be correct at the stated date of their issue,
unless in case of gross negligence, fraud or wilful misconduct. Hardman & Co expressly disclaims any warranties of merchantability or fitness for a particular
purpose. In no event will Hardman & Co, its affiliates or any such parties be liable to you for any direct, special, indirect, consequential, incidental damages or any
other damages of any kind even if Hardman & Co have been advised of the possibility thereof.
This research has been prepared purely for information purposes, and nothing in this report should be construed as an offer, or the solicitation of an offer, to buy
or sell any security, product, service or investment. The research reflects the objective views of the analyst(s) named on the front page and does not constitute
investment advice. However, the companies or legal entities covered in this research may pay us a fee, commission or other remuneration in order for this research
to be made available. A full list of companies or legal entities that have paid us for coverage within the past 12 months can be viewed at
http://www.hardmanandco.com/legals/research-disclosures
Hardman & Co has a personal dealing policy which debars staff and consultants from dealing in shares, bonds or other related instruments of companies or legal
entities which pay Hardman & Co for any services, including research. They may be allowed to hold such securities if they were owned prior to joining Hardman &
Co or if they were held before the company or legal entity appointed Hardman & Co. In such cases, sales will only be allowed in limited circumstances, generally in
the two weeks following publication of figures. No Hardman & Co staff, consultants or officers are employed or engaged by the companies or funds covered by this
document in any capacity other than through Hardman & Co.
Hardman & Co does not buy or sell shares, either for its own account or for other parties and neither does it undertake investment business. We may provide
investment banking services to corporate clients.
Hardman & Co does not make recommendations. Accordingly, we do not publish records of our past recommendations. Where a Fair Value price is given in a
research note, such as a DCF or peer comparison, this is the theoretical result of a study of a range of possible outcomes, and not a forecast of a likely share price.
Hardman & Co may publish further notes on these securities/companies and legal entities but has no scheduled commitment and may cease to follow these
securities/companies and legal entities without notice.
The information provided in this document is not intended for distribution to, or use by, any person or entity in any jurisdiction or country where such distribution
or use would be contrary to law or regulation or which would subject Hardman & Co or its affiliates to any registration requirement within such jurisdiction or
country.
Some or all alternative investments may not be suitable for certain investors. Investments in small and mid-cap corporations and foreign entities are speculative
and involve a high degree of risk. An investor could lose all or a substantial amount of his or her investment. Investments may be leveraged, and performance may
be volatile; they may have high fees and expenses that reduce returns. Securities or legal entities mentioned in this document may not be suitable or appropriate
for all investors or geographical areas. Each investor’s particular needs, investment objectives and financial situation were not taken into account in the preparation
of this document and the material contained herein. Each investor must make their own independent decisions and obtain their own independent advice regarding
any information, projects, securities, or financial instruments mentioned herein. The fact that Hardman & Co has made available through this document various
information this constitutes neither a recommendation to enter into a particular transaction nor a representation that any financial instrument is suitable or
appropriate for you. Each investor should consider whether an investment strategy of the purchase or sale of any product or security is appropriate for them in the
light of their investment needs, objectives and financial circumstances.
This document constitutes a ‘financial promotion’ for the purposes of section 21 Financial Services and Markets Act 2000 (United Kingdom) (‘FSMA’) and
accordingly, its distribution in the United Kingdom is restricted. Neither Hardman & Co nor any other person authorised by the Financial Conduct Authority (United
Kingdom) (FCA) has approved or authorised the contents of this document for the purposes of section 21 FSMA. Accordingly, this document is only directed at:
i.
ii.
iii.
iv.
v.

persons who have professional experience in matters relating to investments falling within Article 19(5) (Investment Professionals) or Article 49 (High
Net Worth Companies, Unincorporated Associations etc.) of the Financial Services and Markets Act 2000 (Financial Promotions) Order 2005 (as
amended) (the Order);
certified high net worth individuals within the meaning of Article 48 of the Order;
certified sophisticated investors and self-certified sophisticated investors within the meaning of Article 50 and Article 50A of the Order;
associations of high net worth investors or sophisticated investors within the meaning of Articles 51 of the Order; and
any other person whom it may lawfully be communicated.

(together, the relevant persons).
This document is directed at only relevant persons and must not, under any circumstances be acted on or relied on by persons who are not relevant persons. Any
investment or investment activity to which this communication relates is only available to relevant persons and will be engaged in only with relevant persons. The
UK compensation scheme and rules for the protection of private customers do not apply to the services provided or products sold by non-UK regulated affiliates.
The receipt of this document by any person is not to be taken as constituting the giving of investment advice by Hardman & Co to any to any such person.
No part of this document may be reproduced, stored in a retrieval system or transmitted in any form or by any means, mechanical, photocopying, recording or
otherwise, without prior permission from Hardman & Co.
By accepting this document, the recipient agrees to be bound by the limitations set out in this notice.
This notice shall be governed and construed in accordance with English law.
Hardman Research Ltd, trading as Hardman & Co, is an appointed representative of Capital Markets Strategy Ltd and is authorised and regulated by the Financial
Conduct Authority (FCA) under registration number 600843. Hardman Research Ltd is registered at Companies House with number 8256259.
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Hardman & Co Research Limited (trading as Hardman & Co)
35 New Broad Street
London
EC2M 1NH

+44 (0) 20 7194 7622
Follow us on Twitter @HardmanandCo
(Disclaimer Version 4 – Effective from April 2018)

Status of Hardman & Co’s research under MiFID II
Some professional investors, who are subject to the new MiFID II rules from 3rd January, may be unclear about the status of Hardman research and, specifically,
whether it can be accepted without a commercial arrangement. Hardman’s company research is paid for by the companies about which we write and, as such,
falls within the scope of ‘minor non-monetary benefits’, as defined in the Markets in Financial Instruments Directive II.
In particular, Article 12(3) of the Directive states: ‘The following benefits shall qualify as acceptable minor non-monetary benefits only if they are’ (b) ‘written
material from a third party that is commissioned and paid for by an[sic] corporate issuer or potential issuer to promote a new issuance by the company, or where
the third party firm is contractually engaged and paid by the issuer to produce such material on an ongoing basis, provided that the relationship is clearly disclosed
in the material and that the material is made available at the same time to any investment firms wishing to receive it or to the general public;’
The fact that we are commissioned to write the research is disclosed in the disclaimer, and the research is widely available.
The full detail is on page 26 of the full directive, which can be accessed here: http://ec.europa.eu/finance/docs/level-2-measures/mifid-delegated-regulation-20162031.pdf
In addition, it should be noted that MiFID II’s main aim is to ensure transparency in the relationship between fund managers and brokers/suppliers, and eliminate
what is termed ‘inducement’, whereby free research is provided to fund managers to encourage them to deal with the broker. Hardman is not inducing the reader
of our research to trade through us, since we do not deal in any security.
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