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Update

ESMO 2021: RXC004 monotherapy Phase I study results
Redx Pharma has two in-house clinical programmes, of which RXC004, a Porcupine
inhibitor, is poised to start Phase II trials. Data from the Phase I monotherapy study
were presented at ESMO showing RXC004 to be safe and well tolerated at doses up
to 2mg. Treatment related adverse events were dose-related and in line with the “ontarget” effects of Porcupine inhibition. While the 25 patients studied were not
genetically selected, there were encouraging signals of activity in those with Wnt
ligand driven tumours, with five of seven such patients showing stable disease. The
Phase II programme will evaluate activity in Wnt ligand driven tumours in pancreatic,
biliary, and MSS metastatic colorectal cancers. Redx’s last reported cash of £39.9m
provides funding through to end-2022, covering several important value inflection
points. Our current rNPV-based valuation is £350.7m, equivalent to 128p/share; start
of RXC004 Phase II studies would prompt an increase to £398.8m, or 145p/share.
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▪

Promising RXC004 Phase I results at ESMO Data from the Phase I monotherapy
trial shows RXC004 to be safe and well tolerated, with manageable treatment
related adverse effects and few dose limiting toxicities. Most events were doserelated and reflect the “on target” effects of Porcupine inhibition. A 2mg once-daily
dose has been selected for the Phase II monotherapy study, as this maintains blood
levels above the predicted activity target ranges with acceptable side effects.

▪

Indications of activity in Wnt ligand driven tumours Although primarily a safety
study with no genetic selection of the 25 patients enrolled, an analysis of the 18
patients with RECIST evaluable disease showed a clear difference between those
with Wnt ligand driven and Wnt ligand independent tumours. Five of the seven
Wnt ligand driven patients achieved stable disease with durable disease control vs
none of the 11 patients with unknown/Wnt ligand independent disease.

▪

Progressing to Phase II proof-of-concept trials Two Phase II studies will evaluate
RXC004 as monotherapy and in combination with the checkpoint inhibitor Opdivo
(nivolumab) in patients that will be screened for Wnt ligand driven tumours. These
will be biliary tract cancers (BTC), or genetically selected MSS-mCRC and pancreatic
cancers with RNF43 mutations or RSPO fusions. These three tumour types have
limited treatment options and poor five-year survival rates (<3% for BTC and
pancreatic cancer; c 14% for MSS-mCRC). The first study should start in H221.

▪

Company description
Redx Pharma specialises in the
discovery and development of small
molecule therapeutics, with an
emphasis on oncology and fibrotic
diseases. It aims to initially progress
them through proof-of-concept
studies, before evaluating options for
further development and value
creation.
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rNPV valuation of £350.7m (128p/share) We value Redx Pharma at £350.7m, or
128p/share using an rNPV and SOTP methodology, with conservative assumptions.
Our model reflects current clinical status; updating the success probability for
RXC004 on Phase II entry lifts this to £398.8m, or 145p/share.
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Redx Pharma: positive RXC004 data at ESMO
Presentation of initial Phase I data from Redx Pharma’s lead in-house oncology
programme, porcupine inhibitor RXC004, at ESMO 2021 marks an important
milestone for the company. The data confirms that RXC004 has a therapeutic
window, with manageable side effects and early indications of efficacy in
genetically selected tumours. RXC004 is one of four programmes in Redx
Pharma’s well-balanced R&D portfolio in oncology and fibrosis. Recent milestone
receipts have highlighted the continued progress with the two partnered
programmes (with AstraZeneca and Jazz Pharmaceuticals), but, in our view, it will
be the progress of the in-house assets RXC004 (Porcupine) and RXC007
(ROCK2) that will be transformative. Both are novel small molecules that address
large medical needs. Phase I data for RXC004 supports the upcoming start of
Phase II trials in Wnt ligand driven tumours as monotherapy and in combination
with a checkpoint inhibitor. Phase II start would see our valuation rise to
£398.8m, equivalent to 145p/share (98p/share fully diluted), vs our current
valuation of £350.7m, equivalent to 128p/share (86p/share fully diluted}.
Differentiated by its proven
medicinal chemistry expertise

Redx Pharma’s key differentiator is its acknowledged medicinal chemistry
expertise. As we have covered in detail in previous notes, given its size, its historic
track record is outstanding, with a proven ability to generate clinically, and
commercially, attractive products. Redx Pharma employs this expertise to develop
innovative small molecule pharmaceuticals, with the aim of creating best-in-class
compounds (Exhibit 1) that address complex biological pathways. Its current
pipeline consists of four clinical programmes, two of which (RXC004 and RXC007)
are being developed in-house through to at least Phase II proof-of-concept
studies and the others are partnered with AstraZeneca and Jazz Pharmaceuticals.
Last reported cash of £39.9m (end-March 2021) means Redx Pharma is well
funded, with ample resources to achieve multiple value inflection points.

Exhibit 1: Redx Pharma approach generates ‘best in class’ drug candidates

Source: Redx Pharma

In-house programmes could be
transformative if successful

The pipeline (Exhibit 2) includes two clinical stage in-house programmes:
porcupine inhibitor RXC004 and ROCK2 inhibitor RXC007, which are in Phase I
trials for cancer and in healthy volunteers respectively. The lead indication for
RXC007 in Phase II will be idiopathic pulmonary fibrosis (IPF). A second porcupine
inhibitor, RXC006, is licensed to AstraZeneca and is likely to enter clinical trials
later this year or in early 2022; the start of the RXC006 Phase I trial would trigger
the payment of the balance of the $17m in preclinical milestones due under the
August 2020 licencing deal. A further programme, a pan-RAF inhibitor known as
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JPZ815, is partnered with Jazz Pharmaceuticals, and is completing preclinical
development ahead of US Phase I trials that are expected to start in 2022. Several
earlier-stage, internal research programmes in Crohn’s disease, oncology and
fibrosis are also underway.

Exhibit 2: Redx Pharma pipeline

Source: Redx Pharma Note: MSS mCRC = microsatellite stable metastatic colorectal cancer, IPF = idiopathic pulmonary fibrosis, NASH =
non-alcoholic steatohepatitis

Significant news flow
anticipated during 2021-22

Recent news flow has highlighted the continuing progress seen across both Redx
Pharma’s and its partnered programmes. A Virtual R&D Day on October 11, with a
number of clinical experts presenting, should provide additional insights on the
status and promise of RXC004. While COVID-19 restrictions remain a sensitivity
with respect to timings across its pipeline (impacts on patient recruitment into
clinical trials is a known industry-wide consequence), we anticipate Redx Pharma
will maintain the current momentum and make significant strategic progress.
Ahead of this event, and on the back of the data presented at ESMO 2021, we
focus on the recent progress in the two proprietary programmes in this note, in
particular, on RXC004.
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RXC004: poised to enter pivotal Phase II trials
RXC004 addresses the complex
and highly challenging Wnt
pathway

RXC004 is a porcupine inhibitor under evaluation as both monotherapy and in
combination with checkpoint inhibitors (CPIs) in various solid tumours. Porcupine
(Porcn) is a membrane-bound enzyme (MBOAT) that enables a key step required
for the secretion, transportation, and activity of Wnt ligands. The Wnt (Wingless
type) signalling pathways are increasingly recognised as an attractive, albeit
challenging, drug target. Wnt signalling has been known as a key oncogenic
pathway in multiple cancers for nearly 40 years, with clinical progress hampered
by the sheer complexity of the cascades, their key role in so many biological
functions (they are involved in virtually all aspects of embryonic development and
in the control of homeostasis in adult tissues), and the need to better identify
suitable patient and tumour types for treatment.

The Wnt pathway
Wnt plays an essential role in
many biological processes

Wnt is linked to a wide range of conserved biological processes with Wnt
signalling activating what can be considered for our purposes two distinct
pathways: the canonical (β-catenin) and non-canonical (non-β-catenin) systems.
These diverse cascades impinge on multiple developmental decisions through the
control of cell-cell communication and play a key role in tissue homeostasis and
repair. The canonical cascade is a key regulator of normal development and tissue
homeostasis, and its disruption underlies the initiation and progression of multiple
different tumour types. The β‐catenin‐independent (non-canonical) cascade is
similarly complex, with new interactions identified as academic research in the
Wnt field gathers pace. The two notable non-canonical pathways can be classified
as planar cell polarity (PCP) and Ca2+ signalling. Both canonical and non-canonical
cascades are also implicated in cancer progression: they are known to impact the
tumour micro-environment (TME) to promote tumour cell survival and therapeutic
resistance (eg through PI3K-AKT).

Exhibit 3: The Wnt signalling pathway

Source: Redx Pharma
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Porcupine inhibition decreases Wnt-ligand signalling
Porcupine inhibition impacts
Wnt ligand driven processes

Porcupine sits at a strategic node, with all 19 secreted Wnt family members
dependent upon the same biosynthetic enzymes to supply a single fatty acid
adduct (palmitoylation) that is required to enable their transport, secretion, and
activity. Following palmitoylation, Wnt ligands are secreted to form various Wnt
receptor complexes, with RNF43 (Ring finger protein 43) and ZNRF3 (zinc and
ring finger protein 3) being key regulators. The RSPO (R-spondin) family is an
inhibitor of RNF43/ZNRF3, so deactivating mutations in RNF43/ZNRF3 or
activating RSPO fusions can increase levels of the Wnt receptor complex and lead
to increased ligand-dependent signalling. Hence, tumour cells that are dependent
on Wnt ligands would be sensitive to Porcupine inhibition.

Accurate target selection and
appropriate therapeutic window

The broad influence of the Wnt pathways means systemic blockade of porcupine
and, subsequent global elimination of Wnt signalling, is unwelcome. The actual
effect of the porcupine enzyme is dependent on the cell type and the
physiological context and, for any therapeutic inhibition, a key concern is avoiding
undesired, yet still on-target, effects (such as on gut homeostasis and bone
metabolism). The key is careful target selection and then to establish, and operate
within, an appropriate therapeutic window.

Genetic selection of appropriate
tumours will be crucial

Targeting appropriate cancer types is important. As mentioned, inhibiting
porcupine notably impacts growth of tumours carrying specific gene mutations
such as RNF43 or fusions in the RSPO gene family. Such mutations are found in
many solid tumours, especially in difficult to treat colorectal (eg c 19% of all cases
carry RNF43 mutations), biliary tract (c 70%), and pancreatic cancers (c 10%).
Head and neck squamous cell carcinoma (HNSCC) cell lines carrying related
mutations also appear particularly sensitive to porcupine inhibition.

Direct anti-tumour effect and
an immune enhancement

Additionally, there is evidence of a strong correlation between porcupine
inhibition and immune tolerance within the TME. Hence, interacting with
porcupine pathways may result in both a direct effect on tumour cells and
indirectly through facilitating improved immune responses; for instance,
preventing emerging resistance to a checkpoint inhibitor (CPI) or enabling existing
tolerance to be overcome (turning a “cold” tumour “hot”).

RXC004 Phase I monotherapy data at ESMO 2021
Ongoing Phase I trials are
nearing completion

RXC004 is a highly selective and potent porcupine inhibitor which, in preclinical
studies, was shown to have promising direct anti-tumour activity in Wnt ligand
driven cancer lines and to enhance the immune response in the tumour
microenvironment. Redx Pharma is studying RXC004 both as monotherapy and in
combination with checkpoint inhibitors in various solid tumours. The RXC004
Phase I programme consists of three modules in an all-comers population each
evaluating a different setting: Module 1 is monotherapy with continuous dosing;
Module 2 is in combination with the PD-1 checkpoint inhibitor nivolumab
(Opdivo, Bristol Myers Squibb); and Module 3 will explore intermittent dosing
schedules. Successful outcomes will support the initiation of equivalent Phase II
proof of concept studies, albeit in patients with Wnt ligand driven tumours, as
both monotherapy and in PD-1 combinations. The first clinical results from this
programme presented at ESMO 2021, confirmed that RXC004 has a therapeutic
window and is applicable to genetically selected Wnt ligand driven tumours.
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The first clinical study, Module 1, a dose escalation Phase I trial to examine the
safety and tolerability of RXC004, reported results at ESMO 2021. This study
enrolled 25 patients across five centres in the UK, with 24 patients at five dose
levels ranging from 0.5mg to 3.0mg (Exhibit 4). The first patient was treated with a
10mg dose which was not tolerated. Patients enrolled in the study had unselected
advanced solid tumours and had received a median three prior lines of therapy,
with no standard treatment options remaining. The primary endpoints were safety
and tolerability, alongside pharmacokinetics (PK) and pharmacodynamics (PD), and
evaluation of preliminary indications of efficacy.

Exhibit 4: RXC004 Phase I dose escalation design

Source: Redx Pharma, ESMO (European Society for Medical Oncology) Natalie Cook MD PhD Note: RP2D = Recommended Phase II Dose;
PD-1 = Programmed Death-1 receptor; PK = Pharmacokinetics; PD = Pharmacodynamics

Key finding is good safety with
manageable side effects

The key finding is RXC004 is safe and well tolerated at the selected Phase II dose,
with treatment related adverse events being dose-related and in line with the
expected profile for Porcupine inhibition (Exhibit 5). Dose limiting toxicities (DLTs)
were seen in four patients: unsurprisingly, these were most extensive in the 10mg
patient who experienced diarrhoea, colitis, and fragility fractures, as well as
fatigue, nausea, decreased appetite and dysgeusia (loss of taste); in the 3mg group
one patient had colitis and one had ileitis; the remaining patient, in the 2mg group,
developed pancreatitis. Importantly, prophylactic administration of denosumab
(Prolia/Xgeva, Amgen), a RANK ligand inhibitor that decreases bone breakdown,
successfully prevented disruption of bone metabolism and incidence of
spontaneous fractures.

RXC004 targets Wnt pathway
with a therapeutic window

In terms of dose selection, the 2mg RXC004 dose struck the ideal balance,
achieving an attractive PK/PD profile, with once-daily dosing maintaining levels
above the activity target ranges derived from preclinical studies, with containable
adverse effects. This once daily dosing profile appears to differentiate RXC004
from other Porcupine inhibitors which have half-lives supporting either twice daily
(Novartis’ WNT974) dosing or dosing every other day (A*STAR’s ETC-159).
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Exhibit 5: RXC004 monotherapy Phase I treatment-related adverse events

Source: Redx Pharma, ESMO (European Society for Medical Oncology) Natalie Cook MD PhD Note: All treatment related adverse events
(any grade) occurring in at least 20% patients

A clear difference between Wnt
ligand driven tumours and
others

The data presented at ESMO also showed early signs of efficacy. We note that
the patients enrolled were not selected for Wnt ligand driven tumours; however,
this was retrospectively analysed. In total, 18 patients had RECIST evaluable
disease, of which seven patients had Wnt ligand dependent tumours, six had Wnt
ligand independent tumours, and the remaining five had tumours of unknown
status. With the caveats that the study was small (18 patients with RECIST
evaluable disease), the patients were not genetically selected, and they were also
heavily pre-treated, there were encouraging signs of stable disease with five of
the seven Wnt ligand dependent patients showing a durable disease control
(Exhibit 6). In contrast, the eleven patients with unknown or Wnt ligand
independent disease showed a progressive disease. The median treatment
duration for the seven Wnt ligand dependent tumours was 13.1 weeks (range was
8.4 to 25.4) versus 6.6 weeks (5.4 to 7.3) for the unknown/Wnt-ligand
independent tumours. The study conclusions are summarised in Exhibit 7.

Exhibit 6: Clinical activity by Wnt Ligand dependence group

Source: Redx Pharma, ESMO (European Society for Medical Oncology) Natalie Cook MD PhD
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Exhibit 7: Summary of Phase I study of Porcupine inhibitor RXC004

▪

RXC004 monotherapy demonstrated manageable toxicity in targeting
the Wnt pathway via Porcupine. Lower doses and denosumab
prophylaxis averted bone toxicity associated with Wnt inhibition.

▪
▪

PK profile of RXC004 supports once daily dosing (QD).

▪

Based on the safety, PK, PD and efficacy data, the recommended
Phase II dose (RP2D) for monotherapy studies is 2mg QD.

▪

Efficacy data supports hypothesis that RXC004 will be most effective
in Wnt ligand driven tumours.

▪

Phase II studies in patients with Wnt ligand dependent tumours will
open in H221 (biliary tract cancers or genetically selected MSS-mCRC
and pancreatic cancers with RNF43 mutations or RSPO fusions).

Target engagement evident at all doses with doses of 1.5mg and
higher achieving exposures that demonstrated efficacy in all
preclinical models tested.

Source: ESMO (European Society for Medical Oncology) Natalie Cook MD PhD

Phase I CPI combination results
expected by calendar year-end

The Phase I study of RXC004 in combination with PD-1 checkpoint inhibitor
nivolumab (Opdivo, Bristol Myers Squibb) is currently underway. Its primary aim is
to examine the safety of RXC004 when used in combination; although, as in the
monotherapy Phase I study, some efficacy signals may become apparent. The
Phase I combination study is expected to complete during H221.

Pivotal Phase II proof-of-concept trials start soon
Phase II programme could start
by calendar year-end too…

The RXC004 Phase II programme, both as monotherapy and in combination with
nivolumab, is set to initiate in H221 (COVID restrictions permitting). The
monotherapy trial is an open label, multi-centre, multi-arm, study to evaluate
efficacy and safety of a 2mg once daily dose of RXC004 in 40 patients with Wnt
ligand driven tumours. The first arm will recruit patients with RNF43 loss of
function (LoF) mutation-positive pancreatic ductal adenocarcinoma (PDAC). The
second arm will recruit patients with biliary tract cancer (BTC), where selection
will not be required as BTC typically has a high Wnt ligand dependency (>70% of
cases). The aim is to have c 15 evaluable patients enrolled in each arm. These
tumour types have limited treatment options and poor five-year survival rates
(<3% for biliary tract and pancreatic cancer).

…with top-line data from mid2022 onwards

The second Phase II study will recruit c 50 RNF43 and/or RSPO fusion selected
patients with aberrant microsatellite stable (MSS) metastatic colorectal cancer that
have progressed following current standard of care treatment. This follows a
similar open label, multi-centre, multi-arm format and will include a monotherapy
arm and a combination arm. The combination will be with nivolumab, with the
RP2D confirmed once the Phase I study has reported. Each arm will aim to have c
20 evaluable patients. Whilst treatment with a checkpoint inhibitor has
transformed many solid tumour outcomes, the results with MSS mCRC are less
compelling (five-year survival rates are c 14%) and suitable combinations with
other agents are being sought. All patients will receive denosumab prophylaxis to
avert possible bone toxicity. Both studies are planned to commence in H221, and
initial results could be available from mid-2022 onwards.
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Four other porcupine inhibitors in the clinic
Novartis’ WNT974 is the
leading Porcupine inhibitor, but
only just

In addition to RXC004, four other porcupine inhibitors are known to be in clinical
development for oncology indications:

▪

WNT974 (previously known as LGK974, Novartis): the leading player for
some time, with WNT974 having successfully completed Phase I
monotherapy trials in various solid tumours. A more recent 32 patient
Phase I study in combination with Novartis’ development-stage PD-1
checkpoint inhibitor spartalizumab showed promising signs of efficacy and
a manageable side-effect profile. The most recent Phase I study was also
supportive, highlighting possible enhancement of CPI activity.

▪

CGX1321 (Curegenix): CGX1321 is the lead programme for this US/China
(San Francisco and Guangzhou) based clinical-stage company. While there
is little information in the public domain, CGX1321 has successfully
completed a single-agent dose-escalation Phase I study programme, with
a Phase Ia single agent China study in gastric tumours and a Phase Ib US
trial in combination with pembrolizumab in CRC still underway.

▪

ETC-159 (A*STAR): a small molecule in development by Singapore’s
Agency for Science, Technology and Research. It is listed (April 2021) as
undergoing Phase I dose escalation trials both as a single agent and in
combination with pembrolizumab in Singapore and the US in advanced
solid tumours. Interestingly, the long half-life requires dosing on alternate
days. Again, there is little in the public domain.

▪

XNW7201 (Sinovent): Another lead programme which is in Phase I trials
in solid tumours in Australia. This will explore PK, safety, tolerability and
seek to establish a maximum dose. Suzhou, China based Sinovent was
founded in 2017 and has three clinical programmes with five at earlier
stages of development. Again, there is limited public domain information.

WNT974 Phase I results have
useful read across for RXC004

The recently published WNT974 Phase I study provides a useful context for
RXC004’s ESMO data. The results showed good tolerance, with the most reported
adverse events of dysgeusia (loss of taste), gastrointestinal events, and fatigue.
Dysgeusia (47% of patients) and bone-related disorders (6%) are consistent with
Wnt pathway inhibition and can be considered on-target effects. Although the
study evaluated 98 patients, these were not screened for the appropriate genetic
mutations. No responses were seen by RECIST criteria; 16% of patients had stable
disease (median duration 19.9 weeks). Examining individual patient data suggests
28 patients had an appropriate genetic profile (loss of function RNF43 or RPSO
fusion without downstream APC mutations) and the anti-tumour activity was
found here. Clearly, whilst encouraging, such retrospective analysis should be
considered as indicative only.

The appropriate tumor genetics
will determine clinical efficacy

The key message, in our view, is that careful patient selection for the appropriate
tumour genetic profile is an essential prerequisite for any Porcupine inhibitor
monotherapy Phase II trial to be able to demonstrate statistically significant
clinical efficacy.
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RXC007: in Phase I clinical trials
RXC007 is a particularly
interesting programme

RXC007 is a novel and highly specific small molecule that selectively targets the
ROCK2 (Rho Associated Coiled-Coil Containing Protein Kinase 2) receptor. It
embarked on its first Phase I study in June 2021; this study, in healthy volunteers,
will explore RXC007’s safety profile and is expected to read out in H122. These
data will guide the dosing and structure of the RXC007 Phase II programme.

ROCK pathways are key
mediators in inflammatory and
fibrotic diseases

ROCK2 is a biologically and clinically validated target that has been shown to sit at
a nodal point in a cell signalling pathway, where it modulates inflammatory
response and fibrotic processes. The ROCK pathways mediate a broad range of
cellular responses that involve the actin cytoskeleton and are important regulators
of cellular growth, migration, metabolism, and apoptosis. The importance of ROCK
has been known for some time, but the chemistry is complex and historically
identifying safe and effective selective inhibitors has proved challenging.

Exhibit 8: ROCK is a central node in fibrosis-associated signalling pathways

Source: Redx Pharma

Preclinical models suggest
highly promising activity

RXC007 is a particularly exciting programme that has shown promising results in
preclinical models of a number of fibrotic diseases, such as idiopathic pulmonary
fibrosis (IPF), a progressive lung condition with a notably poor prognosis, and liver
fibrotic indications such as Non-Alcoholic Steatohepatitis (NASH). Development
will initially be focussed on IPF, which has been selected as the lead indication
because of the clear clinical need, limited treatment options, and sizeable market
opportunity (Globaldata estimates it will be worth $3.6bn by 2029).

A more advanced competitor
recently acquired for $1.9bn

Few ROCK2 inhibitors are known to be in clinical development, with RXC007
believed to be only the second. The ROCK class has recently been the focus of
industry attention following Sanofi’s decision in September 2021 to acquire
Kadmon (NASDAQ: KDMN) in an all-cash deal worth $1.9bn. The deal centres on
Rezurock (belumosudil), a selective ROCK2 inhibitor that is a first-in-class
treatment for chronic graft-versus-host disease (cGVHD). In July 2021 the FDA
approved Rezurock for use in adult and paediatric patients 12 years and older who
have failed at least two prior lines of systemic therapy. Kadmon is also developing
a second ROCK inhibitor, KD045, that has generated positive preclinical results in
lung, kidney, and liver fibrosis models.
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Valuation and Financials
Current valuation is £350.7m, or
128p/share (86p fully diluted)

We will review our valuation once RXC004 initiates the first of its Phase II trials,
with our success probability expected to increase from 18% to 30% to reflect this
clinical progress. Once this is included, our valuation would rise to £398.8m,
equivalent to 146p/share (98p/share fully diluted), which compares to our current
valuation of £350.7m, equivalent to 128p/share (86p/share fully diluted). Exhibit
9 summarises the outputs and underlying assumptions of our valuation model,
while a detailed overview of our methodology, explaining our conservative
approach, is provided in our September 2020 Initiation.

Exhibit 9: rNPV-based valuation of Redx Pharma
Programme
RXC004 (porcupine
inhibitor: oncology)
RXC007 (ROCK2
inhibitor: IPF/NASH)

Total NPV Total NPV Likelihood rNPV
($m)
(£m)
of approval ($m)
738.5

568.1

1,036.9

66.5

24.2

Peak sales: $2.55bn (£1.96bn)

797.6

15%

106.9

82.2

29.9

Peak sales: $3.13bn (£2.41bn)
Launch year: 2028

288.4

JZP815 (Jazz Pharma:
pan-RAF: oncology)

147.1

GI-targeted ROCK
(ROCK1/2: Crohn's
disease)

144.7

221.9

7%

38.3

29.5

10.7

Peak sales: $1.66bn (£1.28bn)
Launch year: 2028

113.1

7%

27.6

21.3

7.7

Peak sales: $707m (£544m)
Launch year: 2029

111.3

5%

34.3

26.4

9.6

Peak sales: $1.61bn (£1.24bn)
Launch year: 2029

Discovery engine

160.0

123.1

44.8

(33.3)

(25.6)

(33.3)

(25.6)

(9.3)

35.5

27.3

35.5

27.3

9.9

2,357.9

1,813.8

455.9

350.7

127.6

465.0

357.7

86.1

Net cash
Total

86.5

rNPV/
Notes
share (p)
Launch year: 2027

RXC006 (AstraZeneca:
porcupine inhibitor: IPF)

Operating costs

18%

rNPV
(£m)

Total (fully diluted)

At H121
Based on all options and CLNs

Source: Trinity Delta Note: The rNPV of RXC004 and RXC007 includes a deal success factor of 80%, and of 75% for GI-targeted ROCK;
other valuation assumptions include a 12.5% discount factor, £/$ FX rate of 1.30, and 10% taxation from 2028 (UK patent box).

Cash runway through to key
value inflection points

R&D investment is expected to further increase as RXC004 and RXC007 proceed
to their next clinical value-inflection points, earlier stage assets approach IND
filing, and discovery engine research activities ramp up. For FY21 we forecast
R&D spend of £28.0m and £34.6m for FY22, with G&A rising more modestly due
to inflation and an expanding organisation. On our forecasts Redx Pharma’s
£39.9m in cash (at end-March 2021) provides a runway through 2022.
Importantly, this will fund completion of RXC004 Phase I immunotherapy
combination trials and planned Phase II monotherapy and combination studies,
completion of RXC007 Phase I and initiation of planned RXC007 Phase II trials, as
well as expansion of oncology and fibrosis research and identification of suitable
next wave development candidates.
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Exhibit 10: Summary of financials
Year-end: Sept 30

£'000s

2018

2019

2020

2021E

2022E

129
0
129
(7,424)
(3,182)
(10,477)
(282)
(596)
1,186
(10,005)
(10,169)
23
(10,146)
(10,454)
1,301
(8,845)

3,131
(350)
2,781
(8,339)
(1,831)
(7,389)
(45)
948
241
(6,154)
(6,245)
(90)
(6,335)
(7,479)
2,017
(4,318)

5,685
0
5,685
(12,215)
(1,988)
(8,518)
(568)
73
812
(7,536)
(8,201)
(967)
(9,168)
(9,485)
(45)
(9,213)

10,361
0
10,361
(28,094)
(1,934)
(19,667)
(1,780)
0
828
(20,534)
(20,618)
(186)
(20,803)
(19,852)
281
(20,523)

10,722
0
10,722
(34,555)
(2,259)
(26,092)
(1,815)
0
845
(26,744)
(27,062)
(83)
(27,145)
(26,174)
346
(26,799)

(7.0)
(7.2)
0.0
126.4

(3.4)
(4.0)
0.0
126.4

(5.4)
(5.6)
0.0
170.1

(8.1)
(7.7)
0.0
254.9

(9.8)
(9.4)
0.0
274.8

BALANCE SHEET
Current assets
Cash and cash equivalents
Accounts receivable
Other current assets
Non-current assets
Property, plant & equipment
Intangible assets
Other non-current assets
Current liabilities
Short-term debt
Accounts payable
Other current liabilities
Non-current liabilities
Long-term debt
Other non-current liabilities
Equity

9,705
6,471
2,023
1,211
614
191
423
0
(3,950)
0
(3,803)
(147)
(605)
0
(605)
5,764

5,807
3,704
1,232
871
551
134
417
0
(4,867)
(468)
(3,445)
(954)
0
0
0
1,491

29,468
27,513
1,923
32
4,120
136
411
3,573
(10,934)
0
(3,362)
(7,572)
(19,967)
(16,758)
(3,209)
2,687

34,020
31,784
1,923
313
4,341
627
409
3,305
(10,697)
0
(6,742)
(3,955)
(14,019)
(11,864)
(2,155)
13,645

12,154
9,854
1,923
378
3,960
428
405
3,127
(25,476)
(11,864)
(7,602)
(6,010)
(1,977)
0
(1,977)
(11,339)

CASH FLOW STATEMENTS
Operating cash flow
Profit before tax
Non-cash adjustments
Change in working capital
Interest paid
Taxes paid
Investing cash flow
CAPEX on tangible assets
Acquisitions/disposals
Other investing cash flows
Financing cash flow
Proceeds from equity
Increase in loans
Other financing cash flow
Net increase in cash
Cash at start of year
Cash at end of year
Net cash at end of year

(17,177)
(10,146)
656
(8,391)
(23)
727
(109)
(132)
23
0
(49)
0
0
(49)
(17,335)
23,806
6,471
6,471

(4,668)
(6,335)
(782)
(265)
13
2,701
32
(28)
60
0
1,869
0
1,000
869
(2,767)
6,471
3,704
3,236

395
(9,168)
2,123
6,425
7
1,008
(55)
(59)
4
0
23,469
1,876
22,563
(970)
23,809
3,704
27,513
10,755

(18,986)
(20,803)
2,049
(269)
83
(45)
(573)
(573)
0
0
23,830
24,616
0
(786)
4,271
27,513
31,784
19,920

(21,816)
(27,145)
2,215
2,915
(83)
281
(115)
(115)
0
0
0
0
0
0
(21,931)
31,784
9,854
(2,011)

INCOME STATEMENT
Revenues
Cost of goods sold
Gross Profit
R&D expenses
G&A expenses
Underlying operating profit
Share-based payments
Exceptionals
Other revenue/expenses
EBITDA
Operating Profit
Financing costs/income
Profit Before Taxes
Adj. PBT
Current tax income
Net Income
EPS (p)
Adj. EPS
DPS (p)
Average no. of shares (m)

Source: Company, Trinity Delta Note: Redmile/Sofinnova Convertible Loan Note has August 2023
conversion date, with a 15.5p conversion price, equating to a potential 96m of new shares.
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Disclaimer
Trinity Delta Research Limited ("TDRL"; firm reference number: 725161), which trades as Trinity Delta, is an appointed representative of
Equity Development Limited ("ED"). The contents of this report, which has been prepared by and is the sole responsibility of TDRL, have
been reviewed, but not independently verified, by ED which is authorised and regulated by the FCA, and whose reference number is
185325.
ED is acting for TDRL and not for any other person and will not be responsible for providing the protections provided to clients of TDRL
nor for advising any other person in connection with the contents of this report and, except to the extent required by applicable law,
including the rules of the FCA, owes no duty of care to any other such person. No reliance may be placed on ED for advice or
recommendations with respect to the contents of this report and, to the extent it may do so under applicable law, ED makes no
representation or warranty to the persons reading this report with regards to the information contained in it.
In the preparation of this report TDRL has used publicly available sources and taken reasonable efforts to ensure that the facts stated
herein are clear, fair and not misleading, but make no guarantee or warranty as to the accuracy or completeness of the information or
opinions contained herein, nor to provide updates should fresh information become available or opinions change.
Any person who is not a relevant person under section of Section 21(2) of the Financial Services & Markets Act 2000 of the United
Kingdom should not act or rely on this document or any of its contents. Research on its client companies produced by TDRL is normally
commissioned and paid for by those companies themselves (‘issuer financed research’) and as such is not deemed to be independent, as
defined by the FCA, but is ‘objective’ in that the authors are stating their own opinions. The report should be considered a marketing
communication for purposes of the FCA rules. It has not been prepared in accordance with legal requirements designed to promote the
independence of investment research and it is not subject to any prohibition on dealing ahead of the dissemination of investment research.
TDRL does not hold any positions in any of the companies mentioned in the report, although directors, employees or consultants of TDRL
may hold positions in the companies mentioned. TDRL does impose restrictions on personal dealings. TDRL might also provide services to
companies mentioned or solicit business from them.
This report is being provided to relevant persons to provide background information about the subject matter of the note. This document
does not constitute, nor form part of, and should not be construed as, any offer for sale or purchase of (or solicitation of, or invitation to
make any offer to buy or sell) any Securities (which may rise and fall in value). Nor shall it, or any part of it, form the basis of, or be relied
on in connection with, any contract or commitment whatsoever. The information that we provide is not intended to be, and should not in
any manner whatsoever be, construed as personalised advice. Self-certification by investors can be completed free of charge at
www.fisma.org. TDRL, its affiliates, officers, directors and employees, and ED will not be liable for any loss or damage arising from any use
of this document, to the maximum extent that the law permits.
Copyright 2021 Trinity Delta Research Limited. All rights reserved.

More information is available on our website: www.trinitydelta.org
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