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Disclaimer

Company Edited Version of ESMO Presentation

This presentation has been prepared by Redx Pharma plc (the "Company"). By reviewing this presentation you 
agree to be bound by the following conditions.

The information being supplied in this presentation is being supplied and communicated to you solely for your 
information and may not be reproduced or further distributed to any person or published, in whole or in part, for 
any purpose.

The presentation has not been independently verified and no representation or warranty, express or implied, is 
made or given by or on behalf of the Company or any of its parent or subsidiary undertakings, or the subsidiary 
undertakings of any such parent undertakings, or any of such person's respective directors, officers, employees, 
agents, affiliates or advisers, as to, and no reliance should be placed on, the accuracy, completeness or fairness 
of the information or opinions contained in this presentation and no responsibility or liability is assumed by any 
such persons for any such information or opinions or for any errors or omissions. All information presented or 
contained in this presentation is subject to verification, correction, completion and change without notice. In 
giving this presentation, none of the Company or any of its parent or subsidiary undertakings, or the subsidiary 
undertakings of any such parent undertakings, or any of such person's respective directors, officers, employees, 
agents, affiliates or advisers, undertakes any obligation to amend, correct or update this presentation or to 
provide the recipient with access to any further information that may arise in connection with it. 

Neither this presentation nor anything contained herein shall form the basis of or be relied upon in connection 
with, or act as an inducement to enter into, any investment activity. This presentation does not purport to contain 
all of the information that may be required to evaluate any investment in the Company or any of its securities and 
should not be relied upon to form the basis of, or be relied on in connection with, any contract or commitment or 
investment decision whatsoever. This presentation is not intended to provide complete disclosure upon which 
an investment decision could be made. The merit and suitability of an investment in the Company should be 
independently evaluated and any person considering such an investment in the Company is advised to obtain 
independent advice as to the legal, tax, accounting, financial, credit and other related advice prior to making an 
investment.

This presentation is made available for information purposes only and does not, and is not intended to, 
constitute an offer to sell or an offer, inducement, invitation or commitment to purchase or subscribe for any 
securities. The distribution of this presentation may, in certain jurisdictions, be restricted by law and persons into 
whose possession this presentation comes should inform themselves about, and observe, any such restrictions. 
Neither this presentation, nor any part of it nor the fact of its distribution shall form the basis of or be relied upon 
in connection with any contract and it does not constitute a recommendation regarding any securities.

To the extent available, the data contained in this presentation has come from official or third party sources. 
Third party industry publications, studies and surveys generally state that the data contained therein have been 
obtained from sources believed to be reliable, but that there is no guarantee of the accuracy or completeness of 
such data.

While the Company believes that each of these publications, studies and surveys has been prepared by a 
reputable source, the Company has not independently verified the data contained therein.

In addition, certain of the data contained in this presentation come from the Company's own internal research 
and estimates based on the knowledge and experience of the Company's management in the market in which 
the Company operates

While the Company believes that such research and estimates are reasonable and reliable, they, and their 
underlying methodology and assumptions, have not been verified by any independent source for accuracy or 
completeness and are subject to change without notice. Accordingly, undue reliance should not be placed on 
any of the data contained in this presentation.

This presentation has not been approved by an authorised person in accordance with section 21 of the Financial 
Services and Markets Act 2000. As such, this document is being made available only to and is directed only at: 
(a) persons outside the United Kingdom, (b) persons who have professional experience in matters relating to 
investments who fall within the definition of "investment professionals" in Article 19(5) of the Financial Services 
and Markets Act 2000 (Financial Promotion) Order 2005 (the "FPO"), (c) high net worth bodies corporate, 
unincorporated associations and partnerships and trustees of high value trusts as described in Article 49(2)(a) to 
(d) of the FPO or (d) those persons to whom it may otherwise be lawfully communicated (in each case referred to 
as “Relevant Persons”). The information contained in this document is not intended to be viewed by, or 
distributed or passed on (directly or indirectly) to, and should not be acted upon by any class of persons other 
than Relevant Persons. Any investment or investment activity to which this document relates is available only to 
Relevant Persons and will be engaged only with Relevant Persons. 

This presentation includes forward looking statements. The words "expect", "anticipate", "intends", "plan", 
"estimate", "aim", "forecast", "project" and similar expressions (or their negative) identify certain of these forward 
looking statements. These forward looking statements are statements regarding the Company's intentions, 
beliefs or current expectations concerning, among other things, the Company's results of operations, financial 
condition, liquidity, prospects, growth, strategies and the industry in which the Company operates, and include 
statements regarding the Company’s ongoing and planned clinical trials, regulatory approval process, and 
demand for the Company’s product candidates which are subject to risks, uncertainties, and other factors that 
could cause actual results to differ materially from those suggested by forward-looking statements. These factors 
include, but are not limited to, the following: the Company has incurred losses since its inception and anticipates 
that it may continue to incur losses for the foreseeable future; the Company does not expect to generate any 
material income until its pipeline of programmes are progressed commercially; the Company will need to raise 
additional funding in the future, which may not be available on acceptable terms, or at all; and the Company may 
not be able to obtain exclusivity or intellectual property rights for its product candidates or prevent others from 
developing similar competitive products. The forward looking statements in this presentation are based on 
numerous assumptions regarding the Company's present and future business strategies and the environment in 
which the Company will operate in the future. Forward looking statements involve inherent known and unknown 
risks, uncertainties and contingencies because they relate to events and depend on circumstances that may or 
may not occur in the future and may cause the actual results, performance or achievements of the Company to 
be materially different from those expressed or implied by such forward-looking statements. Many of these risks 
and uncertainties relate to factors that are beyond the Company's ability to control or estimate precisely, such as 
future market conditions, currency fluctuations, the behaviour of other market participants, the actions of 
regulators and other factors such as the Company's ability to continue to obtain financing to meet its liquidity 
needs, changes in the political, social and regulatory framework in which the Company operates or in economic 
or technological trends or conditions. Past performance should not be taken as an indication or guarantee of 
future results, and no representation or warranty, express or implied, is made regarding future performance. The 
Company expressly disclaims any obligation or undertaking to release any updates or revisions to these forward 
looking statements to reflect any change in the Company's expectations with regard thereto or any change in 
events, conditions or circumstances on which any statement is based after the date of this presentation or to 
update or to keep current any other information contained in this presentation. Accordingly, undue reliance 
should not be placed on the forward looking statements, which speak only as of the date of this presentation. 
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Porcupine Inhibition and RXC004 Background

• RXC004 is a highly potent, orally active Porcupine 
inhibitor

• Porcupine is a key enzyme in the Wnt pathway –
aberrations in Wnt pathway are a known driver of 
multiple cancers

• Inhibition of Porcupine blocks the release of all Wnt
ligands from cells, preventing both tumour growth 
and tumour immune evasion

• Wnt-ligand driven tumours should respond to 
Porcupine inhibition

• pre-clinical activity in genetically-selected tumours with 
RNF43 mutations or RSPO fusions

• high Wnt-ligand driven cancers e.g. Biliary tract cancers and 
Thymus cancers

Porcupine is a Clinically Relevant Target for Wnt-Ligand Driven Cancers

RNF43: Ring Finger Protein 43; RSPO: R-Spondin; Wnt: Wingless/integrated
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First in Human Phase 1 Study of RXC004

Module 1: Monotherapy Continuous Dosing

Module 2: Combination with PD-1 Inhibitor

Module 3: Intermittent Dosing Schedules

Module 1 Complete and reported here

- opened with 10mg dose
• 1 patient – dose was not tolerated – diarrhoea, colitis and 

bone fragility fractures - on-target effect of Wnt inhibition

• Exposure significantly higher than predicted pre-clinically

- re-started with a 0.5mg dose
• Five dose levels studied to determine RP2D

Open Label, Multi-Module, 3+3 Dose Escalation Study in Adults with Unselected Advanced Solid Tumours

RP2D: Recommended Phase 2 Dose; PD-1: Programmed Death-1 receptor; PK: Pharmacokinetic
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Cohort 1 
N=4

0.5mg

Cohort 5
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3.0mg
Module 1 monotherapy  

0.5 - 3mg: N=24

• Patient Population: Adults with unselected advanced 
solid tumours, ECOG Performance Status 0-1

• Endpoints: Safety, PK, PD, and Preliminary efficacy

• Data cut-off July 30th 2021



Patient Characteristics and Pharmacokinetic Profiles
Proportional Increases in Exposure from 0.5mg to 2mg with a Half-life of 14.5 Hours

ECOG: Eastern Cooperative Oncology Group; PK: Pharmacokinetic; Other tumours: Thymus cancer, High grade serous fallopian tube cancer  and squamous cell anal cancer
Dotted lines represent the minimum efficacious concentration (Cmin) from preclinical oncology models. These range from Cmin cover of >1x IC50 (most sensitive model) for 24hrs to >7x IC50 (least sensitive model) for 24hrs.
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Patient Characteristics N=25

Age (median, range) yrs 65 (44-77)

Men
Women

14 (56%)
11(44%)

ECOG Performance Status 0
1

10 (40%)
15 (60%)

Colorectal Cancer
Biliary Tract Cancer
Pancreatic Cancer

Other Tumour Type

15 (60%)
4 (16%)
3 (12%)
3 (12%)

Prior lines of systemic 
therapy (median, range)

3 (1-5)
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Target engagement: Axin 2 suppression in skin observed 
at doses of 0.5mg and above



Treatment-Related Adverse Events*
RXC004 is Safe and Well Tolerated at Doses of up to 2mg
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Dose Limiting Toxicities in 4 pts: Diarrhoea, Colitis and fragility fractures (10mg) Colitis (3mg) Ileitis (3mg) Pancreatitis (2mg)

Denosumab prophylaxis successfully prevented increases in bone turnover marker βCTX and spontaneous fractures

Number of 

Patients 

0.5mg cohort 

N=4

1.0mg cohort 

N=3

1.5mg cohort

N=7

2.0mg cohort

N=6

3.0mg cohort

N=4

10.0mg cohort
N=1

TOTAL

N=25

Any TEAEs 4 (100) 3 (100) 5 (71) 5 (83) 4 (100) 1 (100) 22 (88)

Fatigue 2 (50) 1 ( 33) 4 (57) 3 (50) 2 (50) 1 (100) 13 (52)

Nausea 1 (25) 2 ( 67) 3 (43) 1 (17) 3 (75) 1 (100) 11 (44)

Decreased 

appetite
1 (25) 1 (33) 2 (29) 2 (33) 3 (75) 1 (100) 10 (40)

Dysgeusia 0 (0) 0 (0) 2 (29) 4 (66) 3 (75) 1 (100) 10 (40)

Vomiting 0 (0) 1 (33) 2 (29) 1 (17) 1 (25) 1 (100) 6  (24)

* All treatment related adverse events (any grade) occurring in at least 20% patients



Efficacy Results

18 patients had RECIST - evaluable disease
• 7 patients had Wnt-ligand dependent tumours 

defined as: detectable LoF RNF43 / RSPO fusion, Biliary tract cancers, 
Thymus cancer

• 6 patients had Wnt-ligand independent tumours 
defined as: no detectable LoF RNF43 / RSPO fusion; CRC with 
detectable downstream APC mutations

• 5 patients had unknown Wnt-ligand dependence

5/7 patients with Wnt-ligand dependent 
tumours had durable RECIST SD
• 2/7 patients with Wnt-ligand dependent tumours 

had SD in target lesions but disease progression 
overall

• 0/11 patients with unknown or Wnt ligand 
independent tumours had RECIST SD

• Median treatment duration was 13.1 wks (6.4 - 25.4) 
for patients with Wnt-ligand dependent tumours vs 
6.6 wks (5.4-7.3) for patients with unknown or Wnt-
ligand independent tumours

Patients Unselected however Clinical Activity Appeared Greater in Tumours with Wnt-Ligand Dependence

APC: Adenomatous Polyposis Coli Gene; CRC: Colorectal Cancer; LoF: Loss of Function; RNF43: Ring Finger Protein 43; RSPO: R-Spondin; Wnt: Wingless/integrated
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Conclusions

• 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

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

• Based on the safety, PK, PD and efficacy data, the recommended dose for Phase 2 
monotherapy studies is 2mg QD

• Efficacy data supports hypothesis that RXC004 will be most effective in Wnt-ligand dependent 
tumours

• Phase 2 studies in patients with Wnt-ligand dependent tumours will open in 2H 2021 (biliary tract cancers or 
genetically selected MSS-mCRC and Pancreatic cancers with RNF43 mutations or RSPO fusions)

MSS-CRC: Microsatellite Stable-Non-Metastatic Colorectal Cancer; PD-1:Programmed Death-1; PK: Pharmacokinetic; QD: Once daily ; RNF43: Ring Finger Protein 43; RSPO: R-Spondin; Wnt: Wingless/integrated
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