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Disclaimer
The information contained in this document (“Presentation”) is directed at (i) members or creditors of a corporate body within the meaning of Article 43 of the
Financial Services and Markets Act 2000 (Financial Promotions) Order 2005, as amended ("Order"), (ii) persons who have professional experience in
matters relating to investments falling within Article 19(5) of the Order, or (iii) those persons to whom it can otherwise be distributed without contravention of
article 21 of the Financial Services and Markets Act 2000 (“FISMA”) or to whom it can lawfully be distributed.
This Presentation has been prepared by Sareum Holdings PLC (“Company”) and provided to you for information purposes only. This Presentation is not an
invitation or inducement to engage in an investment activity for the purposes of FISMA. This Presentation has not been approved by an Authorised Person
(as defined in s31 FISMA), as would be required for financial promotions under s21 FISMA and, for the avoidance of doubt, is not a financial promotion for
the purposes of FISMA.
If, contrary to the above, this Presentation is deemed to be a financial promotion for the purposes of FISMA, the Company relies on the exemptions set out
in Articles 19, 43, 59 and 69 of the Order, which exempts companies admitted to trading on relevant markets making certain communications. Please note
that any indication of past performance should not be relied upon as a guide to future performance.
The information in this Presentation has not been independently verified and may be amended and supplemented as the Company sees fit. The information
in this Presentation may not be relied upon for the purposes of entering into any transaction and should not be construed as, nor be relied on in connection
with, any offer or invitation to purchase, subscribe for, underwrite or otherwise acquire, hold or dispose of any securities of the Company, and shall not be
regarded as a recommendation in relation to any such transaction whatsoever. The information in this Presentation should not be considered legal, tax,
investment or other advice, and any investor or prospective investor considering a purchase, subscription for, underwriting, acquisition, holding or disposal of
any securities of the Company should consult with its own counsel and advisers as to all legal, tax, regulatory, financial and related matters concerning such
a transaction and their suitability for such investor or prospective investor.
This Presentation does not constitute an offer to sell or the solicitation of an offer to subscribe for or buy any security, nor shall there be any sale, issuance
or transfer of the securities referred to in this Presentation in any jurisdiction in contravention of applicable law. No representation or warranty, either express
or implied, is provided in relation to the accuracy, completeness or reliability of the information contained herein. This Presentation has been prepared in
accordance with English law and the information disclosed may not be the same as that which would have been disclosed if this presentation had been
prepared in accordance with the laws of jurisdictions outside of England and Wales. Any persons who are subject to the laws of any jurisdiction other than
England and Wales should inform themselves about, and observe any applicable requirements.
This Presentation may contain forward-looking statements that involve substantial risks and uncertainties, and actual results and developments may differ
materially from those expressed or implied by these 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, prospects, growth, strategies and
the industry in which the Company operates. By their nature, forward-looking statements involve risks and uncertainties because they relate to events and
depend on circumstances that may or may not occur in the future.
All opinions expressed in this presentation are subject to change without notice and may differ from opinions expressed elsewhere.
If any recipient would like any further information on the Company, they should contact the Chief Executive Officer, Dr Tim Mitchell
(tim.mitchell@sareum.co.uk). This Presentation is governed by and shall be construed according to English law.
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Specialists in Small Molecule
Drug Development
•

Exciting pipeline of internal and partnered pipeline assets addressing emerging,
high-value disease targets
TYK2/JAK1
SDC-1801
Preclinical development
candidate targeting
autoimmune diseases

•

Chk1

Preclinical molecules
available for
outlicensing

SRA737 clinical proofof-concept from Phase
1/2 trials
(Sierra Oncology)

Flexible out-sourced / collaborative research model validated by
Chk1 licence to Sierra Oncology*
•
•

•

SDC-1802
Preclinical development
candidate targeting
cancers

Aurora+Flt3

Cost-effective, minimises overheads
Eligible for up to $88M milestones (~$2.5M received) + royalties from Chk1 licence

Experienced management, board and advisors
•

Deep understanding of molecule design, drug development and partner requirements

*SRA737 was discovered and initially developed by scientists at The Institute of Cancer Research (London, UK) in collaboration with Sareum, and with funding from
Cancer Research UK (CRUK). SRA737 was licensed to Sierra Oncology in 2016 by CRT Pioneer Fund (CPF), which is dedicated to financing assets and companies
including projects derived from CRUKs oncology drug discovery portfolio. Sareum has a Co-investment and Partnership agreement for SRA737 with CPF.
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Directors & Advisory Board
Dr Stephen Parker (Non-exec Chairman) has a career in healthcare and pharma spanning over 30 years,
including six years in the City in advisory roles. Sector corporate finance experience at Barings, Warburg and Apax Partners and
previous roles as a Partner at Celtic Pharma and CFO at Oxford GlycoSciences. Stephen is also a non-Executive Director of MGC
Pharmaceuticals.

Dr Tim Mitchell (Founder, CEO) has a wide breadth of management, business and research expertise gained from 30
years in the pharmaceutical industry and is the inventor of the obesity/diabetes treatment OBLEAN® (cetilistat). Previous senior R&D
and management roles at Millennium Pharmaceuticals, Cambridge Discovery Chemistry and SmithKline Beecham.

Dr John Reader (Founder, CSO) has over 20 years’ experience of leading research teams in the invention and
application of new technology to drug discovery, and is an author of over 50 patents and publications. Previous senior R&D roles at
Millennium Pharmaceuticals, Cambridge Discovery Chemistry and Pharmacopeia.

Dr Michael Owen (Non-executive Director) has worked in the pharmaceutical and biotechnology industries for
nearly 40 years. He is the co-founder and first CSO of Kymab Ltd, prior to which he worked for GSK where he was SVP and Head of
Research for Biopharmaceuticals R&D. Dr Owen currently serves on the boards of several public and private biotechnology companies
including Avacta Group plc, ReNeuron plc, GammaDelta Therapeutics, Zealand Pharma A/S and Ossianix Inc and is an advisor
to Abingworth LLP.

Clive Birch (Non-executive Director) is also a Non-Executive Director of Cambridge Innovation Capital plc and is
a retired partner of PricewaterhouseCoopers where his role was that of an auditor and reporting accountant with an industry
specialism in early stage technology and healthcare companies.

Advisory Board
Dr Harry Finch
Pulmagen, Exec. VP.; Argenta, Exec VP; Vernalis, Research Dir.; Glaxo, Dir. Chemistry

Dr Bob Jackson
Cyclacel, CSO; Chiroscience/Celltech, COO / Dir. R&D; Agouron, VP R&D; Parke-Davis, Dept. Dir.
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Advancing our Pipeline
•

Internal focus on development of proprietary TYK2/JAK1 inhibitors

•

Chk1 inhibitor SRA737 development 100% funded by Sierra Oncology
Lead
optimisation

Target

Candidate
selection

Preclinical

Clinical
Phase I

Clinical
Phase II

Solid tumours

Monotherapy

Chk1

Low dose gemcitabine
(LDG) combination

Potential indications

SRA737
Anogenital

PARP inhibitor
combination

Prostate

Immunotherapy combination

Squamous cell carcinomas

Autoimmune
diseases

SDC-1801

Psoriasis, RA, lupus, IBD, MS

Cancer

SDC-1802

T-ALL, ALCL, kidney, colon

TYK2/JAK1

Aurora+FLT3

Leukaemia

Available for out-licensing

AML, ALL

AML: Acute Myeloid Leukaemia; RA: Rheumatoid Arthritis; ALL: Acute Lymphoblastic Leukaemia; IBD: Inflammatory Bowel Disease;
T-ALL: T-cell Acute Lymphoblastic Leukaemia; MS: Multiple Sclerosis; ALCL: Anaplastic Large Cell Lymphoma
PARP - Poly ADP Ribose Polymerase, ADP – Adenosine Di-Phosphate

www.sareum.co.uk
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Highlights
•

SDC-1801 – Autoimmune diseases
•
•

•

SDC-1802 – Cancers
•
•

•

•

Positive preliminary Phase 2 data at ASCO for monotherapy and SRA737+LDG combo
Phase 2 trials continuing to completion while Sierra evaluates non-dilutive options to
support further development
Exciting preclinical data highlight opportunities with PARP inhibitors and immunotherapy

Corporate
•

•

Data showing anti-cancer effect via immunotherapy mechanism to be presented at US
cancer conference at the end of October
Activities ongoing towards initiation of toxicology and dose-ranging studies

SRA737 – Multiple cancers
•
•

•

Excellent tolerability in toxicology studies, progressing into longer-term toxicology and
dose-finding studies
Synthetic route developed for larger-scale manufacturing

Board strengthened with the appointments of Michael Owen and Clive Birch as NEDs

Financial
•
•

Loss for the year similar to 2018 (£1.45M)
Cash available for the year 2019/20 = £1.93M
•

£0.92M in bank, £0.78M raised in June 2019 placing, £0.23M tax credit
www.sareum.co.uk
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TYK2/JAK1: Emerging Targets
of Increasing Interest
•

The TYK/JAK cell signalling family (TYK2, JAK1, JAK2, JAK3) is important for
maintaining healthy immune system
•
•

Strong clinical validation for TYK2/JAK1 in autoimmune diseases, but with room for improvement
No marketed products with selectivity for TYK2

BMS-986165 – Bristol-Myers Squibb
•

TYK2 specific inhibitor, in Phase 1/2 for psoriasis, lupus and Crohn’s disease

•

Psoriasis data reported at EADV Sept 2018, and published in NEJM
•
•

~40% of patients had 90% psoriasis clearance at higher dose concentrations, despite TYK2 appearing fully knocked
down at these doses – suggests room for improvement, potentially from additional JAK1 activity
Adverse events – some increase in (non-serious) AEs

PF-06700841 – Pfizer
•

JAK1/TYK2 inhibitor, in Phase 2 for psoriasis, lupus, Crohn’s disease, ulcerative colitis, vitiligo and alopecia (hair loss)

•

Phase 2 psoriasis trial data
•
•

52% of patients had 90% psoriasis clearance at the highest dose tested (30mg QD)
Adverse events – some increase in (non-serious) AEs

www.sareum.co.uk
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TYK2/JAK Inhibitors:
Attractive Deal Economics
•

Potential for lucrative licence deals in clinical and preclinical stages

TD-1473

Filgotinib

Undisclosed

Developers:

Theravance / Janssen

Developers:

Galapagos / Gilead

Developers:

Celgene / Nimbus

Selectivity:

JAK1/JAK2/JAK3/TYK2

Selectivity:

JAK1

Selectivity:

TYK2

Indications:

Ulcerative colitis &
Crohn’s disease

Indications:

RA &other inflammatory
diseases

Indications:

Autoimmune disorders

Deal:

Oct 2017 – licensed at
preclinical phase

Economics:

Undisclosed up-front &
milestones

Note:

Deal also included access
to preclinical STING
programmes

Deal:

Economics:

Feb 2018 – licensed to
Janssen at end of Phase 1
$100M up-front payment,
up to $900M milestones,
double-digit royalties

Dec 2015 – licensed to
Gilead at end of Phase 2

Deal:

Economics:

$300M cash + $425M equity
investment up-front,
$1.35Bn milestones,
20%+ royalties

www.sareum.co.uk
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SDC-1801 / SDC-1802
Distinct Development Candidates
•

SDC-1801 and SDC-1802 are potent, selective and orally available, small molecule
TYK2/JAK1 inhibitors
•

Initial proof-of-concept demonstrated in in vivo disease models

SDC-1801
Autoimmune diseases

SDC-1802
Cancer

Over-activity induces
pro-inflammatory responses

Over-activity leads to tumour cell
proliferation in certain cancers

Psoriasis, Rheumatoid arthritis,
Inflammatory bowel diseases (IBD),
incl. Crohn’s & ulcerative colitis, Lupus

T-cell acute lymphoblastic leukaemia (T-ALL)
Anaplastic Large Cell Lymphoma (ALCL)
Solid tumours – kidney, colon
Research indicates role in interferon-driven
resistance to immune checkpoint inhibitors

•

Development Strategy
•
•
•

Internal focus on completing IND-enabling studies on SDC-1801 and SDC-1802
First clinical trials targeted for 2020, pending successful progress and financing
Seek development partners for commercial licences at late-preclinical or early clinical stage

IND – Investigational New Drug

www.sareum.co.uk
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SDC-1801 / SDC-1802
Advancing Preclinical Programmes
•

Progress to date
•
•

•

SDC-1801
•
•
•

•

Maximum tolerated dose not reached at 30x dose used in efficacy studies
Dose-ranging studies underway
Synthetic route developed for large-scale manufacturing for toxicology and clinical studies

SDC-1802
•
•

•

Oral twice-daily dosing in mice, potential for once-daily dosing in humans
Favourable selectivity profile vs JAK2 and JAK3 kinases (cf tofacitinib, baricitinib)
demonstrated

Current activities geared towards initiation of short-term toxicity and dose-ranging studies
Formulation studies complete with optimisation of manufacturing route underway

Refining clinical development plans, including prioritisation of indications

www.sareum.co.uk
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SDC-1801
Rheumatoid Arthritis Model
•

Semi-established CIA induced mouse model: collagen induction day 1, treatment commences day 18,
collagen booster day 21, treatment ends day 35

•
•

SDC-1801 dosed orally (5, 10 & 20 mg/kg bid)
Well tolerated with pronounced, dose responsive effects on arthritic index and hind paw thickness

CIA – Collagen-induced arthritis

www.sareum.co.uk
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SDC-1802: Solid Tumour &
Immuno-Oncology Applications
SDC-1802 has no significant effect against pancreatic
tumour growth in immunodeficient mice

•

New preclinical data to be presented at AACR-NCI-EORTC (26-30 October, Boston, USA)
•
•
•

•

SDC-1802 gives significant reduction of pancreatic
tumour growth in immunocompetent mice

Similar anti-tumour effects also seen in disease models of kidney, colorectal & skin cancers and B-cell lymphoma
Evidence that SDC-1802 induces anti-cancer activity through a novel immunotherapeutic mechanism
Positive results seen when SDC-1802 dosed orally, as a monotherapy, or in combination with chemotherapy

Provides increasing evidence that TYK2/JAK1 inhibition could become a new approach to cancer
therapy and further supports the SDC-1802 cancer research programme

www.sareum.co.uk
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Chk1 / SRA737
Compelling Opportunity
•

Chk1 is a central mediator of the DNA Damage Response (DDR) network
•

Clinically validated target for cancer therapy with efficacy reported in multiple cancers

•

SRA737 is a potent, highly selective, oral small molecule inhibitor of Chk1 and potentially
a leading clinical asset targeting this key part of the DDR pathway

•

Positive preliminary results from Phase 1/2 trials presented by Sierra Oncology have:
•
•

•

established proof-of-concept,
identified potential indication to advance into trials designed to gain marketing approval

Sierra also presented a clear rationale and preclinical data generated supporting
combination of SRA737 with other targeted agents
•
•

Synergy may enhance PARP inhibitor sensitivity / overcome resistance – Phase 1b/2 trial of
SRA737 with Zejula® niraparib in prostate cancer planned (supply of niraparib secured)
Combination with anti-PD-L1 agent – synergy with SRA737 + LDG in preclinical lung cancer
model (supply of I/O agent agreed in principle)

PD-L1 Programmed Death Ligand 1

www.sareum.co.uk
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SRA737
Positive Preliminary Phase 1/2 Results
•

Two successful Phase 2 clinical studies presented by Sierra at ASCO (June 2019)
•
•

•

Striking anti-tumour activity with SRA737+LDG reported in anogenital cancer
•
•

•

Tumour shrinkage by more than a third in 30% of evaluable patients
Stable disease in a further 30% of evaluable patients

Safety and proof-of-concept of SRA737 established in multiple cancer indications
•
•
•
•

•

SRA737 monotherapy – ovarian, colorectal, anogenital, lung and prostate (n=107 pts)
SRA737+LDG – ovarian, lung, sarcoma, anogenital/cervical (n=141 pts)

Majority of adverse events only mild or moderate
Safety profile markedly superior to Chk1 inhibitors prexasertib & GDC-0575 (both discontinued)
Identification of genetic contexts that sensitise tumours to SRA737
Recommended Phase 2 doses established

Anogenital cancers identified as potential ‘path-to-market’ indication
•
•
•

Tractable opportunity with clear unmet medical need
No standard-of-care options for patients for whom 1st-line therapy has become ineffective
Registration-enabling clinical trials proposed by Sierra

www.sareum.co.uk
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SRA737+LDG with anti-PD-L1 ICB
Demonstrates Profound in-Vivo Synergy
2

•

Data presented at AACR (April 2019)

Single-agent
Immune Checkpoint
Blockade (ICB) and
LDG inactive

SRA737 synergises
with either LDG or ICB

1

3
SRA737/LDG + ICB is the most
effective regimen
•
•
•

10/10 (100%) regressions
at the end of treatment (day 21)
8/10 (80%) sustained complete
responses / cures at day 60
Well tolerated, no weight loss

Sen, T. et al. Combination treatment of the CHK1 inhibitor, SRA737, and low dose gemcitabine demonstrates
profound synergy with anti-PD-L1 inducing durable tumor regressions and modulating the immune
microenvironment in small cell lung cancer.

www.sareum.co.uk
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SRA737 Development
Current Status
•

Sierra stated its next steps are:
•

To evaluate further the clinical data in the context of its emerging pipeline
•

•

Estimated $10M cost of Phase 2 registration trial for SRA737+LDG in anogenital cancer

Explore non-dilutive options to enable continued advancement of SRA737

•

Clinical and preclinical data highlight potential value of SRA737 and give confidence
that Sierra will find a solution

•

Sareum eligible for up to US$5.3M upon achievement of near-term milestones
•
•
•

•

Dosing of the first patient with SRA737 in a Phase 1 trial in the US and/or
Dosing of the first patient in a randomised Phase 2 trial
Eligible for up to $88M in total milestone payments, plus royalties

Future updates will be provided as and when possible

www.sareum.co.uk
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Income Statement

Revenue
Other operating income
Operating expenses
Share of (loss)/profit of associates
Operating loss

Audited
Year
ended
30 June 19
£’000
-)
-)
(1,676)
(10)
(1,686)

Audited
Year
ended
30 June 18
£’000
-)
-)
(1,710)
(12)
(1,722)

Finance income
Loss before tax

4)
(1,682)

4)
(1,718)

Tax credit

230)

249)

(1,452)

(1,470)

(0.05)p

(0.05)p

Loss for the year
Basic and diluted earnings
per share (pence)

www.sareum.co.uk
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Balance Sheet
Audited
As at
30 June 19
£’000

Audited
As at
30 June 18
£’000

-)
31)
31)

8)
41)
49)

59)
231)
919)
1,209)

138)
254)
1,375)
1,767)

Trade and other payables

(147)

(183)

Net current assets

1,063)

1,584)

Net assets

1,094)

1,633)

Called-up share capital
Share premium
Share-based compensation reserve

719)
13,162)
408)

686)
12,396)
293)

Retained earnings

(13,195)

(11,742)

1,094)

1,633)

Non-current assets
Property, plant and equipment
Investments in associates
Current assets
Trade and other receivables
Tax receivable
Cash and cash equivalents

Current liabilities

Equity

Total equity

www.sareum.co.uk
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Potential Milestones
& Value Drivers 2019/2020
•

TYK2/JAK1
inhibitors
Proprietary
pipeline

•
•
•
•
•

Poster on preclinical studies on SDC-1802 as immunotherapy
vs. solid tumours (Oct 2019)
Updates on initial IND-enabling tox studies
Publication of SRI/DoD report
Potential for IND/CTA submission(s) 2H 2020
Potential for preclinical licence deal

•

SRA737
(Chk1 inhibitor)

•
•
•
•
•

Clarity on next development steps towards registration
Data readouts from completed clinical studies
Payments on achievement of pre-specified clinical milestones
Initiation of PARPi combo Phase 1b/2 trial for prostate cancer
Further evidence of synergy of SRA737+LDG combo with
immune checkpoint blockade – potential advancement into
clinical development

IND – Investigational New Drug, CTA Clinical Trials Application

www.sareum.co.uk
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Specialists in Small Molecule Drug Development

Questions?
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