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Our Aim Our Challenges

To effectively translate discovery research into biomarker-quided, biologically- * Re-set post Covid — service and staffing pressures
informed clinical trials in collaboration with other ECMCs, industry, national and * Navigation of regulatory divergence post EU-Exit
international partners and public/patients to improve regional and national
access to early phase trials for patients, thereby improving treatment outcomes.

Working Together in the ECMC Network

Research Themes Looking forward to ECMC Network facilitation of more
collaborations, more cross-centre PPl and on-going .-
involvement in:

1. Improving patient care and outcomes through better access to experimental cancer
medicine clinical trials by:

* Increasing the number of interventional clinical trials to develop a balanced portfolio * ECMC North collaboration

across cancer type and treatment modality. * ECMC Nurses Group d |
* Increasing capacity for early phase trials in haematological malignancies. * Junior Investigator Group e o e e e o
* Improving access to molecularly stratified trials for patients both locally and across * ECMC Centre Business Leads Groups e o i

the ECMC network.
 Expanding drug-radiotherapy combination studies by building on the success of the
delivery of ADRRAD and involvement in development of the cross-ECMC CONCORDE

Other Future Developments

trial.
* Developing new collaborative partnerships with Cancer Trials Ireland and the  ASTFOX trial : A Phase | study of the IAP antagonist ASTX660, in
establishment of the All Ireland Cancer Research Institute. combination with standard of care FOLFOX chemotherapy in

metastatic colorectal cancer

2. Development of innovative experimental cancer medicine trials arising from our buy  AKE
discovery science FIRST PATIENT FIRST VISIT 2023 L e
' inhibition i Belfast, Gl Lei ECMC o " e
* Evaluation of PARP inhibition in SF3B1 mutant uveal melanoma and other SF3B1 e o v | LA
mutant malignancies. Translationally rich — Precision ,_,‘_*,‘_,
. . . . . . . Medicine Centre, Belfast ki
* Targeting epigenetically-driven drug resistance in metastatic colorectal cancer Funding — CRUK CRC, Astex e imgcot it sy,

in combination with FOLFOX on in vitro p53-Null
(AKP) and p53-WT (AK) mouse CRC organoids.
(b) Impact of IAP inhibitor tolinapant alone and
in combination with FOLFOX on in vivo p53-Null
(AKP) organoid allografts.

Pharmaceuticals

3. Excellence in translational and biomarker experimental cancer medicine research
* Predicting response to adjuvant SoC chemotherapy in colorectal cancer.

* Predicting response to neoadjuvant therapies in breast cancer: Neo-DDIR.
 Development of innovative digital pathology and data analysis solutions.

* Scheduled roll-out of NHS NI-wide digital integrated care record
* People development:

EARLY PHASE TRIALS EXPERTISE:

Clinical Academic appointments in oncology and
haematology
Princess Margaret Cancer Centre Toronto-Queen’s
Belfast Clinical Doctoral Training Programme

A sustainable workforce
with future capabilities

4. Development of novel therapeutic agents for cross network early phase trials
* The novel dUTPase inhibitor CV6-168.
* |nhibitors of FLIP.

OPERATIONAL:

Buy-out of NHS support service time
Outsourcing NHS capacity pressures

5. Data science to support experimental cancer medicine trials

PPI:
Embedded PPl team member — Kerr
Strong support from the NI Cancer
Research Consumer Forum

TRAINING:
University-supported Clinical Fellow posts
Clinical and non-clinical Doctoral Training Programmes
Further Education College Level 4 qualification

Achievements in the past quinquennium:

CLINICAL TRIALS — BELFAST LED:
ALM201
MERCURIC
Lilly CDC7 inhibitor
ADDRAD, SPORT, neoDDRD

 |-REACH Institute of Research Excellence for Advanced Clinical
Healthcare — the first BRC-type infrastructure in NI.

CLINICAL TRIALS - COLLABORATION:
Bayer, NuCana, CellCentric,

ACE, ANICCA, FAK-PD1, FOCUS-4, PIONEER,

TAX-TORC, TOPARP, REFINE, MANIFEST

iREACH
Health

BIOMARKERS:

cMET expression
Molecular haematology
DDRD signature (breast, OG cancer)
S:CORT

ecme

Belfast

* Enhanced public awareness, Science Cafes, early career researcher
PPl training

PPl integration, promotion and
training

Network group involvement
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Next steps for the Birmingham ECMC

Driving forward the next generation of studies focused on the

context of mutations

Vision

Birmingham

The Birmingham ECMC will be an integrated cancer research hub, linking the laboratory with the needs of people with cancer. We will bring together our discovery science, experimental medicine and
clinical trials expertise, to accelerate benefits for patients. Working with the ECMC network and beyond, we will drive research across three themes: Precision Medicine (PM), Immunotherapy, and
Biomarkers and Liquid Biopsy. We will realise our vison by leveraging our expertise and leadership in genomic medicine and methodologies, immunobiology applied to cancer and our technical and

scientific expertise in cancer genetics.

Where Next for Precision Medicine (PM)?

Following on from the National Lung Matrix Trial (NLMT) that we led on, and which demonstrated
the scale and scope of what can be achieved by the ECMC network working as one, Middleton is
the translational lead of DETERMINE and Beggs the genomics lead. DETERMINE, led clinically by
the Manchester ECMC, is a ‘'next generation’ PM platform study, which will recruit at adult and
paediatric ECMCs. We are providing its sophisticated laboratory analyses, investigating the impact
of the context of targeted alterations on patient outcomes, to establish the rationale for their use.

The main aims of DETERMINE are:

1. To analyse the mutational processes generating oncogene driven cancers across the full
spectrum of age of onset and site of origin

2. To analyse the epigenomic characteristics of oncogene driven cancers across the full
spectrum of age of onset and site of origin

Secondary aims:

1. To generate a molecular portrait of rare adult and paediatric/TYA cancers harbouring
canonical oncogenic alterations

2. To analyse the impact of how the molecular landscape of oncogene driven cancers influences
response to agents targeting that genetic alteration

We are currently analysing the extensive ctDNA collection from NLMT focusing particularly on
genomic drivers of primary progression vs robust response and acquired mechanisms of resistance.
This analysis examines the influence of the genomic context on which the targeted alteration is
iInscribed on the outcome with agents targeting that alteration.

It was very apparent from NLMT that there was no benefit from targeting some of the common
drivers in squamous lung cancer (LUSC). We therefore looked for alternative therapeutic
vulnerabilities which has led to a trial of precision metabolic medicine, the CRUK funded KETO-
LUNG trial.

Socio-Economic Diversity and the Criticality of Engaged PPI

KETO-LUNG, led by Birmingham ECMC Director, Middleton, is a feasibility trial exploring the impact
of the addition of a ketogenic diet to standard chemo-immunotherapy in LUSC harnessing the
unique metabolic vulnerability of LUSC with its exquisite dependency on anabolic glycolysis. This
trial effectively inaugurates Metabolic Precision Medicine — disease-specific stratification for a
targeted metabolic intervention by histology. This trial was developed with significant input from
people with lived experience of cancer, including a PPI co-investigator, and is being delivered at

8 ECMC’s in areas of socio-economic deprivation. Expertise across this network of sites is
integral to the successful prosecution of this complex intervention trial. We will analyse metabolic
and redox shifts using tumoral 13C tracing at our Metabolic Tracer Analysis Core for the first time
In any trial in advanced disease using biopsy samples. This technology could prove invaluable to
other metabolic intervention trials being run across the network. The trial will be important in
informing patients, their carers and physicians on the value of dietary changes in cancer.

The Very Real Issue of irAEs

A key focus area is the toxicity caused by immunotherapy used to treat people with solid cancers
and we are developing predictive tests for immune-related Adverse Events (irAEs) in patients

treated with Immune Checkpoint Inhibitor (ICl). We have shown that lung cancer patients developing

severe irAEs have a pre-treatment lack of B regulatory cells, a key cellular population

suppressing autoimmunity. ICl Genetics, led from Birmingham, is a national programme uncovering
genetic (germline, inherited) causes of irAEs. We envision that these platforms will form the basis of
an ECMC consortium, to develop much-needed biomarkers predictive of severe irAEs. This is likely
to include Bregs, SNPs and combinations of the two. Validation and development of clinical grade
biomarkers will be essential, and our GCP labs are well placed to deliver these. In Haem-Onc, we
are uncovering the cellular specificities of the drivers of GVL and GVHD in order to disentangle

these in order to improve outcomes and tolerability of allo-HSCT. We plan to start clinical testing and

service evaluation of an immune effector cell-associated neurotoxicity syndrome (ICANS) cognition
battery later this year

We will stive to develop ameliorative therapies, working closely with people with lived experience of
cancer through the NCRI Lung Cancer Clinical Studies Group (Middleton, Chair), and have the

ambition to broaden the scope to include other toxicities, including chemotherapy induced peripheral

neuropathy (CIPN). We are currently working up a large programme of work in CIPN combining
whole genome GWAS of oxaliplatin treated patients to look for germline drivers of neurotoxicity

with rat models of oxaliplatin-mediated neuropathy and its prevention using agents in our previously
published work in spinal cord injury models and which mimics pathologically CIPN.

Tackling the Poor Outcome of Immune ICB in pMMR CRC

Metastatic pPMMR colorectal cancer (CRC) is largely recalcitrant to immune checkpoint blockade
(ICB) therapy and based on our clinical and scientific excellence in CRC, we are using this disease
as a paradigm to try and understand some of the mechanisms underlying resistance to
iImmunotherapy specifically in those with liver metastases (LM) and to ask whether these might be
therapeutically tractable. We have two main aims:

1. To improve the response to ICB in people with pMMR CRC and LM by converting CRC cells
Into surrogate antigen-presenting cells, using organoids and co-cultures as our experimental
platform

2. To improve the response to ICB in people with pMMR CRC and LM by targeting the pivotal
suppressors of an active T cell attack in LM, using patient derived tissue explants

These studies aimed at clinical translation will resonate beyond CRC given the poor response to
ICB in those with immunogenic cancers and liver metastases.
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In collaboration with Tejpar (Leuven) we have developed a biomarker validation strategy in pMMR
CRC patients in the context of a platform trial of signal-of-activity studies of neoadjuvant
immunotherapies (FOXTROT-IO, Co-Lead Middleton) in collaboration with Astra Zeneca. One such
biomarker is our previously described co-ordinated immune response cluster (CIRC), a Th1-centric
metagene. High expression of the CIRC in pMMR overlaps with expression in dMMR CRC. We plan
to prospectively explore the predictive value of the CIRC and a range of other potentially predictive
biomarkers using pathological response in the context of FOXTROT-|O.

Supporting the ECMC Network

Our Biomarkers and Liquid Biopsy theme provides the ECMC network with technical infrastructure
and analysis expertise, to develop clinical grade biomarkers. We will use our expertise in technology
development, clinical trial analysis and data management, to set new standards for biomarker
development, and promote ECMC network collaboration. Genomics Birmingham offers novel
genomic analysis services, which are utilised nationally in clinical trials and PM consortia. We will
ensure that trial biomarker data from all biological samples are banked within a repository
accessible to all ECMCs, promoting integrated data analysis. Together with CRUK, we are making
data available on our accessible platforms, linking molecular datasets with patient clinical outcomes.

Understanding Genomic Diversity and Fostering Therapeutic

Inclusivity

There is both a clinical and an ethical need to develop targeted therapies for underserved
populations. A key objective of our Precision Medicine platform studies is to enlarge the number of
people with cancer who can be usefully treated with targeted therapy. In line with this, we will focus
increasingly in expanding targeted therapy options to populations that are underserved and/or those
that have been less intensively genomically characterised.

We have formed an important strategic collaboration with the Leicester ECMC, drawing on their
experience of engagement with ethnically diverse communities, to foster genomic equality,
therapeutic inclusivity and participation for diverse ethnicities in Precision Medicine. Inclusive
participation is essential to understanding differences in both efficacy and toxicity across
populations. We are heavily involved in the FOXTROT-GLOBAL platform, to test pre-operative
therapies in low- and middle-income countries. The first study will be a neoadjuvant programme of
anti-PD-L1 in dMMR CRC patients in Nigeria.

We will complement Leicester’'s expertise in trial access in underserved populations with our
genomic and bioinformatic capabilities to understand the available stratified medicine options for
these individuals. We are currently working with various national and international partners to
understand the genomic specificities of common cancers in ethnically diverse populations. This will
better enable us to identify novel precision medicine options for underserved populations and to
start to unravel through genome-wide association studies, differences in cancer treatment
responses and in the toxicity of such therapies.
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Birmingham ECMC - where Equality, Diversity and Inclusion
inform what we do

Dimensions of Faith and Language

As one of the first minority-majority cities in the UK, Birmingham is well placed to explore the
dimensions associated with faith and language. We are initiating interdisciplinary research between
genomics, immunology and public health, to explore the impact that faith has on an individual’s
cancer journey. This will also have a wider reach with field work proposed in Africa. Additionally, we
are well placed to leverage established links developed through the NIHR Global Health Research
Unit on Global Surgery and its global hubs (Ghana, India, Mexico, Nigeria, Rwanda, South
Africa). We are interested in exploring the role that language plays in treatment outcomes and
recognise that effective community engagement and involvement will be essential. The dimension of
language is especially important when considering the whole person, for whom certain symptoms
may not have a literal translation in native tongue. As a developing area, we are very keen

to establish new collaborations across the ECMC network.

Birmingham ECMC Senior Team

Professor Gary Middleton - Director

Professor Andrew Beggs - Deputy Director, and Biomarkers and Lipid Biopsy Lead
Dr Manoj Raghavan - Precision Medicine Lead

Dr Francesca Kinsella - Immunotherapy Lead

Karen Turner - CRUK Senior Research Nurse and PPIE Lead
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Bristi Basu, Academic Consultant in Experimental Cancer
Therapeutics;

Cambridge University Hospitals NHS Foundation Trust
Cambridge ECMC co-lead

Bristi's research focus is in drug development and translating
pre-clinical findings on lead candidate agents into early phase
clinical trials of novel therapeutics, particularly in hepatobiliary
and pancreatic tumours.

Jane Bushen, Bio-sampling Team Lead,;

Cambridge University Hospitals NHS Foundation Trust

Jane manages the Bio-sampling team at the Cambridge Cancer
Trials Centre (CCTC), which deals with the blood, urine and
tissue samples from patients who have consented to clinical
trials. Some of these samples are used to support translational

LN CANCER
RESEARCH

CAMBRIDGE
CENTRE

Cambridge Experimental Cancer Medicine Centre

research.

Our Mission

Champion research
excellence in experimental
cancer medicine for patient

Early Cancer innovations for risk prediction, detection and
interception with minimally invasive technologies

Personalised cancer medicine by accelerating access to

D

benefit.

genomic profiling and innovative trial designs

Our Strategy

Build on our track record of:

o globally competitive translational
research

o expertise in early phase ftrials using
novel designs

o delivering impactful clinical biomarkers
and diagnostic services

Cl: Stewart Phase: I
Target participants: 76
Recruiting at: Cambridge,
Glasgow.

Yalles

NOVEL TREATMENTS IN RENAL
CELL CANCER

By utilising a period when patients would otherwise
remain untreated, WIRE enables investigation into the
therapeutic effects and safety of individual or synergistic
combinations of systemic anti-cancer agents without any
delay in potentially curative nephrectomy.

b quential allocation of participants to each
rm based on Bayesian adaptive modelling

Arm 1 Arm 2 Arm 3 Arm 4 Arm 5
Cediranib Cediranib + Olaparib Durvalumab Olaparib +
olaparib durvalumab

Its primary aim is to evaluate changes in multiple
molecular, genetic and imaging-based factors in relation
to the tumour and host response to the drugs being
tested, as well as to develop new models of RCC for
better pre-clinical testing of promising Investigational
Medicinal Products (IMPs) in the future.

The results will guide and facilitate greater
understanding of the optimal combinations of anti-
cancer drugs to prioritise for later phrase clinical trials,
as well as potential development of predictive
biomarkers or methods of tracking response.

Sponsor: Cambridge University Hospitals NHS Foundation Trust;
Funders: Mark Foundation for Integrated Cancer Medicine &
Cancer Research UK Cambridge Centre

Jointly
funded by:

Maximise big-data use integrating multimodal data streams -

e CANCER
1 RESEARCH

right treatment, right patient, right time

Early collaboration with PPI, academic and industry
partners to deliver novel therapeutics and technologies

Cl: Jodrell Phase: |

T R. U M Target participants: 55
I Recruiting at: Cambridge,

AZDET38 & gemcitabine as combination therapy

Glasgow, Leeds and
Southampton.

Based on preclinical research performed in the CRUK
Cambridge Institute, the ATRIUM clinical trial is
evaluating the combination of an ATR inhibitor with
gemcitabine, with a clinical line-of-sight to patients with
pancreatic cancer. Detailed translational research
studies will identify both pharmacodynamic and
predictive biomarkers. It is hoped that the latter will
identify sub-groups of patients, most likely to benefit
from the combination. ATRIUM uses a model based,
combination trial design assessing varying doses of both
gemcitabine and AZD6738.

AZD6738 dose
(mg) and
frequency

Gemcitabine dose (days 1, 8 and 15, q. 28 days)

500 mg/m? 625 mg/m? 800 mg/m? 1000 mg/m?

120 continuous

120 intermittent (Cohort 5a) v

80 continuous (Cohort 4a) \/

80 intermittent (Cohort 3a) ¥ (Cohort 4b) v

_ (Cohort 3b) v (Cohort 4c) v

29 patients have been registered and recruitment is
ongoing in the four UK Centres.

40 continuous

40 intermittent

Sponsors: Cambridge University Hospitals NHS Foundation Trust
and University of Cambridge; Funders: CRUK Cambridge Centre;
Astra Zeneca

E!r-..-..r

)

Innovative cancer imaging inventing probes, tracers and methods
to diagnose, monitor and treat cancer more effectively

National Institute for

&m. UK (P;)%U%QC& N I H R ‘ Health and Care Research

NHS

Cambridge

University Hospitals
NHS Foundation Trust

cmne

Cambridge

Duncan Jodrell, Professor of Cancer
University of Cambridge

Cambridge ECMC co-lead

Duncan’s work endeavours to integrate and optimise the pre-
clinical development and science-led clinical application of novel
therapies and novel therapeutic combinations, including first into

human (phase |) and associated studies.

Therapeutics,

Michele Bianchi, Research Nurse

Early Cancer Institute, University of Cambridge

Michele (Mick) coordinates diagnostic research studies focused
on early detection of upper Gl cancers. He is also part of a joint
NHS and University service that runs the Barrett's oesophagus
and Familial Gastric Cancer surveillance programmes.

East of England
referring hospitals

The CECMC is at the centre f=Jeo{g g[S
of CRN-E, the 2nd largest
geographically in England,
a diverse population of
around 3.9M. CUH is

the major recruiter to

King's Lynn

Neorfolk and
Morwich

Peterborough James Paget

CRN-E cancer
studies, recruiting
>50% of
patients in

2021/22.

Hinchingbrooke

West Suffolk
Northampton

Bedford Papworth

Other hospitals

— Proportional referrals for Early Phase trials at the CECMC
East of England Clinical Research Network

N

The seven storey 26,000 m? Cambridge Cancer Research
Hospital will soon start construction on the Cambridge
Biomedical Campus, bringing together cutting-edge NHS clinical
space with three new University of Cambridge research
institutes, so patients will benefit from the latest innovations in
cancer science.

The project is being ‘co-produced’
by staff, patients, and partners,
working together on service design
and improvement on an equal basis.

Learn more about the CRH

III The Mark Foundation Institute for
INTEGRATED CANCER MEDICINE

The ICM partnership with GE Healthcare aims to combine commercial,
clinical and academic expertise to create a comprehensive clinical
decision-making support platform for use in MDT settings. This platform will
bring together in one place different types of data collected from cancer
patients from diagnosis through treatment, no matter where this data is
collected. Then advanced machine learning methods, developed by
MFICM researchers, will integrate the data sources to help clinicians
understand what scans or test results mean when analysed together, so
they can make faster, better-informed and personalised treatment
decisions. A successful proof of concept has been developed using
retrospective data from the OV04 Ovarian cancer translational study (CI:
Brenton) and Al-based radiomics methods (Crispin-Ortuzar) to provide
Insights into tumour progression and subsequent prognosis.

This work is being carried out in collaboration with CUH and local district

general hospitals to ensure that the approach and platform will be able to
implemented broadly across the NHS and elsewhere.
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Highlights Cardiff

Future Directions

Cellular
*\irotherapy

* Toxicity /Resistance
* Operational delivery

* Upskilling workforce

Haematology

Data *Trial matching

E _ . .
\%“(xua Integration/ Fede.rated learning
@5 *Imaging/molecular
Smart Biomarkers
Biomarkers »Data linkage and

standardization
*Complex data handling (Al)

organisation

working Improving patient

experience
*Quality of life (QolL)
*Digital tools for
recruitment and
monitoring
* Academic training

Impactfu| PPI * Broaden Patient access
* Dedicated resourcing

* Training and networks
* Commercial engagement

*Imaging and Radiomics

*[mmunotherapy responses

Patient centred *Translational tissue
collections

Joanna Zabkiewicz, Robert Jones, Oliver Ottmann
Contact: CardiffECMC@Cardiff.ac.uk
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o ® Paediatric Network — Cardiff
Ceri Hogg, Rhian Thomas-Turner & Madeleine Adams

The Centre

Cardiff Paediatric ECMC is located at the Noah's Ark Children’s Hospital for Wales (NACHfW).

The dedicated children’s hospital was opened in 2005 and was the first purpose-built children's hospital
In Wales.

Children with cancer are treated on Rainbow Ward and Teenagers and Young Adults (TYA) of age 16-25
years are treated at the Teenage and Young Adult Unit.

Cardiff is a Principal Treatment Centre (PTC) for new cancer referrals in South Wales.

We have a designated Children and Young Adult Research Unit (CYARU) which is the first purpose-built
research unit for children and young adults in Wales.

Relapsed patients over the last 3 years

Haematology M Solid Tumours B Brain Tumours

Challenges
Small centre
Establishing ourselves nationally
Pan age establishment
Advantages
Equity of access closer to home.
Devolved nation representation

04/20-03/21 04/21-03/22 04/22-03/23

Quinquennium Plan

Launch portfolio of EP studies. O
*Focus on recruitment of TYA and paediatric patients.

*Work with ECMC centres to establish QoL studies.

*Continue to contribute to regional ECMC networks.

*Further develop WGS and molecular testing to facilitate trial activity. .

» Build on recruitment across all ages N\

* CUBRIC - Cardiff University Brain Research Imaging Centre -
collaboration.

» Strong international (EPPSG) and national (NCRI/ ALL) links for trial
development.

» Development of digital tools. /

* Maintain ECMC adult collaborations N
 Establish full compliment of EP studies.
* Development of strong links with adult laboratory colleagues.

* Full portfolio to provide equal access for paediatric and TYA patients in
Wales. Y,

CHIEF Public Health
SCIENTIST /J Agency
OFFICE
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Brain Cancer

3™ CANCER | GLIOMA CELLULAR
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Bench to Clinic
RESEARCH | GENETICS RESOURCE r j NH s *
TH.E UNIVERSITY Facilitated by dedicated training Lothian
of EDINBURGH
programmes for:
Basic Science + (Clinical Research Training Fellows Neurosurgery

= Crossdisciplinary Fellows
« MB-PhD Students

l Clinic to Bench

EDINBURGH

cmc

Neuroradiology

Drug Discovery

; '-:a‘f'!‘% CANCER SCOTLAND
wh RESEARCH CENTRE
: :&m— UK Edinburgh & Glasgow

Tessa Jowell
Centre of Excellence

(sanon

First in Human Drug

Development

Edinburgh Cancer Discovery Unit Collaboration Edinburgh Experimental Medicine
== o CANCER | CENTRE
Bt Ok | SRV OPMENT T lati |
B . - lranslationa
ecmc © Healthcare Technologies
= e Kevin Dhaliwal
Experimental =
Phenomics Drug Ind ustry Caneer | =
Dlscovery lab Pa rtners Centres - Healthca Phase_o
Neil Carragher - = H TA F it iy, . .
3 X h Innovat_ive CANCER GLASGOW pav MICrOdOSIr]g
Phenotypic and pathway profiling Therapeutics lab RESEARCH | CLINICAL TRIALS UNIT
of preclinicaland clinicalsamples  Asier Unciti-Broceta Sy UK Network

* Paul Brennan (neurosurgeon)
» Steven Pollard (bioscience)

\ * Margaret Frame (bioscience)
[ * Neil Carragher (drug discovery)
OUTCOMES * Asier Unciti-Broceta (drug discovery)

* Adam Waldman (neuroradiology)

Strong clinic-to-bench-and-back-again environment .
Progression of translational research into new treatments i
& actionable biomarkers for patient stratification .

Bringing research innovations to patients

Gerry Thompson (neuroradiology)
Sara Erridge (clinical neuro-oncology)
Faye Robertson (Pl-in-progress;
clinical neuro-oncology)

e Karin Purshouse (Pl-in-progress;
medical neuro-oncology)

Cancer Immunotherapy

CANCER | SCOTLAND

& EE{SEARCH CENTRE Edinburgh
® Cancer
International Cemre_for D i Scove ry | mmuno | Dgy

Cancer Vaccine

%

Science MACOMICS
2 \\?‘“ Ep . .
Northern AP 1gC Le%e 0 Qm:_/yl:e
Alliance N nouscom

,.'Q-
'”‘I N B

Networks <mms) ecmc -::>

=CH

310 C
Industry

ecime Eainburch €9 MSD

Experimeantal

Cancer

= INTIC &H,.% NHS o l‘ Verastem

%‘L‘::f::'t"é‘:atm T Lothian . ?‘% agalimmune
_ cytiva 99 »
Delivery BIOLINE R X
Edinburgh

> < 8:* Cancer Centre

Western General Hospital

Mission Statement

“The Edinburgh ECMC will be a core node for UK and
international drug development, focusing on first-in-
human trials of exciting new therapies, and the

ecm

development of robust selection markers to personalise

patient treatment.
We will build on an ethos of inclusive collaboration,

innovation and efficient trial management to provide a

world-class, accessible, equitable service for all patients

throughout the country.”

Scotland

Edinburgh ECMC

K _—
b i
L 4

== ecmc¢

Stefan Symeonides (First-in-Human Trials)

|
|

} \. Sally Clive (Colorectal & Phase |)

Edmburgh

Cancer Centre
Western General Hospital

&3

Edinburgh

Ailsa Oswald (Leader-in-Training)
Victoria Campbell (Haematology & Cellular)

hemes

Emerging Themes

Haematological Malignancies
 Phase |, cellular and translational

Prevention & Early Detection
* Colorectal and Hepatocellular

Edinburgh

Leadership Team

Lesley Stephen & Susan Fagan

s HS Grampian
b\/-/ *  NRNS Tayside
SCOTLAND NHS Nighland
<[ . S Orkney
* NHS Gregter Glasgow & Clyde & -q.  NHSShetand
* NHS Ayrshire/and Arran ’{
* NHS Forth Valley iy
National phase | service: - NHS Lanarkshire § %

estern Isles .

acme

Glasgow

* Coordinated trial portfolio NHS

(esp rare & molecularly-selected)
e Shared referral form
e Shared assessment sheet
e Weekly joint trial matching meeting
* National Molecular Tumour Board
* National MDT for CART
* National cancer trials nurses group
* National PPI network
* Telehealth & distributed care

3% CANCER
:+¥  RESEARCH
% Pl UK

SCOTLAND
CENTRE

Whole-Scotland approach to accessing clinical trials &
technologies, whoever you are & wherever you live

ECMC Network &
ECMC North

2

Newcastle, Sheffield, Leeds, Manchester,
Belfast, Liverpool, Glasgow, Edinburgh

eCINE north

An initiative bringing ECMCs in the North together to foster closer collaborations
and sharing of resources, complementing ECMC Network activities

=
ecmc.

Jointly

ecmegec

Edinburgh

funded by: &m

NHS Lothian (Edinbt

NS Fife

KIHS Borders

NHS Dumfries & Galloway
(NHS Tayside)

Environment

Regular meetings to share experience and approaches to continued trial
activity during the COVID-19 pandemic

Shared clinical trial information - developed a precursor to EC Trial finder

Exchange of ideas and shared best scientific and operational practice -
provided a forum for exploring novel trial ideas and problem solving

Paul Lawrence

Fiona Dawson

Ailsa Oswald & Karin Purshouse
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!
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Data Manager
James MacPherson*

Lead ECMC Biomarker & Sample Processing

Lead
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80 Cancer Research Pls

THE UNIVERSITY of EDINBURGH
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Host and Tumour Profiling Unit
ECRC Tissue Group

Edinburgh Cancer Discovery Unit
Bayes Centre & Dataloch

NHS
N— —

Lothian

+’)

Re-structured early phase and radiotherapy teams
Direct co-ordination with R&D and support services

National Institute for
Health and Care Research

Edinburgh ,

Cancer Centre
U Western General Hospital

Molecular Sub-Types of

Ovarian Cancer

/ Validating genomic \

markers of sensitivity

/Clinical trial tissue/datasets\

* |ICON9 (olaparib +/- QTARGETOVARIAN CANCER

cediranib) and resistance I / ' _ \
* GOG 281/LOGS -  Complex structural SCIENTIST * Charlie Gourley (medical
(trametinib) events OFFICE oncology)
\° PAIRS (PARP inhibitor) j « MAPK mutation/copy (% cncn | SCOTLAND . Cplin Sempl_e (bioinformatics)
e | e * Simon Herrington (pathology)

number change
Mitochondrial DNA J

* Neil Carragher
(phenomics/drug discovery)

* John Thomson

(bioinformatics)

Robert Hollis (Pl in progress;

genomics)

Personalised
Therapy
Trials .

/Biology and translation\

/ Clinical cohorts \

tissue/datasets
* High grade serous

(Scottish WGS cohort) * High throughput drug * Ailith Ewing (Pl in progress;
* Low grade serous screens AstraZeneca bioinformatics)
(Edinburgh/Amsterdam) ‘ * Spheroids * Narthana llenkovan (Pl in

* C(Clear cell .

(Edinburgh)
o

Genetically modified
mouse models

Clinical trial samples J

) NOVARTIS

progress; gynaecological
\oncology) /

* (Carcinosarcoma

\ (Edinburgh)

Medanne@

Personalisation of
Radiotherapy

Project: Oligometastatic stereotactic radiotherapy (SBRT) - Harrow (£1.5M) Investigators: Nailon, McLaren, Noble

Project: PROSECCA (£500k)

Collaborators: Universities of Cambridge, Scottish
Government, The Beatson Institute, NHS boards across
Scotland (40+ co-investigators)

Scottish
Government

Chief
Scientist
Scotland

(CS0)

Prostate
Cancer
UK
(PCUK)

Investigators: Nailon, McLaren, Noble

Project: IMAGE-INE - H&N biomarkers (£300k)
Investigators: Noble, Ramesh

Project: PRISTINE —PET/MR biomarkers (£300k)

~20 trials open and recruiting, e.g:

Students ARCADIAN: University of Oxford,

PhD, EngD, Prof Doc: x8 . Prof Higgins
MD: x1 AL LD L HAMLET: University of Cambridge,
. EngD, Prof Trials Dr Jena

MSc/Visiting Fellows: x3
Research Assistants: x5
Undergraduate: x1

NHS Innovation Project: x1

Doc

PRINTOUT, PRENOTE:
Edinburgh, McLaren
PRISTINE: Edinburgh, Noble
Edinburgh COMET Trials: Harrow, Phillips
Radiotherapy
) L University

of Glasgow of

(Beatson) Cambridge

Collaborators: Clare Paterson,
Aileen Duffton, Anthony Chalmers,
Derek Grose

Grants: IMAGE-INE &
PROSECCA projects

Collaborators: Raj Jena
Project: HAMLETRT and
Microsoft Al Research Team

Collaborators: George Beckett

Grants: IMAGE-INE Project (CSO funded),
PROSECCA (PCUK funded)

Output: Al software utilising super-
computing platforms for rapid calculation

. University University
Collaborators: Aitman, Gourley, Cameron, of of
Hall, Laird, Turnbull, Din Edinburgh Edinburgh
Grants/Collaboration: PROSECCA, IGC EPCC
PRINTOUT, PRENOTE & PhD R .
University University
of of
Edinburgh Edinburgh

b :Dr Coli 11
Collaborator: Dr Colin Campbe! Chemistry AL

PhD Student: Ailsa Golightly

Collaborators: Davies, Hopgood, Laurenson
Grants/Activity: PROSECCA, PhD/MSc projects in AUML

Goals

“The Edinburgh ECMC wiill:

* Translate CRUK Scotland Centre research into the clinic

* Personalise treatment through clinical samples and data

* Collaborate closely: Scotland, ECMC network & Industry

* Improve access for all patients

Accelerate trial set-up and efficiency

* Expand early phase researchers and trials

* Ensure the new Edinburgh Cancer Hospital has
experimental cancer medicine at its core”

Inclusion

Regional and national reach

Paul Lawrence
(ECMC EDI Champion)
Fiona Dawson

(TYA Champion)

Distributed trial models

Telehealth

National molecular profiling

Trial matching

Travel support : :
Rare cancers, including TYA

and genetic/ethnic
National PPI network

(supported by ECMC-funded
co-ordinators) to ensure
representative

Addressing age, rarity of disease, gender,
identity, sexuality, ethnicity, social deprivation,
additional needs (physical, intellectual,
communication) and geographic inequality

Progress monitoring

2022 Scottish Government report on Equity of Access to Cancer Trials (Denise Calder)

Data

NHS Lothian Clinical Systems

Cancer Waiting Clinical
Times Genetics
Labs (LIMS) Ratzl:\:’:'::r)ap

Edinburgh Cancer

PLICS/finance

ChemoCare \—, ‘ |
(SACT)

National Records
Scotland
Deaths

\,M\J”Y

Information Programme University of Edinburgh

! -—! s ecmc
External Datal Ve
% Coding and Data Entry oy Eaimburan

Public Health > R A i

Scotland Calieay ol ) South East Scotland Cancer Database Translational Research
”P",'i‘,?,‘;“’“ Quanian (Data warehouse) + Digital Pathology & Imaging

Rl % Cancer * 'Omic data

(CuP) * « Clinical Phenotype data
cottish Morbidi * Research cohorts

Tumour site specific curated modules (virtual cohorts)

lology & Data Sci

[ ]
QPI Audit

Other tumour
[CETy CEE Early Breast )
Prescribing Cancer Ovarian Cancer

types (lung, CUP,
Renal)

Primary Care

Records l

+ Open Data Mapping
« Real-World Evidence
« Informatics

Palliative Care
(REVOLUTION)

SCOTLAND
CENTRE

CANCER
RESEARCH
UK

Research
Safe Haven

SCOTLAND
CENTRE

Regional Cancer Services Reporting

3
DGtOL@

Innovation
Private Project Zone

NHS N|-!§

NHS NHS

Can_crer Sefr\ncei Digital NHS Lothian Innovation
ransformation Steering Group

Expanded facilities:

e Dec 2020: new Clinical Trials Data Centre

* June 2021: new Clinical Trials Facility (50% expansion)

* Oct 2021: new Haematology Centre with dedicated cellular
therapies unit and ITU facilities

Regional investment across SESCRN hospitals

Expanded Research Information Services:
Portfolio oversight and set-up coordination
Real-time reimbursement

* NHS savings identified to reinvest

A1) Public Health
HSC Agency

Research and Development

CHIEF
SCIENTIST
OFFICE

Ymchwil lechyd
a Gofal Cymru

Health and Care
Research Wales




H University

7 of Glasgow Great

Our Investigators

TRACC Future Leaders

Collaborative Research Environment

Glasgow Adult ECMC
From Discovery Science to Clinical Evaluation

Research Environment

Beatson - CRF CR-UK Centre

e CR-UKCTU *  CR-UKBI
aseow «  Cure Leukaemia TAP *  (SCS, SlI, Cardio-Oncology)
. * POG

Scottish Stem Cell Transplantation / CAR-T

Our e« SNBTS * CR-UK RadNet
cancer e NA-ATTC * Molecular Pathology
patients * IMPACT * Digital Pathology

MRC Mouse Genetics Network
Imaging Centre of Excellence

Bio-Repository
Glasgow Tissue Research Facility
GPOL & Molecular Genetics

CR-UK CDD Biomarkers Hub The Living Laboratory, Glasgow

McNab Centre for Cancer Innovation
PAEDIATRIC ECMC

Equity of access for geographically-remote communities

Stratified Medicine Scotland—Innovation Centre

Access to early phase trials & experimental medicine for other Scottish Cancer Centres

ecme ot YN
*  WoS Population: 2.5 million
* 8,438 new patients per year
«  Beyond WoS (5.5 million)
5 : {I
Inverness ‘. %
g
Aberdeen

<— Dundee

. . R Glas :
* Inclusion of areas of high deprivation 9 Edinburgh
Bringing Discovery Science to the Clinic and to the Network Bringing the Laboratory — Clinical Interface to the Network
Cytotoxics, ADCs, Molecular Targeting, Immune Evasion, Biomarker Studies
Precision Platforms, Cellular Therapies
Phase 1 & Phase 1 &
Tumour
. Tumour
CXCRZL-IV:-Rb-t- / Agnostic CRC LIVER / Agnostic CRC |
] Inhibition, . GEMMs. Metabolism CXCR2 inhibition, PoM markers Mannose and metabolites
drug-induced mRNA expression ’ Drus-induced mRNA exbression .. Gut mucosa, microbiome
T-cell, Myeloid pathways, R TME & ? Predictive Markers (GPOL) Immune infiltration

predictive markers

Discovery Science to Clinical Evaluation
Autophagy & Metabolism

T-cell, myeloid, neutrophil
Predictive markers, ctDNA
Single-cell analysis

MANNOSE; PRIME-RT

Patient Selection (IMAGINE)
“Diagnostic” Markers (DIAPHRAGM)

Pharmacodynamic / Proof of Mechanism

Glasgow Micro-Environment
Score (GMS)

GBM | Energetic Stress & DNA Damage HGSOC GBM _HGSOC
DNA Damage Response Exploit Innate Immunity PARP, TME ctDNA, DDR panel Target Engagement Paired biopsies
PARADIGM-2 . . Imaging (PARPi)
PAIRS \ cp eas
PRECISIO_N Medicine . MGMT promoter methylation Pathway Inhibition (Epi)Genomic,
Pharmacodynamic (and other) Biomarkers RNA, protein
Industry Collaboration & Studies Drug Sensitivity & Resistance (DDR)
Exploratory Stratification
CML PDAC CML X %55 d PDAC
LSC, Autophagy GPOL GEMMs LSC metabolism @ "“:" GMS Glasgow Genome Assay
Metabolism DNA Damage Apoptosis, epigenetic @% " ltinlexed . DDR Panel, CXCR2
DESTINY PRIMUS P53 signalling § ’_‘g‘ Multip exim!:yaglng Whole transcriptome
Treatment-Free Remission in CML \ AN
Bladder, Prostate Bladder, Prostate
Translational Urothelial Cancer Consortium Translational Urothelial Cancer Consortium
Contributing to the Network Delivering Equitably to a Diverse Population Accelerating Activity
a pan-Scotland approach Inclusion across Scotland “decentralised trials”
“whoever you are & wherever you live” “whoever you are & wherever you live” apply lessons learned to TAPISTRY in Scotland
Glasgow & Clyde
Grampian
. L. Forth Valley
Partnership Initiatives Lanarkshire4—— g
Coordinated trial portfolio Highland-JI e
(rare & molecularly-selected) Lothian- T for Central Lab)
Shared referral form Ayrshire & Arran—{TTTT]
Tayside—
shared assessmentsheet - (
celdly joint triai matching meeting = QCIMIC .-y <! Dumfries & Galloway-{ ] IMAGINE recruits by health board B
National Molecular Tumour Board Borders-{T]]
National cancer trials nurses group Western Isles B3 % recruited to IMAGINE
National PPl network . Shetland Em % Scottish population
Telehealth & distributed care g% CANCER | SCOTLAND Orkney Radiology
38 RESEARCH | CENTRE I T 1 1 1 :
o‘bﬂf;. UK 0 10 20 30 40 Facility
: % of patients

Collaborations & Alliances

Collaboration with every Adult ECMC

Adult ECMC

0
! LONDON

Bartz

{0 Imparisl

i

H The Instituts of Cancer Research
i

{1 King's Health Partners

foucL
BELFAST B

Across all Health Boards
Across all deprivation indices

eCMNMEC north

Newcastle, Sheffield, Leeds, Manchester, Belfast, Liverpool, Glasgow, Edinburgh

8 Created by Newcastle, Sheffield & Leeds ECMCs; expanded to include Manchester, Belfast,
Liverpool, Glasgow & Edinburgh

21 Number of meetings held to discuss scientific and operational collaborations, share best practice
and provide peer support

3 Events organised by ECMC North: Scientific Showcase, Bone Oncology Workshop, COVID-19
Educational Event

1 The ECMC North group obtained external funding to develop an interactive ECMC COVID-19
Community Hub

1+1 Collaborative clinical trials: ECMC North provided the ideal platform for rolling out TARGET
National trial & are developing our first ECMC North trial of high dose D-Mannose in CRC
2023-2028

Establish an ECMC North Biomarker Research Forum to share biomarker portfolios,

Increase new clinical trial activity, starting with the Mannose trial and the EVIDENT ex vivo screening
platform.

Develop an ECMC North Pathology Research Forum.

Collaborations around digital healthcare products made available through the CRUK UpSMART digital
accelerator program.

Patient & Public Involvement

Co-Investigator - Elspeth Banks

Future Workforce
Train, Retain,

ECMC Network Steering Committee Member; ECMC PPI Group,

support to Edinburgh PPI
PPI Panel and PPl Oversight Group

we provide support, mentoring, development programmes
involved at all stages of trial design, development, delivery, TMGs
co-applicants— early phase trials grants

Future plans
Involve TYA service for PPl representation

Build relationships with patients groups in Dundee, Aberdeen, Inverness
Engagement and outreach to other centres (regular newsletters, e.g. every 4-6 months)

TRACC Intercalated MB/BDS-PhD stude

ECMC Working Groups

Precision
Medicine
Liquid
Biopsies

Combinat
ions
(Alliance)

Haem
Network

C&M Path
QATS

Not just the Working Groups

Accelerated set-up pilot

JING Faculty & Committee

Industry Alliances (Discovery, Biomarker, & Clinical)
DEFINE-CONSORT

International Collaborations & Alliances

9 UoG/UoE medical students, 1 UoG dental student

TRACC Clinical Lecturers and CRTFs

Clinical (Trials) Research Fellowships

11 UoG/UoE lecturers from various cancer-focused disciplines

ECMC, Gyn, BMT / ATIMPs, Lymphoma, Gl & Brain — NIHR Associate Pl

Senior & Intermediate Fellows
Surgery Radiotherapy Medical O

Embed PPl within each of our strategic research themes
Increase diversity of PPl team (e.g. Ethnic minority groups, socio-economic diversity)

Continue to enhance our PPI strategy -

discussion, observations, and feedback, from our PPl panel and PPI oversight group
Involvement in broader PPI forum across our research environment and pan-Scotland

Bench to Bedside and Back Again!

From
Undergraduate
Recruit
nts
ncology Hemato-Oncology
To Senior PI

uil% CANCER CHALLE
e RESEARCH
A UK

Cubiils CANCER
o RESEARCH
by UK

SCOTLAND
CENTRE

RADNET
GLASGOW

FUNDACION

Taecc

ATRC INVES

g CANCER
g RESEARCH
Aoty UK

HUNTER HCC
EXPEDITER
NETWORK

5% CANCER
RESEARCH
EC UK

CANCER GRAND

NGES




IC_ The Institute of ecmG The ROYAL MARSDEN

Cancer Research .
The Institute OF NHS Foundatlon TTU.SJ[

Cancer Research and
The Royal Marsden
NHS Foundation Trust

Drug Development Unit at The Institute of Cancer Research
and Royal Marsden

Committed to transform cancer care as rapidly as possible

* Accelerate clinical translation through drug development and focused biomarker studies, developing e foes o the

underserved

transformative therapeutic strategies across the network. ‘ i b ,
 Elucidate cancer biology, delivering re-iterative bench to-bedside and back-to-the-bench research dissecting g L s
treatment resistance, understanding heterogeneity and evolution, validating novel targets, and qualifying immu.,-; B e
impactful biomarkers. i LR R | e
* |Improve trial design and conduct by generating consensus driven reporting guidelines (extensions of ) At
CONSORT and SPIRIT guidelines for Phase 1 trials) e (__combinations| e
« Seamlessly transition novel therapeutic strategies to later trials with partners. ) |- ‘ |
» Run industry-sponsored and academic trials (ICR/RMH & CRUK-CDD sponsored), with 30% of the AR e
patients we serve being treated on investigator-initiated trials. 0 Ciorrtars "dp‘g
 Adapt and improve trials to PPIE partner recommendations (eg video PIS; ePROs). |
* Integrate novel technologies (eg hyperplex immunohistochemistry, digitization, metagenomics, liquid interstandog 579 _ [ 4iSszing \ _paresiv
biopsies, single cell analyses, spatial transcriptomics) g N
* Train next generation of medical, paramedical and clinical trial management Units wermp ———————_______din

Improving patients experience in clinical trials

* Incorporating decentralising trial assessments within trial protocols when safely feasible

« Supporting virtual consultations where possible

* Introducing advance inconvenience payments for patients

* Incorporating PROs/ePROs in dose finding trials to improve patient experience and
investigator’s perspectives of type, frequency and severity of adverse events

Improving trial information sharing and consent processes

» Video based information through a pilot trial, explaining on what clinical trial participation entail, with |Study protocol for a randomised controlled trial of enhanced
: : . : : : informed d dard informed
information shared digitally by medical, nursing and paramedical staff rommea consert comparer 1o SLancard mormed onsent 1o

improve patient understanding of early phase oncology clinical trials

 |ntroducing virtual consent processes to allow for pre-screening on specific biomarkers, using (CONSENT) & |
archival tissue i sy At s e D5 e o’
* Developing eConsent processes within Royal Marsden digital transformation team to establish a oo lover

process whereby patients’ consents are captured digitally while maintaining GCP compliance

Serving underserved population

T * ~14% of our patients treated on Phase 1 trials come from the

NORTH istay < EDINBURGH Islay. sl EDINBURGH e NORTH
cuascom Berwick pan Tweed NORTH SE/ 3
) Kilmarnack o Pecbles

Alnwick Campbeltown Ayr Alnwick

Ay most economically deprived postcodes in the UK (deciles 1-3)
e Workin g with PPI/E groups to reach to underserved P atient
groups

 |dentifying underserved groups, including >80Y patients,
younger Adults, patients with intra-cerebral malignancies

anananan

aaaaaaaa

;;;;;

>1500 referral Improve trial access for the elderly with the
. r-e .E'.Ta > >800 new ~300 treated 50-60 actively P - Y
from clinicians : >500 Pre- . programme of oncogeriatric assessment
patients on Phase 1 recruiting

>500 patient self- (F2F/virtual) screened linical triale o]k and multidisciplinary prehabilitation to
referrals optimise physical health and holistic care

Delivering together

* Delivering Investigator Initiated Trials, in collaboration with multiple ECMC Centres, leading several
IMPs transitioning to later phase trials (eg: RAF/MEK inhibitor single agent trial led to pivotal trials inlow
grade ovarian cancer and KRAS mutated NSCLC) L,
* |Improving trial conduct through infrastructure digitalization and sharing best practices across the ko
network (eg: remote Monitoring, electronic TMF and ISFs, ePROs, Direct Data transfers)

*  Working with network to improve trial set up, delivery and access (eg:Trial Prioritisation, EC Trial Finder,

FFFFFFF

ECMC Adult network

Expediting trial start up activities, Improved trial costing and budgets)
« Building Capacity via structured student internship programmes and partnerships with Universities

"¢
Biomedical Research Centre at oo % CANCER
N I H R | The Royal Marsden and the ICR Wellcome Trust w '{ RESEARCH
wellcome a’.m UK



Image: www.dezeen.com/2016/09/26/rogers-stirk-harbours-cancer-treatment-centre-london-guys-hospital/

LTX-315 oncolytic peptide

LTX-315 is a synthetic 9-mer
which

membranolysis

peptide causes

on direct
injection into a tumour.
A dose-ranging Phase | trial

was performed in Guy’s CRF,

MOv18 IgE antibody - 1% in class

[e]=

BASELINE WEEK 7

N
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o
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2
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as well as a number of other h’ ﬁ«
centres across Europe. , "’,‘ .’?, e

39 patients, with a range of vt Lo R

solid tumour fypes, were Figure 2. Pulmonary metastases from Figure 3. A reduction in the tumour
treated. syngeneic tumours expressing FRa in an biomarker CA125 was seen in a patient

In addition to tumour necrosis
and significant increases in
intralesional CD8™ T cells, LTX-
315 caused abscopal effects
(Figure 1).

LTX-315 was generally well
tolerated, with only 10% of
patients experiencing grade
3 adverse effects
(hypersensitivity

or anaphylaxis).

Funded by Lytix Biopharma
AS and NIHR

Spicer J, Marabelle A, Baurain JF

immunocompetent rat model. IgE has a receiving MOv18 IgE at a total dose of

greater antitumour effect than IgG /700ug, as well as shrinkage of peritoneal

metastases

A first-in-human, first-in-class trial of MOv18, a chimeric monoclonal
IgE, was performed in 24 patients with solid tumours expressing
folate receptor-alpha (FRa). IgE has been shown to have greater
antitumour activity than IgG in immunocompetent rats (Figure
2). The trial found that MOv18 IgE was generally
well tolerated, with an anaphylactic reaction
occurring in only one patient. One
patient experienced shrinkage of
peritoneal metastases and an
accompanying fall in
CA125 (Figure 3).

Figure 1. CT scans showing a 64% reduction in the size
of a lung lesion in a patient with leiomyosarcoma who
received injection of LTX-315 into a gluteal muscle
lesion

Funded by CRUK

* Based in the NIHR Clinical Research Facility at Guy’s, B
picer J, Basu B, Montes A et al.
I‘ , an MHRA-accredited Phase 1 Unit B T AR ] i
!

IgE antibody therapy for
cancer.

et al. Safety, Antitumor Activity, o o o o

S A }' * Strengths & interests in novel immunotherapies gg“(jeér o ﬁ‘:{i‘:{m iy
Ranging Phase | Trial of the i: il . .
Oncolytic Peptide LTX-315 in o R N .

Patients with Solid Tumors. i * Recent trials include translation of new therapies

Clin Cancer Res. (2021)
15:2755-2763.

doi: 10.1158/1078-0432.CCR-
20-3435

T4 CAR-T

T4 is a CAR T

cell trial in %NZE}’S
which patients’ T B LON%S% The OUTREACH

cells are harvested
and modified to
express the
following receptors:
40 — this drives the growth
of engineered T-cells in the
presence of IL-4. It is used to

discovered at King’s

King’s Health Partners ECMC

ecImg: [

RNA
therapeutic

trial is a first-in-

Klngls humcm Phase |
Health
Partners

study into the effect
of MTL-CEBPA on
patients with advanced

liver cancer. MTL-
CEBPA is a small

Phase 1 Pls: James Spicer (ECMC Lead), Debashis Sarker

e expand cell populations ex (co-Lead), Debra Josephs, Rebecca Kristeleit, Arnie activating RNA therapeutic r,_"'i_
W  vivo. No manufacturing Purushotham designed to upregulate L -
i . - - : .
e failures have ocurred (Figure - C/EBPa, a transcription factor =
AT S -
- 4). _— that acts as a tumour suppressor.
= T1E28z — this chimeric antigen = 38 patients were treated.
|  receptor=(CAR) binds to all i i!.i...l..._ Ll Following MTL-CEBPA, 7 patients received g
W8 ErbB dimers. oy : tyrosine kinase inhibitors (TKls), 3 of these had a complete % &
W8 So far, 17 patients with 15 response (Figure 6). Further trials are underway to explore this promising = * * °
: squamous cell carcinoma of combination. SRS S
iy the head and neck have been Figure 4.
t ted. The th h b Expansion of Patient Movember 13, 2017 March 5. 2018
T redaiced. 1 ne terapy nas been s, 0010-0002 At PD while on MTL-CEBPA 2 months after Sorafenib was started
%  well tolerated and there is T cells in
1 some evidence of survival Tig [
superior to historical controls
(Figure 5). The trial has a
disease control rate (DCR) of
69%.
Figure 5.
Funded by the JP Moulton Charitable o Kgqplcm
Foundation, Wellcome Trust, NIHR and 2 J
- Meier curve
CRUK >
2 showing : . : bl . - ;
- Figure 6. A patient experienced a complete radiological response in their lung metastases (from a primary
‘ S & in their liver) when th treated with the TKI sorafenib following MTL-CEBPA
= Pqeq S et al. E S survival (OS) tumour in their liver) when they were treated wi e sorarenipb rollowing -
T4 immunotherapy of head and neck treatment n local audit cohort Funded by MiNA Alpha Ltd, CRUK, and NIHR
squamous cell carcinoma using pan-ErbB 1

Sarker D, Plummer R, Meyer T et al..
MTL-CEBPA, a Small Activating RNA Therapeutic Upregulating C/EBP-a, in Patients with Advanced Liver Cancer: A

First-in-Human, Multicenter, Open-Label, Phase | Trial.
Clin Cancer Res. 2020 26(15):3936-3946. doi: 10.1158/1078-0432.CCR-20-0414

; I ;I;_,_

ecimc

i targeted CAR T-cells

Cancer Res (2017) 77 (13_Supplement): CT118 100 200 300 400 500 600 700

OS (days)
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CINC

Lelcester

Dr Harriet Walter (ECMC Clinical Lead)

Professor Karen Brown (Professor of Translational Cancer Research, ECMC Co-Lead, Prevention Theme Lead)
Professor Anne Thomas (Professor of Cancer Therapeutics, ECMC prior Lead)

EQUALITY DIVERSITY &
INCLUSION

Including support from the
Centre for Ethnic Health
Research (University of
Leicester)

———————>

PREVENTION

Lead: Professor
Karen Brown

Our population®

Population 1.85M

@

Specialist Cancer

Services 3M
or African

White
Other ethnic groups

Longest Covid-19

090

Patient and Public
Involvement

Asian, Asian British or Asian Welsh
Black, Black British, Black Welsh, Caribbean

Mixed or Multiple ethnic groups 3.8%

Leicester ECMC Overview

NIHR LEICESTER
BIOMEDICAL
RESEARCH CENTRE

BIOMARKER
DRIVEN TRIALS/
TRANSLATIONAL
STUDIES

Lead: Professor
Dean Fennell

Leicester ECMC and Local strategic partnerships:
Delivering Bench to Bedside research

NIHR @
BRC
( Implementation

Experimental Early Clinical
Research Trials

e
Bench

Discovery
Science

Late Phase
Research

lock down o . . . . . . . Promoting patient involvement and training researchers throughout
In 2021, 43.4% of usual residents in Leicester identified their ethnic ENABLERS: Leicester Molocular Diagnostics, Van Geest Omics,
group Within the "Asian, Asian British or Asian WG'Sh" category. Hope Cancer Trials Centre, Doctoral College, Al facility, Institute for Precision Health
(] ([ [ ]
Aims [J What we will contribute to the network

©® To embed our areas of research excellence in blood biomarkers and
liquid biopsies and our patient derived explant platform across our
programme of work.

» To develop a new theme in equality, diversion and inclusion
P quality
progressing equity of opportunity across our research portfolio and
improving outcomes for underserved groups. Work will include:

® Understanding seldom heard voices.

® Exploring language as a barrier to taking part in cancer research
studies.

©®  Exploring attitudes and challenges to participation in window-of-
opportunity trials.

To bring strength to the network in the field of therapeutic prevention.

To continue our commitment to training and strengthening the
workforce through JING, buddy schemes and staff development.

Q- Challenges

To develop novel approaches for public and patient engagement work
with underserved communities.

©

®  Ensuring the UK remains a sustainable and attractive environment for
delivering early phase trials.

©

Ensuring access to genomic sequencing ‘for trials’.

':('lb CANCER
o RESEARCH

'~""M' UK

ecme .,

Fiss NIHR

() To contribute to a step-change in the use of therapeutic interventions
for cancer prevention by conducting and supporting the development
of pioneering trials.

() To contribute to and promote knowledge transfer within the new
translational research forum.

() Sharing of best practice through initiatives such as UpSMART and
engagement with underserved communities.

World leading
science

UNIVERSITY OF
LEICESTER

Unique focus on
prevention

Access to the best
researchers to
expand expertise

Renowned
Collaborators

Patient and Public
Involvement

Collectively we can
achieve more!

Innovation

UK Leadership A in trials

in Mesothelioma

1. Source: Office for National Statistics — 2011 Census and Census 2021. https://www.ons.gov.uk/visualisations/censusareachanges/E06000016/
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Manchester ECMC: A Network Driven Approach

Manchester Biomedical
Research Centre

NIHR

Contact: manchesterecmc@manchester.ac.uk %

g X
Theme 1: Lead national Theme 2: Digital innovation Upr,
precision medicine trials for patient benefit \SI\/IART/

TARG ET Patients referred * Data collection PROACTEE & }. o)
Discussion at feoxr rgﬁ:ﬁgﬁfal (eSOURCE), patient — e -
Access to ctDNA virtual National P engagement (PROACT)

therapies
o,

¢ _
DETERMINE

|

and decision making
(eTARGET)

Molecular
Tumour Board

testing for 6000
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database of genomic
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associated clinical data
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Creation of inclusivity
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technology clinical trials l
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Precision radiotherapy
Advancing drug-RT
combination trials (Only
site delivering MRI-
guided RT & First NHS
hospital with proton
beam centre)

PRECISION MEDICINE
(RADIOTHERAPY)

Pharmacy

Theme 3: Deliver challenging
advanced cell therapy studies

Theme 4: Ensure equity of
access to clinical trials

NITC
Advanced Therapy
Treatment Centres

Managing toxicity — Translational Research . Patient Reported Outcome Measures

(PROMS) in CAR-T
» Patients as co-investigators
* Develop and use PROMs in the Cell

GCP compliant, rapid turn-around cytokines ELISA
Digital algorithm to establish early warning for
evolving cytokine storm

Therapy setting
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_ 0 Managing toxicity - Digital Technology Mistrust
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cell / Vo IR Q Communlty Lack of understanding
e > a 3 Barriers Culture and stigma
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Clinical Laboratory Barriers
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Biomarker tool box for haematology-
oncology clinical trials

Hodgkin Lymphoma: Improve PET-adapted response assessment

Biomarkers for Radiotherapy clinical trials

/Phase 1b CRAIN Trial in Cervical Cancer\
CRUK Combinations Alliance with Astex
ChemoRT plus inhibitor

_ CRAIN

Primary CNS Lymphoma: Predictive & prognostic biomarkers

CMML & myelodysplasia: Predict response to oral hypomethylating
agents

-
Can treatment response & acute colon

toxicity be reported from one blood tube
kwith ctDNA methylation?

~

Myeloma: Biomarkers to guide use of CelMODs & inobrodib

AML: Ph1 trial of inodrodib ctDNA methylation to guide patient
selection
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Key Deliverables

ACCELERATE

GLOBALLY

DETERMINE %

CRUK endorsed umbrella basket platform study for rare Translational Research
adult and paediatric cancers (age and tumour-agnostic)
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advanced therapies and equity of access
Next generation of molecular tumour boards

sequncing
(WGS)

« Comprehensive translational research package
toolbox

* Trial delivery throughout the ECMC network
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omics informing
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Digital technologies into
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Biomarker led treatments
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guidelines
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studies
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Sir Bobby Robson Cancer Trials Research Centre

ecimc

Newcastle

« Student projects for both Medical and
Biomedical Students as part of their degree, or
to gain experience in a clinical research
environment.

» Established effective university links

* Open day events - for general public
education which have been fun and

engaging
Careers  Student nursing placements

» Careers events for all - Centre events both
online and in person, and representation
at University and NHS Trust wide events

* Internships - Link with a University in France -
Offered to students on intercalating degrees.
Some have gone on to have a career in Clinical
Research.

Find out more about the impact of this work

Patients Care Initiatives

Recruitment of a dietician to provide Recruitment of an Occupational Therapist to Complimentary Therapy service:
nutritional support and advice provide support on:
* to continue to provide ongoing

 to maintain and optimise their » fatigue management support for the patients using

weight to improve their chance of * mobility issues different therapies

being recruited to and staying on trial » psychological adjustment » development of a trial to explore
 to reduce anxiety levels of cancer * managing breathlessness, complimentary therapy for 'white

related weight loss * equipment provision coat syndrome' (which can impact
 to provide supplements and diet » wheelchair assessment on participants meeting trial

advice » future planning and preferred place of death inclusion)

e,
8g?}¢»

Developed a multi format patient co-designed
educational resource that supports patients
entire early phase clinical trial journey

» Improved patients comprehension

» Reduced patient anxiety

Perspectives in cancer resea.rch. HY W Newcastle ECMC
group ensure the pat|ents volce |s at Perspective in cancer research PPl Group
the centre of all we do at Newcastle

ECMC:

» 25 members

* Meet once a month

* Review on average 24 research
studies pre year (academic and
clinical research)

Developed a new method of electronic consent

(2020) - Hospital trust and Sponsor approved

 Utilised a PPI co-designed approach to ensure
the patient voice was at the centre, it was

. Support ECMC service improvement Of=d00 patient friendly and something they could
. easily use.
projects [w]
Find out '::ﬁe?/:locc;létltehs Cil\nll‘gad of PPI Access our PPI developed resource
Translational Research
GENETIC SCREENING-PRECISION MEDICINE SIDE-EFFECTS OF NOVEL THERAPIES Symptom:-
. . . directed SKIN SWAB
CR UK SMP2-Matrix trial (Iung Cancer) TOp UK recruiters MEDALLION-Pilot Study ql_l_eff_li'_]fire '
TARGET-National study using ctDNA-advanced solid tumours “CPI therapy and Immune Dysregulation/ | " Colitis-biopsies for
; d . effe cte Biomarkers MlCtObl(‘).lTle immune infiltrates
Prospect—-NE ‘North East’s largest Cancer Genome study’ analysis
TOLERANCE TO CANCER THERAPIES

NOVEL METHODS TO DIAGNOSE/MONITOR DISEASE Biomarkers Nutrition
: . , , , , Frailty and sarcopenia as predictors of Qol
CiRCUITT study ' Circulating tumour cells in thyroid cancer drug toxicities/outcomes studies Questionnaires
Thyraglobulin Cytokeratin L CD45 DAPI Composite Muscle Functiona'

Mass Tests




OXFORD UNIVERSITY OF
CANCER OXFORD

Translational Histopathology Laboratory
University of Oxford

The THL is an outward-facing, core research facility, at the Department of Oncology, University
of Oxford.

 ltisled by a research-active clinical pathologist.

 Supported by a team of experienced histotechnicians.

* Works to GCP standards.

 Delivers projects for academic researchers, clinical trials and biotechnology firms.

H&E : CDS8 Red, FOXP3 ‘Brown

Core Services

 Tissue handling, embedding and sectioning. 2 R
* Tinctorial histochemical staining (H&E). RS | S
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e  Multi-chromogenic immunohistochemistry. Xing . M o RN,
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 Digital slide scanning. NosseAATety S it
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 Pathologist interpretation of H&E / IHC. Su@ A R s
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COMBAT Immune Cell Panel
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* Vectra Polaris system.

e 7-Plex fluorescent immunohistochemistry.
* Bespoke panel design and optimisation.

* High-throughput automated staining.

I I I I a ge a I l a I yS i S CA9 Breast Cancer Immune Panel Breast Cancer Tissue Classifier Hypoxia
B A 3 i i i by 2 i ¥ ; N B ,L _;1‘: " .

« Pathologist-led, computer-aided, analysis.
* |ndica’s HALO image analysis software:
 Brightfield and immunofluorescence
Images.
e Machine-learning automated tissue
segmentation.
* Machine-learning cell phenotyping.
« Automated cell identification, dye
guantification and RNAScope scoring.
* Colour deconvolution.
* |Image registration.
* Topological analysis.
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c00s 39 2 ¥ 1N '+ Pathologist-led tissue selection.
T ] *  Bespoke tissue arrays.
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e 5 Gt aa 3 e Access to extensive collection of archival FFPE
FIRRY N material.

———— 1 100pm °

| 1cm |

Automated TMA analysis.

thlenquiries@oncology.ox.ac.uk
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Southampton ECMC - Introduction

Southampton ECMC is an expert multi-disciplinary team within Cancer Sciences which is one of only three CRUK Centre for Drug Development (CDD)
Biomarker Hubs in the UK. We unite discovery and clinical research teams to develop and perform early stage (first-in-human to phase I/1l) clinical trials of
novel iImmunotherapeutics and diagnostic tools. Our trials cover a broad spectrum of solid and haematological cancers and are performed Iin close
collaboration with CDD, the Southampton Clinical Trial Unit (SCTU) and commercial partners. Excitingly, we are one of only seven ECMC centres in the UK
which are part of both the adult and paediatric networks. Furthermore, as part of the National ECMC Network, we are particularly involved with the ECMC
Quality Assurance, Translational Science Network Group, ECMC Junior Investigators Network Group (JING), ECMC Research Nurses Network Group, and the
ECMC Immunotherapy Group.

Southampton ECMC - The Team

Director: Senior Trial Manager: Technical team:
Prof. Andrew Davies Denise Dunkley Rebekah Allen
Clinical Associate Director: Research Engagement Manager: Tom Wynn
Dr. Simon Crabb Liz Allaway Alex Stote
Laboratory Associate Director: Quality Assurance: CDD Biomarker Hub team:
Prof. Anthony Williams Catherine Pointer, PhD Thierry Waltrich-Augusto, PhD
Senior Research Fellow: Lead Scientists: Céline Galloway
Adam Coleman, PhD Nicola Irvine, PhD

Southampton ECMC —Recent Achievements

ARGO - A phase Il study of Atezolizumab, ACCEPT — A Phase Ib/ll combination of RiVa — A phase lla study of Rituximab PROSECO - A UK Multicentre
Rituximab, Gemcitabine and Oxaliplatin acalabrutinib in combination with and Varlilumab in relapsed or refractory Prospective Observational Study
In patients with relapsed or refractory rituximab, cyclophosphamide, B-cell malignancies Evaluating COVID-19 Vaccine Immune
diffuse large B-cell lymphoma who are doxorubicin, vincristine and Number of Patients Analysed: 27 Responses in Lymphoid Cancer
not candidates for high-dose therapy. prednisolone (R-CHOP) for patients with Number of Samples Analysed: 169 Number of Patients Analysed: 592
Number of Patients Analysed: 57 Diffuse Large B-cell Lymphoma (DLBCL) Type of Analysis: Flow Cytometry (3 Number of Samples Analysed:
Number of Samples Analysed: 246 Number of Patients Analysed: 32 panels) + Rituximab PK ELISA approximately 1200 (ELISpot) and 230
Type of Analysis: Flow Cytometry (2 Number of Samples Analysed: 246 Manuscript in preparation (Flow Cytometry)
panels) Type of Analysis: Flow Cytometry Type of Analysis: Flow Cytometry +
Manuscript in preparation Manuscript In preparation ELISpot

Manuscript In preparation

Southampton ECMC — The Translational Lab

Trial Name Therapeutic agent Collaboration Immunomonitoring
IDXx Lung ELISA assay for 8 serum biomarkers to SCTU, Oncimmune ELISA for the detection for autoantibodies against
Health Improve diagnostic performance in risk CAGE, GBU4-5, HuD, MAGE A4, NY-ESO-1, p53 and
(CI: P Johnson) stratified population screening for lung SOX2 lung cancer antigens

cancer
AURORA Atezolizumab in patients with urinary tract UHS, SCTU Immunophenotyping by Flow Cytometry and peripheral
(CI:S Crabb) squamous cell carcinoma T-cell receptor clonality
P+R-ICE Pembrolizumab in combination with R-ICE SCTU TBD
(Cl: A Davies) chemotherapy In relapsed/refractory diffuse

large B-cell lymphoma

MiNivAN Combination of 131-I-MIBG, Dinutuximab-f University Hospital Immunophenotyping by Flow Cytometry & ADCC assay
(CI: J Grey) and Nivolumab in paediatric and young Southampton NHS

adult patients Trust, Little Princess

Trust

HARE-40 RNA vaccine against HPV in HNSCC SCTU, BionTech HPV16 E6, E7 & E2 ELISAs, HPV16 E6 and E7 Peptide
(CI: C Ottensmeier) pool ELISpot & Cytokine assay by Luminex
HMBD-001 Anti-HER3 monoclonal antibody given IV as CDD Biomarker detection assays (ELISA)
(Cl: Johann de a single agent and in combination in
Bono ) patients with advanced HERS3 positive solid

tumours
FAK-PD1 Combination of Defactinib an Glasgow CTU, Immunophenotyping by Flow Cytometry
(CI: S. Pembrolizumab in advanced solid Edinburgh University = RNA-Sequencing
Seymeonides) malighancies

Southampton ECMC — Contacts

Senior Research Fellow: Adam Coleman a.r.coleman@soton.ac.uk
Lead Scientists: Nicola Irvine n.irvine@soton.ac.uk & Thierry Waltrich-Augusto t.waltrich-augusto@soton.ac.uk @ECMCSouthampton y
Or visit us at http://www.uhs.nhs.uk/ClinicalResearchinSouthampton/Research/Research.aspx
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