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Can extra tests on cancer samples identify more
patients with bowel/colon cancer who should
be treated with drugs called anti-EGFR agents?
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Background and study aims

Not all bowel (colon) cancers are the same. It is known that tumours which start in the right side
of the bowel (right-sided), behave differently than those on the left side. Patients with advanced
cancer (cancer that has spread to other areas) whose tumours are right-sided do not tend to live
as long as those with left-sided. Right-sided tumours may not respond as well to drugs used to
treat cancer. It is therefore important for researchers to find ways to improve the treatments
and cancer outcomes for patients with right-sided tumours.

Anti-EGFR agents (cetuximab and panitumumab) are drugs that switch off the growth signals
from the Epidermal Growth Factor Receptor (EGFR), which is a protein on the cancer cell which
makes cancer grow and spread. We know that if a protein (RAS) is altered and becomes
abnormal on the tumour then a patient will not respond to treatment with anti-EGFR drugs.
Doctors now test the tumours of all patients and only treat those patients without these
abnormal RAS proteins (RAS-wt) with anti-EGFR drugs.

These drugs are available to patients in the UK with RAS-wt advanced bowel cancer alongside
chemotherapy. However, in some patients with RAS-wt cancers the drugs do not work, despite
the proteins being normal. This means that patients experience unpleasant side effects without
any benefits. Cancer researchers have tried to understand why some patients benefit from anti-
EGFR drugs, and some do not.

Research has shown that some patients with tumours that start in the right side of the bowel do
not respond to this treatment and in many countries anti-EGFR drugs are not recommended for
patients with a right-sided tumour. UK data shows that some patients with right-sided bowel
cancers respond well to anti-EGFR drugs, but some patients do worse and their cancer grows
more quickly and the side effects are more severe, than when treated with chemotherapy alone.
This creates a problem for oncologists and patients. An extra test to help identify patients with
right-sided bowel cancer that are most likely to benefit from anti-EGFR drugs would help resolve
this.

Further research has found different tumour proteins (EREG and AREG) that identify those
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patients most likely to respond to anti-EGFR drugs, including patients with right-sided bowel
cancers. Further research on the importance of this protein is needed before it can be used in
clinics.

Who can participate?

Study participants will have been diagnosed with advanced bowel cancer which started on the
right side of the abdomen (tummy). Participants will have a gene (RAS) which is normal i.e. RAS
wild type (RAS-wt). Each participant is carefully assessed using tests to check that they are
suitable for inclusion in the study. These include: blood tests, an assessment of medical history,
clinical examination, a pregnancy test (where appropriate) and a CT scan.

What does the study involve?

Patients who are suitable will be randomised to receive treatment with chemotherapy alone or
chemotherapy with anti-EGFR drugs. The chemotherapy given will be the standard treatment for
this type of cancer. A computer will choose at random which participants receive an anti-EGFR
agent, with the chemotherapy. Participants allocated to this treatment will discuss with their
doctor which of the anti-EGFR agents, cetuximab and panitumumab, might be most suitable. The
treatment is given every two weeks for as long as the drugs continue to control the cancer, and
as long the treatment is tolerable.

What are the possible benefits and risks of participating?

We do not know for sure that the addition of an anti-EGFR drug will help control your cancer.
Participants may therefore experience side effects from this drug without getting any benefit.
Some patients with right-sided bowel cancer already receive treatment with an anti-EGFR agent
as part of standard care. They do this in the hope that they may be one of the minority of
patients where the drug does help control their cancer for a longer period of time.

If you are allocated to receive an anti-EGFR drug in this study, the drug may help control your
cancer for a longer period of time than chemotherapy alone. Results from this trial may lead to a
new test to help oncologists and patients make better decisions about their treatment. Further
research on tumour samples may help us find new ways to treat patients with right-sided bowel
cancers.

Where is the study run from?
St James's University Hospital (UK)

When is the study starting and how long is it expected to run for?
October 2020 to August 2026

Who is Funding the study?
National Institute for Health Research (NIHR) (UK).

Who is the main contact?
Claire Dimbleby, ARIEL@leeds.ac.uk

Sponsor Details:

Woodhouse Lane

Leeds

LS2 9JT

England

United Kingdom

+44 1133434897
Leedsth-tr.gamonitors@nhs.net
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Study information

Scientific Title
A biomarker enrichment trial of anti-EGFR agents in patients with advanced colorectal cancer
(aCRC) with wild-type RAS and right primary tumour location (right-PTL)

Acronym
ARIEL

Study objectives
Feasibility hypothesis: It is feasible to include EREG/AREG stratification in the clinical pathway
for patients with aCRC?

Main hypothesis: patients with AREG/EREG-high, RAS-wt, rPTL aCRC have an improved cancer
response measured by ETS rate if an anti-EGFR agent is added to first-line doublet
chemotherapy.

Ethics approval required
Old ethics approval format

Ethics approval(s)

Approved 22/10/2021, Yorkshire & The Humber Leeds West Research Ethics Committee (NHSBT
Newcastle Blood Donor Centre, Holland Drive, Newcastle upon Tyne, NE2 4NQ, UK; +44 207
1048134; leedswest.rec@hra.nhs.uk), ref: 21/YH/0237

Study design
Interventional randomized controlled trial

Primary study design
Interventional

Secondary study design
Randomised controlled trial

Study setting(s)
Hospital

Study type(s)
Treatment

Participant information sheet
Not available in web format, please use the contact details to request a patient information
sheet

Health condition(s) or problem(s) studied
Advanced colorectal cancer

Interventions



Current interventions as of 30/04/2024:

Patients will be consented for registration and access to stored tumour material. RAS-wt or
unknown RAS-status patients can be registered (central testing offered). After patient consent
and registration, archival tissue will be retrieved and sent to a central laboratory for assessment
of EREG/AREG ligand expression status (high vs low), and RAS status (if not assessed locally).
EREG/AREG will be measured by reverse transcriptase polymerase chain reaction (RT-PCR) and
dichotomised (either high vs both low) using predefined cut-points. The biomarker results will be
fed back to sites via CTRU within 7-10 days.

Only EREG/AREG high patients will be eligible for randomisation. Eligible patients will be
consented for randomisation and randomised to receive chemotherapy alone or chemotherapy
plus anti-EGFR agent (cetuximab or panitumumab) on a 1:1 basis. Randomisation will be by
minimisation with a random element, incorporating stratification for choice of first-line
chemotherapy, tumour location, prior (neo)adjuvant chemotherapy and prior tumour resected.

Patients will be recruited from oncology clinics and treatment delivered in chemotherapy units.
It is anticipated that 440 patients will need to be registered in order to randomise 162 EREG
/AREG high participants. The recruitment period is 3 years. Participants will be followed-up for 1
year minimum for longer-term outcomes.

Patients whose tumours are EREG/AREG low will not be randomised, due to clear evidence of
harm with anti-EGFR agents, but their baseline characteristics, treatment and outcome will be
recorded.

Treatment and follow-up:

Treatment should start as soon as possible after randomisation. It is preferable that treatment
begins following randomisation, but if a delay due to biomarker testing is unacceptable, then 1
cycle of chemotherapy is permitted prior to randomisation. Patients should be reviewed prior to
each cycle of treatment to assess for toxicity and any evidence of disease progression (nurse-led
and virtual pre-assessment is acceptable as per local practice).

The treatment schedules used are standard throughout the UK. Clinicians select either
irinotecan- or oxaliplatin based regimes, based on the patient’s preference (e.g. avoiding
alopecia or peripheral neuropathy) and any prior adjuvant therapy. If allocated anti-EGFR
therapy at randomisation, any licensed agent (cetuximab or panitumumab) may be used.
Standard doses, schedules and adaptations for toxicity will be used. It is recommended that
patients should have a DPYD germline mutation assessment to inform dosing of 5FU.

Patients will be assessed during and after treatment in line with standard good oncology
practice. In order to ensure reliability of primary endpoint assessment (early tumour shrinkage at
8 weeks), a baseline CT scan of the thorax, abdomen and pelvis is mandated within 28 days prior
to randomisation, or up to 7 days after randomisation. All patients will undergo a pre-treatment
CT scan as part of routine care, however, it is anticipated that this may need to be repeated in up
to 75% of (randomised) participants to ensure it is obtained within the trial-defined timeframe.
A follow-up CT scan will be performed at 8 weeks and 16 weeks post-treatment start, which is in
line with standard clinical care.

The study period is the first 16 weeks of 1st line chemotherapy. Mandating trial treatment
beyond 16 weeks would not be acceptable to oncologists and patients. Following 16 weeks,
treatment and radiological assessment will be at the discretion of the treating clinician. It is
normal UK practice for patients with responding or stable disease to have a treatment break or
reduced dose maintenance chemotherapy at this point.



Patients will complete health-related quality of life and health economics questionnaires pre-
randomisation and at 8 weeks, 16 weeks and 12 months post start of treatment.

All patients will be followed-up in clinic to one-year post-randomisation as a minimum, with a
final assessment in all patients when the last patient has completed a year of follow up — median
3.5 years follow up

Participating sites:

The study will recruit from up to 40 centres in the UK. This trial will be offered as an exemplar
for the “Just-in-Time (JiT) site activation” pilot. JiT is a collaboration of NIHR CRN and Health
Research Authority (HRA) for research with familiar therapies, but where smaller participating
centres are anticipated to recruit <3 patients per year. A JiT trial undergoes a national
assessment of the facilities, capabilities and experience needed to participate and is notified to
all relevant Trust R&D teams, LCRNs and clinicians. Larger sites are set up prospectively as
normal, but for smaller sites set-up is reactive, in response to an individual potential patient,
with a 72-hour target from notification to approaching the patient. Full site set-up is triggered
after 2 patients have entered using the JiT system. For this trial we anticipate 30 conventional
and 10 JiT sites with the latter on a ‘first-come, first-served’ basis.

Biomarker testing:

Formalin-fixed paraffin embedded tumour blocks will be sent to Pathology & Data Analytics at
the University of Leeds, an HTA-licensed laboratory with extensive experience of molecular
testing in clinical trials. All material will be dealt with according to GCP, with processes overseen
by a dedicated quality manager. If KRAS/NRAS/BRAF testing is required, sections will be cut for
DNA extraction. Mutational analysis will be undertaken including KRAS codons 12/13/59/61/117
/146 and NRAS codons 12/13/59/61, and BRAF in keeping with UK recommendations.

Additional sections For RNA extraction plus H&E slide will be cut and sent to the University of
Birmingham Surgical Research Laboratory (Pl A Beggs), which will perform RNA extraction from
the FFPE sections and determine EREG/AREG expression levels with standard housekeeping
genes via RT-QPCR to GCP standards.

At the time of registration, consent will also be sought for the collection and storage of archival
tissue for Future research, and For ctDNA sampling at registration and (if randomised) on
completion of the 16-week trial treatment period. Consent for future research and ctDNA
sampling is optional and refusal will not preclude trial entry. If the patient has consented for
their pathological material to be stored and used for future research, the tumour sample will be
stored at the central laboratory in Leeds. Blood samples for ctDNA analysis will be stored in
Birmingham. Note that tumour samples can be temporarily returned to site at any time during
the study upon request to the CTRU, e.g. for further clinical testing.

Previous interventions:

Patients will be consented for registration and access to stored tumour material. RAS-wt or
unknown RAS-status patients can be registered (central testing offered). After patient consent
and registration, archival tissue will be retrieved and sent to a central laboratory for assessment
of EREG/AREG ligand expression status (high vs low), and RAS status (if not assessed locally).
EREG/AREG will be measured by reverse transcriptase polymerase chain reaction (RT-PCR) and
dichotomised (either high vs both low) using predefined cut-points. The biomarker results will be
fed back to sites via CTRU within 7-10 days.



Only EREG/AREG high patients will be eligible for randomisation. Eligible patients will be
consented for randomisation and randomised to receive chemotherapy alone or chemotherapy
plus anti-EGFR agent (cetuximab or panitumumab) on a 1:1 basis. Randomisation will be by
minimisation with a random element, incorporating stratification for choice of first-line
chemotherapy, tumour location, prior (neo)adjuvant chemotherapy and prior tumour resected.

Patients will be recruited from oncology clinics and treatment delivered in chemotherapy units.
It is anticipated that 440 patients will need to be registered in order to randomise 162 EREG
/AREG high participants. The recruitment period is 3 years. Participants will be followed-up for 1
year minimum for longer-term outcomes.

Patients whose tumours are EREG/AREG low will not be randomised, due to clear evidence of
harm with anti-EGFR agents, but their baseline characteristics, treatment and outcome will be
recorded.

Treatment and follow-up:

Treatment should start as soon as possible after randomisation. It is preferable that treatment
begins following randomisation, but if a delay due to biomarker testing is unacceptable, then 1
cycle of chemotherapy is permitted prior to randomisation. Patients should be reviewed prior to
each cycle of treatment to assess for toxicity and any evidence of disease progression (nurse-led
and virtual pre-assessment is acceptable as per local practice).

The treatment schedules used are standard throughout the UK. Clinicians select either
irinotecan- or oxaliplatin based regimes, based on the patient’s preference (e.g. avoiding
alopecia or peripheral neuropathy) and any prior adjuvant therapy. If allocated anti-EGFR
therapy at randomisation, any licensed agent (cetuximab or panitumumab) may be used.
Standard doses, schedules and adaptations for toxicity will be used. It is recommended that
patients should have a DPYD germline mutation assessment to inform dosing of 5FU.

Patients will be assessed during and after treatment in line with standard good oncology
practice. In order to ensure reliability of primary endpoint assessment (early tumour shrinkage at
8 weeks), a baseline CT scan of the thorax, abdomen and pelvis is mandated within 28 days prior
to randomisation, or up to 7 days after randomisation. All patients will undergo a pre-treatment
CT scan as part of routine care, however, it is anticipated that this may need to be repeated in up
to 75% of (randomised) participants to ensure it is obtained within the trial-defined timeframe.
A follow-up CT scan will be performed at 8 weeks and 16 weeks post-treatment start, which is in
line with standard clinical care.

The study period is the first 16 weeks of 1st line chemotherapy. Mandating trial treatment
beyond 16 weeks would not be acceptable to oncologists and patients. Following 16 weeks,
treatment and radiological assessment will be at the discretion of the treating clinician. It is
normal UK practice for patients with responding or stable disease to have a treatment break or
reduced dose maintenance chemotherapy at this point.

Patients will complete health-related quality of life and health economics questionnaires pre-
randomisation and at 8 weeks, 16 weeks and 12 months post start of treatment.

All patients will be followed-up in clinic to one-year post-randomisation as a minimum, with a
final assessment in all patients when the last patient has completed a year of follow up — median
3.5 years follow up



Participating sites:

The study will recruit from up to 40 centres in the UK. This trial will be offered as an exemplar
for the “Just-in-Time (JiT) site activation” pilot. JiT is a collaboration of NIHR CRN and Health
Research Authority (HRA) fFor research with familiar therapies, but where smaller participating
centres are anticipated to recruit <3 patients per year. A JiT trial undergoes a national
assessment of the facilities, capabilities and experience needed to participate and is notified to
all relevant Trust R&D teams, LCRNs and clinicians. Larger sites are set up prospectively as
normal, but for smaller sites set-up is reactive, in response to an individual potential patient,
with a 72-hour target from notification to approaching the patient. Full site set-up is triggered
after 2 patients have entered using the JiT system. For this trial we anticipate 30 conventional
and 10 JiT sites with the latter on a ‘first-come, first-served’ basis.

Biomarker testing:

Formalin-fixed paraffin embedded tumour blocks will be sent to Pathology & Data Analytics at
the University of Leeds, an HTA-licensed laboratory with extensive experience of molecular
testing in clinical trials. All material will be dealt with according to GCP, with processes overseen
by a dedicated quality manager. If KRAS/NRAS/BRAF testing is required, sections will be cut for
DNA extraction along with a H&E stain to facilitate microdissection. Mutational analysis will be
undertaken by pyrosequencing including KRAS codons 12/13/59/61/117/146 and NRAS codons
12/13/59/61, and BRAF in keeping with UK recommendations.

Additional sections for RNA extraction plus H&E slide will be cut and sent to the University of
Birmingham Surgical Research Laboratory (Pl A Beggs), which will perform RNA extraction from
the FFPE sections and determine EREG/AREG expression levels with standard housekeeping
genes via RT-QPCR to GCP standards.

Intervention Type
Drug

Phase
Phase IV

Drug/device/biological/vaccine name(s)
irinotecan, oxaliplatin, cetuximab, panitumumab

Primary outcome measure

Early tumour shrinkage (ETS), measured 8 weeks after the start of treatment. This is taken as a
binary variable with ETS defined as a 30% or greater reduction in the sum of maximum
diameters (SMD) of RECIST target lesions when compared with the SMD recorded at baseline.
SMD is measured from CT scans using calipers.

Secondary outcome measures

Current secondary outcome measures as of 30/04/2024:

1. Depth of response at 16 weeks from the start of treatment, measured as the maximum
tumour shrinkage observed in a patient compared with baseline. This will be taken as a
continuous measure.

2. Overall Treatment Utility (OTU), assessed at 8 weeks from the start of treatment. This is based
on responses by clinician and participant regarding whether they were glad they gave or
received their treatment allocation. OTU is scored as good, intermediate or poor, dependent on
subjective measures of benefit or harm.

3. Overall survival (OS), measured from time of randomisation to death from any cause.



4. Patient-reported health-related quality of life (HRQOL), measured using the EORTC QLQ-C30
and EORTC QLQ-CR29 disease-specific module with additional items to cover anti-EGFR
symptomatic toxicity using the EORTC-QLQ item library. This will be assessed at baseline, 8
weeks, 16 weeks and 12 months post-randomisation.

5. Cost-effectiveness, assessed by cost per incremental quality-adjusted life-year over a lifetime.
6. Toxicity, reported based on adverse events, as graded by CTCAE V5.0, and determined by
routine clinical assessments at each centre

Previous secondary outcome measures:

1. Maximum tumour shrinkage measured using SMD up to 16 weeks.

2. Overall Treatment Utility (OTU), assessed at 8 weeks from the start of treatment. This is based
on responses by clinician and participant regarding whether they were glad they gave or
received their treatment allocation. OTU is scored as good, intermediate or poor, dependent on
subjective measures of benefit or harm.

3. Overall survival (OS), measured from time of randomisation to death from any cause.

4. Patient-reported health-related quality of life (HRQOL), measured using the EORTC QLQ-C30
and EORTC QLQ-CR29 disease-specific module with additional items to cover anti-EGFR
symptomatic toxicity using the EORTC-QLQ item library. This will be assessed at baseline, 8
weeks, 16 weeks and 12 months post-randomisation.

5. Cost-effectiveness, assessed by cost per incremental quality-adjusted life-year over a lifetime.
6. Toxicity, reported based on adverse events, as graded by CTCAE V5.0, and determined by
routine clinical assessments at each centre

Overall study start date
21/10/2020

Completion date
31/08/2026

Eligibility

Key inclusion criteria

Current inclusion criteria as of 30/04/2024:

Inclusion criteria for registration:

1. Age >=18 years

2. Biopsy-confirmed adenocarcinoma of the colon with a right primary tumour location (defined
as proximal to and including the splenic flexure)

3. aCRC defined as either M1 or locally inoperable disease.

4. Tumour RAS status either wild-type ( by local testing) or unknown

5. Tumour measurable by RECIST v1.1 criteria on CT scan (scans are not required to be reported
to RECIST at site)

6. Pre-registration laboratory tests:

6.1. Neutrophils >=1.5 x1079/l and platelet count >=100 x1079/|

6.2. Serum bilirubin <=1.25 x upper limit of normal (ULN), alkaline phosphatase < = 5x ULN, and
serum transaminase (either AST or ALT) <=2.5 x ULN

6.3. Estimated creatinine clearance >=50ml/min

7. Medically fit For the trial treatments

8. Sufficient tumour material for EREG/AREG analysis

9. Written informed consent for registration



Inclusion criteria for randomisation:

1. Registered in ARIEL

2. ARIEL central or local testing confirms tumour RAS-wt status

3. ARIEL central testing confirms tumour EREG/AREG high

4. Patients have had CT scan within the timeframes stipulated in the protocol. (If there is a
contrast reaction, then non-contrast CT with MRl is acceptable assuming at least one of these
modalities shows measurable disease at baseline for ETS evaluation and both modalities are
repeated at the two trial timepoints at weeks 8 and 16.)

5. WHO performance status (PS) 0, 1 or 2

6. For women of childbearing potential, negative pregnancy test as per standard practice and
adequate contraceptive precautions.

7. Effective contraception for male patients if the risk of conception exists.

8. Fit for combination chemotherapy plus cetuximab/panitumumab

9. Written informed consent for randomisation

Previous inclusion criteria:

Inclusion criteria for registration:

1. Age >=18 years

2. Biopsy-confirmed adenocarcinoma of the colon with a right primary tumour location
3. aCRC defined as either M1 or locally inoperable disease.

4. Tumour RAS status either wild-type ( by local testing) or unknown

5. Tumour measurable by RECIST v1.1 criteria

6. Pre-registration laboratory tests:

6.1. Neutrophils >=1.5 x1079/l and platelet count >=100 x1079/|

6.2. Serum bilirubin <=1.25 x upper limit of normal (ULN), alkaline phosphatase < = 5x ULN, and
serum transaminase (either AST or ALT) <=2.5 x ULN

6.3. Estimated creatinine clearance >=50ml/min

7. Medically fit For the trial treatments

8. Sufficient tumour material for EREG/AREG analysis

9. Written informed consent for registration

Inclusion criteria for randomisation:

1. Registered in ARIEL

2. ARIEL central or local testing confirms tumour RAS-wt status

3. ARIEL central testing confirms tumour EREG/AREG high

4. Patients have had CT scan within the timeframes stipulated in protocol
5. WHO performance status (PS) 0, 1 or 2

6. For women of childbearing potential, negative pregnancy test as per standard practice and
adequate contraceptive precautions.

7. Effective contraception for male patients if the risk of conception exists.
8. Fit for combination chemotherapy plus cetuximab/panitumumab

9. Written informed consent for randomisation

Participant type(s)
Patient

Age group
Adult

Lower age limit
18 Years



Sex
Both

Target number of participants
Planned Sample Size: 440; UK Sample Size: 440

Key exclusion criteria

Exclusion criteria for registration:

1. Tumour RAS-mutation present

2. Prior chemotherapy for mCRC (may have received neoadjuvant or adjuvant chemotherapy
provided disease did not progress on treatment, and > 6 months since last dose)

3. Prior anti-EGFR agent therapy

Exclusion criteria for randomisation:

1. Patient has received more than one cycle of chemotherapy since registration

2. Women who are breastfeeding

3. Patients with history of hypersensitivity to irinotecan, oxaliplatin, 5-fluorouracil or any of their
excipients

4. Patients in receipt of live vaccine within four weeks prior to randomisation.

5. Patients with a history interstitial pneumonitis/idiopathic lung disease (ILD)

6. Patients with a history of keratitis, ulcerative keratitis or severe dry eye

7. Patients with a history of severe skin reaction which in the clinicians opinion could be
exacerbated by EGFR Mab (cf Steven's Johnson Syndrome)

Date of first enrolment
25/04/2022

Date of final enrolment
31/08/2025

Locations

Countries of recruitment
England

Northern Ireland
Scotland
United Kingdom

Wales

Study participating centre

St James's University Hospital
Leeds Teaching Hospitals NHS Trust
Beckett Street



Leeds
United Kingdom
LS9 7TF

Study participating centre
Velindre NHS Trust

Unit 2

Charnwood Court

Heol Billingsley

Cardiff

United Kingdom
CF157QZ

Study participating centre

NHS Greater Glasgow and Clyde
J B Russell House

Gartnavel Royal Hospital

1055 Great Western Road
Glasgow

United Kingdom

G12 OXH

Study participating centre
NHS Grampian
Summerfield House

2 Day Road

Aberdeen

United Kingdom

AB15 6RE

Study participating centre
NHS Lothian

2 - 4 Waterloo Place
Edinburgh

United Kingdom

EH1 3EG

Study participating centre
The Christie Hospital
Wilmslow Road
Withington



Manchester
United Kingdom
M20 4BX

Study participating centre

Calderdale and Huddersfield NHS Foundation Trust
Trust Headquarters

Acre Street

Lindley

Huddersfield

United Kingdom

HD3 3EA

Study participating centre

Bradford Royal Infirmary

Bradford Teaching Hospitals NHS Foundation Trust
Duckworth Lane

Bradford

United Kingdom

BD9 6RJ

Study participating centre

Cambridge Biomedical Campus

Cambridge University Hospitals NHS Foundation Trust
Hills Road

Cambridge

United Kingdom

CB2 0QQ

Study participating centre

University College London Hospitals NHS Foundation Trust
250 Euston Road

London

United Kingdom

NW1 2PG

Study participating centre

Southampton General Hospital
Tremona Road



Southampton
United Kingdom
SO16 6YD

Study participating centre

St Thomas' Hospital

Guy's and St Thomas' NHS Foundation Trust
Westminster Bridge Road

London

United Kingdom

SE1 7EH

Study participating centre

University Hospitals Dorset NHS Foundation Trust
Management Offices

Poole Hospital

Longfleet Road

Poole

United Kingdom

BH15 2JB

Study participating centre

Royal United Hospitals Bath NHS Foundation Trust
Combe Park

Bath

United Kingdom

BA1 3NG

Study participating centre
Somerset NHS Foundation Trust
Trust Management

Lydeard House

Musgrove Park Hospital
Taunton

United Kingdom

TA1 5DA

Study participating centre

Royal Devon & Exeter Hospital

Royal Devon and Exeter NHS Foundation Trust
Barrack Road



Exeter
Uruguay
EX2 5DW

Study participating centre

Royal Cornwall Hospital

Royal Cornwall Hospitals NHS Trust
Treliske

Truro

United Kingdom

TR1 3LJ

Study participating centre

Swansea Bay University Local Health Board
One Talbot Gateway

Seaway Drive

Seaway Parade Industrial Estate

Baglan

Port Talbot

United Kingdom

SA12 7BR

Study participating centre
Betsi Cadwaladr University LHB
Executive Offices

Ysbyty Gwynedd
Penrhosgarnedd

Bangor

United Kingdom

LL57 2PW

Study participating centre

Queen Elizabeth Hospital

University Hospitals Birmingham NHS Foundation Trust
Mindelsohn Way

Edgbaston

Birmingham

United Kingdom

B152GW

Study participating centre



Walsgrave General Hospital

University Hospitals Coventry and Warwickshire NHS Trust
Clifford Bridge Road

Coventry

United Kingdom

CV2 2DX

Study participating centre

The Royal Marsden NHS Foundation Trust
Fulham Road

London

United Kingdom

SW36JJ

Study participating centre
Torbay Hospital

Newton Road

Torbay

United Kingdom

TQ2 7AA

Study participating centre
Queen Margaret Hospital
Whitefield Road
Dunfermline

United Kingdom

KY12 OSU

Study participating centre
Castle Hill Hospital
Entrance 3

Castle Road

Cottingham

United Kingdom

HU16 5JQ

Study participating centre

Victoria Hospital (blackpool)
Whinney Heys Road



Blackpool
United Kingdom
FY3 8NR

Study participating centre
Withybush General Hospital
Fishguard Road
Haverfordwest

United Kingdom

SA61 2PZ

Study participating centre
West Wales General Hospital
Dolgwili Road

Carmarthen

United Kingdom

SA31 2AF

Study participating centre
Prince Philip Hospital
Bryngwynmawr

Dafen

Llanelli

United Kingdom

SA14 8QF

Study participating centre
Bronglais General Hospital
Bronglais Hospital
Caradoc Road
Aberystwyth

United Kingdom

SY23 1ER

Study participating centre
NHS Forth Valley

33 Spittal Street

Stirling

United Kingdom

FK8 1DX



Study participating centre
Weston Park Hospital
Whitham Road

Sheffield

United Kingdom

S102SJ

Study participating centre

South Tyneside District General Hospital
Harton Lane

South Shields

United Kingdom

NE34 OPL

Study participating centre
University Hospital of North Tees
Hardwick Road

Stockton-on-tees

United Kingdom

TS19 8PE

Study participating centre
University Hospital Crosshouse
Kilmarnock Road

Kilmarnock

United Kingdom

KA2 OBE

Study participating centre
Milton Keynes General Hospital
Standing Way

Eaglestone

Milton Keynes

United Kingdom

MK®6 5LD

Study participating centre

Hammersmith Hospitals NHS Trust
Hammersmith Hospital



Du Cane Road
London

United Kingdom
W12 OHS

Study participating centre
Ipswich Hospital

Heath Road

Ipswich

United Kingdom

IP4 5PD

Study participating centre
Princess Alexandra Hospital
Hamstel Road

Harlow

United Kingdom

CM20 1QX

Study participating centre
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United Kingdom
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Study participating centre
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United Kingdom
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Study participating centre

Diana, Princess of Wales Hospital
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North East Lincolnshire

United Kingdom
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Lincoln County Hospital
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United Kingdom
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Sponsor information

Organisation
University of Leeds

Sponsor details
Woodhouse Lane
Leeds

England

United Kingdom

LS2 9JT

+44 1133434897
c.e.skinner@leeds.ac.uk

Sponsor type
University/education

Website
http://www.leeds.ac.uk/

ROR
https://ror.org/024mrxd33

Funder(s)

Funder type
Government

Funder Name
NIHR Evaluation, Trials and Studies Co-ordinating Centre (NETSCC)

Funder Name
National Institute for Health Research (NIHR) (UK)



Alternative Name(s)
National Institute for Health Research, NIHR Research, NIHRresearch, NIHR - National Institute
for Health Research, NIHR (The National Institute for Health and Care Research), NIHR

Funding Body Type
Government organisation

Funding Body Subtype
National government

Location
United Kingdom

Results and Publications

Publication and dissemination plan
Planned publication in a high-impact peer-reviewed journal

Intention to publish date
01/03/2027

Individual participant data (IPD) sharing plan

De-identified individual participant data datasets generated and/or analysed during the current
study will be available upon request from the Clinical Trials Research Unit, University of Leeds
(contact CTRU-DataAccess@leeds.ac.uk in the first instance). Data will be made available at the
end of the trial, i.e. usually when all primary and secondary endpoints have been met and all key
analyses are complete. Data will remain available from then on for as long as CTRU retains the
data.

CTRU makes data available by a '‘controlled access' approach. Data will only be released for
legitimate secondary research purposes, where the Chief Investigator, Sponsor and CTRU agree
that the proposed use has scientific value and will be carried out to a high standard (in terms of
scientific rigour and information governance and security), and that there are resources
available to satisfy the request. Data will only be released in line with participants' consent, all
applicable laws relating to data protection and confidentiality, and any contractual obligations
to which the CTRU is subject. No individual participant data will be released before an
appropriate agreement is in place setting out the conditions of release. The agreement will
govern data retention, usually stipulating that data recipients must delete their copy of the
released data at the end of the planned project.

The CTRU encourages a collaborative approach to data sharing, and believe it is best practice for
researchers who generated datasets to be involved in subsequent uses of those datasets.
Recipients of trial data for secondary research will also receive data dictionaries, copies of key
trial documents and any other information required to understand and reuse the released
datasets.

The conditions of release for aggregate data may differ from those applying to individual
participant data. Requests for aggregate data should also be sent to the above email address to
discuss and agree suitable requirements for release.



Added 30/04/2024:

All relevant imaging (CT scans) should be made available for central review by the trial radiology
team at Leeds Teaching Hospitals Trust. Key personal identifying data and the date of the CT
scan/MRI scan will be required to identify and access the scans via the NHS imaging portal.

All relevant imaging should be made available for central review. Key personal identifying data
and the date of the CT scan/MRI scan will be required to identify and access the scans via the
NHS imaging portal.

IPD sharing plan summary
Available on request

Study outputs
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HRA research summary 26/07/2023 No No
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