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Agenda

* Personal profile

* Why research matters in health care

* What about ‘innovation’ and ‘quality improvement’

 Case example

* What has motivated me to do research (and how we made it all happen)
* How to motivate others (using QI methodology)

* What were the barriers and opportunities identified in 2012/2013 in the East
of England

* What were the opportunities and barriers identified in 2024/25 in NHS Wales
* What are we wanting to put in place in Wales: Tackling Cancer Initiative
* Motivating and enabling both new and established researchers
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Personal profile

* NHS consultantin Clinical Oncology in Suffolk 1998-2023

* Sub-specialty expertise in head & neck, thyroid, urological and non-melanomatous skin cancers

* Past clinical and divisional director/clinical chair

* Past secondary care doctor neighbouring CCG

* Past medical director of East of England Cancer Alliance

* Past clinical member of NHSE Radiotherapy CRG and ongoing support to quality metrics work-strean
* Past Clinical Lead for Cancer Suffolk and NE Essex Integrated Care System

* Past Faculty Board elected member and ongoing member of CESR committee & COQIAC

* Since 2023 Consultant Clinical Oncologist at NWCTC within BCUHB

* From aresearch perspective, ‘A NHS leader who has engaged in research at multiple levels’
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Research Ambition in the East of England (2010)

Anglia Cancer Network

“As standard practice cancer
patients in the Anglia Region should,
wherever feasible, be offered
participation in clinical studies,
provided a suitable study exists,
eligibility criteria can be met and the
patient wishes to take part.”
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Why should research matter to the Welsh
population and to the NHS? HCRW July 2023

Research provides the opportunity for patients and service users to access new
treatments and services, that will improve their health and well-being and contribute to
reducing health inequalities in the general population.

NHS organisations that are actively involved in research see improved health
outcomes and lower mortality rates, not just for those patients participating in
research, but for everyone.

Research creates evidence-based services, provides evidence for NHS standards
and helps organisations to find new and better ways of delivering health and social
care, including better health economic outcomes.

Research provides opportunities for staff development and enhanced job roles which
helps with recruitment and retention, as well as developing leaders and critical
thinkers.

Research leads to economic benefits by attracting non-commercial funding and
commercial income that can build the research capacity of frontline and other support
services, as well as providing access to novel treatments and technologies received
for free.

Research is an essential pillar of securing and maintaining University (Health Board)
status and a key enabler for NHS Wales to deliver ‘A Healthier Wales.’
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A research supportive organisation: what

‘sood’ looks like

Research

Research

Support Delivery

Partnership
and
Collaboration

Governance Resea rc h
Lea?jg:ship EXCQ' Ience

Public
Involvement

Communications
and
Engagement

Strategy: clear vision for research co-produced with the public and
key stakeholders to ensure they are patient/public centred

Clear board commitment supporting research at all levels
Strong interdisciplinary working and cross-sector partnerships

Secure adequate funding from HCRW to establish a sustainable
R&D function and have a commitment to generate research income
for non-commercial studies and commercial studies and help
existing and prospective researchers secure grants

Deliver NHS workforce plans where research is a key component

Evidenced commitment to proactive public involvement and
participation in the development and delivery of research studies;
Ensuring that all research supported by NHS organisations is
people-centred, supporting research to make it easier for patients,
service users and members of the public to access research of
relevance to them

Communications and engagement plans demonstrate the value and
importance of research; Develop plans to raise awareness of the
importance of research amongst local diverse groups, ensuring
proactive engagement with under-represented groups

Develop plans to ensure research is supported during service
redeﬂgly’lﬁulc&gagorms the new models of service delivery

HCRW Support and Delvery
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What about innovation and quality improvement?

SPREAPING CLINICAL INNOVATIONS & SPREAPING
Clinical Innovation: GOOD PRACT":ES FOR |MPR°VEMENT

Good practice for improvement:
An idea that can be replicated, technology or object in clinical change to ist ctic in health and
care or support n-'rsmtg‘-e:-pi-dst:dmkofm and WHAT MAY DIFFER IN THE ﬂ:rsmﬂu:.d“m o:: gl dipeylyiesmiivn bl:':w
e il APPROACH TO SPREAD

outcomes, which may be adapted and adopted in other contexts
disruption to current service delivery models

NATURE of
Medicines, medical technologies, digital/diagnostic products INTERVENTION Changes to pathways, delivery of services or waus of
waorking with many interdependent components
More likely to have a disruptive impact
= . i IMPACT More likely to have incremental impact
Innovation: more likely to be simple/complicated
Context: more likely to be complex COMPLEXITY Improvement: more likely to be complex
Context: more likely to be complex
A discrete step-change IMPLEMENTATION
Iterative, ongoing or recursive process
A small & connected NHS community ADCPTER COMMUNITY
& CHANNEL Diverse, requiring multiple channels & sources of influence
Strong leadership in a specific clinical community
LEADERSHIP APPROACH Boundary-spanning leadership across networks & boundaries
Innovators who own IP invest time/money &
are more likely to be active in the spread process ROLE of INNOVATOR Innovator doesn't own IP, doesn't lead the spread process
Often comes from an external source: (A clinical in SPREAD

Typically comes from a local team in the health

entrepreneur, start up, private company) AIM: to spread & care system. AIM: to improve care

SOURCE of the CHANGE
A higher degree of fidelity: implementation may require A set of principles that adopters take & adapt
local adaptation FIDELITY & ADAPTABILITY for implementation in their context

H high level of both internal and external validit Approaches are more likely to be heuristics (rules of thumb):

£ SRR S O e it ond £ tnc e REAL'wg‘RbE EI;I :I;UATTON Benefits less predictable due to local context

More likely to identify specific, tangible outcome measures to L
show patient benefits More likely to have interdependent variables, fewer direct or
OUTCOME METRICS tangible measures
Developed regulatory and standards environment with - . :
central role for regulatory authorities LEGISLATION, REGULATION Limited reguiatory environment with focus on
& STANDARDS professional standards and assurance requirements

WHAT IS SIMICAR INTHE PROACH T0 SPREAD

Culture and leadership | Capacity and capability Sustem cohesion Focus.on behaviour
Fostering culture of Ensuring equipment, skil Evidence and Finance and U

. gy change
Aligwin , rol = =4 .
innovation and improvement and capacity evaluation budgeting for o 9;;;;‘;{2';51,{;’:5 tapping info the motivation
of the likely adoption across the system needed for adoption

benefit

Feb 2023 #NHSSprend
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Case example:radiotherapy



Radiotherapy: discovery of xrays to early workers
to modern day team-based care

Linear Accelerator That
Generates High-Energy
Radiation Beams

Radiation
Oncologist }
4 i

1908
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Case example: prostate cancer radiotherapy (1
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Case example: prostate cancer radiotherapy

Escalated-dose versus standard-dose conformal
radiotherapy in prostate cancer: first results from the MRC
RTO1 randomised controlled trial

* Published in 2007

* Demonstrated that 74Gy/37# >
64Gy/32# in terms of
progression free survival

* Enabled 3DCRT to be ‘rolled
out’ through a clinical trial

David P Dearnaley, Matthew R Sydes, John D Graham, Edwin G Aird, David Bottomley, Richard A Cowan, Robert A Huddart,
Chakiath C Jose, John HL Matthews, Jeremy Millar, A Rollo Moore, Rachel C Morgan, | Martin Russell, Christopher D Scrase, Richard f Stephens,

f the RTO1 collaborators

Isabel Syndikus, Mahesh KB Parmar, on behalf

Summary

Background In men with localised prostate cancer, conformal radiotherapy (CFRT) could deliver higher doses of
radiation than does standard-dose conventional radical external-beam radiotherapy, and could improve long-term
efficacy, potentially at the cost of increased toxicity. We aimed to present the first analyses of effectiveness from the
MRC RT01 randomised controlled trial.

Methods The MRC RTO01 trial included 843 men with localised prostate cancer who were randomly assigned to

tandard-dose CFRT or escalated-dose CFRT, both ini: with dj androgen supp Primary
endpoints were biochemical-progression-free survival (bPFS), freedom from local progression, metastases-free
survival, overall survival, and late toxicity scores. The toxicity scores were measured with questionnaires for
physicians and patients that included the Radiation Therapy Oncology Group (RTOG), the Late Effects on Normal
Tissue: Subjective/Objective/Management (LENT/SOM) scales, and the University of California, Los Angeles
Prostate Cancer Index (UCLA PCI) scales. Analysis was done by intention to treat. This trial is registered at the
Current Controlled Trials website http://www.controlled-trials.com/ISRCTN47772397.

Findings Between January, 1998, and December, 2002, 843 men were randomly assigned to escalated-dose CFRT
(n=422) or standard-dose CFRT (n=421). In the escalated group, the hazard ratio (HR) for bPFS was 0-67 (95% CI
0-53-0-85, p=0-0007). We noted 71% bPFS (108 cumulative events) and 60% bPFS (149 cumulative events) by
5 years in the escalated and standard groups, respectively. HR for clinical progression-free survival was 0-69
(0-47-1-02; p=0-064); local control was 0-65 (0-36-1-18; p=0-16); freedom from salvage androgen suppression
was 0-78 (0-57-1-07; p=0-12); and metastases-free survival was 0-74 (0-47-1-18; p=0-21). HR for late bowel
toxicity in the escalated group was 1-47 (1-12-1.92) according to the RTOG (grade =2) scale; 1-44 (1.16-1-80)
according to the LENT/SOM (grade >2) scales; and 1-28 (1-03-1-60) according to the UCLA PCI (score >30) scale.
33% of the escalated and 24% of the standard group reported late bowel toxicity within 5 years of starting treatment.
HR for late bladder toxicity according to the RTOG (grade 22) scale was 1-36 (0-90-2-06), but this finding was not
supported by the LENT/SOM (grade =2) scales (HR 1-07 [0-90-1-29]), nor the UCLA PCI (score =30) scale (HR
1.05 [0-81-1-36]).

pretation Escalated-dose CFRT with neoadj androgen supp seems clinically worthwhile in terms
of bPES, progression-free survival, and decreased use of salvage androgen suppression. This additional efficacy is
offset by an increased incidence of longer term adverse events.

Introduction

Prostate cancer is now the most commonly diagnosed
cancer in men in the UK, US nd western Europe; in
2000, the global estimate of deaths per year was 263 000.
The introduction of PSA testing has led to an increasing
proportion of patients presenting with localised disease.
Management options are controversial and include
radical prostatectomy, external-beam  radiotherapy,
brachytherapy, and active surveillance or monitoring of
men with favourable prognostic factors? or, alternatively,

watchful waiting for those who are unsuitable for a
radical curative treatment approach. External-beam
radiotherapy might be most appropriate for men with
intermediate-risk or high-risk features,*and is associated
with long-term disease control in most men with prostate

http://oncology.thelancet.com Vol 8 June 2007

cancer® Advances in radiation technology have enabled
more precise and accurate treatment that allows the
delivery of higher radiation doses and improved disease
control while maintaining an acceptable frequency of
side-effects.

Conventional radical external-beam radiotherapy is
limited to doses of 6470 Gy in 1:8-2.0 Gy fractions
because of the risk of long-term toxic effects to the
bladder and rectum. Within 5 years of being treated with
this type of radiotherapy, up to 33% of patients will have
relapsed (either clinically or biochemically, ie, increasing
prostate serum antigen [PSA] concentrations) or died.’
Conformal radiotherapy (CFRT) techniques use linear
accelerators with multileaf collimators or customised
shaped blocks to shape the radiotherapy beam. Due to

HCRW Support and Delvery Day July 2025.
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Case example: prostate cancer radiotherapy

Escalated-dose versus control-dose conformal radiotherapy
for prostate cancer: long-term results from the MRC RTO1
randomised controlled trial

David P Dearnaley, Gordana Jovic, Isabel Syndikus, Vincent Khoo, Richard A Cowan, John D Graham, Edwin G Aird, David Bott
Robert A Huddart, Chakiath C Jose, John H L Matthews, Jeremy L Millar, Claire Murphy, | Martin Russell, Christ
Matthew R Sydes

er D Scrase, Mahesh K B Parmar

Summary

Background The aim of this trial was to compare dose-escalated conformal radiotherapy with control-dose conformal
radiotherapy in patients with localised |prostate cancer. Preliminary findings reported after 5 years of follow-up showed
that escalated-dose conformal radiotherapy improved biochemical progression-free survival. Based on the sample
size calculation, we planned to analyse overall survival when 190 deaths occurred; this target has now been reached,
after a median 10 years of follow-up.

Methods RT01 was a phase 3, open-label, international, randomised controlled trial enrolling men with histologically
confirmed T1b-T3a, N0, MO0 prostate cancer with prostate specific antigen of less than 50 ng/mL. Patients were randomly
assigned centrally in a 1:1 ratio, using a computer-based minimisation algorithm stratifying by risk of seminal vesicle
invasion and centre to either the control group (64 Gy in 32 fractions, the standard dose at the time the trial was designed)
or the escalated-dose group (74 Gy in 37 fractions). Neither patients nor investigators were masked to assignment. All
patients received neoadjuvant androgen deprivation therapy for 3-6 months before the start of conformal radiotherapy,
which continued until the end of conformal radiotherapy. The coprimary outcome measures were biochemical
progression-free survival and overall survival. All analyses were done on an intention-to-treat basis. Treatment.
side-effects have been reported previously. This trial is registered, number ISRCTN47772397.

Findings Between Jan 7, 1998, and Dec 20, 2001, 862 men were registered and 843 subsequently randomly assigned:
422 10 the escalated-dose group and 421 to the control group. As of Aug 2, 2011, 236 deaths had occurred: 118 in each
group. Median follow-up was 10-0 years (IQR 9-1-10-8). Overall survival at 10 years was 71% (95% CI 66-75) in each
group (hazard ratio [HR] 0-99, 95% CI 0-77-1-28; p=0-96). Biochemical progression or progressive disease occurred
in 391 patients (221 [57%] in the control group and 170 [43%] in the escalated-dose group). At 10 years, biochemical
progression-free survival was 43% (95% CI 38-48) in the control group and 55% (50-61) in the escalated-dose group
(HIR 0-69, 95% CI 0-56-0-84; p=0-0003).

Interpretation At a median follow-up of 10 years, escalated-dose conformal herapy with neoad; androgen
deprivation therapy showed an advantage in biochemical progression-free survival, but this advantage did not
translate into an improvement in overall survival. These efficacy data for escalated-dose treatment must be weighed
against the increase in acute and late toxicities associated with the escalated dose and emphasise the importance of
use of appropriate modern radiotherapy methods to reduce side-effects.

Funding UK Medical Research Council.
Copyright © Dearnaley et al. Open Access article distributed under the terms of CC BY.

Introduction the standard of care in the UK since 2008." The trial

External beam radiotherapy is one of the standard curative
options for men with localised prostate cancer and is
particularly appropriate for men with intermediate-risk or
high-risk disease.”* Improved radiotherapy techniques,
such as conformal radiotherapy, allow high treatment
doses to be given safely** and several phase 3 randomised
controlled trials of dose escalation have reported improved
biochemical progression-free survival®® The Medical
Research Council (MRC) RTO1 trial is the largest of these
trials to have reported results, and since its initial report of
results dose-escalated conformal radiotherapy has been

mandated the use of short-course neoadjuvant androgen
deprivation therapy (ADT); neoadjuvant ADT has since
been shown to improve overall and cancer-specific survival
in patients with advanced localised disease."™*

The aim of the RTO1 trial was to assess the effect of
dose-escalation  on biochemical
progression-free survival, and toxicity, by comparing
doses of 74 Gy and 64 Gy delivered by use of conformal
radiotherapy techniques. 64 Gy in 32 fractions was
chosen as the radiotherapy schedule for the control group
in our randomised trial, because that was the standard

overall  survival,

www.thelancet.com/oncology Vol 15 April 2014

Published in 2014

10 years results reaffirmed benefits of
the higher dose of 74Gy/37#

PFS improved but no improvement in OS

‘Efficacy data for escalated-dose
treatment must be weighed against the
increase in acute and late toxicities
associated with the escalated dose and
emphasise the importance of use of
appropriate modern radiotherapy
methods to reduce side-effects’

* |t was around this time that IMRT was
emerging as an exciting more advanced
approach in radiotherapy delivery

HCRW Support and Delvery Day July 2025.
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Conventional versus hypofractionated high-dose
intensity-modulated radiotherapy for prostate cancer:
5-year outcomes of the randomised, non-inferiority, phase 3
CHHiP trial

David Dearnaley, Isabel Syndikus, Helen Mossop, Vincent Khoo, Alison Birtle, David Bloomfield, John Graham, Pet

erKirkbride, John Logue,
urth,

i Malik, Julian Money-Kyrle, Joe M O'Sullivan, Miguel Panades, Chris Parker, He »pher Scrase, John

And; ockdale, Jean Tremlett, Mar e Gao, Clare Cruickshank, Shama Hassan,

et Bidmead, Helen Mayles, Olivia Naismith, Chris So

Julia Pugh, Clare Griffin, EmmaHall, on behalf of the CHHiP Investigators

Summary

Background Prostate cancer might have high radiation-fraction sensitivity that would give a therapeutic advantage to
hypofractionated treatment. We present a pre-planned analysis of the efficacy and side-effects of a randomised trial
comparing conventional and hypofractionated radiotherapy after 5 years follow-up.

Methods CHHIP is a randomised, phase 3, non-inferiority trial that recruited men with localised prostate cancer
(pT1b-T3aNOMO). Patients were randomly assigned (1:1:1) to conventional (74 Gy delivered in 37 fractions over
7-4 weeks) or one of two hypofractionated schedules (60 Gy in 20 fractions over 4 weeks or 57 Gy in 19 fractions over
3-8 weeks) all delivered with intensity-modulated leduuque: Mn:t paue:m were given radiotherapy with 3-6 months
of neoadjuvant and concurrent androgen was by comput ted random permuted
blocks, stratified by National Comprehensive Cancer Network (NCCN) risk group and radiotherapy treatment centre,
and treatment allocation was not masked. The primary endpoint was time to biochemical or clinical failure; the
critical hazard ratio (HR) for non-inferiority was 1-208. Analysis was by intention to treat. Long-term follow-up
continues. The CHHIP trial is registered as an International Standard Randomised Controlled Trial, number
ISRCTN97182923.

Findings Between Oct 18, 2002, and June 17, 2011, 3216 men were enrolled from 71 centres and randomly assigned
(74 Gy group, 1065 patients; 60 Gy group, 1074 patients; 57 Gy group, 1077 patients). Median follow-up was
62-4 months (IQR 53-9-77-0). The proportion of patients who were biochemical or clinical failure free at 5 years was
88-3% (95% C1 86-0-90-2) in the 74 Gy group, 90-6% (88-5-92-3) in the 60 Gy group, and 85-9% (83-4-88-0) in the
57 Gy group. 60 Gy was non-inferior to 74 Gy (HR 0-84 [90% CI 0-68-1-03], p=0-0018) but non-inferiority could not
be claimed for 57 Gy compared with 74 Gy (HR 1-20 [0-99-1-46], p,;=0-48). Long-term side-effects were similar in
the hypofractionated groups compared with the conventional group. There were no significant differences in either
the proportion or cumulative incidence of side-effects 5 years after treatment using three clinician-reported as well as
patient-reported outcome measures. The estimated cumulative 5 year incidence of Radiation Therapy Oncology
Group (RTOG) grade 2 or worse bowel and bladder adverse events was 13-7% (111 events) and 9-1% (66 events) in the
74 Gy group, 11-9% (105 events) and 11-7% (88 events) in the 60 Gy group, 11-3% (95 events) and 6-6% (57 events)
in the 57 Gy group, respectively. No treatment-related deaths were reported.

Ir Hy i d radioth using 60 Gy in 20 fractions is non-inferior to conventional fractionation
using 74 Gy in 37 fractions and is recommended as a new standard of care for external-beam radiotherapy of localised
prostate cancer.

Funding Cancer Research UK, Department of Health, and the National Institute for Health Research Cancer
Research Network.

Copyright © Dearnaley et al. Open Access article distributed under the terms of CC BY.

Introduction

Prostate cancer is the most common cancer in men in the
UK, with 41736 new cases in 2011.! Since the introduction
of prostate-specific antigen (PSA) testing, most men
diagnosed have localised disease. Management options
apy, brachytherapy, radical

include external-beam radiothe

weww thelancet comjoncology Vol 17 August 2016

prostatectomy, active surveillance (for men with low-risk
disease), and watchful waiting (for those unsuitable for
radical curative treatment), with management choices
often affected by potential treatment-related toxic effects.
Prostate cancer and its treatment are the leading cause of
cancer years lived with disability.

Case example: prostate cancer radiotherapy

* Published in 2016

* Demonstrated that 60Gy/20#
was ‘non-inferior’ to then
standard of 74Gy/37#

e Centres embraced the trial as
a means of implementing IMRT

HCRW Support and Delvery Day July 2025.
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Case example: prostate cancer radiotherapy (5)

s * Trial management group and
wider professional community
were sighted of the results

Clinical

Commissioning early

Policy:

Hypofractionated * Many centres embraced the
exiernal beam new standard of 60Gy/20#
radiotnera In e .

treatment of localised ahead of NICE guidance and

prostate cancer

(adults) NHSE commissioning

recommendations (2017)

Reference: NHS England: 170021/P
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Case example: prostate cancer radiotherapy

Combined androgen deprivation therapy and radiation
therapy for locally advanced prostate cancer: a randomised,
phase 3 trial

Padraig Warde*, Malcolm Mason*, Keyue Ding, Peter Kirkbride, Michael Brundage, Richard Cowan, Mary Gospodarowicz, Karen Sanders,
Edmund Kostashuk, Greg Swanson, Jim Barber, Andrea Hiltz, Mahesh K B Parmar, finka Sathya, John Anderson, Charles Hayter,
John Hetherington, Matthew R Sydest, Wendy Parulekart, for the NCIC CTG PR.3/MRC UK PRO7 investigators

Summary

Background Whether the addition of radiation therapy (RT) improves overall survival in men with locally advanced
prostate cancer managed with androgen deprivation therapy (ADT) is unclear. Our aim was to compare outcomes in
such patients with locally advanced prostate cancer.

Methods Patients with: locally advanced (T3 or T4) prostate cancer (n=1057); or organ-confined disease (T2) with either
a prostate-specific antigen (PSA) concentration more than 40 ng/mL (n=119) or PSA concentration more than 20 ng/mL
and a Gleason score of 8 or higher (n=25), were randomly assigned (done centrally with stratification and dynamic
minimisation, not masked) to receive lifelong ADT and RT (65-69 Gy to the prostate and seminal vesicles, 45 Gy to the
pelvic nodes). The primary endpoint was overall survival. The results presented here are of an interim analysis planned
for when two-thirds of the events for the final analysis were recorded. All efficacy analyses were done by intention to
treat and were based on data from all patients. This trial is registered at controlledtrials.com as ISRCTN24991896 and
Clinicaltrials.gov as NCT00002633.

Results Between 1995 and 2005, 1205 patients were randomly assigned (602 in the ADT only group and 603 in the
ADT and RT group); median follow-up was 6-0 years (IQR 4-4-8-0). At the time of analysis, a total of 320 patients
had died, 175 in the ADT only group and 145 in the ADT and RT group. The addition of RT to ADT improved overall
survival at 7 years (74%, 95% CI 70-78 vs 66%, 60-70; hazard ratio [HR] 0-77, 95% CI 0-61-0-98, p=0-033). Both
toxicity and health-related quality-ofife results showed a small effect of RT on late gastrointestinal toxicity (rectal
bleeding grade >3, three patients (0-5%) in the ADT only group, two (0-3%) in the ADT and RT group; diarrhoea
grade >3, four patients (0-7%) vs eight (1-3%); urinary toxicity grade >3, 14 patients (2-39%) in both groups).

Interpretation The benefits of combined modality treatment—ADT and RT—should be discussed with all patients
with locally advanced prostate cancer.

Funding Canadian Cancer Society Research Institute, US National Cancer Institute, and UK Medical Research Council.

Introduction with RT alone. However, in view of the adoption of early

913000 new cases of prostate cancer and 215000 deaths
occurred worldwide in 2008." In the USA prostate cancer
is the most frequently diagnosed cancer in men and is
second only to lung cancer as a cause of cancer deaths.?
The proportion of patients presenting with loc
advanced disease (at stages T3 or T4) at diagnosis ha
sed in the past 20 years, largely as a result of
widespread prostate-specific antigen (PSA) screening.’
However, locally advanced disease is still a common
clinical challenge and its management controversial.*

In a randomised trial of patients with locally advanced
disease,’ comparing orchiectomy alone, radiation therapy
(RT) alone, and combined RT and orchiectomy, no
differences in survival between the three groups was
recorded. However, this study had poor accrual and the
number of patients randomised was not sufficient to
detect clinically relevant survival differences. Data that
emerged in the early 1990s suggest that adjuvant androgen
deprivation therapy (ADT) improves outcomes compared

ADT for management of patients with locally advanced
disease, the benefit of RT is still uncertain. Our aim was
to assess the role of local RT in addition to ADT in patients
with locally advanced prostate cancer.

Methods

Participants

The NCIC Clinical Trials Group (NCIC CTG) PR.3/
Medical Research Council (MRC) UK PRO7 trial was an
unmasked, randomised trial done in collaboration with
the Eastern Cooperative Oncology Group and the
Southwest Oncology Group. At the study’s initiation
in 1995, the criteria for participation in the trial were
histologically confirmed prostate adenocarcinoma with
locally advanced disease (clinical tumour stage T3 or T4,
NO or NX, or M0 disease). In 1999, the entry criteria were
broadened to include patients with clinical T2 tumours
with either PSA concentration of more than 40 ng/mL or
both T2 and PSA concentration of more than 20 ng/mL

www.thelancet.com Vol 378 December 17/24/31, 2011

e Published in 2011
e Demonstrated that the addition of

prostate (pelvic node) radiotherapy
should be offered to patients with
locally advanced disease

MRC PRO7 was a difficult study for me
to recruit to as my equipoise was
slanted to radiotherapy should be
standard of care in locally advanced
disease

Mindful of my (and others) reservations
over the additional toxicity | only
treated the prostate and not the nodes
as well

Study alluded to toxicity and potential

for mitigating against toxicity with more
advanced radiotherapy techniques

HCRW Support and Delvery([I)MR/TZ 215
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Clinical Investigation

Toxicity and Patient-Reported Outcomes of a

Phase 2 Randomized Trial of Prostate and Pelvic
Lymph Node Versus Prostate only Radiotherapy
in Advanced Localised Prostate Cancer (PIVOTAL)

David Dearnaley, FRCR,*-* Clare L. Griffin, MSc,* Rebecca Lewis, BSc,*
Philip Mayles, PhD," Helen Mayles, MSc,' Olivia F. Naismith, MSc,”
Victoria Harris, FRCR,*"* Christopher D. Scrase, FRCR,

John Staffurth, FRCR,” Isabel Syndikus, MD," Anjali Zarkar, FRCR,”
Daniel R. Ford, FRCR,” Yvonne L. Rimmer, MD,**"!

Gail Horan, FRCR,**''" Vincent Khoo, MD,*-* John Frew, FRCR,
Ramachandran Venkitaraman, MD," and Emma Hall, PhD*

*The Institute of Cancer Research, London, United Kingdom; "Clatterbridge Cancer Centre, Wirral,
United Kingdom; ‘The Royal Marsden NHSFT, London, United Kingdom; SUK Radiotherapy Trials
Quality Assurance Group, London, United Kingdom; 'Ipswich Hospital NHS Trust, Ipswich, United
Kingdom; Division of Cancer and Genetics, Cardiff University and Velindre Cancer Centre, Cardiff,
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Case example: prostate cancer radiotherapy (7

Published in 2019

Designed to establish the toxicity profile of high-
dose pelvic lymph node IMRT and to assess
whether it is safely deliverable at multiple
centres

PIVOTAL demonstrated that high-dose pelvic lymph
node IMRT can be delivered at multiple centres
with a modest side effect profile.

Although safety data from the study were
encouraging, the impact of prostate & pelvic node
IMRT on disease control remained (then) to be
established.
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1. Introduction

Prostate cancer is the second most common cancer diagnosis in
men worldwide with 1.3 million new cases in 2018 [1]. Patients
with intermediate and high risk prostate cancer and those with
locally advanced disease which has not spread elsewhere are rec-
ommended to have either radical prostatectomy or radical radio-
therapy [2].

Four trials (CHHiP [3], PROFIT [4], HYPRO [5] and RTOG 0415
[6]) have shown moderately hypofractionated prostate radiother-
apy is non-inferior to conventionally fractionated radiotherapy in
terms of disease control with no consistent evidence of increased
late effects. However, local, lymph node and]or biochemical failure
in patients with high risk National Comprehensive Cancer Network
(NCCN) disease is 20-50% [7-10]. The four hypofractionation trials
treated low risk (RTOG 0415), intermediate (CHHiP and
PROFIT) and high risk (HYPRO) patients and all included the pros-
tate and seminal vesicle as treatment volume.

The PIVOTALboost trial tests two escalation strategies in a high
intermediate to high risk groups with locally bulky prostate
tumours. Using functional MRI imaging, a 20 fraction schedule
(moderate hypofractionation), intensity modulated radiotherapy
(IMRT), and daily image guidance, it evaluates irradiating the pel-
vic lymph nodes and, in parallel, increasing the radiation dose to
the prostate. These treatment escalation strategies need to be bal-
anced against the risk of increased side effects which may occur if
radiation dose to normal tissue is increased.

- comsponmnz author at: The Clatterbridge Cancer Centre, Bebington, Wirral
CHE3 4]Y,
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Treatment of pelvic lymph nodes using high-dose IMRT was
demonstrated to be safe in the phase I PIVOTAL trial [11]. The I ben-
efit of whole pelvic radiotherapy remains controversial; there was no
long-term benefit from pelvic node treatment in the RTOG 9413 and
GETUG trials [12,13]. The outcome of RTOG 0924 (NCT01368588) and
PIVOTALboost trials using modern radiotherapy techniques are
therefore awaited by the clinical community [14],

Two different techniques are currently used to increase local
radiation dose to the prostate with acceptable risks. High dose rate
brachytherapy (HDR) delivers high doses to the whole prostate but
minimises bowel and bladder irradiation [15-17]. This technique is
suitable for men with significant large prostate tumour involve-
ment and diffuse involvement. Focal dose escalation with IMRT
or HDR targets intra-prostatic tumour nodules; this technique is
suitable for patients with local tumour volumes <50% of the total
prostate (as seen on staging MRI) [18-20]. Clinical experience indi-
cates that this technique is feasible and safe [21-23]

2. Methods/study design

PIVOTALboost is a multicentre four-arm superiority phase 1il
randomised controlled trial (Fig. 1; full protocol provided as
appendix A). Eligible patients are allocated to one of the following
treatment arms: A: prostate alone IMRT (control), B: prostate and
pelvic IMRT, C: prostate IMRT and prostate boost, D: prostate and
pelvic IMRT and prostate boost. All participants are considered
for randomisation to arms A and B. Suitable patients with a boost
volume identified by pre-biopsy MRI recruited at centres where
HDR or focal IMRT is available are allocated to arms A, B, C or D.

Treatment allocation is by minimisation (with a random com-
ponent) accounting for imbalances between NCCN risk groups
within each stratum defined by boost-volume on MRI and type
of boost.

2405-6308/ 2020 The Authors. Published by Elsevier BV. on n bekalf of European Society for Radioherapy and Oncology:

This is an open access article under the CC BY license (http:/ [creativecommons.org

4.0).

Case example: prostate cancer radiotherapy

Published in 2020

Demonstrated that it is possible to deliver a complex
radiotherapy trial supported by a comprehensive RTQA
programme across a large number of UK centres, due to the
ongoing enthusiasm and engagement of the UK radiotherapy
community.

The primary endpoint in PIVOTALboost is failure free survival
which will take 5-10 years to complete

With continued pressures on the NHS extended follow up puts
a burden on the clinical and research teams. Many prostate
cancer patients are discharged from secondary care after 3-5
years so the trial team will explore options for efficient
collection of accurate follow-up data.

PIVOTALboost is an ambitious and potentially practice
changing trial, with an efficient design addressing a number of
relevant questions using modern radiotherapy techniques.

HCRW Support and Delvery Day July 2025.
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Case example: prostate cancer radiotherapy

* Published in 2024

ey i Lo o G * Demonstrated that 5 fraction
| SBRT (SABR) was non-inferior
to 78Gy/39# and 62Gy/20# in

Whether stereotactic body radiotherapy (SBRT) is noninferior to conventionally or
moderately hypofractionated regimens with respect to biochemical or clinical f:

8 - h A n
in patients with localized prostate cancer is unclear. te r I I l S Of b I O C e I I l I C a l a d
METHODS

We conducted a phase 3, international, open-label, randomized, controlled trial.
Men with stage T1 or T2 prostate cancer, a Gleason score of 3+4 or less, and a © © ©
prostate-specific antigen (PSA) level of no more than 20 ng per milliliter were
randomly assigned (in a 1:1 ratio) to receive SBRT (36.25 Gy in 5 fractions over a
period of 1 or 2 weeks) or control radiotherapy (78 Gy in 39 fractions over a pe-
riod of 7.5 weeks or 62 Gy in 20 fractions over a period of 4 weeks). Androgen-
deprivation therapy was not permitted. The primary end point was freedom from

biochemical or clinical failure, with a critical hazard ratio for noninferiority of
1.45. The analysis was performed in the intention-to-treat population. Y
ResuLTS °

A total of 874 patients underwent randomization at 38 centers (433 patients in the

P. Ostler, H. van der Voet, A. Loblaw
eri, K. Ka
g, ). Staffurth Aartin

SBRT group and 441 in the control radiotherapy group) between August 2012 and

January 2018. The median age of the patients was 69.8 years, and the median PSA
category was low for 8.4% of the patients and intermediate for 91.6%. At a median
) months, the 5-year incidence of freedom from biochemical or
clinical failure was 95.8% (95% confidence interval [CI], 93.3 to 97.4) in the SBRT ° hd O
group and 94.6% (95% CI, 91.9 to 96.4) in the control radiotherapy group (unad-
justed hazard ratio for biochemical or clinical failure, 0.73; 90% CI, 0.48 to 1.12;
P=0.004 for noninferiority), which indicated the noninferiority of SBRT. At 5 years.
the cumulative incidence of late Radiation Therapy Oncology Group (RTOG) grade

.
2 or higher genitourinary toxic effects was 26.9% (95% CI, 22.8 to 31.5) with SBRT
and 18.3% (95% CI, 14.8 to 22.5) with control radiotherapy (P<0.001), and the cu- a I e I l S
mulative incidence of late RTOG grade 2 or higher gastrointestinal toxic effects was

10.7% (95% CI, 8.1 to 14.2) and 10.2% (95% CI, 7.7 to 13.5), respectively (P=0.94).

CONCLUSIONS

Five-fraction SBRT was noninferior to control radiotherapy with respect to bio-
chemical or clinical failure and may be an efficacious treatment option for patients .

with low-to-intermediate-risk localized prostate cancer as defined in this trial.

(Funded by Accuray and others; PACE-B ClinicalTrials.gov number, NCT01584258.)
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Impact thus of a successful Clinical Trial such as RTO1

Prostate cancer:

fiagnosis and treatment
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What has motivated me to do research

* Impact of my mentors
* ‘Professional community’ that enhances care
* ‘Recognition’ (especially as one in a smaller centre

* Enabled me to ensure my practice is up-to-date and evidenced
RTTQA bench-marking cases):

Variation from
trial protocol

cTvp Superior prostate margin could be reduced by one sice
to confidently exclude bladder mucosa. The location of
the apex was correct. We agreed that the location of the:

tumour bearing area justified a small extra-prostatic
margin n that zone only.

T | o

CTvpsv

Overall mark

Report on PIVOTALboost

23.2 Prostate Boost (arms C2/D2 only)
Prospective Outlining Case Review - PB24067 Ipswich

Variation from
orveb trial protocol Commeres)

Trial Number: | PB24067 Suitablo boost volume

<60% CTVp and >Smm
Trial Am: D2: Prostate and pelvic IMRT and prostate boost size
Submission Date: | 09/02/2022 Encompassed by CTVp
Outlined by: Christopher Scrase Overall mark
Eavlevtec LN | Dr(sabal Syncikus Afer review and localdiscussion with radiologist, thee is no tumour volume n the lftobe. Tne disease
Review Date: 091022022 extends into the floromuscular iroma but not beyond. You edited GTVpb according f our discussion

2.3.3 Pelvic Nodes (arms B/D only)
1 Introduction

Resuls have been reported using a traffc ight scheme, cassifying the submitted outines as

Variation from

Target volume rial protocol

Comments

Vessel

As per protocal, no changes needed CTVn | Superior-nferior extent

‘The variation is within acceptable imits and does not require resubmission.

Bladder outine
However, please note the comments made.

excluded from CTVn

The variationis outsde acceptable limits. Please re-submit that outine unless Boweloutine excluded

Unacceptab
ccepiable otherwise stated i the report. from CTVn
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‘How’ we made it happen?

* Engaged and impactful R&D team

* Culture of ‘can do’ amongst the service team and support
services

* Integrating research team into the MDT meetings

* Underpinned by regional work of embedding MDT and SSG (NCG
or CSG) research leads

HCRW Support and Delvery Day July 2025.
Christopher.scrase2@wales.nhs.uk



How to motivate others: consider embedding
research as a quality improvement initiative

- “Creating deep, sustainable change is not just about creating an excellent
D ISCOVQ I"y M Odel strategy or about redesigning delivery systems and processes. It is also

about changing the mindsets which underlie behaviours and outcomes.”

Barriers to

organisational Tomorrow
Other obstacles Employee Outcomes
Change? Siadeiiats 14% resistance Strategy
q to change
resources

39%

14%
Practices " process® Practices
Improvement

What we don't

see and don't

know how to

= address
Management behaviour does not X )
support change Mindsets Mindsets 5
e Mindset change (met or unmet)
Source: Keller and Price 2011
[ $ad
Example The Influence Lo
PE— — Model % -
e.g. L|m|t<_ed |r_1novat|on Today Tomorrow €.9. Improved innovation .,
and learning in an and learning in an Role “...I see my leaders, vo;-l.latui:dtgisr:and A compelling
organisation Outcomes T} Outcomes organisation modelling colleagues,.and staff S meg Sie
rategy L S behaving differently.” ’ ry
and it makes
sense.”
e.g. little knowledge Practices ehg. !(noyvledge fih
sharing P\ sharing is part of the
culture . 5
- : “...I have the “...I see that our
o . Skills required [N structures, Reinforcement

e.g. Information is Mindssts Mindsets  €.g. sharing for change opportunities to pracesses, and mechanisms

i ifi behave in the systems support the
power Mindset change magnifies power T changes | am being
asked to make.”
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What were the opportunities and barriers in
2012/2013 (in East of England)

Opportunities (not exhaustive)
B NHS |
w England

Anglia Programme for Improvement — Review 2012/2013

Portfolio

e Continue to review international and national trials for

D ogenens D Do suitable trials to open locally

. - » Continue to encourage more interest and research from
the surgical teams

. E:;ZI portfolio not kept active and reduced to a single trial open to recruitment °

* Complex entry criteria making studies hard to recruit patients
o Lack of trials for palliative patients
o Very few industry led trials available

Awareness

o Lack of promotion of trials at some sites (particularly for those tumour sites with limited portfolio and
fewer patients available for recruitment — low numbers means less possibility for recruiting high
numbers of patients)

Referrals
* Transferring patients from the Units to the Centres has a potentially negative cost and revenue impact

Engage our surgical/nursing/AHP colleagues in trial design
and/or as key co-workers to oncology-led trials

Networking and highlighting Anglia portfolio

m‘“hhﬁ??g“d‘ ool i ccing the hurmbere o patonts efonad o e Gestres o * Continueto provide research reports to ensure continued
communication on trials open and recruiting, including
«  Staff turnover and getting new staff up to speed . .
e oo ol ey CPering ot further rals and th referta of patents 0 oher centres network com parisons, to facilitate en ga ge ment and
* Alack of dedicated research time within job plans and, more specifically dedicated research nurse .
ti 3 MDT: ft ble to take rt h
+ Current fanding alows staf t only werk o MIHR susies (not incusty) Interest
e Long term staff sickness
*  More support required from the research department and oncologists in the paper work
both before and after the trial recruitment and during follow up of patients - - M . .
* Ensure our reputation amongst central clinical trials units
o ot il s vordosd and pharmaceutical companies for high quality and timely
* Potential pressure on surgical resources . -
reporting of data, events and outcomes continues
« Excess treatment costs
* Lack of clinic space within the multidisciplinary clinic following service reconfiguration
* Patient travel/transportation to main centres particularly for rarer tumour sites
o Lack of infrastructure support L4

«  Fitness of patients
*  Unsuccessful screening of patients
* Trials are only suitable for cancer centres

SSG to work with and provide help/support for those
hospitals with low recruitment to help improve any
obstacles

HCRW Support and Delvery Day July 2025.
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What were the opportunities and barriers
iIdentified in 2024/25 (in NHS Wales

"Thematic Analy5|s of Cancer Clinical Trials

L ,ns,ghtsfmm nMDTSuvey * Inconsistent Designhation of Research Leads
St 5, Gt s et s o 5, ' The lack of designated cancer research leads in some

B T e et organisations leads to variability in research focus and
coordination. Designated leads are essential for driving
research initiatives, securing funding, and fostering
collaboration among researchers.
Limited Inclusion in Appraisals and Meetings
The inconsistent inclusion of clinical research in appraisals
and meetings affects its prioritisation within organisations.
Recognising and discussing research activities during
appraisals and meetings can motivate staff and ensure that
research remains a key focus.
Organisational Boundaries and Resource Constraints
Organisational boundaries and resource constraints are
significant barriers to trial recruitment and participation.
These barriers include service capacity issues, financial
impediments, and lack of dedicated time, staff, and
infrastructure.
Communication Gaps
There are gaps in how information about clinical trials is
disseminated within and across organisations. Effective
communication channels are essential for ensuring that
researchers are aware of ongoing and upcoming trials.

HCRW Support and Delvery Day July 2025.
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What are we wanting to put in place in \Wales?

Ymchwil lechyd
a Gofal Cymru

Health and Care
Research Wales

Q GIG | Rhwydwaith
Canser Cymru
Canolfan | Wales a\'o

: Wales Cancer
Ymchwil Cancer ° N [ 1 S MNetwork
Canser Research

Cymru Centre

Tackling cancer through research
Collaborating and delivering for patients in Wales
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Tackling cancer through research initiative

* Deliver better cancer outcomes and survival for Welsh patients
* Reduce healthcare inequalities
* Attract greater commercial cancer clinical trial activity into Wales

* Increase patient access to new and novel treatments via these
trials

* Attract investment in Welsh healthcare, employment and wider
economy

HCRW Support and Delvery Day July 2025.
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The ambition

i

e Increase cancer
patient
recruitmentto
commercial
clinical studies

by four-fold
(400%) to over
1000 patients, by
Q4 2027.

e Ilncrease access

to commercial
clinical studies
to patients with a

diverse range of
cancers, and
from a diverse
range of
backgrounds and
geographies

HCRW Support and Delvery Day July 2025.
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e Increase the
proportion of
Phase 3 trials in
Wales’s

commercial
cancer trial
portfolio to >50%
by 2027




Working with industry: the ‘why (not)?’

* Cancer patients miss out on opportunities to access new and novel cancer treatments or
have to travel to England to access them. Both scenarios may result in outcomes being
compromised as a result

* The NHS in Wales has to fund alternative, often sub-optimal, treatments and misses out on
drug and standard of care cost savings that trial treatment would provide. It is estimated that
industry funding of clinical trials helps generate £1.2 billion of NHS savings in the UK and
supports 13,000 NHS jobs

* NHS service and staff miss out on learnings gained during a clinical trial that streamline
subsequent implementation of the findings into routine clinical care

* The Welsh economy misses out on income from commercial trial activity. Industry clinical
trials contributed £7.4 billion of gross value added (GVA) to the UK economy and supported a
total of 65,000 jobs

HCRW Support and Delvery Day July 2025.
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Action plan

Tackling system and

Tackling strategic constraints : :
environmental constraints

Tackling Cancer

Through Research

Tackling capacity and resource Tackling communication and
constraints engagement constraints

HCRW Support and Delvery Day July 2025.
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Workstreams (National Glinical Lead Prof Richard Adams)

1. Coordinated Research Delivery (Jayne Goodwin)

2. NHS performance frameworks and cancer metrics (Vi Sarma/Claire Bond)

3. Embedding in Welsh clinical service system (Tom Crosby/Christopher Scrase)
4. Embeddingin NHS job descriptions (Helen Grindell)

5. Investing in infrastructure via VPAG (Nicola Williams)

6. Diagnostic/genomic infrastructure (Sian Morgan)

7. Development of Pls (Nicola Williams)

8. Communications and Engagement (Felicity Waters) - incorporates patient, public, clinician and industry plan

HCRW Support and Delvery Day July 2025.
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Embedding research into the Welsh Clinical
Service System

‘How’
* Explorative discussions with respondents to ‘MDT’ survey

* Health Board and cross-cutting representation meeting planned
for late July

* Anticipate both pan-Wales and health-board issues and solutions

HCRW Support and Delvery Day July 2025.
Christopher.scrase2@wales.nhs.uk



MDT and CSG research leads

The main role of a Cancer Research Lead is in encouraging clinicians and the wider multidisciplinary Team (MDT) to be
research-active is and in doing to serve as a catalyst for integrating research into everyday clinical practice.

* Working in partnership with the network R&l clinical lead they identify site-specific barriers and priorities for research to
inform discussions with stakeholders.

* Advocating for Research Engagement: The Research Lead actively promotes the value of research among clinicians and
the wider MDT.

* Facilitating Access to Research Opportunities: supported by the Network R&l clinical lead and R&| team they identify and
communicate relevant research opportunities.

* Fostering a Research Culture within the CSG as a whole: By creating an environment that values and rewards research
activity, the Research Lead encourages a culture where clinicians and MDTs see research as an integral part of their roles.
This can include recognising research achievements, integrating research discussions into regular team meetings, and
celebrating successes within the team.

* The Research Lead collaborates closely with clinicians, multidisciplinary teams (MDTs), and key stakeholders, including
patients and industry partners, to ensure that research activities are not only aligned with the immediate clinical needs and
priorities but also explore innovative, long-term solutions. By balancing clinical relevance with forward-thinking research,
this role helps bridge the gap between early-stage research and direct patient benefit. Facilitate sharing of best practices
and collective learning through periodic meetings (supported by Cancer Network).

HCRW Support and Delvery Day July 2025.
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Enabling/motivating established researchers

Wales
Cancer
Research
Centre

Canolfan
Ymchwil
Canser
Cymru

Call for expressions of interest: Research time for clinicians for
cancer clinical trial activity

The Wales Cancer Research Centre is seeking expressions of interest from clinicians to take
on up to 2 days/week of research sessions, to develop and lead research activity that will
advance cancer clinical trials and translational cancer research in Wales.

* Clinician employed by NHS Wales who is a consultant in oncology, surgery and/or other cancer-related
disciplines such as palliative care, general practice, etc. OR a senior member of other professional
groups working in cancer, including nurses, allied health professionals, clinical scientists, or others
who are in a position to lead cancer trials/translational research from Wales.

* Works in a cancer specialty; or cancer prevention, detection, diagnosis or cancer patient support form
a substantial part of their NHS role.

HCRW Support and Delvery Day July 2025.
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Motivating those new to research: the
associate Pl role

What is an associate PI
 Six month in-work training run by NIHR opportunity for junior doctors, nurses, pharmacists

and allied health professionals not currently working in research

* Aimed at developing practical research skills at start of research career
* Working on one NIHR portfolio trial, mentored by site principal investigator (PI)

Completion of checklist and ‘month one to six’ online diary for certification

For one of my associate Pls, her reflections were as follows:

Fantastic opportunity for individual to be exposed to research practice in supportive
environment

Opportunity to work with MDT - shared learning process

Promotes clinical research

May change career aspirations!

Benefit to department — promotes research and may encourage engagement amongst staff

HCRW Support and Delvery Day July 2025.
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‘Mission’ of the Tackling Cancer Initiative

Mission: To enhance the quality of life and survival rates for cancer
patients by providing access to better care, advanced research,

and impactful collaboration among healthcare professionals,
patients, industry and other communities.

HCRW Support and Delvery Day July 2025.
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Summing up

» Why research matters in health care v/
« What about ‘innovation’ and ‘quality improvement’ y/
 Case example using radiotherapy in prostate cancer management

* What has motivated me to do research (and how we made it all
happen) v

* Motivating others (using QI methodology) v/

* What were the barriers and opportunities identified in 2012/2013 in the
East of England

 What were the opportunities and barriers identified in 2024/25 in NHS
Wales +/

« What we wanting to put in place in Wales: Tackling Cancer Initiative i/
 Motivating and enabling both new and established researchers

HCRW Support and Delvery Day July 2025.
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Thank you for listening!

Orcid 0000-0001-8328-7454
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