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Abstract

A brief general and personal history of research conducted in partnership with patients is outlined in
order to substantiate the beneficial effect of this method in improving the quality of research and to
illustrate the importance to patients of testing treatments in a manner that takes account of the out-
comes they seek. Examples of two early initiatives, Radiotherapy Action Group Exposure (RAGE) and the
Consumers' Advisory Group for Clinical Trials (CAG-CT), are used to demonstrate what can be accomplished
by committed groups of patients working with policy makers and practitioners to improve the quality and
provision of treatments for breast cancer.
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INTRODUCTION

My intention in this article is to offer some
thoughts about what research might mean to
patients. I shall also try to convey why I believe
it to be important that research is undertaken
in meaningful partnership with practitioners in
research. It is based on my first hand lay experi-
ence in 1991, informed by my own and
others’ observations and experiences since that
time, and now substantiated by research find-
ings about this new approach to conducting
randomised controlled trials and other types of
research in partnership. Like all new, useful
innovative approaches, it began tentatively,
gained support, gathered momentum and is
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currently rapidly expanding and developing. It
is still in a state of development, but is at the
stage when there is sufficient history to enable
the benefits and drawbacks of patient and public
involvement (PPI) to be the subject of scrutiny
and research to assess its value. Like all interven-
tions, new or old, it requires to be evaluated to
see whether, on balance, it provides more bene-
fit than harm to patients. Currently, on balance,
it has been shown to be beneficial, attracting
and justifying increased investment in furthering
this approach.

BEGINNINGS

My own sudden and dramatic introduction to
research was as a patient when invited in 1991
to participate in the UK Randomised Trial
for the Management of Screen-detected ductal
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carcinoma in situ (DCIS) of the Breast." This
trial included radiotherapy in two out of its
four options in a 2 X 2 factorially designed trial,
with the stated objective of making possible
separate evaluation of each of the two additional
therapies (the other being tamoxifen) following
complete local excision of the DCIS.

This invitation led me to an abrupt realisation
of the need for research if uncertainties about
treatment effects were to be reduced. As a layper-
son, it also caused me to consider many aspects of
testing treatments from a patient’s viewpoint.
These included consideration of the ethics and
practicalities of seeking informed consent from
patients such as myself who had just been given
a cancer diagnosis. Some of the problems that I
identified and wanted to explore further were
the inadequacy of the information provided; the
timing of the invitation to participate; the impact
on a prospective participant of randomisation in a
trial with four very different, unbalanced options;
the unsatisfactory trial aim (as I saw it) of only
seeking ways to reduce the incidence of sub-
sequent invasive carcinoma of the breast, rather
than determine treatment effects on survival. I
set out my views in an article that was published
in The Lancet in January 1992.% This, and other
activities, effectively set the ‘patient 1nvolvement
ball rolling, while illustrating very well the poten-
tial benefit of publishing ‘a patient’s viewpoint’ to
begin to further the debates about conducting
clinical trials that included a lay perspective.
Recogmtlon by The Lancet that this new
approach®> was worthy of consideration pro-
vided the springboard for debate.

This initial invitation, interest and initiatives led
to development of my own and other people’s
conviction about the benefit and importance of
patient and public partnerships and their active
involvement with practitioners in research
‘Research with’ rather than ‘research on’ patients®
can reasonably be argued to be a moral and ethical
imperative, seeing that the purpose of undertak-
ing any medical research should be for patient
benefit, remembering that we are all likely to
become patients before we die. I was fortunate
that this initial experience and published exposure
led to my having various opportunities for dialo-
gues with open-minded health professionals in
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many fields of endeavour. These included leading
radiologists Professor John Yarnold and Professor
Ian Kunkler, who were only too ready to take
these ideas further and offer help and opportunit-
ies to me and to other patients, at least as early as
1993 in my own case. Education of the public
about research concepts was also identified as an
essential component if research was to become
an accepted and integral part of offering medical
interventions, also enabling patients who wanted
to be actively involved in the research process to
be more effective.

THE UK DCIS TRIAL

The UK DCIS trial was contentious: not all clin-
icians were randomising patients to all four trial
options. This probability had been foreseen by
the working party who had drawn up the proto-
col in 1989. They stated that they hoped that the
majority of clinicians would wish to participate
in all four options, but made provision for those
clinicians who might find ‘either radiotherapy or
tamoxifen essential or unacceptable to participate
in single randomisation for the other therapy
option, thereby only entering patients into one
half of the trial’. T was unaware of this option
at the time of my invitation to the trial and later
commented that it seemed to me to be unfair
that I should be labelled as having a prejudice
against radiotherapy as a treatment option for
DCIS when it was deemed acceptable for clini-
clans to opt out. It occurred to me that, had
there been patient input into working up the
trial protocol, this ‘imbalance’ would have been
one of many shortcomings that might well have
been addressed.

The diagnosis and treatment of screen-
detected breast cancer, including DCIS, is a
team effort. When I discovered that the DCIS
trial was contentious, I wondered how conflicts
of opinion about radiotherapy and tamoxifen
trial options were resolved in breast unit teams
where the trial was on offer, should, for
example, the surgeon and the radiologist and
the breast care nurse have fundamental difter-
ences of opinion, or disagreements. With this
dllemma 1n mind, [ wrote articles for Nursing
journals,’ and an article for the journal ‘Radio-
therapy Today”® questioning the justification for
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this trial, pointing out that the potential harms
of treatment would outweigh the benefits for a
proportion of the participants, based on evid-
ence about the known likely proportion of
types of cases of DCIS that would and would
not progress to invasive cancer. The eligibility
criteria. made no provision for this variability
of DCIS diagnosis that would lead inevitably
to over-treatment in some cases and under-
treatment in others.

Prior to the introduction of mammographic
screening, patients seldom presented with
DCIS. But the NHS Breast Screening Pro-
gramme (NHS BSP) was finding that about
one in five breast ‘cancers’ were DCIS, that is,
carcinomas that were confined to the ducts
without invasion into the surrounding stroma.
This rate has remained fairly constant: The
NHS BSP Annual Review for 2007" reports
that 1,891,408 women were screened; 14,841
cancers were detected; of which 3,019 were in
situ cancers, that is, 20.34%, or one in five wo-
men. The management of this condition of
asymptomatic screen-detected DCIS was iden-
tified then as a problem, and remains so today.

GENERAL BACKGROUND

In order that we might consider what research
means to patients today, and the importance of
partnership with practitioners in research, to
help put it in perspective, it might be useful to
reflect on the changes there have been over
the last couple of decades—socially, culturally,
politically, scientifically and technically.'" These
changes have been considerable. Inappropriate
paternalism is being replaced by ‘patient choice’
(another contentious concept introduced by
government without prior good evidence of
benefit)'? and shared decision-making. Availab-
ility of good quality information is regarded as
vital—a medical intervention in its own right.

A new iterative relationship between patient
and health professional, both individually and in
groups, where patients are encouraged and
allowed to play a greater part while taking
more of the responsibility, is now being
developed, encouraged and practised, and is
politically endorsed. PPl in research has
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developed from being a novel idea in the early
1990s, to a structured and supported activity,
with its own accumulating evidence of benefit/
harm. The internet revolution has enabled rapid
communication and access to information for-
merly unavailable to the general public. It has
also impinged on the isolation of scattered
patients so that they may benefit from being
able to engage in worldwide, organised involve-
ment that is better informed, in many types of
constructive advocacy and research activities.

RAGE

Let us consider one pioneering group—Radio-
therapy Action Group Exposure (RAGE)"’—
founded in 1991. Its emergence at that time,
when breast cancer patients were expected to be
grateful to be alive and not complain about tox-
icity or side eftects, or query the cause of harms,
illustrates very well what can be done by a small
group of committed and determined patients for
the benefit of fellow patients. Huge changes in
attitudes have taken place since then: constructive
outcomes of benefit to patients, researchers and
the health provider have been achieved following
this shocking exposure of post-radiotherapy suf-
fering and undesirable paternalism. The consider-
able publicity given to Lady Audrey Ironside’s
injury following radiotherapy treatment for breast
cancer, and her quest for acknowledgement and
compensation, emboldened others who had suf-
fered similarly to meet with her and found
RAGE. At that time, little information was avail-
able to women, particularly about the possible
long-term disabling effects of radiotherapy; dis-
cussion about treatment within the consultations
was generally not encouraged—or even discour-
aged; no national standards governing delivery
of radiotherapy had been drawn up; little research
about these specific radiological problems had
been initiated or undertaken. All this has since
changed.

HEALTH COMMITTEE THIRD
REPORT ON BREAST CANCER
SERVICES, 1995

RAGE was called to give evidence, both writ-
ten and verbal, to the Health Committee of
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the House of Commons, Session 1994—1995,
published in their Third Report on Breast
Cancer Services in 1995."* This enquiry pro-
vided opportunity for numerous organisations,
institutions and people to submit written
evidence on many aspects of the management
of breast cancer treatment and care, as well as
screening and research. Witnesses representing
a wide range of involved agencies were called
to give evidence to the Health Select Commit-
tee over 4 days, with RAGE uniquely repre-
senting a patient view on screening, treatment,
breast cancer services and breast cancer research.
Although not a member of RAGE, I was
co-opted to present oral and written evidence,
particularly with respect to research, where I
advocated for patient involvement in the whole
research process.'”

The Health Select Committee Report on the
Proceedings of the Committee devoted a section
to ‘Involving Patients in Research’ (p. 1vi,
vol. 1)."* The Ministers, on the basis of the evid-
ence they had heard, had concluded that they
believed ‘..that patient involvement such as the
Consumers Advisory Group on [sic] Clinical Trials
(CAG-CT) are to be welcomed.” They added:
‘“We recognise that patients who have long-term
involvement in such groups will acquire a know-
ledge base in excess of the average patient, but we
believe this kind of patient advocacy by a small
group of well informed patients is far preferable
to little or no patient involvement at all.” This
was taken forward into their ‘Summary of Con-
clusions and Recommendations’ (recommenda-
tion no. 41, p. Ixii). They stated “We believe
that our recommendations will help to improve
the standard of care for women with breast cancer
in this country’ adding that they hoped that ‘as
other specialties follow the lead, they may help
to raise the standard of care for all cancer patients.’

At the time of the Enquiry in March 1995,
RAGE had over 1,000 members in England
and Wales, as well as Northern Ireland. There
were also many more victims who had not
taken up membership, and a further 400 affec-
ted women in Scotland.

Members of the Health Select Committee
were informed by RAGE that, although
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patients may have been generally made aware
before treatment of temporary side-eftects such
as sickness and nausea, they were not made
aware of the risks of serious and permanent
injury, including arm paralysis and disabling
consequential effects which they had identified
as including

e Lymphoedema

e Lung burn, leading to severe breathing diffi-
culties

® Deadened bones in the brachial plexus area,
leading to spontaneous fracture and failure
to mend

e Heart damage

e Jawbone pain and tooth loss

e Amputation of arm, as a means (mostly inef-
tectual) of last resort to relieve pain

e Severe fibrosis, leading to further nerve com-
pression and paralysis

e Skin burn

® Psoriasis.

The exposure meant that government and
health professionals could no longer ignore the
shortcomings in the provision of treatment;
the provision of information to women; the
knowledge base that needed to be researched;
or the Ministers’ recommendation that research
should be undertaken in partnership with
patients.

Given my own experience, concurrent with
the formation of RAGE, I could sympathise
with their complaints about lack of information
about radiotherapy treatments, but from the dif-
ferent standpoint of information provision to
prospective research participants so that they
might make a better-informed decision about
participation in order to be able to give con-
sent.'® For an adequate and satisfactory
decision-making process, prospective partici-
pants need information not only about the spe-
cific trial into which they are being invited, but
also about research concepts, particularly about
why randomised controlled trials are neces-
sary.!” ‘Randomisation’ is one of the biggest
stumbling blocks for those patients who wish
to understand these concepts before making
their decision. It must be recognised, however,
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that many patients agree to participation based
more on trust in the doctor and/or the institu-
tion, and for altruistic reasons,'® than because
they feel they have understood the information
sufficiently well to be able to give ‘fully
informed consent’.

CAG-CT

The CAG-CT had been jointly founded in
September 1994 by myself and Professor
Michael Baum as a patient/profession working
group, with the main aims of working directly
with the profession to encourage consumer
involvement in protocol development and
patient information provision, and to advance
public education about clinical trials. We saw

ourselves as a ‘facilitator for progress’, bridging
the gap between patients, clinicians and
researchers.'” Our objectives were

1. To assist the profession in ensuring that ques-
tions being addressed by clinical trial proto-
cols are worthwhile and relevant to
patients’ needs.

2. To assist in the improvement of clinical trial
design, providing trials that were more
acceptable and understandable to potential
research participants.

3. To advocate for co-operation and shared
responsibility, demonstrating a new attitude
to research which is not imposed on patients
but more clearly expresses the patients’
desired outcomes.

The CAG-CT began work at its first meeting
by commenting on the draft of a feasibility
study examining the use of hormone replace-
ment therapy (HRT) in women with breast
cancer. This work ultimately led to the devel-
opment of a protocol for the multi-centre
National Trial of HRT in Women with Early
Stage Breast Cancer (ISRCTN 29941643)*
(see INVOLVE website database, Project No.
44. www.invo.org.uk).

We successfully applied for funding from the
National Health Service Research and Devel-
opment (NHS R&D) Cancer Programme in
1995 against a call for proposals seeking applica-
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tions against their priority area of improving
accrual into trials. Our project “Using a Consu-
mers’ Adv1sory Group to increase accrual into
trials”®' used independently facilitated focus
group methods to identify and prioritise the
desired outcomes of patients, researchers and
clinicians around the topic of breast cancer and
its treatments in relation to HRT use. Also
identified by this work were the specific train-
ing needs for those who would be involved in
conducting the trial, and the information needs
of participants, patients and health professionals.
Facilitators from the King’s Fund, who set out
clear ground rules and methodology for arriving
at prioritisation, enabled satisfactory and equit-
able input from a very mixed group of research-
ers, clinicians, patients and advocates in this
project.

PROGRESS AND EVIDENCE FOR
PPI

In the UK, research activity involving patients
has gathered momentum in the last 10 or 15
years to a point where major funders now
require that research teams involve patient and
the public in their projects, not just as passive
participants, but as active participatory research-
ers.?%23 Evidence suggests that benefit from
participation outweighs the drawbacks.”* "
Clinical research has become more sensitive,
more relevant (to the patient), and of greater
benefit to society and the NHS as a result.

CURRENT STRUCTURES FOR
ENABLING PPI

Various organisations have been set up to pro-
vide a resource to facilitate involvement. For
example, the United ngdom Clinical
Research Collaboration (UKCRN)?' aims to
improve patient care and allow people across
the country access to the best treatment. A
common theme that runs throughout its work
is PPI. UKCRN believes that active PPI is
needed if it is to achieve a programme of
research which directly reflects the needs and
views of patients and the public.
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Another is the NHS National Library for
Health>® which has a PPI Specialist Library.
This aims to support the implementation of
patient, user, carer and public involvement in
health care by providing access, in one location,
to the best information which is available on the
web.

CURRENT NCRI/NCRN
RADIOTHERAPY CLINICAL
STUDIES GROUP PORTFOLIO
OF TRIALS

The National Cancer Research Network
(NCRN) Radiotherapy  Clinical  Studies
Group™ has a large portfolio of current and
closed trials.”* It is the practice within the
NCRN to involve consumers in the Clinical
Studies Groups and to have consumer members
wherever possible on individual trial steering
groups.

Consumer involvement in radiotherapy trials
sprang from RAGE’s exposure and action,
aided by clinical researchers such as Professors
John Yarnold and lan Kunkler, who appre-
ciated the extra dimension and value that
patients and the public could bring to the set-
ting up and running of randomised controlled
trials.

CONCLUSION

It can be seen from this brief look at patient
partnership with practitioners in research that
huge progress has been made in the last decade
and a half. Patients have not only come to
recognise that research is essential if treatments
are to be improved but also that they have a
part to play in enabling and facilitating this pro-
gress in partnership with practitioners, by shar-
ing the responsibility. There is evidence too,
that health professionals and researchers are
increasingly accommodating meaningful ways
of involving patients and the public, appreciat-
ing the value that this mode of working can
add. Structures are in place to facilitate this
way of conducting research, with models, train-
ing, resources and assistance to help achieve it.
It is important, now that there is a history of
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involvement, that care is taken to record and
report any involvement in existing databases
and registers, and to ensure that published
reports of trials make clear exactly how lay peo-
ple have contributed. It has been seen that roles
for patients in research are many and varied and
can even evolve in the course of a study:”” it is
important for researchers to reflect on the
impact such partnership-working can have and
to publish findings, preferably in a jointly
authored paper, so that others may see the ben-
efits and be enthused to emulate this way of
working. As evidence of joint-working accu-
mulates, further systematic reviews will build
on our understanding of the benefits, draw-
backs, limitations, barriers and challenges of
this method of conducting research. Education
of the public, and health professionals, about
research concepts is vital.'” Building on all these
achievements to date will surely enhance and
facilitate conducting better quality research
that is more relevant and useful to patients?
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