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Abstract

Clinical trials are commonly conducted to improve the care of patients with cancer, identifying
new cancer treatments and methods for detecting and diagnosing the disease. In January 2017,

a service evaluation investigated the effectiveness of the clinical pathway for cancer patients who
are referred for inclusion in early phase clinical trials. The service evaluation included the views of
patients, and a patient and public involvement group. The researchers used various methods such
as semi-structured discussions with patients and a questionnaire.

The service evaluation identified essential information that patients and their family members
felt would be useful to know before an initial early phase clinical trial appointment; for example,
information about what early phase clinical trials involve at the point of referral. The service
evaluation also produced a patient information booklet for patients who had been newly referred

for early phase clinical trials.
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ONE OF the primary methods of improving
the care of patients with cancer is by
conducting clinical trials. Clinical trials
are important for discovering new types of
anti-cancer treatments, as well as discovering
new methods for detecting and diagnosing
cancer. In the development of new medical
treatments, clinical trials demonstrate those
elements of a treatment that are effective and
those which are ineffective in people who
are affected by disease, for example, any side
effects a medicine may have.

The process of developing new treatments
involves many healthcare professionals
and pharmaceutical companies; however,
active patient involvement in clinical trials is
important (Sacristdn et al 2016).

Types of clinical trials

Clinical trial designs are generally categorised
into four phases. Phase one and two trials are
regarded as early phase research and are the
first steps in treatment development, whereas
phase three and four trials are categorised as
late-phase research.

Early phase clinical trials

In a cancer research setting, the majority of
patients who take part in early phase clinical
trials will have exhausted all of the available
standard treatment options. This is usually
because their cancer is at an advanced stage,
and because of the lack of evidence of response
rates to treatments that might be prescribed
(Halpern et al 2019). However, there is an
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increasing number of early phase clinical trials
that now offer patients with advanced cancer
additional treatments at an earlier stage in
their clinical pathway (Adashek et al 2019).
Early phase clinical trials aim to find out
how much of a new treatment is safe to
administer and how it is metabolised, as well
as developing an understanding of any side
effects (Cook et al 2015). Early phase clinical
trials generally recruit low numbers of patients
and the treatments administered in this phase
of research are often ‘first-in-human’ trials.
It may also be the case that an early phase
clinical trial is the first time that a treatment
is being used for a particular type of cancer
(Vickers 2018). In oncology, early phase
clinical trials are primarily delivered through
a network of experimental cancer medicine
centres across the UK. These centres are staffed
by specialist early phase research medical
consultants and research nurses who have
a vital role in the care of patients undergoing
experimental cancer treatments. These centres
are a fundamental first step in developing new
treatments for cancer patients.

Late-phase clinical trials

Experimental treatments that have generated
sufficient efficacy data within early phase
clinical trials will then progress to

late-phase clinical trials (Cook et al 2015).
Late-phase clinical trials recruit substantially
higher numbers of patients and aim to
compare investigative treatments against or
in combination with ‘gold standard’ care
treatments, while simultaneously obtaining
information on therapeutic effects and long-
term side-effects (Mahan 2014). Existing
standard of care treatment options are
available to patients eligible for phase three
trials (Cook et al 2015). For example, phase
three clinical trials are generally delivered in
standard of care areas such as chemotherapy
or outpatient departments within a hospital
setting (Cancer Research UK 2020), as
opposed to the experimental cancer medicine
centres that host early phase clinical trials.

Patient safety

Patient safety in any clinical trial is crucial

and is governed by Good Clinical Practice,

a global set of ethical and scientific quality
standards for designing, conducting, recording
and reporting clinical trials that involve human
participation (Shaw and Townend 2016).
Within these quality standards, patients taking
part in clinical trials are legally required to
participate in an informed consent process
(Halpern et al 2019). This process ensures

that patients make an informed decision about
their participation in a clinical trial. Patients
are made fully aware that their participation
is voluntary and that they can withdraw

their consent at any time, for any reason
(Halpern et al 2019).

It is a moral obligation within clinical
research that patients fully understand the
research they are consenting to take part in.
In early phase clinical trials in oncology, it is
also important that patients fully understand
the ramifications of the clinical trial they have
consented to. Every effort should be made
to reduce any unrealistic beliefs that patients
may have concerning the potential benefits of
early phase clinical trials, particularly because
such beliefs are common among patients who
are participating in cancer research (Crites

and Kodish 2013).

Patient and public involvement

Patient and public involvement (PPI) can be
defined as an essential element of the research
process that ensures that members of the
public are involved in the design and delivery
of any research (Bagley et al 2016). PPI is

a significant element in UK research, and is an
essential part of the Research Ethics Service
(RES), which protects the rights, safety, dignity
and wellbeing of research participants. PPI is
essentially a legal requirement of the Integrated
Research Application System (IRAS), which

is a single system for applying for permission
and approval for health and community care
research in the UK (IRAS 2019).

To ensure that members of the public are at
the forefront of any information provided to
future research participants, PPI groups, which
comprise volunteer members, often review
and provide feedback on research projects
at PPI group meetings. Typical meetings
involve researchers presenting their research
ideas and study documents for review. PPI
group members will in turn ask questions
and provide feedback to develop and support
research projects. In many cases, PPI members
become co-applicants in research projects,
which can involve aiding the development of
a research funding application and having
some responsibility for the management and/
or delivery of a study (National Institute for
Health Research (NIHR) 2020).

PPI enables researchers to identify potential
challenges and resolutions within a research
design, as well as supporting participant
recruitment (McMillan et al 2018). However,
little is known about how much PPI exists in
research due to limitations around reporting
requirements; obtaining study approval
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through the RES only requires researchers to
document their plans to use PPI (Price et al
2018). The extent to which researchers use
PPI once their study has been approved is
unknown and underreported.

Local early phase clinical trials

In the area of northern England covering
Northumberland, Tyne and Wear, Teesside,
Cumbria and County Durham, cancer patients
who do not have access to proven treatment
options are often referred to the Sir Bobby
Robson Cancer Trials Research Centre,

an experimental cancer medicine centre

in Newcastle upon Tyne, for consultation
about participating in early phase clinical
trials. Weekly outpatient clinics are held for
these patients to discuss the possibility of
participating in an early phase clinical trial.
During their clinic appointment, patients
will have a discussion with an oncologist
who will provide general information about
participating in early phase research. At this
appointment, patients may also be given

an information leaflet concerning a current
clinical trial running at the experimental cancer
medicine centre.

The information given during this initial
early phase clinic appointment can be
daunting and complex, and patients may
find it challenging to process in the time
available. Mistaken beliefs concerning early
phase clinical trials are common among cancer
patients (Van der Biessen et al 2013). At this
stage, it is crucial that the patient is assisted to
understand the primary objectives of a clinical
trial and the effect it may have on their life
(Sacristan et al 2016, Halpern et al 2019).

Service evaluation

Aim

The aim of the service evaluation was to
investigate the early stages of the clinical
pathway followed by cancer patients, from
referral to the Sir Bobby Robson Cancer Trials
Research Centre to enrolment onto an early
phase clinical trial. A project incorporating
PPI was then used to improve the clinical
pathway for patients.

Literature review

As part of the service evaluation, a literature
review was conducted to improve
understanding of the guidelines concerning
patient information within a clinical trial
setting. Additionally, the review examined the
various approaches taken to developing patient
educational resources and how PPI could
inform the design of these resources.

Guidelines

International guidelines concerning patient
information and participation in clinical trials
focus on Good Clinical Practice, which is
governed in the UK by the NIHR and adopted
by the experimental cancer medicine centre
network. It is a legal requirement for members
of staff working within clinical research teams
to complete the ‘introduction to Good Clinical
Practice’ course and attend a Good Clinical
Practice refresher training course every three
years. Good Clinical Practice acts as a safety
assurance for patients taking part in research,
and ensures that their rights, safety and
wellbeing are protected, and that research data
is reliable (NIHR 2020).

Informed consent in clinical research
In terms of patient education during clinical
research, Good Clinical Practice focuses on
the informed consent process, which includes
the use of patient information leaflets that
provide specific details on clinical trials, as
well as face-to-face discussions with medical
and nursing staff. Patient information leaflets
are produced by the institutions that sponsor
clinical research, and in most cases are sponsored
either by a pharmaceutical company or an
academic institute. These leaflets are specific to
individual trials and can be used at any other
centre conducting the same study, including in
other countries. Nijhawan et al (2013) stated
that educational resources dealing with informed
consent in a clinical research setting must focus
on localised information relevant to the specific
country. Bossert et al (2017) suggested that
incorporating user feedback into the development
of educational leaflets could improve patient
decision-making processes in clinical trials.
Obtaining informed consent for a clinical
trial involves ensuring that patients
understand the objectives, potential benefits
and consequences of the trial before signing
a consent form (Gupta 2013). In addition,
patients should be made aware that research
is voluntary and that they have the right
not to participate in a clinical trial and
may withdraw their consent at any point
(Santel et al 2019). However, there is debate
concerning the informed consent process,
in particular its effectiveness in supporting
patients’ decision-making ability when they
are presented with vast complex volumes of
clinical trial information (Halpern et al 2019).
Bester et al (2016) stated that in these instances
patients can become overwhelmed, adversely
affecting the informed consent process. Also,
researchers have proposed that the informed
consent process in early phase clinical trials has
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limitations, and that disease severity can have
an important role in patients’ decision-making
process. For example, a patient may be eager
to gain access to a potentially life-changing
medical treatment, which can influence their
decision about whether or not to enrol for

a clinical trial (Halpern et al 2019).

Patient comprehension is an important
component of the informed consent process
(Ruske et al 2020). Some studies have
indicated that patients remember little of
the information that is discussed during the
process and their level of understanding
around essential information is often
overestimated (Hall et al 2012). Systematic
reviews into the informed consent process
have outlined that the level of patients’
knowledge gained from informed consent
is frequently inadequate and that further
educational interventions need to be developed
(Schenker et al 2011, Nishimura et al 2013).

Novel approaches to improving patient
comprehension

A number of studies have identified the
need for interventions to improve patient
understanding within the informed consent
process for clinical trials (Nishimura et al
2013, Bhatt 2015, Lentz et al 2016). These
studies demonstrated that providing patients
with additional written information and
audio-visual programmes could promote
further discussion and prepare patients for
initial clinical trial discussions as well as
improving their comprehension of these
discussions (Nishimura et al 2013, Bhatt 20135,
Lentz et al 2016).

Patient and public involvement

Pollard et al (2015) found that a person-
centred, co-design methodology approach was
increasingly accepted within UK healthcare
policy as a means to improve the quality

of care delivery. Also Pollard et al’s (2015)
attempt to involve service users as research
partners had positive results.

Wolf et al (2014) advocated the use of PPI in
developing healthcare educational resources,
considering it vital to move beyond the use
of surveys to determine patient satisfaction.

By using PPI appropriately, accurate patient
experiences can be gathered and employed to
modify healthcare services (Wolf et al 2014).

Studies that have explored and examined
the effects of educational interventions within
a healthcare setting have produced encouraging
outcomes. Han et al’s (2018) review of an
educational intervention which took the form
of extra written information provided alongside

nurse-led educational sessions in patients with
laryngeal cancer found that this intervention
improved patients’ negative emotions concerning
their health status and clinical pathway.
However, the sample size was small.

Capanna et al (2015) featured a larger
sample size and found that novel theory-based
educational strategies that included PPI within
their design positively influenced prostate
cancer patients’ understanding of their disease
and treatment options. The study indicated
that measuring patients’ disease and clinical
pathway knowledge alerted researchers to
educational gaps, which could then be targeted
with interventions (Capanna et al 2015). Kizza
and Muliira (2019) suggested that healthcare
educational interventions that are based
on patients’ and patient family members’
educational requirements can significantly
improve patients’ experience of cancer and
clinical pathways.

Roberts et al (2015) collaborated with
a chronic obstructive pulmonary disease
(COPD) PPI group and a COPD nurse
specialist to develop a co-designed healthcare
project that reviewed standards of patient
care and developed strategies to address
gaps in this care. The study identified major
gaps in patients’ knowledge of pulmonary
rehabilitation. Through further co-designed
work, educational interventions were
developed and subsequently piloted in
practice. This approach resulted in significant
improvements to patients’ understanding of
their disease and improved awareness of the
additional accessible support available; this
was evidenced by an increase in referrals to
pulmonary rehabilitation.

Service evaluation: initial stage
In January 2017, the initial stage of the
service evaluation focused on unscripted
discussions between members of staff at the
Sir Bobby Robson Cancer Trials Research
Centre and patients who had been enrolled
on an early phase clinical trial and who were
receiving treatment at the centre. Family
members of these patients were also included
in the discussions. These discussions covered
subjects such as the effectiveness of the patient
pathway, from the point at which patients
received standard care to being enrolled on
a clinical trial. During these discussions,
patients were encouraged to reflect on this
clinical pathway and asked to explain what
elements they thought had ‘gone well’ and
what could have been improved upon.

In total, 30 patients and their family
members were included in this initial stage
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of the service evaluation. At this stage, the
findings indicated that the majority of patients
and their family members felt that, from the
point when they were initially referred for

an outpatient appointment at the Sir Bobby
Robson Cancer Trials Research Centre, they
would have appreciated more information
about what the process of enrolling on an early
phase clinical trial would involve. At the point
where they were initially referred to the centre,
patients and their family members had minimal
knowledge of what early phase clinical trials
were and what they might entail. In addition,
at the point of initial referral, a lack of
information concerning the clinical pathway
was a recurring theme, and this increased
feelings of anxiety and stress among patients
and their family members.

Service evaluation: second stage

As a result of the work undertaken at the

initial stage, semi-structured discussions were

conducted with a further 20 patients and their
family members, which investigated the lack of
information in further detail. At the same time,
all 18 experimental cancer medicine centres
within the UK were contacted to investigate
whether they had resources that could be used
within the Sir Bobby Robson Cancer Research

Trials Centre to address the lack of patient

information. The findings indicated that none

of the other experimental cancer medicine
centres had a resource for patients at the point
of initial referral to an experimental cancer
medicine centre for the purpose of discussing
early phase clinical trials.

These semi-structured discussions with
patients participating in research at the Sir
Bobby Robson Cancer Research Trials Centre
and the Newcastle PPI group for cancer
research identified essential information that
patients and their families felt would be crucial
before an initial research appointment. The
following are the themes that were generated
from this information:

» Background information on how
a clinical trial works.

» General information about study visits and
their effect on time. Study visits were those
that patients would have as part of being in
a clinical trial.

» What would happen if there was not
a clinical trial?

» Information being explained by staff in
terms that patients can understand.

» Information about the patient journey.

» Study design of early phase clinical trials.

» Difference between experimental drugs and
standard care drugs.

» Positive and negative aspects of drugs in
early phase clinical trials.

» Previous patient experiences.

» Support offered to patients while they are on
an early phase clinical trial.

» What happens with the patient’s GP

when they are included on an early phase

clinical trial?

» Who is the main point of contact and

what is their role?

» What questions should patients ask the
doctor at an initial appointment?
» Travel arrangements and transport

links for the Sir Bobby Robson Cancer

Research Trials Centre.

These discussions also identified the optimal
time to deliver this information, which was at
the beginning when patients were first asked
if they would like to be referred for an early
phase clinical trial, and the preferred format,
which was the booklet and website.

Following these discussions, the Newcastle
PPI group and the patients enrolled on clinical
trials worked together using focus groups to
produce resources for patients newly referred
to an early phase clinical trial. The focus
groups consisted of ten people and were run
by the author. They reviewed and evaluated
the patient information booklets that were
being used in research and in standard care
areas. Good design elements from these
booklets were incorporated into a new booklet
that was created to provide information for
patients embarking on early phase clinical
trials. The focus groups also discussed the
amount and quality of written information
used in the current booklets, as well as issues
such as graphics and the optimal size of
any new booklet.

The outcome of the focus groups was
a booklet template that was designed to
integrate the information identified as
essential by the Newcastle PPI group and
patients enrolled on early phase clinical trials.
Once integrated, a draft of the booklet was
developed and updated on numerous occasions
by the focus group until a final version
was agreed upon.

The final booklet was titled: Early Phase
Oncology Research Trials: Helping Your
Journey from the First Appointment. The
booklet includes information on what early
phase clinical trials are, what will happen at
the first appointment and what will happen if
the patient decides to take part in a trial. Also
included are patients’ first-hand experiences
of taking part in early phase clinical trials
and family members’ first-hand experiences
of supporting those taking part in an early
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phase clinical trial. The booklet also contains
details of the local support available to
patients should they decide to take part in

a clinical trial.

The booklet was approved by the local
hospital trust in 2018 and subsequently
integrated into practice. Once integrated, all
patients who had been newly referred to the
Sir Bobby Robson Cancer Research Trials
Centre received a copy of the booklet, which
was included with their appointment letter.
There was also a covering letter explaining the
background to the newly developed booklet and
a feedback questionnaire about the booklet.

Questionnaire

The questionnaire included with the

booklet aimed to capture feedback in the

following areas:

» Whether the booklet was easy to read.

» Whether the booklet made patients aware
of what might happen at their first clinic
appointment and what questions to
ask their doctor.

» Whether the booklet allowed patients to
understand what constituted an early phase
clinical trial.

» Whether the booklet allowed patients to
understand what might happen to them
if they were to take part in an early phase
clinical trial.

» Whether the booklet informed patients of
the support available if they were to take
part in an early phase clinical trial.

» Whether the booklet helped to reduce any
stress and anxiety patients might have about
taking part in an early phase clinical trial.

Over a period of four months, in addition

to a covering letter, all patients who had

been newly referred to the Sir Bobby Robson

Cancer Trials Research Centre were given

a copy of the booklet and a feedback

questionnaire before their early phase clinical

trial appointment. During this period data was
collected from 100 patients. Figures 1-6 show
the results of the questionnaire relating to the
six feedback areas. All 100 patients responded
to each of the six statements.

Ethics

The service evaluation took place within

a hospital trust and was undertaken by a trust
member of staff. Before the service evaluation
began, a review of the proposal was conducted
by the hospital trust’s service improvement
team, which deemed that the project was

a service evaluation and improvement project
rather than a research study. Therefore, no
research ethical approval was required. No

Figure |. Booklet was easy to read
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Figure 2. Booklet made me aware of what might happen at the first clinic appointment
and what questions to ask the doctor
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Figure 3. Booklet gave me an understanding of early phase clinical trials
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part of this project.

Discussion

future patients.

patient identifiable information was used at

The findings from the questionnaire data
collected from patients who had been newly
referred to an early phase clinical trial indicate
that the educational booklet had a positive
effect on each patient’s clinical pathway from
initial referral to the centre. This project

also demonstrated, albeit on a small scale,

the positive effect of engaging and involving
patients and a PPI group to develop a clinical
pathway into early phase clinical trials.
Applying PPI in this scenario identified a gap in
patient understanding of an often complex and
highly emotional patient pathway into early
phase clinical trials. Furthermore, it allowed
the development of an effective educational
resource that was developed by patients for

The methodology used in this project had
limitations and refining the approach would
have possibly produced more scientifically

Figure 5. Booklet showed me what support is available to patients when they take part
in early phase clinical trials
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Figure 6. Booklet reduced any stress and anxiety | had about taking part in early phase

clinical trials
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quantifiable data. For example, employing

a research approach, as opposed to a service
evaluation method, would have enabled an
evidence-based approach to this project’s
design and evaluation. This approach would
have yielded a hypothesis, which would have
allowed the researchers to assess the booklet’s
integration into standard of care through pre
and post-interventional validated assessments.
This would have demonstrated the effect of
this project in greater depth.

Limitations

There were several limitations with this service
evaluation. The methodological approach

was novel with limited academic theoretical
consideration given to its initial development,
delivery and evaluation.

In addition, no details of patient
demographics were recorded from the 20
patients and family members involved in the
semi-structured discussions, which meant there
was no information on the involvement of
people from black, Asian and minority ethnic
(BAME) groups. Representation from BAME
groups within in this project would have
ensured that the booklet was inclusive.

Future developments

Work to integrate the booklet into hospital
trusts that refer patients to the Sir Bobby
Robson Cancer Trials Research Centre is
ongoing. Also, the booklet is being translated
into a video and audio resource that will

be embedded within a website. It is hoped
that this will allow patients earlier access to
essential information that will support a life
changing decision-making process.

Through Cancer Research UK’s Senior
Nurses Network, this project will be piloted
at other experimental cancer medicine centres
to support future cancer patients enrolled
on early phase clinical trials and their
family members.

Conclusion

This service evaluation has provided an
insight into the effect PPI can have on

a patient pathway. In this service evaluation,
the involvement of PPI identified a lack of
information and knowledge for patients
who were referred onto early phase clinical
trials. The involvement of PPI supported the
development of an educational booklet that
was able to improve patients’ knowledge
and experience. Implementing the use of an
educational booklet in other experimental
cancer medicine centres will support patients
undergoing similar journeys across the country.
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