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Abstract

Bladder cancer (BC) is the 10® most common malignancy worldwide and the patient experience is found to be worse
than that for patients diagnosed with other cancer types. We aimed to develop a wellbeing intervention to help improve
the bladder cancer patient experience by ameliorating their health-related Quality of Life (HRQoL). We followed the 3
phases of the modified Medical Research Council (MRC) Framework for development of complex interventions. Following a
systematic review of the literature on mental, sexual, and physical wellbeing, we conducted discussion groups with patients
and healthcare professionals on these 3 themes. A consultation phase was then conducted with all relevant stakeholders to
co-design a wellbeing intervention as part of a feasibility study. A pragmatic wellbeing feasibility trial was designed based on
the hypothesis that a wellbeing program will increase patient awareness and attendance to services available to them and
will better support their needs to improve HRQoL. The primary feasibility endpoints are patient attendance to the services
offered and changes in HRQoL. The principle of patient centered care has strengthened the commitment to provide a
holistic approach to support BC patients. In this study, we developed a wellbeing intervention in collaboration with patients
and healthcare professionals to meet an unmet need in terms of the BC patient experience.
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What do we already know about this topic?

Bladder cancer is the 10" most common malignancy worldwide and yet there is evidence that the patient experience for
people with BC is worse than that for patients diagnosed with other cancers. HRQoL issues are thus a major component
of the BC patient experience because of the disease and treatment-specific effects on functional outcomes, body image,
mental and sexual wellbeing, and social interactions. Therefore, wellbeing programs need to be developed to support BC
patients.

How does your research contribute to the field?

While awareness of the importance of wellbeing for BC survivors is growing, several literature reviews (highlighted
below) indicate that further studies are needed to assess the role of interventions to support treatments, improve patient
experience, and consequently HRQoL.

What are your research’s implications toward theory, practice, or policy?

This study provides an example of how the modified MRC framework can be used to develop a holistic and pragmatic
approach to incorporate in different hospital settings with the aim to support BC patients without overloading the health-
care system. It is an example of how cross-collaboration with patients, healthcare professionals, and Action Bladder
Cancer UK and Fight Bladder Cancer within the modified MRC framework adds on the quality and value of the complex
intervention designed.

@ @@ Creative Commons Non Commercial CC BY-NC: This article is distributed under the terms of the Creative Commons
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Background

Bladder cancer (BC) is the 10th most common malignancy
worldwide and yet there is evidence that the patient experi-
ence for people with BC is worse than that for patients diag-
nosed with other cancers.! From diagnosis to death, it is one
of the most expensive cancers to treat on a per patient basis.”
Due to chronic lack of research funding internationally,
no substantial change in survival outcomes for >30years
has been reported.>? No patient stratification according to
the molecular characteristics of individual tumors is yet
available, which results in a risk of over- or under-treatment.
Current methods of diagnosis, treatment, and monitoring
are invasive and lifelong. However, whilst the causes of the
poor patient experience are multifactorial, effects on health-
related quality of life (HRQoL) provide opportunities for
interventions to be offered that support the needs of BC
patients.'

The World Health Organization (WHO) defines HRQoL
as an individual’s perception of their position in life, within
the context of their culture and value system and in relation
to their goals, expectations, standards, and concerns.* A
related concept of HRQoL is well-being, which assesses the
positive aspects of a person’s life, such as positive emotions
and life satisfaction.’ In addition, it is interesting to note
that the definitions of mental and sexual health, as defined
by the WHO,° clearly overlap with the definition of HRQoL.
It is also well stated by the WHO that physical activity
plays an important role in reducing the risk of cancer and
depression.®

HRQoL issues are thus a major component of the BC
patient experience because of the disease and treatment-spe-
cific effects on functional outcomes, body image, mental and
sexual wellbeing, and social interactions. Although this
impact of a BC diagnosis on the mental,” sexual,® and physi-
cal wellbeing is well recognized, existing targeted interven-
tions are still very limited.” Hence, there is an urgent need to
develop personalized intervention(s) to improve the mental,
sexual, and physical wellbeing of BC patients. Here, we
report on the process for the development of such interven-
tions using a modified Medical Research Council (MRC)
Framework for developing complex interventions,'’ as to

allow other institutions to also benefit from this pragmatic
approach to improve the BC patient experience.

Methods

Following a modified version of the MRC framework for
developing complex interventions,'® we designed a feasibil-
ity trial that can be integrated easily into standard care with
the overall aims of improving the mental, sexual, and physi-
cal wellbeing of BC patients. We used the following 3-phased
approach: (1) identifying the relevant existing evidence, (2)
consultation phase through discussion groups, and (3) devel-
opment of a feasibility trial (Figure 1).

Phase |

Three systematic reviews were conducted following the
PRISMA guidelines!! to specifically address the following 3
questions for BC patients:

(1) What mental wellbeing interventions are the most
beneficial?

(2) What are the needs of patients regarding sexual
wellbeing?

(3) Isthere aneed for exercise interventions in the patient
pathway?

Details on methodology have been reported elsewhere. !>

Phase 2

To further understand how the BC patient experience can be
ameliorated through improvements in HRQoL, we needed to
identify the required changes in the current standard of care,
and explore optimal approaches to delivering these changes.
We therefore aimed to develop an understanding of wellbe-
ing interventions (their structures, content, and timing)
through several discussion groups with patients, their carers,
and healthcare professionals. These discussion groups were
based on topic guides developed from the information
obtained in phase 1. Further details on the conduct of these
discussion groups are reported elsewhere.'®
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Phase 3

A consultation with all stakeholders (patients, healthcare
professionals, and the patient support groups Action Bladder
Cancer UK and Fight Bladder Cancer) was undertaken to
incorporate the findings from phase 1 and phase 2 into a
feasibility trial. More specifically, this consultation phase
included a clinical oncologist, a medical oncologist, a uro-
logical surgeon, 3 nurse specialists, a physiotherapist, a
patient, and public involvement specialist, and 3 patients
(1 male and 2 female) to discuss the following points:

(1) What would be a pragmatic wellbeing intervention
for BC patients with the aim of improving sexual,
mental, and/or physical wellbeing?

(2) What specific information needs to be provided, for
which patient groups, and who can implement such a
wellbeing intervention?

(3) What would be the best approach to deliver/imple-
ment the intervention into the current standard of
care?

(4) How should the feasibility of a wellbeing interven-
tion be assessed?

Results

Phase |

Phase 1 of the modified MRC framework resulted in 3
published literature reviews.!>'4 In the mental wellbeing
literature review, no mental wellbeing interventions spe-
cifically designed for BC patients were identified, and so our
systematic review for this topic was extended to assess men-
tal wellbeing interventions for all urological cancer types—
with a specific focus on reported endpoints as well as the
structure and type of the interventions. In this literature
review we found that couple base interventions provided the
best results, and depression was the most commonly reported
endpoint.'3

Regarding the sexual wellbeing of BC patients, our
systematic review reported the commonly used measure-
ments to evaluate sexual wellbeing for women and men.
There is a lack of consistent measures to assess sexual
wellbeing in BC patients; in particular, there is a lack of
validated questionnaires with appropriate psychometrics
and social measures.'?

In our scoping review on physical activity interventions
for BC patients, we reported on the structure and processes
of physical activity interventions that may lead to better
oncological outcomes. BC survivors were found to be more
interested in an exercise program specially designed for them
in a face-to-face format. Moreover, it was suggested that
multimodal pre-habilitation consisting of patient informa-
tion, physical activity, nutritional, and psychological optimi-
zation resulted in faster functional recovery.'*

Phase 2

By gathering insights from BC patients, their carers, and
healthcare professionals in discussion groups (separate
groups for mental, sexual, and physical wellbeing), phase 2
provided a better understanding of the problems and inter-
ventions needed to improve the BC patient experience. There
was a clear overlap in needs with respect to mental, sexual,
and physical wellbeing. More specifically, we identified a
need for more information regarding the effects of BC treat-
ments on HRQoL, as well as better patient-clinician relation-
ship and psychological support. The discussion groups also
clarified the types of services and support that would be
preferred by BC patients. '

Phase 3

By consulting our patient population, healthcare profession-
als, and the patient support groups on the findings of phase 1
and 2, we identified that many of the services and support
needed by patients already existed within the hospital setting
and the wider BC support groups; however, the lack of struc-
tured information summarizing these details was highlighted
as the main barrier. There was a consensus that BC patients
need more structured information regarding the impact of the
disease, and treatment options, on mental and sexual wellbe-
ing (Figure 2). In addition, it was noted that patients should
be made aware of how physical activity may help their reha-
bilitation—and where to find correct guidance on how to
engage in exercise.

To encourage a strong patient-healthcare professional
relationship, there was also a consensus regarding the fact
that nurses and clinicians would be best placed to deliver this
information. However, it was noted that this information
should be provided in a pragmatic way to avoid an increase
in the workload of an already busy clinical service.

Hence, this consultation led to the development of a well-
being program intervention in-line with the National Health
Services (NHS) personalized care strategy.'”

Following the design of the intervention and resources,
the expert group reached consensus on the feasibility study
design. This trial aims to establish the feasibility of a well-
being intervention for BC patients by providing a wellbeing
information resource which is personalized and empowers
these patients to improve several aspects of their own well-
being (eg, mental, sexual, and physical). Providing patients
with a clear and structured wellbeing resource, which is
easily accessible and directs them to the relevant support, is
thought to improve the patient experience. In turn, patients
will be more likely to receive the care they need, which
ultimately can prevent progression of their specific physi-
cal or psychosocial issues. The intervention entails the pro-
vision of a booklet and access to a website providing
structured and detailed information on the services available
to support patients with their mental and sexual wellbeing
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Phase 1: Assessment of existing evidence through systematic review

Mental wellbeing Sexual wellbeing Physical wellbeing

Identification of discussion groups topic guides

Mental wellbeing topic Sexual wellbeing topic guide: Physical wellbeing topic
guide: - Changes observed guide:

- Type of support - Impact of sexual - Type of exercise

- Timing of support impairment - Timing of the activity
- Information delivered - Information delivered - Method to deliver

Phase 2: Theoretical under: i i ups and qualitative analysis

a) Descriptive analysis of discussion group

Mental wellbeing Sexual wellbeing Physical wellbeing

Descriptive analysis of each discussion group

b) Thematic analysis of discussion groups

Mental wellbeing Sexual wellbeing Physical wellbeing
Identification of themes by discussion groups

Identification of common themes between groups
uped themes

Phase 3: Feasibility trial of a wellbeing intervention embedded in the Graham Roberts Cohort study

Figure |. Flow diagram of modified MRC framework!'? for developing complex interventions in the context of improving the BC
patient wellbeing by addressing mental, sexual, and physical wellbeing. The current study specifically reports on phase 2, which aims to
develop a theoretical understanding of the issues and interventions needs reported by patients.
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Figure 2. (a) Standard of care (unstructured information) and
(b) wellbeing program (structured information).

as well as their physical activity engagement. The informa-
tion given in the booklet and website has been developed
with patients, healthcare professionals and patient support
groups and will be designed by eCancer, an oncology com-
munication charity aiming to raise the standards of care for
cancer patients worldwide through education.!” In this way,
bladder cancer patients have relevant resources in a single
accessible location and may feel more empowered to seek
further support resulting in a better patient experience and
consequently HRQoL.

In our own hospital we intend to open this feasibility trial
within the Graham Roberts Study—a Trials within Cohort
(TWiCs) study for BC patients (REC Reference: 17/
LO/1975; PI: Dr Van Hemelrijck). The description of this
trial provides general details of the design as to facilitate
implementation in other units. The study hypothesis is that a
wellbeing intervention will increase patient awareness and
adherence to the available services and will better support
their needs and improve HRQoL. Therefore, this study will
also help design a definitive RCT to test how the intervention
affects HRQoL.

Appendix presents the further details of the protocol of
this feasibility trial.

Discussion

Treatments for BC are associated with significant conse-
quences, impacting on; patient body image,® mental health,’
and social interactions.!® Nevertheless, there are remarkably
few wellbeing interventions to specifically support BC
patients and improve their experience throughout the care

pathway. Here, we report on the development of a pragmatic
wellbeing intervention which can be easily implemented into
standard care.

The current standard of care in the UK establishes that a
holistic assessment of cancer patients’ needs should be made
to identify individualized packages of information and sup-
port at key points in their care (such as diagnosis, start or
change of treatment, etc.).?’ Although the need for a holistic
approach to support BC patients has been recognized, phase
2 of our study showed that this has not been translated into
better patient wellbeing support. We identified a need for
more structured information regarding the effects of BC
treatments on HRQoL, as well as better patient-clinician
relationships and psychological support. Interestingly, a
recent study by Rammant et al*! based on 16 interviews with
BC patients who underwent cystectomy also concluded that
healthcare professionals play a critical role in providing
information and psychological support during the BC patient
pathway, including the postoperative phase where specific
problems require additional information and practical guid-
ance.?! Qualitative analyses of our phase 2 focus groups
also noted that information on the type of services and sup-
port is needed to improve the BC patient experience. Due to
the current lack of wellbeing interventions specifically
designed for BC patients, this phase was crucial in under-
standing the optimal structure, content, and delivery method
of our intervention.

Phases 1 and 2 of our work clearly showed that, in addi-
tion to the established need for a holistic approach, there is a
need for a structured pathway to provide the relevant infor-
mation. BC patients need to be more empowered and be
aware of the services available to seek the help that they need
throughout their care pathway. Patient empowerment is “a
process in which patients understand their role, are given the
knowledge and skills by their healthcare provider to perform
a task in an environment that recognizes community and
cultural differences and encourages patient participation.”?
Patients’ acquisition of sufficient knowledge to be able to
engage with their healthcare provider as well as the presence
of a facilitating environment have been defined as funda-
mental to this process of patient empowerment. Hence, the
development of our pragmatic intervention providing struc-
tured information co-designed through engagement with
patients, their carers, and healthcare professionals can help to
facilitate the improvement of the BC patient experience
through empowerment and engagement. Whilst this has not
been specifically addressed for BC previously, Chua et al.?3
assessed what information cancer patients want and also con-
cluded that almost all patients want more information about
the disease, tests and investigations, treatment, side-effects,
sexuality, psychosocial support, and financial matters.

It is a strength of this study that throughout our approach
we included a variety of resources and stakeholders. The
literature reviews provided an overview of the published
interventions and existing challenges that could be further
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explored in our qualitative analysis; this phase included sev-
eral patients and patient involvement representatives who
were the main source of insight to develop the wellbeing
intervention. The COVID-19 pandemic environment limited
the possibility to conduct this study to confirm its feasibility
but by making this work available, we provide an opportu-
nity to other hospitals to use this information and implement
similar interventions to support their patients.

Conclusion

Our 3-phased development of an intervention to improve the
BC patient experience identified the need for a pragmatic
and holistic approach to patient wellbeing through patient
and staff co-design. A feasibility trial has been proposed and
other institutions are invited to use our wellbeing interven-
tion to further evaluate its feasibility and acceptability and
understand barriers to participation.

Appendix: Feasibility trial—
Protocol

Trial Objectives and Purpose

The aim of this study is to assess the feasibility of a prag-
matic wellbeing intervention compared to standard of care.

The primary feasibility endpoint will be the patient adher-
ence to the services offered. Secondary objectives include
determining whether enrolling in the wellbeing intervention
will improve HRQoL.

The study hypothesis is that a wellbeing intervention will
increase patient awareness and adherence to the available
services and will better support their needs and improving
HRQoL.

Study Design

Setting. At Guy’s Cancer Centre, we have started recruit-
ment to the Graham Roberts Study—a Trials within cohort
(TWiCs) study for BC patients (REC Reference: 17/
LO/1975; PI: Dr Van Hemelrijck). Since GSTT is a referral
center, the Roberts Study also includes patients from second-
ary and tertiary hospitals. All patients will be eligible for the
study following their first visit for a new or recurrent bladder
cancer diagnosis. Patients with limited understanding of the
English language and patients under the age of 18 years are
ineligible. Each year, approximately 100 eligible patients
visit GSTT for BC management.

The TwiCs design can be described as a large observa-
tional cohort of patients with a condition of interest for whom
outcomes are regularly measured. Information from the
cohort is then used to identify eligible patients for new RCTs.
These patients are then randomized and only those assigned
to the intervention arm will be contacted for further consent.

The outcomes of patients assigned to the intervention arm
are then compared with outcomes of those eligible for the
trial but assigned to receiving usual care. As outlined
above, the Graham Roberts Study recruits patients at GSTT,
London, UK.

Participants. Both newly diagnosed patients and patients with
recurrent disease are eligible for the feasibility trial following
their first visit after study start at GSTT for bladder cancer.

Subject selection. This trial will aim to recruit 40 bladder can-
cer patients from the Graham Roberts Cohort study.?*2¢
Twenty patients will be randomized to the intervention group
and 20 patients for the control arm using an electronic data
capture software.

The inclusion and exclusion criteria are described accord-
ing to the Graham Roberts Cohort study.

Inclusion criteria. Bladder cancer patients who have pro-
vided written informed consent to be contacted for enroll-
ment in an RCT embedded in the Graham Roberts study.

Exclusion criteria. Patients with limited understanding of
the English language and patients under the age of 18years
are ineligible.

Study design. Eligible patients who provide written informed
consent to enter the Graham Robert Study and to enroll into
further studies will be randomized to enter the study arm or
the control arm in 1:1 ratio. Patients randomized to the inter-
vention arm will be contacted by a clinical nurse specialist or
research nurse/coordinator. The patient information sheet
will be sent to patients and those who are willing to enroll
into the wellbeing feasibility intervention will be required to
sign the consent form.

In their next appointment, one of the study coordinators
(eg, clinical nurse specialist, research nurse, and trial coordi-
nator) will provide patients with the wellbeing booklet and
access to the website as well as any further clarification
needed.

The booklet will serve as a short summary and highlight
the support and services available to patients as well as the
calendar for the seminars. The seminars will be incorporated
into the monthly BC support groups already available every
2months. A different speaker for each topic will be invited.
All seminars are optional, and patients are not obliged to
attend.

The website will provide access to more comprehensive
information regarding patients’ wellbeing as well as direct
links to other services and supports provided within or out-
side GSTT NHS Foundation Trust, such as ACBUK and
Fight Bladder Cancer. Patients in the study arm will be pro-
vided with the URL to the website as well as with their
unique login/password details.



Bessa et al

Data Collection

All eligible patients who provide written informed consent
are asked to fill out the baseline questionnaire of the Roberts
Study—which includes the QoL FACT-BI questionnaire.
Moreover, information is collected about demographics,
medical history, history of tobacco consumption, informa-
tion about current alcohol, smoking, and environmental
exposures, fatigue (FACIT), anxiety and depression (PHQ-
9), health questionnaire (EQ-5D-5L), physical activity, and
dietary habits.

Additionally, information consulted through the website
provided as well as attendance to the seminars will also be
collected as part of their standard care.

The Graham Roberts Study serves as the infrastructure to
start a wellbeing feasibility study and allows us to compare
the wellbeing intervention with standard of care for bladder
cancer.

Neither patients nor treating healthcare professionals will
be blinded for allocated group assignment since both will
need to know what information to provide to which patient.

After every patient has completed a 12 months period
in the trial, overall insight from the feasibility trial will be
collected through an evaluation form. We will also conduct
a qualitative analysis through interviews; this will help to
understand the effect of the possible contamination of the
control group and also understand the experience of patients
in the intervention arm in more detail.

Study Endpoints

Primary endpoint. The intervention arm will participate in the
above-defined wellbeing intervention, while the control arm
will receive standard care. Endpoints for both arms are being
collected over 12months as per the Graham Roberts study
protocol.?’

The primary endpoint of this study is to assess feasibility.
More specifically, the following feasibility outcomes will be
collected:

(1) Recruitment and eligibility: number of people identi-
fied in the Roberts study, percentage of people inter-
ested in participation, assessed for eligibility, meeting
inclusion criteria and included reasons for ineligibil-
ity, reasons for non-participation

(2) Evaluation of feasibility and acceptability through
qualitative analyses using semi-structured interviews
for patients who consented to the intervention arm
and those who declined to participate in the trial (if
they agree to participate in the interviews). This will
allow us to evaluate for reasons for (poor) attendance
and withdrawal as well as explore the impressions
and experiences of working with the intervention
(both from the participant and healthcare profession-
als point of view).

Secondary endpoint. The secondary endpoints are:

(1) HRQoL.

(2) Fatigue.

(3) Depression.

(4) Physical activity.

(5) Assessment of dietary habits.
(6) Sexual wellbeing.

Data on secondary endpoints will be collated every 6 months
as per the Graham Roberts Cohort Study protocol (please note
that an amendment is pending to make this 6 months). A clini-
cal nurse specialist or research nurse/coordinator will contact
patients to collect the data. The first report will be prepared
within 12 months after the enrollment phase is completed.
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