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ABSTRACT

Introduction Bladder cancer (BC) is the 10th common
cancer worldwide and ranks seventh in Nigeria. This
scoping review aims to identify the gaps in clinical care
and research of BC in Nigeria as part of the development
of a larger national research programme aiming to improve
outcomes and care of BC.

Methods and analysis This review will be conducted
according to Arksey and 0’Malley scoping review
methodology framework. The following electronic
databases will be searched: Medline (using the PubMed
interface), Ovid Gateway (Embase and Ovid), Cochrane
library and Open Grey literature. Two independent
reviewers will screen titles and abstracts and subsequently
screen full-text studies for inclusion, any lack of consensus
will be discussed with a third reviewer. Any study providing
insight into the epidemiology or treatment pathway

of BC (RCTs, observations, case series, policy paper)

will be included. A data chart will be used to extract
relevant data from the included studies. Results will be
reported according to the Preferred Reporting Items for
Systematic Reviews and Meta-Analyses extension for
scoping reviews. A consultation process will be carried

out with a multidisciplinary team of Nigerian healthcare
professionals, patients and scientists.

Ethics and dissemination The results will be
disseminated through peer-reviewed publications. By
highlighting the key gaps in the literature, this review can
provide direction for future research and clinical guidelines
in Nigeria (and other low-income and middle-income
countries), where BC is more prevalent due to local risk
factors and healthcare settings.

INTRODUCTION

Bladder cancer is the 10th most common
cancer globally, accounting for 3% of all new
cancer cases and 2% of all cancer mortali-
ties. These numbers are highest in Southern
Europe and lowest in Middle Africa, with
age-standardised incidence rates of 26.5 and
1.8 per 100 000, respectively.' The incidence,
however, is rising in Africa, with the highest
rates recorded in North Africa. A recent
review reported an incidence of 10.1 and 5.0
per 100000 in North Africa and sub-Saharan

Strengths and limitations of this study

| _‘

» This is a novel scoping review to identify the gaps
in clinical care and research of bladder cancer in
Nigeria as part of the development of a larger na-
tional research programme aiming to improve out-
comes and care of bladder cancer.

» This review will extend existing reviews by focus-
ing on all bladder cancer patients, both observa-
tional and randomised trial data, and specifically
addressing the cultural, societal and clinical context
of Nigeria.

» Stakeholders including patients, their family mem-
bers, urologists, oncologists, physiotherapists will be
involved throughout the study.

» The identification and synthesis of data will also
cover the grey literature.

» |t is possible that our review will not include all arti-
cles which have been published in every journal as
some may not be accessible.

Africa for males and 2.0 and 1.5 per 100000
for females.” In Nigeria, bladder cancer
ranks 7th overall (2nd in males and 11th in
females) .

Transitional cell carcinoma (TCC) is the
predominant histological subtype of bladder
cancer in developed countries.*” For example,
in the USA, over 90% of bladder cancers are
TCCs.” This type of bladder cancer is associ-
ated with smoking® and exposure to chemi-
cals in the dye industry.7 It usually presents
at an early stage without muscle involvement
and is associated with a good prognosis.® Its
management depends on the staging; trans-
urethral resection of bladder tumour, cystec-
tomy and intravesical therapy are commonly
used in non-muscle invasive bladder cancer,
while radical therapy (cystectomy or radio-
therapy) with chemotherapy can be used for
muscle invasive bladder cancer.’ In addition
to TCC, bladder cancer can also present as
squamous cell carcinoma (SCC).
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SCC has two subtypes, schistosomiasis (Bilharzia) asso-
ciated and non-schistosomiasis associated SCC. Schis-
tosomiasis associated SCC is common in regions where
Schistosoma haematobium infection is endemic, such as the
Middle East and parts of Africa. Mechanisms through
which schistosomiasis lead to bladder cancer include
inducing irritation and inflammation' "' and chronic
bacterial infections.'? In contrast to TCC, SCC has a poor
prognosis with a 5-year survival rates of 33%-48%."

In Africa, 60% of bladder cancers cases in Egypt in
the 1990’s were of SCC subtype“; however, SCC cases
are now less common in Egypt, representing 20%-30%
of cases.”” SCC was the most frequent subtype of bladder
cancer in Northern Nigeria, representing 53% of cases."®
It is interesting to note that despite the lower preva-
lence of schistosomiasis in Northern Nigeria,]7 SCC is
still the predominant type of bladder cancer Nigeria.'® "
This highlights the possible role of a yet to be identified
environmental and/or genetic factor(s), explaining the
disparity in histological type between the northern and
southern part of the country.

Currently, there are few studies (epidemiological, clin-
ical and translational) on bladder cancer in Nigeria.
Hence, this scoping review aims to identify gaps in clinical
care and research on bladder cancer in Nigeria.

Study rationale

Despite bladder cancer being the seventh most common
cancer in Nigeria, to our knowledge, there are no national
guidelines for its diagnostic and treatment pathways. This
scoping review therefore forms part of the development
of a national bladder cancer research programme in
Nigeria, with an overall aim of improving the outcomes
and care of bladder cancer.

Study objectives

This scoping review is set out to identify the current
gaps in knowledge on epidemiology and clinical care
of bladder cancer in Nigeria, with an ultimate aim of
guiding future research and guideline development as to
improve the quality of life and survival of those diagnosed
with bladder cancer in Nigeria—and potentially sub-
Saharan Africa and other low-income and middle-income
countries.

Protocol design

A scoping review methodology was chosen to map the
literature and identify key concepts and gaps in the
research. The methodology for this scoping review was
developed based on the Joanna Briggs Institute guide-
lines® and more specifically the framework developed
by Arksey and O’Malley.” Preferred Reporting Items
for Systematic Reviews and Meta-Analyses extension for
scoping reviews™ will be followed to ensure all suggested
items are reported. Our six stages methodology frame-
work is outlined below. Our protocol is an adaption of
our previously published protocol for a scoping review on

the role of physical activity in the management of bladder
23

cancer.
Patient and public involvement

As the scoping review methodology is based on reviewing
and collecting data from publicly available materials,
there will be no patient and public involvement. However,
in the consultation phase is part of our Patient and Public
Involvement strategy, as we will work actively in partner-
ship with patients, their family members, and healthcare
professionals to plan and design a national bladder cancer
research strategy. Results of this scoping review will be
disseminated through a peer-reviewed publication.

Stage 1: identifying the research question
The following research question was developed in consul-
tation with the research and clinical teams:

‘What is known about the epidemiology and treatment
pathway of bladder cancer in Nigeria?’

Stage 2: identifying relevant studies: search strategy
Nigeria does not have a functional and comprehensive
national database; we have, therefore, chosen to review
the published literature. We anticipate that publications
within this review will be mainly based on single centre
studies of bladder cancer experiences. The following
databases will be searched from inception until the date
in which the searches will be performed (until June 2020):
Medline (using the PubMed interface), Ovid Gateway
(Embase and Ovid), The Cochrane library and Open
Grey literature. The search strategies will be evaluated
using the Peer Review of Electronic Search Guidelines.**
Search terms have been determined by researching
the current available literature and through research
input to help guide selection of terms. This was done
to ensure they are broad enough to capture any study
about bladder cancer in Nigeria. Our scoping review
will analyse both quantitative and qualitative data on
bladder cancer in Nigeria. To ensure that all relevant
information is retrieved, relevant grey literature sources
will be searched. The following search terms will be used:
‘Bladder cancermp AND nigeria.mp’. No further filters
or date restrictions will be applied in our search in order
to cover as much content as possible. We have included
the search terms in online supplemental file 1.

Stage 3: study selection

Studies will be considered for inclusion in the scoping
review if they provide insight into the epidemiology or
treatment pathway of bladder cancer in Nigeria. Studies
will be excluded if the publication is not available in
English. Case reports will also be excluded in order
to reasonably describe epidemiology and treatment
patterns. No restrictions will be applied in the context
of bladder cancer—the review will cover both transi-
tional and squamous bladder cancer, including all stages
(non-muscle invasive, muscle invasive and metastatic). A
reference management software (Endnote) will be used
to gather all the papers from the digital search process.
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From these references, we will document the exclu-
sion process of studies, first based on the title and then
based on abstracts. Two review authors will screen the
studies independently and any lack of consensus will be
discussed with a third review author. After screening titles
and abstracts, two reviewers will read the full article and
consider it for the review. Those articles excluded will
have recorded evidence as to why this was necessary and
if there is a lack of consensus, this will be discussed with a
third review author. For those studies with multiple publi-
cations of the same outcome, the one with the longest
follow-up will be selected.

Stage 4: charting the data

Two independent reviewers will extract the data

into a data extraction table to capture the following

information:

» Author.

Year of publication.

Aims/purpose.

Study population and sample size—including bladder

cancer type and treatment where available.

Study design.

Intervention type, comparator and details.

» Outcomes (eg, long-term survival and cancerfree
survival).

» Key findings that relate to the objectives.

vYvyy
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Stage 5: collating, summarising and reporting the results

A descriptive numerical summary and a thematic analysis
will be performed on the studies analysed—whereby we
will aim to map all findings and gaps across the bladder
cancer treatment pathway, from prevention to diagnosis,
management, survivorship and palliative care. Descriptive
numerical summary will include information on charac-
teristics of included studies such as: the number of studies
included, study designs, years of publication, intervention
types and study populations.

Study information will thus be summarised in themes
in order to highlight the current state of understanding
of epidemiology and treatment pathway of bladder
cancer (eg, risk factors, descriptive epidemiology, diag-
nostic pathway, various treatment pathways for different
stages of bladder cancer, outcomes, survivorship). Gaps
in clinical research and care will be identified. Recom-
mendations will be given to guide direction in improving
bladder cancer research.

Given the nature of this scoping review, we will not be
explicitly performing a risk of bias assessment as usually
required for quantitative systematic reviews™ for the
following four reasons: (1) We will not compare the clin-
ical outcomes of any clinical studies, but only describe
interventions used and their potential effects; (2) argu-
mentative and qualitative data do not lend themselves
to the risk of bias assessment common in quantitative
systematic reviews; (3) we are likely to include many
different types of studies which evaluations would have
to be type-specific and (4) quality assessments are likely

be very difficult to standardise between reviewers and
which could potentially add unnecessary bias into our
own analyses.

Stage 6: consultation: patient and public involvement

This scoping review is a first phase in developing a
national bladder cancer research programme in Nigeria.
To ensure that our assessment of the existing evidence
for epidemiology and treatment pathways of bladder
cancer reflects the current practice in Nigeria, we also
aim to include a consultation phase in this scoping review.
The results from this scoping review combined with the
consultation phase will then lead to development of a
research strategy to further improve the clinical care of
bladder cancer patients.

This consultation phase is part of our patient and
public involvement strategy as we will work actively in
partnership with patients, their family members and
healthcare professionals to plan and design a national
bladder cancer research strategy. More specifically, we
will run focus groups with a multidisciplinary team in
Nigeria consisting of urologists, oncologists, histopathol-
ogists, epidemiologists and molecular biologists.

Ethics and dissemination

As outlined above, this scoping review with a consulta-
tion phase will constitute the first stage of our develop-
ment of a national bladder cancer research programme
in Nigeria. Results will be disseminated through a peer-
reviewed publication. Through the consultation step, we
will ensure that findings will reach a wide audience and
recommendations can be made for future development
of clinical bladder cancer research studies.

As the scoping review methodologyis based on reviewing
and collecting data from publicly available materials, this
study does not require ethics approval. This consulta-
tion step will be carried out as part of patient and public
involvement, so this study does not require ethical review.
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