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ABSTRACT

Objectives Ensuring equity in clinical trials has been
declared a global priority. Australia is competitive in the
international clinical trial sphere. We aimed to explore
factors that influence oncology clinical trial participation in
Australia.

Design Scoping review.

Data sources On 27 May 2024, a systematic search
using a predefined strategy was conducted across four
electronic databases (Medline, CINAHL, EMBASE and
Scopus), grey literature and hand searches.

Eligibility criteria All cancer (haematological and non-
haematological) clinical trials that discussed factors
influencing participation in Australia were included. There
were no language or age restrictions.

Data extraction and synthesis Data were extracted
using a predesigned extraction tool. Quantitative results
were analysed using descriptive statistics. Qualitative
data were synthesised using a framework method into
four domains (1) patients, (2) healthcare professionals, (3)
clinical trials and (4) health services.

Results Of 1084 citations identified, 393 duplicates were
removed. Of the 691 titles and abstracts screened, 54
articles underwent full-text review, and 42 articles were
included in the final analysis. Key factors that influence
clinical trial participation were identified across all
domains, many consistent with the international literature.
For example, while self-reported willingness emerged as a
key facilitator across diverse patient groups, cohort studies
revealed lower participation rates for migrant populations,
older patients and those residing in regional areas.
Importantly, we were also able to identify the foundations
of an evidence base of interventions that directly support
increased clinical trial participation.

Conclusion This scoping review contributes new findings
to a body of international literature, while contributing a
unique Australian perspective. These findings establish the
foundations of an evidence base that supports inclusive
clinical trial participation.

INTRODUCTION

Clinical trials are integral to routine oncology
patient care.' * Over the past two decades,
the treatment landscape for cancer care has
undergone rapid transformations driven
by the development of targeted molecular
agents, immunotherapy and combination

,"2 Zarnie Lwin,"? Elizabeth Ahern,>* David Wyld,"?

STRENGTHS AND LIMITATIONS OF THIS STUDY

= This scoping review outlines a transparent and rig-
orous study design which follows an established
scoping review methodology.

= An extensive search strategy was developed in con-
sultation with an experienced medical librarian with
validation from content experts.

= The scoping review is limited to the Australian
health context and may be limited in its application
to other health contexts.

therapies. These advances have significantly
improved survival and quality of life.” In addi-
tion, clinical trial designs have also evolved,
introducing innovations such as combined
phase II-II trials, Sequential Multiple Assign-
ment Randomized Trial and platform designs
and teletrials. Participation in cancer clinical
trials offers patients’ early access to poten-
tially life-saving treatments, as well as compre-
hensive healthcare services encompassing
regular examinations and investigations.
Due to these well-documented benefits, clin-
ical trial participation for cancer patients is
endorsed by international guidelines.*”

Despite this, the participation rate in cancer
clinical trials has remained stagnant at 5%
over two decades.” ® Studies conducted from
the ‘90s have indicated that patient willing-
ness and physician-related factors were key
barriers to trial participation, with 70-80% of
non-participation attributed to the treating
physician’s reluctance.” ® In recent years,
emerging international research indicates
that limited availability of trials and restric-
tive eligibility criteria contribute to the non-
participation of 75% of cancer patients in
clinical trials.” Reports identify that there is a
clear need to understand the impact of major
barriers such as trial availability, study designs
and eligibility criteria.

The COVID-19 pandemic played a pivotal
role in highlighting the low enrolment and
under-representation of minority populations
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in COVID-19 vaccine trials, which posed a threat to the
generalisability and validity of trial findings."” Moreover,
the pandemic shed light on health disparities and their
subsequent negative downstream effects, serving as a
pertinent reminder of the importance of generating
timely and reliable clinical evidence. As a result, ensuring
diversity and inclusion in clinical trial participation has
become a key priority for the healthcare ecosystem and
research community."’

Australia is diverse and has unique demographics, such
as having one of the lowest population densities in the
world and being considered one of the world’s most cultur-
ally diverse countries.'?'® Similar to the UK and Canada,
Australia has a binary healthcare system, encompassing
both public and private sector healthcare providers. In
contrast to the USA, Australia’s universal healthcare
system covers the cost of care in public (state-run) hospi-
tals, with most clinical trials being conducted within the
public health system. Approximately one-third (30%) of
the population was born overseas and one-fifth (19%)
speaks a language other than English at home."” Further-
more, it is noteworthy that one-third of the Australian
population resides outside of major cities, and among
them, over 3% are First Nations people, with more than
two-thirds living in areas away from major metropolitan
cities.'” '* Despite its diversity, Australia is a competitive
clinical trials destination, contributing 5% of clinical
trial activity globally.'” Trrespective of the global decline
in clinical trial activity during the pandemic, Australia
experienced successful growth in cancer trials activity
throughout the pandemic."” '° The unique attributes of
Australia offer insights and understanding to augment
the current evidence base.” While the factors influencing
clinical trial participation by cancer patients have been
explored in the international literature, the Australian
landscape has not been well represented. Moreover, while
scoping reviews serve as valuable tools for systematically
assessing the breadth of available literature,'” they also
provide a comprehensive overview and identify research
gaps in the literature.'® Differing from a systematic review
which typically focuses on a well-defined question with
well-defined study designs identified in advance for inclu-
sion, a scoping review addresses broader topics where
various different study designs are applicable.'” Our
scoping review aimed to explore what factors influence
cancer clinical trial participation in Australia. The find-
ings from this study aim to provide foundational knowl-
edge for key players in the clinical trials sphere, while
also identifying initiatives and future directions that will
improve equity in trial participation.

METHODS

Protocol development and framework

The scoping review methods followed Joanna Briggs Insti-
tute (JBI) methodology and Preferred Reporting Items
for Systematic Reviews and Meta-Analyses for Scoping

Reviews (PRISMA-ScR) guidelines for reporting.” *' The
protocol has been published in BMJ Open.*

Search strategy and source of evidence
First, we conducted a preliminary search guided by an
expert health science librarian in Medline using OVID.
Keywords and index terms used to describe articles
were searched in titles and abstracts and were used to
develop a full strategy for Medline via OVID. Ensuring
the comprehensive capture of the relevant literature, we
subsequently formulated a final search strategy tailored
for each database (see online supplemental appendix 1).
On 27 May 2024, we systematically searched four elec-
tronic databases—Medline (Ovid), CINAHL (EBSCO-
Host), EMBASE (Elsevier) and Scopus (Elsevier) (see
online supplemental appendix 2). All identified cita-
tions from these databases were collected and managed
using the reference manager, EndNote V.X9 (Clarivate
Analytics). The reference lists of included full-text articles
were manually searched for additional relevant articles. To
capture all the relevant literature, there was no limitation
on the year of publication, language and study design.
Unpublished articles and grey literature were searched
across four different grey literature platforms—Google
Scholar, Grey Literature Report and Web of Science
Proceedings. Key search terms were developed with
the support of an expert librarian. For Google Scholar,
the search was also filtered to only portable document
format (PDF files) and those originated from Australian
websites. Additionally, we conducted a targeted search of
the grey literature in local, state and national organisa-
tions’ websites, clinical trial organisations and collabora-
tive groups within Australia.

Inclusion criteria

We revised the inclusion and exclusion criteria from the
original scoping review protocol.? Initially, our protocol
defined clinical trials, excluding other forms of clinical
research like database registries, tumour banks, transla-
tion studies and supportive care. However, no studies met
these exclusion criteria, so we omitted them. The updated
criteria were finalised before the screening process (see
table 1).

Table 1 Inclusion criteria

Participant All patients with cancer including
haematological and non-haematological
cancers.

No age restrictions.

Concept Factors that influence clinical trial participation
by cancer patients

Context Any literature that involved patients
participating in cancer clinical trials in Australia.

Type of All study designs and articles were included

sources with no limitation in year/time frames and

language.
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Screening process

All citations were imported into the reference manager,
EndNote V.X9 (Clarivate Analytics).23 # After removing
duplicates, two independent reviewers (KHY and NR)
conducted title and abstract screening using the inclusion
criteria in the JBI System for the Unified Management,
Assessment and Review of Information (JBI SUMARI;
Adelaide, Australia) platform.” Ten citations were piloted
screened to assess accuracy and consistency between two
researchers before commencing the formal title and
abstract screening. Relevant citations identified from
title and abstract screening phase were retrieved in full-
text. Prior to formal full-text screening, another pilot test
was conducted by two researchers on 10 full-text articles.
During formal full-text screening, reasons for exclusions
of relevant articles were recorded. Any disagreements
that arose during both title/abstract screening and full-
text screening were resolved through discussions between
the two reviewers (KHY and NR). A third reviewer was not
required to resolve discrepancies.

Data extraction tool and extraction process

The data extraction tool (see online supplemental
appendix 2) was designed using the research ques-
tion, then using JBI SUMARI resources, further detail
was added. It was pilot tested independently by two
researchers (KHY and NR) on five fulltext articles to
assess reliability. No further changes were made after this
step. Data extraction commenced with fortnightly meet-
ings between KHY and NR and meetings with the broader
team taking place every 1-2 months.

Data analysis and presentation

All extracted data from the final articles were collated,
grouped and summarised. The descriptive character-
istics of included articles and key relevant findings to
our research question were presented in tabular form.
Two reviewers (KHY and NR) worked collaboratively to

collate all findings into tables to identify overarching key
themes. Using themes from the international literature,’
framework methodology was used to deductively synthe-
sise qualitative findings.”” This conceptual process was
independently reviewed by another investigator (ZL)
to ensure accuracy. Descriptive statistics using Microsoft
Excel V.2022 (Microsoft Corporation, Satan Rosa, Cali-
fornia, USA) was used to describe included articles.?

To build on the existing international evidence base,
we summarised the factors of influence into four defined
categories with factors relating to: (1) patients, (2)
healthcare professionals (HCPs), (3) clinical trials and
(4) health services.

3627

Patient and public involvement

There was no patient and public involvement in the
conduct of this scoping review. However, input was sought
in the development of the scoping review protocol from
a consumer advisor.*

RESULTS

Results of search

A total of 1084 citations were identified from electronic
databases and grey literature repositories. After the
removal of the duplicates, 691 citations underwent title
and abstract screening. 54 potential studies were included
for full text screening, and 42 studies were included in
the final analysis.

The final review did not identify any articles from the
grey literature with factors related to Australia involving
cancer patients. The PRISMA-ScR flow diagram is shown
in figure 1.

Characteristics of included articles

Tables 2 and 3 present an overview of the included
studies. Forty-two unique articles were identified across
20 different journals. Of these, 21 studies (50%) were

1084 citations identified from 393 citations removed due to
databasc and grey literature g duplication
691 citations screened for 637 citations excluded
title/abstract g
v

54 full articles screened for full 13 full articles not relevant:

text > . .
e 3articles - Australia not

1 paper included from hand

included
e 10 articles — No report
on factors that influence

citation scarching from reference
list

> cancer clinical trial

participation

v

42 papers included in review

Figure 1 Preferred Reporting ltems for Systematic Reviews and Meta-Analyses for Scoping Reviews flow chart for selection of

articles.
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Table 2 Descriptive characteristics of included articles

Characteristics N (%)
Location*
State basedt 22 (52.3)
New South Wales 16 (36.3)
Victoria 7 (15.9)
Queensland 3 (6.8)
South Australia 1(2.3)
National 20 (47.6)
Year
2015-2024 23 (59.1)
2008-2014 10 (22.7)
2001-2007 8(18.2)
1994-2000 1(2.2)
Article type
Original research article 37 (91.7)
Expert opinion 5(8.3)
Total studies included 42 (100)

*Location of study conducted or location of corresponding author
address when recorded.
1Studies may have occurred in multiple states.

cross-sectional surveys, 9 studies (21.4%) were quanti-
tative studies (b randomised control trials (RCT) and 4
retrospective audits), 4 studies (9.5%) were qualitative
studies and 3 studies (7.1%) were mixed methods studies.
Within 21 cross-sectional surveys, 10 studies (23.8%) were
HCPs surveys, 6 studies (14.3%) were patient surveys and
5 studies (11.9%) were surveys that included both patient

Table 3 Methodology of included articles

Characteristics N (%)
Study design
Cross-sectional survey 21 (50)
Healthcare professional only 10 (23.8)
Patient only 6 (14.3)
Healthcare professional and patient 5(11.9)
Randomised control trial 5(11.9)
Retrospective study 4 (9.5)
Qualitative study 4 (9.5)
Expert opinion 5(11.9)
Mixed-methods study* 3(7.1)
Did the study state a factor that influenced
clinical trial participation?
No 36 (85.7)
Yes 6 (14.3)
Total number of studies included 42 (100)

*Other mixed methods studies that included both qualitative and
quantitative studies.

3

and HCP. Seven of 42 (16.7%) studies were reviewing
and optimising shared decision-making process for clin-
ical trial discussions between clinicians and patients. All
RCTs were assessing the impact of various decision aids
(video, booklet, website) on trial participation. From
2001-2007 to 2015-2024, the number of publications has
almost tripled from 8 articles to 23 articles, which reflects
the substantial increasing interest in this field post the
COVID-19 pandemic.

Key factors that influence cancer trial participation in
Australia
All relevant data were extracted from the 42 included
studies. Figure 2 presents an overview of the key findings
under the predetermined factors related to the four key
themes.

Synthesis of factors relating to the four key categories
influencing clinical trial participation

Factors related to patients/parents/caregivers

Engagement with decision-making

The mostinvestigated factor identified was understanding
and improving shared decision-making (SDM) processes
between patients and doctors during clinical trial discus-
sions (26.1% of articles, n=11/42). Much of the research
available was built on earlier studies of clinical trial discus-
sions associated with low recruitment.?®*™*

One study investigated patient-doctor agreement on
recall of clinical trial discussions to better understand
SDM. Discrepancies between doctor and patient recall
did not impact the patient’s decision to participate in a
clinical trial.*® Three articles reported on communication
education about clinical trial participation.Sl 335 These
studies did not have a statistical impact on clinical trial
pzurticipation.35 3

Six articles (14.3%, n=6/42) evaluated decision aids.
The use of a universal serial bus (USB) with a video invi-
tation led to increased participation in patient-related
outcome research compared with routine written infor-
mation.”” The implementation of other patient decision
supports, such as education booklets, clinical trials website
and clinical trial question prompt list, did not directly
assess their impact on trial participation rates.” 31
Implementation of a clinical trials website was associated
with improvement in patient knowledge and increased
discussion on the possibility to participate.39 However,
this website was unable to demonstrate increased recruit-
ment in clinical trials.”®*

Willingness

Five articles (11.9%, n=5/42) reported patient willing-
ness as a facilitator for cancer clinical trial participa-
tion. Three surveys conducted among rural and remote
patients each reported patient willingness to travel for
clinical trial participation.*’ ** In two studies, investiga-
tors invited survey participants to take part in the clinical
trial, and over 70% and 90% enrolled in the studies.** **
Participants from lower socioeconomic postcodes showed
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Patient willin

Patient

Language

Decisional support interventions
have mixed influence

(n =20 articles)

Eligibility Criteria

Trial design — Tele-trial, registry
based RCTs etc

Clinical Trials

(n = 21 articles)

Slow ethics and governance
process

Type of cancer and timing of
diagnosis

Location of treatment centre

Health Services
Age limitation in treatment centres

[GERVEIGIE)

Limited supportive infrastructure
for patients

Figure 2 Overview of factors that influence participation. SDM, shared decision-making; RCT, randomised control trial.

greater willingness to travel compared with those residing
in metropolitan areas and higher socioeconomic regions*
and were more likely to take part if there were no changes
in their oncologist and if there were no additional finan-
cial costs.” Trust in their treating clinician was identified
as an important influencing factor for patient willingness
to participate.45

In a paediatric population, a survey of HCPs from the
Australian and New Zealand Children’s Haematology/
Oncology Group revealed that the main barrier in
obtaining consent in early-phase clinical trials was HCP
perceptions of parents’ eagerness to ‘try anything’.* A
study involving cancer caregivers found that a lack of
interest in participating in clinical trials was a major chal-
lenge to recruitment; male caregivers were less likely to
participate.*®

Perceived understanding of the health system was
significantly associated with more patients agreeing to
participate in clinical trials.* Limited knowledge about
cancer treatment was also identified as a barrier to trial
participation.”” In the paediatric population, inadequate
information provided to parents about clinical trials
was found to influence their decision to participate.”
Parents reported that having sufficient and comprehen-
sive information resources regarding clinical trials was
helpful.” ** Regardless of cultural background, both Viet-
namese Australian and Anglo-Australian cancer popula-
tions with higher knowledge and more positive attitudes
were more inclined to express their intention to partici-
pate in future trials.*

Language
The lack of routine data collection for culturally and
linguistically diverse (CALD) patient enrolment was iden-
tified as a barrier.”’ Three articles (7.1%, n=3/42) identi-
fied lower English proficiency as a factor influencing trial
participation. Two studies with CALD cancer patients
identified that English proficiency, rather than culture,
influenced their clinical trial participation, and those with
a primary language other than English were less likely to
participate.** °' Specifically, individuals with lower confi-
dence in speaking, understanding and communicating
in English were less likely to take part in clinical trials.**
As a result, a cross-sectional survey of HCP has identi-
fied limited consultation time and difficulties accessing
interpreters as barriers to participation.”’ One cohort
study found that migrants were less likely to consent to
participate in clinical trials when invited, compared with
English-speaking Australian-born cancer patients.** Due
to these identified barriers, trial navigators and a generic
cancer trial pamphlet available in multiple languages
have been recommended to engage trial participation.”
A commentary highlighted the significant impact of
pre-existing language barriers on the recruitment of
patients with brain cancer. Given the baseline vulnera-
bility associated with this disease, brain cancer patients
are already prone to a decline in cognitive function. The
additional challenge of limited language proficiency can
further complicate the processes of obtaining informed
consent and participation in cognitive assessments within
trials.”” A survey of HCP found that language or cultural
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diversity did not act as barriers to neuro-oncology trial
participation.52

Other sociodemographic factors

Four articles (9.5%, n=4/42) presented mixed findings
regarding the influence of other socioeconomic and
demographic factors on clinical trial participation. Two
patient surveys indicated that neither age nor country of
birth was associated with the likelihood of being invited
to participate in a trial.* ** These findings contrasted
with the findings of two quantitative cohort studies which
reported lower participation rates among patients with
different sociodemographic attributes. Factors such as
age (those 75 years or older), gender (male), cancer stage
and absence of case discussion in multidisciplinary team
meetings were statistically significant predictors of lower
trial participation in another population study.”’

Age limitations at treatment centres have been iden-
tified as barriers for adolescent and young adults (AYA)
with cancer.*®*® Although 50% of paediatric trials have an
upper age eligibility of 18 years or older,” enrolment in
these trials is hindered by paediatric hospital access poli-
cies that mandate treatment for patients aged 18 years
and younger. On the other hand, although adult hospi-
tals usually accept patients older than 16 years, there
are very few trials available for this age group.”® Due to
these limitations, a retrospective analysis of AYA cancer
patients has shown that enrolment in paediatric hospi-
tals was significantly higher than in adult hospitals.” The
lack of reciprocal relationships between paediatric and
adult oncology in terms of awareness of open trials has
also been identified as a barrier to trial participation and
future research collaborations.*®

Factors related to HCPs
Attitudes
Five articles (11.9%, n=5/42) described HCP attitudes
towards research. HCP groups included allied health
members—radiation therapists,54 social workers, nurses,45
surgeons, radiation oncologists and medical oncolo-
gists.”” °® Additionally, organisations such as state cancer
council, specialist college and national bodies endorse
participation in well-designed RCTs.”” HCPs support
patients’ decisions to participate, irrespective of their own
personal attitude.™

A survey of general practitioners (GPs) revealed that
47% would refer breast cancer patients to a specialist for
enrolment in a clinical trial.* Although GPs recognised
the benefits of RCTs in advancing scientific knowledge
in cancer research, 50% expressed concerns about treat-
ment equipoise in RCTs. The processes for obtaining
consent for paediatric patients within the AYA population
are a reported barrier for HCPs of clinical trials.*

Mentoring and support of clinician engagement with research

Clinician engagement and participation within clinical
trial networks were all recognised as facilitators. This
involved collaborating with other clinicians, colleges or

cooperative trials groups.”” ® Opportunities to access
mentoring by experienced HCPs were reported as an
important factor to support engagement within clinical
teams and healthcare facilities. Acknowledgement of
their contributions to research activity has been reported
as a positive enabler.”

Factors related to clinical trial
Disease characteristics
Four articles (9.5%, n=4/42) reported that the type of
cancer and time of diagnosis are an influence on trial
participation. Relevant articles reported generally that
Australia has a lack of available cancer trials that reflect
the burden of disease in the country.”” This concern is
particularly relevant for the AYA population and First
Nations people.” ® It has also been highlighted that
those with cancers at advanced stages were more likely to
have a trial available than those with early stage cancers.™
Timing of diagnosis appears to be an influence on
whether a patient is offered a clinical trial. A cohort study
had shown that those diagnosed with cancer over 12
months ago were significantly less likely to be invited to
participate in a clinical trial.*

Clinical trial design

Six articles (14.3%, n=6/42) identified that clinical trial
design is a key influencing factor to trial participation.
Examples included surgical and radiation oncology
RCTs™° %! with the risk of cancer recurrence or progres-
sion and the aversion to randomisation as key drivers.” !
Patient and surgeon preference for one form of surgery
was highlighted as the most common reason for no enrol-
ment.” A cross-sectional survey of patients showed that
study designs such as randomised open-label, randomised
placebo-controlled or single arm are not influencing
factors.*

A survey of breast cancer specialists which included
medical oncologists, surgeons and radiation oncologists
identified that the choice of treatment in study design
or complexity of study design influenced participation
in RCTs for early-stage breast cancer.”” Clinical relevance
and equipoise in treatment arms influenced engage-
ment by clinical trial organisations to support a clinical
trial.”® Onerous visit schedules which required additional
appointments to hospital for participants were also iden-
tified as a top barrier from a national survey.”

Innovative trial designs such as registry-based clinical
trials have also been identified as effective for appropriate
investigation questions.®®

Eligibility criteria

Two articles (4.7%, n=2/42) identified restrictive eligi-
bility criteria as a factor influencing clinical trial partic-
ipation, with other articles identifying this as an area for
future research. For example, an analysis of cancer trials
registered in the Australian and New Zealand Cancer
Trials registry (ANZCTR) estimated that First Nations
peoples face potential exclusion due to pre-existing
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comorbidities, mental illness and/or inadequate organ
function, which are mandated in many clinical trial inclu-
sion and exclusion criteria.”

Factors related to health services

Geography

Five articles (11.9%, n=5/42) have identified location
of treatment centre as an influencing factor. A cross-
sectional survey conducted in New South Wales found a
significant association between the treatment centre and
the likelihood of being invited to participate.* This survey
revealed that individuals from regional centres were
more likely to receive invitations compared with those in
larger metropolitan centres. “Other articles identified
geography as a barrier to trial participation,” with exam-
ples of low participation rates of 6.7% in metropolitan
Melbourne and 1.2% in regional Victoria.”® Implementa-
tion of a regional trials network and teletrials has resulted
in a 49% increase in patient recruitment between 2017
and 2019.”® Following the COVID-19 pandemic, four arti-
cles (9.5%, n=4/424) discussed innovative designs such as
teletrials to combat these identified barriers.*' *® ** %

A survey conducted among medical oncology patients
at Townsville Hospital, a regional metropolitan hospital,
revealed that for rural or remote patients, costand support
from family or friends for trials were important consider-
ations when participating in clinical trials compared with
regional metropolitan patients.*!

The availability of clinical trials for First Nations people
was identified as a potential barrier to participation. With
39% of First Nations people residing outside major cities/
inner regional areas and 89% of registered cancer trials
being conducted in these areas, it is anticipated that First
Nation)s pe70ple will have limited opportunities to partic-
ipate.® 506

Infrastructure

The allocation of healthcare resources that support
research was identified as a key facilitator. Providing non-
clinical time for clinicians to engage in research has been
reported to ensure sustainable engagement.”® ®* Other
health services measures such as accessible regulatory
support,” education and promotional information®’
and fostering relationships with external partners such
as universities and cancer cooperative groups to facili-
tate resource sharing have shown to be supportive.”** %
The need for clinical trial expertise was not identified
as a barrier by the Cooperative Trials Group for Neuro-
Oncology (COGNO) group when collaborating in inter-
national neuro-oncology clinical trials.”* Two surveys
conducted among various other HCPs identified insuffi-
cient staffing of physicians and clinical research associates
as a barrier to trial participation.””

Five cross-sectional surveys (11.9%, n=5/42) of various
individual HCPs and collaborative groups such as
COGNO and Australian and New Zealand Cancer Trials
groups have reported limited funding and resources as
a significant barrier to clinical trial participation.”® **

Surveys from allied health HCPs including radiation ther-
apists and other clinical research associates (such as data
managers, nurses, trial coordinators and trial support
staff) identified limited resources and a lack of time
during working hours as perceived obstacles to partici-
pating in trials.”* ® The challenges of limited resources
were also reported within the clinical trials sector for AYA
and paediatric populations.*® *®

To further support this finding, a prospective study
demonstrated that recruitment rates were positively asso-
ciated with an onsite data manager and negatively associ-
ated with increased case load.”

Streamlining ethics/governance
Among the reviewed articles, four articles (9.5%, n=4,/42)
reported barriers associated with the ethics and gover-
nance processes for clinical trials.”” *®

Known barriers, such as staffing, data sharing regula-
tions, establishing transparent and user-friendly trials
processes and fostering relationships with pharmaceu-
tical companies were reported to effectively facilitate clin-
ical trial ethics and governance approvals.”™

DISCUSSION

This scoping review represents the first systematic
comprehensive exploration of the factors influencing
cancer clinical trial participation in Australia. The pursuit
of equity in clinical trials has been recognised as an inter-
national priority, with 42 Australian studies responding
to this call identified in our search. Findings from anal-
yses demonstrated that there are key factors relating to
patients, HCPs, clinical trials and health services that
influence participation in clinical trials in Australia. While
shared decision-making has established a strong evidence
base, we identified that patientrelated and HCP-related
engagement with clinical trials may also be influenced by
clinical trial-related factors (such as clinical trial design
and eligibility criteria) and health service factors (such
as geography and infrastructure). Across many of these
factors, included studies also identified opportunities to
directly address factors that influence clinical trial partic-
ipation. Successful interventions are now in large-scale
development.

The most commonly studied factor, accounting for
30% of the included studies, focused on understanding
and improving trial discussions between patients and
clinicians. Several interventions were trialled in this body
of work, but evidence to demonstrate that improvements
in access and engagement in clinical trials were not iden-
tified. This research is also aligned with international
research aiming to address concerns of low patient accrual
attributed to eligible patients declining participation due
to inadequate understanding about the trials.”! ***°

The findings from this scoping review have identified
that patients are willing to participate in clinical trials.
Four out of five articles were cross-sectional surveys that
assessed hypothetical willingness to participate in clinical
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trials. Studies with Australian patient surveys included
participants from diverse backgrounds such as rural/
remote areas and CALD communities, demonstrating
that over 70% of patients expressed an interest in clin-
ical trial participation.* * International literature has
identified that approximately 55% of patients who were
invited to participate were successfully enrolled in clin-
ical trials.?” %7 Similar to the international literature, our
scoping review identified a variation in general partic-
ipation rates ranging from 5% to 10%.”" *® ® Further
research is needed to characterise the patient popula-
tion enrolled in Australia, enabling the development of
interventions that align with the needs of those currently
seeking treatment.

Actual clinical trial participation rates within Australia
of any patient group remain unknown. For example,
this review has highlighted that ethnicity data are not
routinely collected in Australian clinical trials.* *°
Although guidelines recommend collecting minimum
data points to capture diversity in healthcare services, this
is not mandated and there is no consensus in Australia on
which specific data points should be included in cancer
clinical trial demographic data collection.”® At present,
only the collection of identified Aboriginal and Torres
Strait Islander status is advised for reporting, but guid-
ance as to how clinical trial sites can do this is unavail-
able. As a result, capturing equity in cancer clinical trials
remains a challenge in Australia. Without robust data,
developing strategies that can respond to the needs of
patients and communities, HCPs, clinical trials commu-
nities and health services to optimise equitable participa-
tion in clinical trials is a challenge.

Financial support for clinical trial participation appears
to play a role for both individual patients, clinical teams
and health services. In contrast to the international litera-
ture, the financial burden on patients was not reported as
a barrier in the Australian context,”” yet financial toxicity
research in cancer care is an area of growing concern.’
The provision of public healthcare is made available
to the Australian population, with the majority of clin-
ical trials still predominantly available within the public
system.” This differs from countries like the USA, where
State Medicaid programmes may not uniformly cover the
costs of clinical trials.?” Limited information is available
regarding the Australian private healthcare system in the
clinical trials sphere.

Positive attitudes towards clinical trials by HCPs at
both individual level and organisational level were iden-
tified as a positive factor, largely because of the addi-
tional resources. This included the addition of available
treatment pathways for patients, guidelines to treatment
management, access to streamlined imaging and nursing
support.” **7 This value was shared across different
players including clinicians and clinical research associ-
ates. Similar positive attitudes were found in US surveys
among cancer physicians and allied health specialists.”" 7
However, limited funding and resources to support inves-
tigator-led clinical trial activities emerged as the top

perceived barrier from HCPs.*® °* °* % % International
HCP surveys have also identified logistical barriers, such
as competing demands on time and resources, as well
as lack of awareness about available trials due to a lack
of infrastructure that supports clinical trials delivery.”
Australian research has identified that HCP engagement
in clinical trials appears to be clinician dependent, with
clinical trials collaborative groups acting as an important
positive factor for providing resources, mentoring and
established national networks.”

The findings in this review identified that there may
be more than one factor that can determine whether a
patient can access an available clinical trial. It has been
well established in the international literature that over
50% of patients are not enrolled into clinical trials due
to limited trial availability at their healthcare institution.’
In Australia, some health services provide cancer care. As
a result, there is variation in clinical trials activity across
Australia, with some attracting more clinical trials than
others.” Decentralising clinical trials is an important
strategy that not only improves access for those that live
in regional and remote areas, but also those that live in
large metropolitan areas with a hospital that is closer to
their home.”™ ®* % There have been significant efforts in
cancer centres across Australia to improve the accessi-
bility of clinical trials through ‘teletrials’, and this work is
ongoing.™ % 7

Another significant finding in this review is that the
available clinical trials do not accurately reflect the true
burden of disease in Australia. For example, multiple
studies have reported concerns about clinical trial avail-
ability among patient cohorts such as AYA and First
Nations people.*®* % The influence of age on clinical trial
participation has been investigated in the international
literature. Less than 10% of patients aged 70 years and
older participate in National Cancer Institute-sponsored
clinical trials in the USA.”® " Some of these discrepancies
may be attributed to selection biases in cross-sectional
surveys. The patient population included in these surveys
predominantly consisted of individuals with a median
age under 70 years,” =% female gender® # #4787
and breast cancer.’ * % 380 Another possible explana-
tion is that once a trial becomes available and patients
are invited to participate, other barriers such as eligibility
criteria based on comorbidities and cancer characteristics
may prevent their enrolmentin clinical trials. Internation-
ally, restrictive eligibility criteria have been identified as a
significant barrier, with approximately 20% of consented
patients being ineligible on screening.® As 60% of clinical
trials in Australia are globally sponsored by the industry,
it is anticipated that eligibility criteria will have a similar
impact.”” However, gaining a better understanding of
these criteria may be beneficial.

The research conducted in this scoping review provides
new insights into trial participation in Australia. Collab-
orative efforts are essential to ensure diversity, inclusion
and equity in cancer research. Through united efforts,
we can build strong foundations and make significant
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strides towards ensuring that all individuals have equi-
table opportunities to participate in cancer clinical trials.

Strengths and limitations

This was the first scoping review to systematically inves-
tigate factors that influence cancer clinical trial partici-
pation in Australia. Barriers to clinical trial participation
have been extensively investigated in the broader inter-
national literature. Despite this, enrolment remains static
and disparities exist. The findings from this scoping review
build on this global knowledge, bring a fresh perspec-
tive and further understanding while consolidating the
evidence base for strategies that can improve equitable
access to clinical trials.

Our review employed a comprehensive search strategy
and broad inclusion criteria, which has resulted in an
extensive summary of all the available literature. Inequity
in clinical trials has been an area of growing interest for
some time now, and it is acknowledged that any records
published after this search would not be included. Arti-
cles included in this review adopted a wide range of
designs, approaches and methodologies which result in
differences in data and reporting. The heterogeneity
in study designs has meant that synthesis of findings is
limited, and the findings presented are only descriptive
in nature. Nonetheless, we applied a consistent approach
to data extraction for all records. The included articles
often lacked demographic details such as sociodemo-
graphic, gender and ethnicity of participants, making it
difficult to assess diversity across the records.

Around half of the included studies were cross-
sectional surveys targeting either HCPs or patients which
were aimed at identifying perceived factors to trial partic-
ipation. Many of these surveys set eligibility criteria for
patient participants that potentially introduced biases
related to language proficiency, cognitive function and
age (median age of participants ranged from 30 to 46
years). This raises concerns of selection bias and misrep-
resentation of certain minority groups. Notably, HCP
surveys and commentary pieces were commonly from
academic centres in Metropolitan areas which may limit
broader relevance.
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