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Abstract

Background: Despite Government investment, disparity in access to clinical trials continue between metropolitan and
regional & rural sectors (RRR) in Australia and around the world. To improve trial access closer to home for RRR
communities and rare cancer patients even in metro settings, the Australasian Teletrial Model (ATM) was developed by
Clinical Oncology Society of Australia and implemented in four states. Aim of this paper is to describe the steps and
processes involved in the development and implementation of ATM guided by implementation science frameworks.
Method: Two implementation science frameworks namely iPARIHS and Strategic Implementation Framework were
chosen to guide the project. Details of steps and processes were extracted from COSA final report.

Results: ATM met the criteria for worthy innovation. For the development and implementation of the ATM, stake-
holders were at national, statewide and clinical levels. A co-design with end-users and inclusion of key stakeholders in
steering committees and advisory groups made the implementation smoother. Clinician levers including advocacy were
useful to overcome system barriers. During the project, more patients, and clinicians at RRR participated in trials, more
primary sites collaborated with RRR sites and more RRR sites gained trial capabilities.

Conclusion: Pilot project achieved its objectives including improved access to patients locally, creation of linkages
between metro and RRR sites and enhanced capabilities of and access to RRR sites. Implementation science frameworks
were useful for identifying the necessary steps and processes at the outset. Ownership by governments and creation of
streamlined regulatory systems would enable broader adoption.
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that are unlikely to achieve recruitment targets will
continue to miss out on opportunities to host trials
locally and as a result, their workforce may not enjoy
the many benefits of participating in clinical trials
including the ability to provide cutting edge medical
therapies and partnerships with clinical trial industry.?

Therefore, a new clinical trial model was required to
improve access locally and the solution needed to be
underpinned by creating interconnected clusters/net-
works linked by e-health and telehealth solutions.
Telehealth models have been established as feasible,
safe, acceptable and cost-effective systems to deliver
care remotely and can be extended to the conduct of
clinical trials under the concept of the ‘Teletrial
model’.*® In this model, smaller sites (satellite sites)
are connected to larger centres (primary sites) by tele-
health so that some or all aspects of clinical trials can
be offered to satellite site patients closer to home.
Oversight of the trial cluster activities by the primary
investigator at the primary site is addressed through
supervision plans and regular trial meetings. In
Australia, under the auspices of the Clinical
Oncology Society of Australia (COSA), a framework
for a Teletrial model namely the ‘Australasian Teletrial
Model (ATM): National guide for implementation’
was developed and implemented in three states.*

The national guide outlines several requirements that
need to be satisfied to ensure the ethical and safe conduct
of clinical trials using ATM. These requirements include:
Selection of satellite sites and suitable trials, supervision
plans and site visits, Workforce, Good clinical practice,
Roles and responsibilities, Training, site initiation meet-
ings and trial updates, Technology and support,
Participant screening and recruitment, Obtaining partic-
ipant consent, Medication handling, Managing and
reporting serious adverse events, Patient reported out-
comes, Documentation and reporting, Financial,
Regulatory and indemnity considerations, and clinical
trial agreements.

To guide the project, two implementation science
frameworks were chosen, since many of the existing
frameworks were not sufficient as a single guide:
iPARIHS’ and Strategic implementation framework
(SIF).® iPARIHS defines successful implementation as
a function of innovation, recipients, context and facil-
itation. SIF divides the implementation into three
stages: setting the stage, active implementation and
monitor, sustain and support. It was apparent during
the previous implementation of the tele-chemotherapy
model that clinicians also needed to identify and apply
several clinician levers to overcome barriers.”*'”

This paper aims to describe the processes and steps
undertaken in the development and implementation of
the ATM.

Methods

Project processes and steps are discussed under compo-
nents of iPARIHS’ and SIF.®

Results

The starting point was to establish stakeholder agree-
ment about the need for a new model and framework.
‘Driving action through purpose’ was a useful frame-
work for articulating the difficulties faced by rural
patients.'" Since systematized Teletrial model has not
been described before, many stakeholders showed
reluctance to accept this model as a safe and feasible
model.

Innovation: Translating idea into a framework

iPARIHS Evidence and Evidence based practice char-
acteristics offered a useful framework to address con-
cerns and to convince the major stakeholders of the
validity of this model. These characteristics include:
Research and published guidelines, Clinical experience
and perceptions, Patient experiences, needs and prefer-
ences, Relative advantage, observability, compatibility,
complexity, trialability, design quality and packaging
cost. In the absence of published research on Teletrial
models, several examples that satisfied iPARIHS crite-
ria were used to make the case, as listed in Table 1.

Once the concept was accepted by members of the
COSA Council based on its merit, the key steps includ-
ed the development of the national guide and its
implementation.

Recipients

Given the complexities associated with clinical trial
operations, a co-design approach was taken with the
following stakeholders:'> Consumers (Cancer Voices
and Rare Cancer Australia), clinical champions
(COSA Council), the trials industry (Cooperative
Trial Groups (CCTGs), investigators and the pharma-
ceutical industry), clinicians (clinician networks and
COSA members), regulatory bodies (government
Departments of Health, Research Governance
Offices, lawyers and Human Research Ethics
Committees), funders (Medicines Australia, Cancer
Australia, universities, MTP Connect) and power
brokers (Governments, Health Service Chief
Executives, managers).

Context

The clinical trial environment is regulated and influ-
enced by global, national and statewide policies and,
therefore, change needs to occur at multiple levels.
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Table 1. iPARIHS evidence and evidence-based practice characteristics supporting the concept of Teletrial.

Sub-elements of iPARIHS

Examples of evidence

Research and published guidelines

Clinical experience and perceptions

Patient experiences, needs and preferences
Characteristic of the targeted Evidence-Based Practice

(Relative advantage, observability, compatibility,
complexity, trialability, design quality and packaging cost)

Literature on teleoncology and tele-chemotherapy models

National guidelines on teleoncology

Clinical experience within health services

Qualitative studies informing health professional perceptions

Research, Survey, Government reports and qualitative studies

calling for clinical trial access closer to home
Extrapolating the benefits of tele-chemotherapy

e Teletrial was expected to produce similar benefits over current
practice including cost savings to the health services.

e With existing telehealth infrastructure across the country, this
model is compatible with practice, Government strategic pri-
orities and community needs

e Existing governance for and design of tele-chemotherapy and

telehealth models along with feasibility of regulatory reforms

makes the model and its design feasible to implement

Many pharmaceutical companies and trial networks
are global entities. In any given country, change
needs to occur at least at national and state levels,
thus requiring the support of national and statewide
stakeholders. Timing for this initiative was opportune
since there were calls for cultural and structural
reforms at Government, industry and clinical levels to
create a patient, sponsor and clinician friendly clinical
trial system across Australia.’

Facilitation

The context of implementation was at state, health ser-
vice and cancer centre level. Recipients were predomi-
nantly the same organizations (who participated in the
development of the ATM and national guide) that
needed to adopt the ATM as routine business. Each
stakeholder group was necessary for their contribution:
State Governments for developing policy frameworks,
regulatory reforms and standard operating procedures
(SOPs); pharmaceutical industry and cooperative clin-
ical trial groups (CCTGs) for incorporating the ATM
as a recruitment mechanism within their protocols; and
cancer services and clinicians for accepting satellite
sites as part of their trial clusters. Additionally, clinical
champions were required at local levels to drive the
project. This project was facilitated at a national level.

A steering committee consisting of appropriate
stakeholders, power brokers and champions
(Australian Teletrial Consortium) was established to
oversee the operations of the project. Three advisory
groups were established to provide expertise — Industry,
CCTG and state department of health.

Implementation

In terms of implementation itself, the Strategic
Implementation  Framework by Mitchell and
Chambers (2017) provided a practical checklist to
ensure the necessary components were put in place.®
SIF sets out three stages of implementation namely
Setting the stage, Active Implementation and
Monitor, Support and Sustain.

Setting the stage. Setting the stage is a complex stage
where the foundation for implementation is laid. A
key step in our project was the development of the
national guide, in partnership with key stakeholders
who needed to change their internal processes to
adopt the model. At this stage of implementation, the
context is national, statewide, health service wide and
departmental level. National and statewide adoption
usually requires policy mandates and funding. At clin-
ical levels, this requires leadership and leadership
support within health services and departments.
Other sub-clements of this stage included sharing of
knowledge, development of stakeholder relationships,
identification of early adopters and champions, assess-
ing for readiness, identification of barriers and
enablers, and acquiring of resources. Table 2 summa-
rizes the examples of sub-elements we put in place to
prepare for this stage of our project.

Active implementation

1. Metrics: A combination of process, outcome and
legacy metrics were selected as measures of success.
They included: development of SOPs and templates,
number of sites activated, number of trials, number
of patients and creation of a new regulatory system.

2. Clinical Trial Sites: Six primary sites were selected
with 10 satellites across three states. They were
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Table 2. Setting the stage of Strategic implementation framework and Australian Teletrial Model implementation process.

Sub-elements of setting the stage

Examples of sub-elements

Share knowledge to prepare

releases

Develop stakeholder inter-relationships
and clinical-researcher partnerships
Identify champions and early adopters

Assess for readiness
Identify barriers and enablers

Publications, presentations at conferences, websites, newsletters and media
Workshops at conferences and conference booths

Clinical champions and sites were identified from COSA Council, and through
networking

Sites with existing capabilities were chosen first to develop the tools

Financial resources, limited infrastructure at rural sites, availability of trial

workforce at rural sites, culture of health service management, multiple
regulatory processes

Enablers included streamlining of regulatory documents, policy development at
Government level, support of clinical networks, pharmaceutical companies
setting up teletrials teams

Acquire resources

Funding for the project was received from MTP Connect, consortium partners,

state telehealth services and COSA for Project management, and trial nurses
(Aus$360,000 over 3 years). Funding partners contributed to the setting up
of the Australian Teletrial Consortium

allocated funds to employ a fractional clinical trial
coordinator. Within Victorian Comprehensive
Cancer Center, the Teletrial programme was also
formally funded through the strategic plan.

3. Policy: Three states established steering committees,
developed new SOPs, and agreed on governance
reforms, development of supervision plans and new
contractual arrangements between sites.

4. Sponsor capabilities: Pharmaceutical and
Cooperative Trial Groups were supported to devel-
op internal processes.

5. Operational activities: At cluster levels, sites were
initiated through videoconferencing, roles and
responsibilities of primary and satellite sites were
agreed on and documented in supervision plans,
trial-related duties were documented in delegation
logs for primary and satellite site clinicians, over-
sight by the Principal Investigator occurred through
regular trial meetings. Professional support of satel-
lites sites was provided by primary sites when
necessary.'?

6. Educational tools: Educational materials and FAQs
were developed and disseminated through confer-
ence presentations and workshops.'*!?

Monitor, support and sustain. Implementation was moni-
tored through regular meetings with sites and steering
committee meetings. Ongoing education and guidance
to sites were provided using workshops and webinars.
New sites were given hands-on support and mentoring
to set up Teletrial clusters. Project progress was pro-
moted through presentations at the annual scientific
meetings of stakeholder organizations.

Clinical trial uptake using ATM

At the time of writing, satellite sites were added to nine
existing trials. Of the 10 satellite sites (distance
from primary sites ranging from 150 to 1000 km),
four sites had never conducted clinical trials before.
Twelve new health professionals acquired Good
Clinical Practices training. Details of the studies are
summarized in Table 3.

Development of supervision plans

The supervision plan allowed some primary sites to
delegate all responsibilities to selected satellites based
on their capabilities. Some primary sites cared for
patients at satellites solely via telehealth in partnership
with satellite site physicians or medical oncologists.'*
!5 At sites that had never conducted clinical trials
before, primary sites were able to delegate some trial
activities to the satellite site staff after they gained con-
fidence and expertise with the trial model over several
months.

Timelines for site activation

It took nearly 6 months to activate the first satellite due
to the need to develop new processes and to support
system adaptation; subsequent satellite sites were acti-
vated within 3 months. In a recent trial, when a patient
was identified at a site, that site was activated as a
satellite within 2 weeks.

Feedback from health professionals

Primary site Clinical Trial Coordinators reported an
additional workload setting wup satellite sites,
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Table 3. Details of clinical trials that incorporated Australasian Teletrial Model as recruitment method.

Trial name Cancer type Sponsor Number of patients at satellites
Monarch E Breast cancer Eli Lilly 5 enrolled
ALINA Lung cancer Roche I5 screened
MONARCC Colon cancer AGITG 3 screened
DYNAMIC- 1lI Colon cancer AGITG 3 screened
CHECKMATE 648 Gastro oesophagus BMS | enrolled
TARGET TP DVT prevention VCCC 100 enrolled
ALLG MMI9 Multiple myeloma ALLG | enrolled
International Lung Screen trial Lung cancer University of Queensland 29 enrolled
ASCOLT Colon cancer AGITG 3 enrolled
COMBI-Aplus CDRB436F2410 Melanoma Novartis 2 screened

AGTIG: Australasian Gastrointestinal Cancer Trial Group; ALLG: Australasian Leukaemia and Lymphoma Trial group; BMS: Bristol Myers Squibb;
VCCC: Victorian Comprehensive Cancer Centres; DVT: deep venous thrombosis.

coordinating regulatory documents, organizing cluster
meetings and managing documentation. Some satellite
sites required hands-on support for running the trials
and managing trial-related paperwork. Despite this,
many health professionals welcomed the new collabo-
ration with other sites.

Overcoming barriers (using clinician levers)

Clinician levers are mechanisms or tools that arise from
clinicians’ role as patient advocates and can be used to
overcome roadblocks or barriers to broader implemen-
tation of patient-centred programmes especially initiated
and driven by clinicians.”'? Several clinician levers were
used to overcome roadblocks: partnerships with con-
sumer agencies, connections with media, reference to
Government and other organizational strategic plans
to address equity and disparity, and escalation to
senior leaders and politicians and peak organizations.

Lessons learned

1. Coordination between sites for multiple trials, mon-
itoring of capabilities of sites and education and ups-
killing of new staff is likely to be more efficient if a
central resource is established within each state.

2. For many larger centres, this model created addi-
tional workload and for many smaller centres,
ATM was a new activity. Therefore, to scale this
model, additional human resources are needed at
both primary and satellite sites for clinical trial coor-
dination and cluster coordination.

3. Apart from the champions who provided in-kind
contribution, many clinicians and management pro-
fessionals felt that there was nothing in it for them.
To overcome this mindset, incentives are required to
drive large-scale adoption.

4. Regulatory processes need to be reformed to facili-
tate rapid approvals when patients are identified at
satellites

5. Large scale adoption and incorporation into business
as usual requires government ownership at policy level.

Discussion

This paper illustrates the steps taken to translate the idea
of a Teletrial model into a national model through a
two-step process: development of a national guide and
its implementation. The idea of teletrials had merit
because of its potential benefits for patients and the clin-
ical trial industry and by meeting the criteria outlined in
the iPARIHS framework it qualified as a worthwhile
innovation.* In terms of context, the project needed
the involvement of stakeholders from multiple levels
and jurisdictions: from national level to clinical level.
This allowed stakeholders to be chosen to represent all
the different layers and perspectives. The facilitation
aspect was an important one since it required influence
at government and industry levels as well as clinical
levels. Without holding positional levers, COSA
needed the involvement and support of governments
and industry at least at advisory capacity. Operating
under the auspices of COSA was necessary for success
since it is the peak clinical body in Australia for cancer
care professionals and has cemented its status as an
advocacy agency for reforms in cancer care.

One of the main reasons for the project success was
that the national guide was co-designed by the same
stakeholders who were going to implement it. Since mul-
tiple perspectives were already covered by the relevant
experts, some of the important ethical and legal consid-
erations have already been addressed. Ideally, uniform
processes across all three jurisdictions would have made
this project even more efficient. However, it was unreal-
istic to expect COSA and the project partners who do
not hold authoritative roles within government to har-
monize the long-standing clinical trial processes and reg-
ulations of multiple state governments.
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The project successfully demonstrated the strategic
vision that an interconnected clinical trial system could
be created through the Teletrial model and as a result,
more regional and rural sites could acquire clinical trial
capabilities; more patients access clinical trials closer to
home without disrupting continuity of care and that the
rate of recruitment could be expedited. This is particu-
larly important for rare cancer trials, since a networked
approach facilitates access to more patients. As
described in previous research, it was also observed
that many rural sites that are unable to acquire capabil-
ities as standalone sites because of low patient volume
can participate in clinical trials through this model.?

While this pilot project was a success and adopted by
stakeholders, we regard this as a work of champions.
Future scaling up and sustainability would require
Government ownership to ensure the policy, funding,
legal and regulatory levers are used to implement within
health services and the resources are available to sustain
these programmes. Ongoing regulatory reforms and dig-
ital trial management systems informed by end users will
help minimize regulatory and administrative burden on
clinicians and trialists. In the Australian setting, a nation-
al system can be designed by incorporating feedback pro-
vided by stakeholders who participated in this pilot
project. Fortunately, based on this pilot’s implementation
results, the Australian Government has recently adopted
the Teletrial model'® and allocated nearly Aus$125M for
national roll-out.

Conclusion

The Teletrial model offers an opportunity to create an
interconnected and networked clinical trial system that
affords access to patients closer to home. Scaling up of
this model as routine practice of health services requires
Government ownership in terms of policy and process
changes, resource allocation and regulatory reform. The
clinical trials industry can contribute by incorporating
the ATM as a recruitment mechanism within their pro-
tocols. Implementation science frameworks offer a log-
ical guide to successful implementation.
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