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Executive summary

Background and approach

Clinical trials are a central element of a modern, high-functioning
health system. Clinical trials can provide access to novel treatments

for patients and deliver cutting-edge healthcare. Further, investment in
clinical trials allows for efficient healthcare and provides health sector
returns in excess of the dollars invested. The evidence generated by
clinical trials is used to improve our health services, ranging from public
health and prevention interventions through to specialised medicines
and novel devices. Clinical trial research increases the efficacy and
efficiency of care, thereby bettering the health of New Zealanders.

While there are examples of high-quality research, Aotearoa New
Zealand does not invest as effectively as it could, and should, in clinical
trial research. We do not realise the significant potential benefits of
clinical trial research for the people of Aotearoa New Zealand and
those benefits that are realised are distributed inequitably because of
the current health system’s fragmentation and rigidity, and because
clinical research is not embedded within it as part of a learning
healthcare system. To respect Te Tiriti 0 Waitangi and meet obligations
as a treaty partner, it is critical that we have clinical evidence of the
efficacy and safety of healthcare interventions for Aotearoa New
Zealand’s population, especially Maori. This project proposes a future
direction for developing infrastructure that will support equitable
clinical trial activity, ensure that trials (including commercial ones)
benefiting from publicly funded infrastructure are responsive to the
needs of New Zealanders and ultimately enable the equitable delivery
of the best healthcare we can achieve to all New Zealanders.

This report is the outcome of independent research funded by the
Health Research Council of New Zealand and Manatl Hauora | Ministry
of Health.

This project was conducted by a diverse group of clinical researchers
from a range of backgrounds and disciplines and involved a specific
Maori RopU, a Pacific advisory group and a consumer group. It also
consulted a group of international researchers. The project reported
to an expert steering group appointed by the Ministry of Health (MOH)
and the Health Research Council (HRC).

The project proceeded with a characterisation of the current state of
clinical trial activity, both in Aotearoa New Zealand and in terms of
international practice. We collected information from the Australian
New Zealand Clinical Trials Registry (ANZCTR), conducted a survey of
researchers, carried out 58 individual and group interviews, and met
with the Maori RopU, Pacific advisory group and consumer group. This

information was reviewed by iNZight Analytics through the Te Ao Maori lens.

Current-state findings were reviewed by many stakeholders in

a workshop at which approaches for improving the clinical trial
infrastructure in Aotearoa New Zealand were canvassed. These
approaches formed the basis for a modified sector-wide Delphi
process to find consensus on a variety of clinical trial infrastructure
options. Options that were supported in the Delphi process formed
the basis for the research team to propose a preferred model for the
infrastructure needed to support clinical trials and achieve benefit

from them for the people of Aotearoa New Zealand.

Clinical trial research is a barometer for health research activity

in general. High-quality clinical trial research gains will only

be realised with a functioning and supported health research
infrastructure. Thus, while this project is focused on clinical trial
research, a number of the recommendations (for example, those
targeting improving research leadership, knowledge translation or
data governance) apply to health research activity more broadly.
Therefore, actioning the recommendations contained within this
report will achieve gains within a wider context of health system
research, innovation, and improvement.

Current-state findings

The main findings of our current-state analysis were:

+ The New Zealand health system does not generally have a
strong research culture, notwithstanding individual examples
of excellence. Health system decision-making often does not
facilitate research activity and, in many cases, can be a barrier to
the conduct of research.

Prioritisation of clinical trials, in the sense of funders
systematically considering what research will reduce inequities
and bring benefits for New Zealanders, is rarely practised outside
of the HRC.

« There is great diversity in existing clinical trial activity across
different kinds of health intervention, different phases of
intervention development, and different settings.

Institutional settings for clinical trials vary significantly across
philanthropic organisations, universities, district health boards
and community health organisations. Within the window of our
stakeholder and current-state analysis, few trials have been
conducted in Maori health provider settings and none in Pacific
provider settings.

 Thereis a gap in partnership with Maori, both in the design and
conduct of individual trials, and in the wider infrastructure of trial
activity, including in the management of data and tissue samples
with appropriate tikanga.

+ There is a need for clinical trial methodologies and conduct to be
more responsive to Maori needs, and more sensitive to cultural
requirements.

« Consumers have a rapidly growing role in clinical trials and in
making sure research is relevant and meaningful. Through the
consultation process we have heard there is a need to create more
opportunities for consumers to be research partners.

Clinical research workforces are fragile.

« The Maori clinical research workforce is particularly thinly
stretched, with barriers to development and support for those
wishing to pursue a research career.

+ There are examples of good access to key infrastructure, such
as statistical advice, or experienced research nurse support,

Enhancing Aotearoa New Zealand Clinical Trials

vi



but that access is very patchy, making this an important barrier
to undertaking research and to development of a sustainable
research workforce.

Existing clinical trial networks provide critical support for
researchers, enabling high-quality success, but they are fragile
and not resourced sustainably.

Information needs are changing, data governance processes are
diverse and often not systematic, and there is little guidance on
data sovereignty.

There is relatively little focus on translation of research results
into practice. Translation is a particular issue for Maori given the
extractive nature of research, the need to tailor results for Maori
providers, and a need to show Maori reasons to become involved
in trials.

Accurately costing and adequately funding clinical trials and
clinical trial development is difficult, and the ability to conduct a
long-term clinical trial (>3 years) within existing funding caps is
problematic.

Overall recommendations

The intended audience for the recommendations which follow is
Manatl Hauora | Ministry of Health, Te Whatu Ora | Health New
Zealand and Te Aka Whai Ora | Maori Health Authority.

There is a strong case for significant investment in a national
clinical trials infrastructure in Aotearoa New Zealand. These

general recommendations form the foundations for a proposed

infrastructure to harness the potential of clinical trials within
Aotearoa New Zealand’s healthcare system.

The national clinical trials infrastructure must be underpinned by
principles of Te Tiriti and developed in co-governance with Maori.

The responsibility for ensuring high-quality research activity
must be woven into the job descriptions of all senior clinical
leaders in Health NZ and the Maori Health Authority. There must
also be targeted measures of accountability for these senior
clinical leaders.

There must be an adequately resourced National Research Office
for Health NZ, co-governed with the Maori Health Authority, with
research leadership at the executive level of the organisations.
While this function exists within the context of health research
policy leadership from the Ministry of Health, in order to envisage
possible gains it is essential for Health New Zealand to have
research leadership at the operational level.

There should be a National Clinical Trial Infrastructure Centre
with expertise from across the country, which will provide
leadership, governance, expertise, and overall, high-level national
support and coordination of trial activity, including the support

of clinical trial networks in Aotearoa New Zealand, as outlined in
section 5.3 of this report.

There should be Regional Clinical Trial Coordinating Centres around
the country that between them provide the necessary expertise to
support clinical trials as outlined in section 5.3 of this report. Each
of these centres will support trial development and conduct across
regional nodes to ensure equity of access for both researchers and

participants and will collaborate with other centres to support local,

regional, national, and international trials.

+ There should be sustainable and systematic networks for
Maori researchers and for Pacific researchers to support Maori
and Pacific research communities in a regular and coordinated
way in accordance with recommendations and priorities
identified above.

« Active development and support for the Maori health research
workforce to meet commitments to Te Tiriti and to reducing
inequities in health.

« Partnership with Maori and local Maori communities at every
level, including trial implementation and national infrastructure.

+ Supporting Te Ao Maori methods/priorities and engagement with
researchers and communities.

« Embedding Maori data sovereignty and tikanga about data in the
clinical trials system.

« Ensure knowledge translation has a positive impact for Maori and
reduces inequities in health outcomes.

» When funding mechanisms are developed, ensure they are
responsive to Maori community needs and researcher obligations.

« Support and train tauiwi workforce to engage with Te Ao Maori.

« Active development and support for the Pacific health research
workforce.

« All publicly funded clinical trials should include consumer
research partners.

« There should be a national federated health data system with
Ma&ori data governance at the core, that allows embedding
of research in routine clinical care and provides culturally
appropriate long-term curation of research data.

« Aclear responsibility for research knowledge translation and
implementation must be established within Aotearoa New
Zealand’s new healthcare system that is well integrated with
change management, clinical governance functions, and the
health system’s role and responsibilities as an effective Te Tiriti
partner for Maori.

These recommendations were developed from consistent needs

and themes across the project and from all those consulted. In
addition, specific recommendations from the Maori Rpi and Pacific
and consumer groups (see section 6.2) further identify priorities to
ensure their needs are meet by the preferred infrastructure model.

Preferred model

Our preferred infrastructure model will address the
recommendations made by our extensive groups of stakeholders.
Our proposal consists of two main components:

+ A National Clinical Trial Infrastructure Centre that manages some
of the functions and activities that have been agreed to be critical
through the Delphi survey process.

+ Multiple Regional Clinical Trial Coordinating Centres, procured
by the National Clinical Trial Infrastructure Centre, that manage
operational functions and activities at local level or across specific
communities on behalf of the centre. Supporting organisations
may be consortia or could contract other organisations as
suppliers for necessary resources.

Enhancing Aotearoa New Zealand Clinical Trials
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We have identified a detailed set of functions and
activities to be provided across the National Clinical
Trial Infrastructure Centre and the Regional Clinical
Trial Coordinating Centres. We envisage that the
National Clinical Trial Infrastructure Centre will be
an integral part of the newly developing Health
New Zealand and Maori Health Authority, with the
capability and resources to influence their culture
to develop a genuinely learning health system for
the benefit of all people in Aotearoa New Zealand.
The research leadership must be closely integrated
with leadership in clinical governance and quality,
innovation and change management, and the
professions in order to achieve the promise of
improved healthcare based upon high-quality
evidence that is relevant for New Zealanders.

The diagram below illustrates the main components
of the preferred model.
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Entry point

- New investigators
Government: MoH, HNZ, MHA, MBIE, 2
- New research networks

HRC, HQSC, Health Workforce Nz, Pharmac - Commercial organisations

- International multicentre trials

Maori clinical
trial networks

Nz
researchers

Pacific research
networks

Clinical trial
networks

National Clinical
Trial Infrastructure Centre

Regional Clinical Regional Clinical
Trial Coordinating Trial Coordinating
[of-114 ] (of-1314 7]

Healthcare providers
‘learning healthcare system’
Tiriti Principles*

Consumer Research
Partners**

Regional Clinical Regional Clinical
Trial Coordinating Trial Coordinating
Centre Centre

Maori leadership:
Iwi leadership forum, Te Mana Raraunga

Research organisations,

NGOs, community organisations,
other public sector organisations,
consumer groups

*Tiriti principles include tino rangatiratanga, equity,
active protection, options, and partnership

**Consumer Research Partners embedded throughout
at multiple levels
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1.1 Project context

Clinical trials and health research are not seen as priorities within
Aotearoa New Zealand’s health and disability system. This is due
to a lack of recognition of the significant value these activities can
generate for individuals, society and the funders of the health
system. As such, comprehensive infrastructure and support
systems in Aotearoa New Zealand to enable clinical trials and
health research activity do not exist or, where they do, are not well
developed or appropriately resourced, making clinical trials and
health research difficult to undertake. This has considerable impact
for the health workforce, for patients, consumers and whanau, and
for wider society.

First and foremost, there are requirements under Te Tiriti 0 Waitangi
to ensure treaty principles are at the forefront of, and embedded

in, clinical trials in the future and that Maori are partners in all
governance structures. A Te Tiriti-based science structure should
be at the foundation of any new infrastructure. This project provides
the opportunity to systematically refresh the clinical trials systems
of Aotearoa New Zealand, embedding Te Tiriti and Maori partnership
from the beginning. Secondly, this project provides significant
opportunity to enhance clinical trials research in the public health
system within Aotearoa New Zealand. It will address critical
infrastructure needs and inequity in access to (and participation

in) clinical trials and enhance workforce and system capability
throughout the country.

Realising the potential of clinical trials research in Aotearoa New
Zealand is aligned with the New Zealand Health Research Strategy
2017-2027 and the New Zealand Health Research Prioritisation
Framework, which provide a mandate for:

« achieving a stepwise change in the role of research in clinical
practice, including embedding clinical trials and clinical trial
networks, as one element of a learning healthcare system
generating timely evidence to support clinical practice, cost
effectiveness of healthcare, and the development of new
interventions;

« harnessing the power of multi-centre and multi-national clinical
trials to improve the management of health conditions in a
timely manner for New Zealanders;

« building a solid clinical trials research network with the support
and systems (including ethics) to facilitate efficient multi-centre
and multi-national trials;

« developing systems to reduce inequity; for example, through
a national system of networks to ensure appropriate access to
clinical trials according to need and want, and

« strengthening capacity in the clinical health research workforce
to improve clinical services and care and to attract and retain
top clinicians in Aotearoa New Zealand.

This project began in February 2021. In April 2021 the Minister

of Health announced a restructuring of the health system,
consolidating 20 district health boards into a single entity that

will both operate hospital services and commission primary and
community healthcare. This is a significant change to New Zealand’s
health system. Legislation has been introduced to implement the
change and came into effect on 1 July 2022.

1.2 Goals and deliverables

The goals for this project have been defined by the Health Research
Council (HRC) and Ministry of Health (MoH) as the joint funders

of this work and as the bodies responsible for health research and
health policy and service delivery, respectively. The goals of this
project include:

« an overview of the strengths, gaps and areas of need for clinical
trial systems and data infrastructure in the Aotearoa New
Zealand public healthcare system;

« information on opportunities available for participation in clinical
trials activity and how best to support and build upon existing
clinical trial networks in the Aotearoa New Zealand context;

« an understanding of international best practice clinical trial
systems and how Aotearoa New Zealand can use this to build its
enterprise, and

» recommendations at a policy and system level to support
the HRC and MoH in implementing policy that facilitates and
develops a sustainable, nationally coordinated and equitable
clinical trials enterprise in Aotearoa New Zealand.

The deliverables included an interim report detailing preliminary
results and findings from stakeholder consultation, an analysis

of data collected, and a final report that explores, in detail, the
results from consultation and proposes key findings and evidence-
based recommendations to inform the development of an
infrastructure roadmap.

1.3 Scope

The HRC and MoH defined the scope of work for this project, as
outlined in the Request for Proposals (RfP). The primary area of
focus has been on the conduct and coordination of clinical trials
occurring within the public healthcare system in Aotearoa New
Zealand. Areas in scope cover all public-good trials, including the
spectrum of trials from pragmatic to exploratory, all phases of trials,
single and multi-site/national trials, the range of clinical disciplines
and intervention types (prevention, diagnosis, and treatment),

and the different settings within the healthcare system (including
community, primary and secondary care in rural and urban
settings). Commercial trials conducted within the public healthcare
systems are also in scope. Ethics, regulatory, and funding systems
are out of scope. Facilities are essential components of clinical trials
infrastructure, but most aspects are excluded from the scope.

In defining “clinical trials” for this project, the World Health
Organization (WHO) definition was used:

“Any research study that prospectively assigns human participants
or groups of humans to one or more health-related interventions to
evaluate effects on health outcomes. Interventions include but are
not restricted to drugs, cells and other biological products, surgical
procedures, radiologic procedures, devices, behavioural treatments,
process-of-care changes and preventive care.” (WHO, 2022).

The RfP defined two areas for focus: systems and data (see Table 1,
following page). Within the focus areas, the research sought to
provide a current-state assessment of clinical trial activity in Aotearoa
New Zealand by scoping existing information and undertaking
primary data collection. A synthesis of international best practice and
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models for clinical trials infrastructure and a review of their strengths,
gaps, and opportunities was undertaken. In consultation with key
stakeholders, evidence-based recommendations were outlined

to inform the infrastructure roadmap and an operating model for

a sustainable, nationally coordinated, and equitable clinical trials
enterprise in Aotearoa New Zealand.

Activity within the project was divided into five significant
workstreams. This was done to ensure that work within the project
aligned to the RfP focus areas.

1. Clinical trial activity, infrastructure, and networks

9.  Datasystems and curation

3. Equity and consumer engagement

4.  Prioritisation, knowledge translation, and implementation
5. Workforce capability.

Table 1 below outlines the areas of focus.

1.4 Approach

Project work occurred in five phases:

1. Current-state analysis and international models review

9. Synthesis of data and information

3. Options development

4. Socialisation of proposed options

5. Outline recommendations.
The project team collected primary and secondary data from
multiple sources during the current-state analysis phase. Data

Table 1: Areas of focus of the project from the RfP

Area of focus

Systems

gathered included clinical trial registry information from the
Australian and New Zealand Clinical Trials Registry (ANZCTR) and
the Standing Committee on Therapeutic Trials (SCOTT), a rolling-
wave workforce survey, and interviews and focus group sessions
with key stakeholders. A review of international models transpired at
the same time. This included a targeted review of relevant literature
around trial conduct and best practice within the Australian Clinical
Trials Alliance (ACTA), the United Kingdom’s National Institute

for Health and Care Research (NIHR), the United States National
Institute of Health (NIH) and indigenous healthcare research.

The project team summarised the findings from the current-state
analysis and international models review during the synthesis

phase. When reviewing the international models, factors influencing
their implementation were reviewed in relation to the Aotearoa

New Zealand context. Preliminary findings were discussed with the
Named Investigators (NI) identified in the RfP, and, where interesting
areas of the landscape were identified, the team undertook targeted
case studies to uncover further information.

Two participatory processes were utilised to identify and prioritise
critical elements of what is needed in clinical trial infrastructure. The
first was a World Café-style workshop attended for all or some of a
day by 72 people. The second was a Delphi survey process in which
347 stakeholders and researchers participated.

The project had specific processes to ensure responsiveness to
Maori voices. It convened a Maori Rpl to undertake scrutiny of the
work as it progressed and to provide feedback on the processes and
results. Material specific to Maori was analysed by Maori researchers

Community/organisational/regional/national and international systems and networks that improve coordination of, and collaboration for,
New Zealand clinical trials, and subsequent knowledge transfer.

Description

capabilities and sustainability.

the public healthcare system).

shared services.

healthcare system).

Data

Description

aspects of data use.

a. Pathways/models for identifying research that reflects clinical priorities of the health sector and public/patients.
b. The reach and capability of clinical trials networks, both New Zealand-only networks and New Zealand arms of multi-national networks,

particularly with respect to reach across disciplines, geographical regions/units, levels of the health system, and current and potential future

c. Clinical trial site and coordinating centre structures, functions, and facilities for public-good and commercial clinical trials (conducted in

d. Workforce capabilities that are specific to the conduct of public-good and/or commercial clinical trials (conducted in the public healthcare
system), above normal service delivery personnel, to include identifying roles or capabilities that would be better centralised or viewed as

e. Systems for a national equitable approach to patient/participant recruitment for public-good and commercial trials (conducted in the public
f. Culturally appropriate involvement of consumers (including Maori) in the trial process, including in trial design, monitoring, and as participants.

g. Processes for knowledge translation, including audience-specific pathways for patients, service providers, and decision makers (managerial
or policy), including implementation (as appropriate) of trial results (from New Zealand and international research).

Clinical quality registries, electronic medical records, administrative datasets, research databases and research-supportive IT systems.

a. Identify and address data silos and/or optimise interoperability in a clinical trial setting.

b. Availability and adequacy of routinely collected data for public-good and commercial clinical trials throughout the trial lifecycle, and
associated issues such as ethical aspects related to use of routine data.

c. Types of and standards for clinical research databases, including Australasian and international.
d. Management and availability of data outputs from public-good research for further use, with specific consideration of cultural and ethical

e. The use of clinical trial management systems to aid efficiency and effectiveness.
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from iNZight Analytics, to ensure that an appropriate Te Ao Maori
lens was applied. In the Delphi process, consensus scoring from
Maori researchers was analysed separately, in order to ensure that
disagreement from Maori researchers was not masked within the
overall consensus statistics.

1.4.1 World Café

An all-day Zoom “World Café” workshop kicked off the Options
Development and Socialisation phases on September 30, 2021.
The workshop was facilitated and attended virtually due to
COVID-19. The World Café process facilitated dialogue between a
group of 72 stakeholders; ideas were synergised through multiple
perspectives at a lower level and then translated at a higher level

in discussions with the entire group. Attendees included consumer
representatives, primary care (including rural GPs), community
trialists, pharmaceutical and medical device companies, Maori,
Pacific, and hospital-based clinical trial researchers, to name a few.

The workshop provided deep insight from a wide range of
stakeholders on what the ideal clinical trials infrastructure for
Aotearoa New Zealand looks like and, if implemented, what benefit
should come from this unique opportunity in the health sector.

The findings from this World Café workshop, alongside previously
gathered current-state material, were used to refine and develop options
for a Delphi survey presented to key stakeholders. These options were
then fed back to stakeholders through a Delphi survey process to test
the criticality of them and whether stakeholders thought they were
necessary for inclusion in any infrastructure this project proposed.

1.4.2 The Delphi survey

Based on previous phases and the World Café workshop findings,
the project team identified various infrastructure options. The
broader stakeholder group was invited to vote, using a modified
three-round Delphi survey, on these options based on their
criticality to a sustainable, nationally coordinated and equitable
clinical trials enterprise in Aotearoa New Zealand. The idea of
criticality was used to assess what the bare minimum requirements
of the proposed infrastructure would be to still deliver the desired
outcomes and successes. Infrastructure options not identified as
critical for inclusion could still be valid additions to the proposal
but not at the cost of any of the minimum requirements. It must be
recognised that infrastructure options not identified as critical for
inclusion are not necessarily any less important.

The Delphi method originated as a systematic, structured, and
interactive way of dealing with uncertainty in forecasting or
decision-making (particularly in financial markets) that relies on a
panel of experts to form a judgement about some future state (K.
C. Green etal., 2007). The key principle that underlies the Delphi
method is that forecasts or decisions from a structured group of
individuals are more accurate than those from unstructured groups
(Rowe & Wright, 2001). The experts answer questionnaires in
two or more rounds. After each round, a facilitator provides an
anonymised summary of the experts’ forecasts or decisions from
the previous rounds as well as the reasons they provided for their
judgements. The experts are encouraged to revise their earlier
answers based on the ideas and forecasts or decisions of other
experts so that eventually the group will converge on the “correct”

answer (i.e. where there is some consensus). A key modification

of the Delphi method for the purposes of this project was that
investigators reserved their right to include infrastructure options
even if not deemed critical by the stakeholders, which is particularly
important for areas of the infrastructure that should be a “given”
such as Maori data sovereignty mechanisms, embeddedness of Te
Tiriti within the clinical trial system, and Maori co-governance and
input into operational matters and priorities.

Conducting the Delphi survey helped capture the viewpoints of the
diverse stakeholder groups. Being an iterative process, it assessed

the level of agreement and provided a mechanism for resolving
disagreement to build consensus around the proposed options. During
the first round, participants were able to submit options that might
have been missed; the group voted on the additional options in the
two remaining rounds. In each round, stakeholders were given a list
of potential infrastructure options and asked to rank them on a scale
of O (not important) to 9 (critical) in terms of how critical the option
was for inclusion in the proposed infrastructure (i.e. how necessary
its inclusion was for the system to be successful). After each round
the aggregate results were presented back to the stakeholders. There
was the opportunity for stakeholders to provide feedback to refine the
options within the next round as well as add new options.

At the end of the three rounds conducted between October 2021
and February 2022, it became clearer where there was consensus
for critical inclusion of infrastructure options and where there was
not.* A further consensus meeting was held with investigators
post-survey as a final test of consensus for inclusion of critical
infrastructure options and to discuss and finalise a decision on the
options that did not reach a consensus.

The findings of the Delphi survey were categorised by respondent
group (Maori, Consumer, and General, where General refers to

all other stakeholders) to compare the perceptions of criticality
between groups. This categorisation was of particular importance

for understanding Maori respondents’ perceptions and whether

they differed from the perceptions of the rest of the stakeholders,
particularly given the relatively small proportion of Maori respondents.

Based on the Delphi survey results and data from the previous
phases, the project team outlined a high-level roadmap of the steps
required to transform the current state to the desired future state.
Critical factors considered the needs to best support a sustainable
and nationally coordinated clinical trials enterprise in New Zealand;
and to contribute to improved and more equitable health outcomes
for New Zealanders.

Many of the specifics of the new health system structure and how

it operates remain to be determined, but several aspects of the
changes are strongly aligned with our final recommendations

for improving clinical trial infrastructure. These include a focus

on addressing issues of equity on both a national and a local

basis, implementing more consistent national processes in the
management and delivery of healthcare, and achieving a more
integrated and consistent health system for New Zealanders. We see
this set of changes as an opportunity to address some of the existing
barriers to running effective and equitable clinical trials, in much

the same way as they are intended to remove barriers to delivering
effective and equitable healthcare.

1 There was consensus for inclusion when at least 70% of respondents had voted a score of 7 out of 9 or higher and fewer than or equal to 15% of respondents voted a score of

3 out of 9 or lower. For consensus for exclusion, the criteria were reversed.

Enhancing Aotearoa New Zealand Clinical Trials



2. Value of clinical trials
and health research




Key points of value of clinical trials and health research

« Clinical trials and health research play a critical role in the review and development of all aspects of healthcare, leading to health,
social and economic benefits (improved outcomes, efficacy, and appropriateness of care, including disinvestment in existing
practices that are found not to improve outcomes or be cost-effective, as well as informing introduction of new approaches).

« Kaupapa Maori health research allows Maori to hold autonomy over the knowledge considered relevant and legitimate to Maori,
creates meaningful engagement, treats the individual as the expert on their own health and wellbeing, leads to higher engagement of
Maori with health research, and results in positive health outcomes.

« Individuals receive potential health gains from participation, access to new treatments not funded by the Government, a sense of

hope, and the chance to contribute to the future health of their communities.

« Clinical trials and health research improve outcomes even for those not in the treatment arm by offering more systematic and

consistent care.

 Hospitals that are more research-active achieve better overall patient outcomes than hospitals that are inactive in health research.

« Every 1 GBP of public investment in health research in the UK is shown to increase private investment in health research by at least 1

GBP (spill-over effects of public investment).?

- Estimates of benefit-cost ratio of Government investment in Australian health research range between 2.2-5.0:1.

It is first important to understand the value of clinical trials and
health research, what this means for Aotearoa New Zealand, and
why there should be a focus on developing a strong, sustainable,
and equitable clinical trials system.

Clinical trials and health research more broadly play an integral role
in the advancement of science and medicine and of health, social,
and economic outcomes (Novitzke, 2008). Kaupapa Maori health
research is a vital mechanism for Maori to gain tino rangatiratanga
(self-determination) within research and maintain control and
autonomy over the knowledge considered relevant and legitimate
to Maori (Mikahere-Hall, 2017). Kaupapa Maori research in the
broadest sense embeds the principles of being Maori and Te Ao
Maori worldview within research by acknowledging the “Maori way
of doing things” (Curtis, 2016; Hoskins et al., 20192).

There has been considerable recent work developing models and
applications to correctly measure the social, health, and economic
impacts of health research on people and health systems (Grant &
Buxton, 2018; Raftery et al., 2016). The total value of clinical trials
and health research to society is comprised of monetary and non-
monetary, and quantifiable and non-quantifiable values. A useful
exercise is to view the value from the perspective of an individual,
of society (aggregate of all individuals), and of the funder (who is
charged with resourcing health services, clinical trials and health
research). In this exercise, “value” refers to the measurement of
benefit of clinical trials and health research.

The value an individual sees in clinical trials and health research
arises from individual gain from involvement both through personal
health gains and gains to society from research activity (i.e. altruism
and the “warm glow” effect). Society’s perspective on the value

of clinical trials and health research is about aggregate health,
social, economic, and system-level outcomes. The perspective

of the funder focuses typically on the return on investment (both
monetisable and non-monetisable returns) of enabling clinical trials
and health research to be undertaken within society.

As shown in Figure 1 (below), the perspective of the individual can
be nested within the perspective of society, which can be nested
within the perspective of the funder.

Figure 1: Relationship of perspectives of value across the
individual, society, and funder

2.1 Individual perspective on value

The individual's perspective on the value of clinical trials and health
research can be seen through their choice to participate. The choice
to participate in a clinical trial or health research is complex and

has many contributing factors such as increasing age and state of
disease, social considerations such as family and work pressures,
altruistic behaviour, and the individual’s opinions on their illness
and on medical care and those providing the care in general
(Lowton, 2005; Olsen et al., 2020; Verheggen et al., 1998). Main
motivations for participation include:

« personal benefit and access to treatments otherwise not
accessible;

2 This suggests that developing the clinical trials research industry will create more highly skilled jobs in an innovative industry, which is aligned with Government policy for

employment.
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« contribution toward a “public good” activity and the
advancement of medical care (altruistic behaviour), and

« the opportunity to give to whanau and/or community.

Gaining personal benefit is understood to be a primary motivation
for participation in clinical trials and health research, with altruistic
considerations largely secondary - although this can vary according
to the condition and need for a trial (Locock & Smith, 2011). The
key personal benefit for individuals is access to innovative, leading-
edge treatments within a specialty area (Wendler et al., 2008). Part
of the attraction might be getting treated by a doctor with specialist
interests in the individual’s disease (and therefore the possibility
their progress will be monitored closely), as well as access to
medicines that are not funded in Aotearoa New Zealand (Slevin et
al., 1995).

Another motivator for participation is satisfaction from contributing
toward clinical trials and health research as a “public good”

activity, knowing that an individual’s actions will be helpful for the
advancement of medical care (Dixon-Woods & Tarrant, 2009;
Wendler et al., 2008). This is also known as the “warm glow” effect,
which is emotional gain when an individual does something altruistic
(Andreoni, 1990).

For Maori, there is a sense of responsibility to whanau when making
decisions that impact individual health and wellbeing (such as
partaking in health research), and individual health and wellbeing
are interwoven into the collective health of whanau (Carlson et

al., 2016). A study of Aboriginal health research participants in
Australia found that the primary motivation for taking part in health
research was to give to their community, to feel good about their
identity, to see research translated into the Aboriginal community,
and for the purpose of helping the Aboriginal researcher get ahead
(again, benefiting the community) (Guillemin et al., 2016).

Kaupapa Maori research by design treats individuals as experts on
their own health, which is not typically found in Western healthcare

(Haitana et al., 2020). This has been shown to be particularly
relevant and important in mental health because it allows
individuals to share sensitive information and allows for personal
critique of the influence and impacts systems around them have on
their health and wellbeing (Haitana et al., 2020).

Kaupapa Maori health research has also been shown to provide
successful health outcomes for individuals when measuring health
outcomes against the stated aims of the research, as well as
positive health experiences for individuals by providing meaningful
engagement (Rolleston et al., 2020; Wilson, 2008).?

Clinical trials and health research may also provide a sense of hope
when dealing with a disease, enabling individuals to deal better with
uncertainty about their future health (Hallowell et al., 2016). One
study found that expression of high expected therapeutic benefit in
early-phase oncology trials had little to do with reporting knowledge
of previous clinical outcomes and more to do with individuals
expressing optimism (Sulmasy et al., 2010).*

2.2 Societal perspective on value

Clinical trials and health research form the scientific evidence

base for new, revised, and long-established therapies, treatments,
or delivery of care. Clinical trials and health research allow

for healthcare to be as up-to-date as possible and therefore

as effective, safe, and efficient as possible to provide the best
outcomes for individuals and the health system. Publicly funded
clinical trials are particularly important for head-to-head
comparison of treatments or prevention measures and where

there is no private or commercial motivation or desire to fund
research (Neyt et al., 2016). They are also important for informing
disinvestment from treatments that are shown to be of no benefit or
are potentially harmful and can therefore create value through cost
avoidance (to both patients receiving ineffective treatments, as well
as society through costs of healthcare).

3 Refer to Rolleston et al. (2020) for more information on the health research projects studied.

4 This has led to some questioning of the validity of the informed consent process, and there is debate around whether participants of trials are making their decision to
participate based on the assumption of high expected therapeutic benefit, or whether other benefits of involvement are more significant motivations. See Sulmasy et al. (2010)

for more discussion.
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Establishing what the social value is

The concept of social value of clinical trials and health research is,
by nature, indeterminate and abstract. Clinical trials and health
research are ethically acceptable only when the expected social
and individual values exceed the exposure to risks for participants
(Habets et al., 2014; Wendler & Rid, 2017). Humans should

not be exposed to potential harm for the sole purpose of gaining
knowledge (Habets et al., 2014).

There are multiple interpretations of the social value of clinical trials
and health research. At the highest level, Habets et al. (2014)
suggest the social value is the importance, relevance, humanitarian
value, clinical value, or health value of the clinical trial or health
research, and the nature and magnitude of the improvement the
intervention is expected to have on the wellbeing of individuals and
society as a whole.

Casarett et al. (2002) say the social value is the ultimate
improvement in health as a result of a clinical trial or health research
and the clinical trial or health research has instrumental value
because it generates the knowledge that leads to the improvements
in health. Others believe social value can be assigned to the clinical
trial or health research itself, as well as the information human
experiments produce (Kimmelman, 2010).

In sum, the act of conducting clinical trials and health research
studies themselves (given the expected value generated from the
research outweighs risks to participants) as well as the information
generated can both be considered the value generated for society.

Examples of the value to society

We can observe the value generated for society from clinical trials
and health research through the health, social, and economic
outcomes of the activity.

It has been shown that targeted and relevant recruitment strategies
that align with Maori principles and fit within a Kaupapa Maori
framework have increased engagement of Maori in health research
(Dyall et al., 2013; Kearns et al., 2021).

Clinical trials are more likely to have a positive rather than negative
effect on health outcomes (Braunholtz et al., 2001). Numerous
studies show that even those in the control arm (not receiving the
studied treatment) of a clinical trial have better outcomes than
those who were eligible but not part of the trial (Nijjar et al., 2017;
Schmidt et al., 1999); this is due to the trial process itself, which
demands a systematic (i.e. less “random”) approach to treatment
with more intensive scrutiny and follow-up (Braunholtz et al., 2001;
Karjalainen & Palva, 1989; McCarney et al., 2007).

A study of colorectal cancer outcomes demonstrated that high,
sustained hospital-level participation in clinical trials improves

the outcomes for all colorectal cancer patients managed in those
research hospitals (i.e. not just those participating in the trial),
which may be down to medical staff providing more systematic care
(that is, consistent across patients) because it is what they have
become familiar with (Downing et al., 2017).

At a higher level, there is evidence that health outcomes are better
in hospitals that are more research-active, and that engagement
in clinical research is associated with improved wider healthcare

performance at an organisational level (Hanney et al., 2013;
Ozdemir et al., 2015). Analysis of acute coronary syndrome in

US hospitals concluded that those hospitals that participated

in trials provided better care and had lower mortality rates than
those hospitals that did not participate (Majumdar et al., 2008).
Studies in the UK showed a significant negative correlation between
hospital academic output and mortality rates in NHS Trusts, as well
as lower risk-adjusted mortality in research-active NHS Trusts for
acute admissions, which was persistent even after adjusting for
staffing and other systematic factors (Bennett et al., 2012; Jonker
& Fisher, 2018; Ozdemir et al., 2015). A study of German ovarian
cancer care similarly found that survival outcomes were worse at
institutions not participating in studies (Du Bois et al., 2005).

Additionally, it was found that higher levels of clinical research
activity were positively associated with better quality of information
provision to patients, a higher degree of observed staff teamwork,
more patient confidence in the doctors delivering treatment, and
overall better inpatient experiences (Jonker et al., 2020).

2.3 Funder perspective on value

The funder’s perspective on value encapsulates both patient and
society perspectives and considers the value (both monetisable and
non-monetisable, and quantifiable and non-quantifiable) against

the costs the funder will bear, looking to achieve a positive return on
investment where the value outweighs the costs. The funder’s focus
on return on investment comes from the scarce nature of resources
and the necessary trade-off across objectives both within and outside
of healthcare. Here the funder refers to the Government, which is the
funder of much of the public-good clinical trials research that takes
place in New Zealand.

Given the slow recognition and acceptance of the value of clinical
trials and health research to both patient outcomes and healthcare
cost, there is a critical need for ongoing and consistent measurement
and recording of funding amounts as well as cost-effectiveness of
interventions to be able to determine value for money and return on
investment (Bentley et al., 2019; Grant & Buxton, 2018; UK Clinical
Research Collaboration, 2020).

A scan of the literature helps to determine the potential value
generated for the funder from clinical trials and health research.

A study of the spill-over effects of public investment in health research
in the UK found that every additional 1 GBP of public spend was
associated with an eventual additional 0.99 GBP of private research
and development spend in the UK (Sussex et al., 2016). Combined
with other estimates of rate of return on investment, the findings
suggested investment into public medical research in the UK retrieves
areturn between 15 and 18 per cent per annum. This return was

also thought to potentially be additive to other estimates, extending
the estimated rate of return to a conservative 25 per cent per annum
(Grant & Buxton, 2018; Health Economics Research Group, 2008).

Studies looking at the return on Australian health research and
development investment produced benefit-cost ratio (BCR) estimates
between 2.2:1 and 5:1 (Access Economics, 2003, 2008; Lateral
Economics, 2010).° A further study focusing only on the Australian
National Health and Medical Research Council (NHMRC) expenditure

5 This means that, at the time, for every 1 AUD of costs, there were between 2.17 and 5 AUD of benefits.
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estimated a BCR ratio of 3.2:1 from 10 billion AUD of R&D funding,
highlighting benefits of (in AUD):

+ $7.7 billion reduction in burden of disease;

« $1.3 billion direct health system expenditure savings;

+ $1.9 billion reduction in productivity loss;

+ $0.6 billion reduction in other financial costs;

+ $0.3 billion reduction in deadweight loss, and

+ $92.6 billion value of commercialisation (Deloitte Access
Economics, 2014).

A scoping review of 288 clinical trials concluded there are spill-over
benefits for healthcare systems, including better health outcomes,
enhanced research capacity, and drug cost avoidance (Bentley et
al.,, 2019). A range of other literature assessed bundles of trials and
health research to estimate the monetary value generated, shown in
Table 2 below.

In sum, the value of investing in clinical trials is net positive for
funders (although the scale of the net positive benefits is context-
specific) through improved health outcomes, cost avoidance, and
spill-over effects that encourage wider private spending. Itis in
health providers’ / funders’ best interests to ensure and support
clinical trial activity.

The value of trials being integrated into healthcare

The recent RECOVERY clinical trial investigating interventions for
COVID-19 has highlighted the value of integration of clinical trials in
healthcare. In early 2020 treatments were being administered for
COVID-19 without any reliable assessments of safety and efficacy,
and therefore establishment of high-quality evidence was required
extremely quickly (Pessoa-Amorim et al., 2021).

The RECOVERY trial is described as a streamlined, pragmatic,
randomised controlled trial (RCT) set up to respond to this

need, with over 39,000 patients enrolled from 178 hospital
sites in the UK. Within 100 days of initiation the trial had shown
dexamethasone improved survival for people with severe
COVID-19. This advice was then speedily implemented in the UK
and worldwide, significantly reducing mortality (Pessoa-Amorim
etal., 2021). Additionally, the RECOVERY trial demonstrated the
ineffectiveness of hydroxychloroquine, a drug put forward at the
start of the pandemic to help treat COVID-19 and complications,
rapidly removing the therapy from clinical practice (Singh et al.,
92021; The RECOVERY Collaborative Group, 2020).

The trial was set up as part of routine NHS care in an adaptive
platform trial,” and any individual hospitalised with confirmed or
suspected COVID-19 was potentially eligible. The collection of data
was through web-based systems and linked to national healthcare
datasets of other routinely collected data, which allowed for follow-
up of individuals. The findings were then able to be implemented
into guidance and policies for dealing with COVID-19 worldwide.

If the trial had not been integrated into routine healthcare, the

data collection would likely have been slower and the findings
would likely have come much later, resulting in significantly higher
mortality and persistence of use of ineffective therapies.

The value of a learning healthcare system

A learning health/healthcare system (LHS) is one that combines
internal data and experiences with external evidence to inform
practice. An LHS effectively has research and analysis functions at
its core, allowing it to reflect upon and critically review practice to
continuously improve and update care (i.e. in a cyclical process) in

Table 2: Summary of literature assessing value of a range of clinical trials

Source Context

Johnston et al. (2006) | Assessment of 28 RCTs at a US institute with
trials resulted in measurable improvements

society.

a total cost of 335m USD (2006). 21% of the

in health, and 14% resulted in cost savings to

Findings

At 10 years, programme of trials (including additional healthcare
and other expenditures) had estimated cost of 3.6b USD with a gain
of 470,000 QALYs, or $15.2b in benefits. Results led to increases in
healthcare expenditures, but health gains were large and outweighed
costs.

Shen et al. (2011)
centre because of sponsored clinical trials in
Taiwan

Assessment of drug cost avoidance at medical

Estimated drug cost avoidance of 11.2m USD at the centre in 2008
due to sponsored drug trials (i.e. Taiwanese healthcare system did
not have to pay for the drugs, which came at the expense of pharma
companies).

Wong et al. (2012)

to be at least 27m USD.

Analysis of the RxPONDER breast cancer RCT to
determine cost versus benefit. Cost estimated

Expected value of return of RxPONDER trial ranged from 450m to
$1b USD, or a return of from 17-39:1. Expected value increased by
$50-100m after stakeholder input on additional data collection.

Pham et al. (2017) Comparison of 23 perinatal RCTs, of which 6

amount for the trials of 20.3m AUD.

reported superior interventions. Total funding

Potential cost-savings over 5 years estimated to be 26.3m AUD if only
10% of the eligible populations received the superior interventions, and
262.8m AUD with 100% implementation. The potential cost-savings
outweigh the cost of implementing the trials considerably.

Joint ACTA/ACSQHC
Working Group (2021)

Assessment of 25 investigator-initiated RCTs
across 3 clinical trial networks in Australia.
Gross costs of trials estimated at 335m AUD.

Gross economic benefits estimated at $2b AUD, with 70% of benefits
coming from improvements in patient health outcomes, and 30%
coming from health service cost avoidance. BCR of 5.8:1 given 65% of
eligible Australian population implementation for one year.

6 The costs were measured in 2014 AUD, and the benefits are assumed to accrue with approximately a 40-year lag (between 2052/53 and 2062/63).

7 An adaptive trial platform is a relatively new type of RCT for the study of multiple interventions in a disease or condition in a perpetual manner with interventions entering
and leaving the platform on the basis of a predefined decision algorithm (Angus et al., 2019). Adaptive trials do not have to study multiple interventions; they also can adapt

randomisation proportions based on real-time results to obtain a final result more quickly. Effectively, using an adaptive trial platform meant the RECOVERY trial

was able to

determine interventions’ safety and efficacy in the treatment of COVID-19 much more rapidly. .
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near real-time based on the latest evidence and experience (AHRQ,
2019). Figure 2 (below) shows the cyclical nature of an LHS,
moving clockwise.

While the potential value generated from an LHS also relates to the
individual and society, it is of particular importance for the funder
who invests in the system and is therefore looking to maximise the
benefits of investment while simultaneously minimising the costs of
operating. An LHS provides the framework to continuously update
practice to ensure best value for money invested.

The literature around LHS is still in early stages of development,
with most contributions focusing on the theory and implementation
of LHS. However, the policy settings required to achieve an LHS
increasingly are being studied (Platt et al., 2020).

The value of an LHS is detailed primarily theoretically throughout the
literature (Braithwaite, 2019; Friedman et al., 2015; Menear et al.,
2019):
« improved patient outcomes through use of best-practice
interventions and disinvestment of interventions shown to
be ineffective, as well as reduced unjustified variation in
interventions used and quality and type of care more generally;

« better value healthcare by using more cost-effective
interventions and disinvestment in interventions shown to be
less cost-effective;

Figure 2: Cyclical nature of an LHS
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« generation of generalisable knowledge that is applicable in other
settings (i.e. spill-over benefits of generating knowledge);

« expanding the education, training, performance, and research
culture of clinicians, and

- interoperability and reusability of datasets in different contexts
throughout the LHS (e.g. with administrative datasets, for
social study purposes, etc.) that can widen the use and value of
collected data.

Enticott et al. (2021) conducted a systematic review of established
LHS across a range of settings and places to understand the

value generated. The value was shown as benefits in patient self-
management, evidence-based clinician care, clinical organisation
and/or system performance and in research activity.

This research began in February 2021. In April 2021 the Minister

of Health announced a restructuring of the health system,
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will both operate hospital services and commission primary and
community healthcare. This is a significant change to New Zealand’s
health system. Legislation has been introduced to implement the
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of being an LHS will be even greater than before.
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3.1 Main findings

Consultation with stakeholders has led us to believe the current
clinical trials environment in Aotearoa New Zealand fails to provide
consistent, sustainable, and equitable access and support to
participate in and orchestrate clinical trials. There are some merits
to the system and examples of excellence; however, they are

not commonplace. Stakeholders engaging or wanting to engage

in clinical trials revealed the system is fragmented and largely
unsupported and, therefore, in need of significant change.

Stakeholder experiences, captured through interviews and surveys,
form the basis of our understanding of the current clinical trials
environment in Aotearoa New Zealand. Table 3 (below) shows the
survey response we received. In total, 311 respondents completed
the survey with 12 identifying as Maori researchers and four
identifying as Pacific researchers. Snowball sampling, where initially
enrolled respondents recruited more respondents through their
networks, was used for this survey to increase the sample size. This
led to a wide range of respondent types, including people who were
not involved in clinical trials for a number of reasons but who may
have wanted to be involved.

Table 3: Summary of survey respondents by group

Survey group Entered Identified  Identified

survey asaMaori asa Pacific
researcher researcher

Primary Investigator (PI) etc. 162

Research Nurse (RN) etc. 84

Statistician 16

Database or IT 6 12 4

Health economist 3

Not involved 40

Total 311

We conducted 58 interviews (with 132 individuals) encompassing
organisations and individuals involved in all aspects of clinical
trials, from policy, funding, delivery, participation, industry, and
dissemination. Consultation with Maori stakeholders was assessed
by iNZight Analytics to ensure the themes prioritised by Maori
stakeholders were recognised.

Additionally, data from all interventional clinical trials listed on

the ANZCTR between 2011 and 2020 were analysed to provide

a snapshot of trial activity in Aotearoa New Zealand. This analysis

may be an incomplete picture of the entirety of trial activity in
Aotearoa New Zealand given some trials may be registered with

other international clinical trial registries rather than on ANZCTR and
because of data quirks;® however, it can be used as a lower boundary.®

3.1.1 There is enormous diversity in trial activity

Interviewees reported conducting trials in a wide range of

settings, with a wide range of goals, and in a variety of ways.

These included trials at all three phases of medicine discovery
(discovery and development of medicine, preclinical research,
clinical research) as well as of public health interventions,
functional foods, biotechnology development, devices, and trials to

improve standards of routine care. In some cases, clinical trials are
undertaken principally to provide access to medication, rather than
primarily for a research goal.

In terms of size, clinical trials being undertaken in Aotearoa range
from small (<50 participants) to very large (>1,000). The ANZCTR
registry (Table 4, below) indicated the most prominent areas of
study in smaller trials are mental health, diet and nutrition, cancer,
metabolic and endocrine health, and public health. In large and very
large trials, the focus is mostly on public health, respiratory health,
mental health, infection, reproductive health, and cancer.

Table 4: Most prominent areas of study for each sample size

Sample size Three most prominent areas of study
(left to right)
Small (< 50) Mental health, diet and nutrition, metabolic and

endocrine health

Medium (51-500) | Mental health, cancer, public health

Large (501-1000) | Public health, respiratory health, mental health

Very large (> 1000) | Infection, reproductive health, cancer

Source: ANZCTR data, Sapere analysis

Survey respondents (Pls and statisticians only) said there was a
wide range of clinical trial design types with which they have worked
(Figure 3, below).

Figure 3: Responses to the survey question with which clinical
trial designs stakeholders have worked
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Many interviewees emphasised that New Zealand has a strong
reputation for clinical research, and that New Zealand investigators
are often respected partners for international projects. Several
interviewees felt that New Zealand’s international reputation was
enhanced by having relatively straightforward ethics processes
compared to other jurisdictions and that the record of being able
to establish trials quickly was a good one, a particularly important
factor for industry partners. In saying that, however, stakeholders

8 Footnotes within this section note where assumptions have been made about the nature of the data.

9 The trials analysed have been characterised by their target sample size instead of actual sample size since the data series was more complete. Henceforth, the term “sample

size” refers to the target sample size.
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expressed that having to go through multiple ethics and/or locality
approval processes when running a trial across more than one
locality is particularly burdensome and a barrier to running trials.

Participants in the survey responded variably when asked about
Maori engagement within their research (Figure 4, below). Maori
participant recruitment is not often accounted for and Maori are less
likely to participate in clinical trials. Not many had used Kaupapa
Maori methodologies before or had their consent and information
forms in Te Reo Maori. Maori stakeholders recognised clinical
trials may sometimes engage in culturally inappropriate practices
for Maori (i.e. where the measures and tools are not accurate or
appropriate for Maori), but also that there are some places where
methods are developing (i.e. where there are specific needs for
Maori samples). Additionally, racism is still a problem for Maori
researchers, participants, and communities.

Figure 4: Responses to survey’s Maori engagement questions
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3.1.2 There are many different institutional settings in
which trials are managed

Clinical trials are being managed in private or philanthropic
organisations, universities, Health NZ hospitals, and private hospitals
(Figure 5, right). While some trials are managed in primary and
community settings, these are typically managed from a university or
other entity, rather than by practising primary care clinicians.

Few respondents had conducted trials within Maori health provider
settings and none had conducted a trial within a Pacific health
provider setting. Maori stakeholders identified the need for more
suitable, culturally safe physical locations for stakeholders to
engage with trials.

Funding for clinical trials in Aotearoa New Zealand mainly comes
from HRC or commercial sources, although some smaller trials are
funded by charities. Commercial/industry-funded trials (registered
on ANZCTR) make up the second largest number of trials in
Aotearoa New Zealand for both small and medium sample sizes.*®
However, funding and management of funds are typically separated.
Funds are often managed by other institutions, such as universities,
charities, or other research organisations.

Figure 5: Responses to survey questions on the settings of
trials with which respondents have been involved
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There is reported to be broad interest in taking part in conducting
trials among clinicians across several different settings, although
some interviewees noted that the research component in standard
clinical training was often minimal and that some clinicians

may not be aware of the potential to participate in trial activity.
Some hospital-based interviewees felt that a small number of
enthusiastic clinicians were interested in trials, but that there was
little wider interest.

Most small and medium sample size trials registered on ANZCTR
have a New Zealand Primary Investigator (PI) as the key contact (i.e.
NZ-led) (Figure 6, below). For very large sample size trials there is a
greater proportion of non-New Zealand Primary Investigators listed
as the key contact (i.e. not NZ-led).

Figure 6: Number of trials registered on ANZCTR that are
NZ-led by sample size'*
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10 Commercially sponsored trials are often listed on international registries (such as clinicaltrials.gov) and therefore this metric is likely to underestimate the level of commercial

clinical trial activity in Aotearoa New Zealand.

11 It was assumed that if the listed primary contact (main investigator) was from New Zealand, the trial was NZ-led.
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Most trials in Aotearoa New Zealand (registered on ANZCTR) are
single-site for small and medium target sample sizes, and multi-site
for large and very large target sample sizes (Figure 7, below).*?

Figure 7: Aotearoa New Zealand single site versus multi-site
trials registered on ANZCTR by sample size
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Proportionately, most small and medium trials have sites in
Aotearoa New Zealand only and do not have international sites.
Conversely, for large and very large trials the proportion of trials that
have international sites is higher (Figure 8, below).

Figure 8: Number of trials with international involvement
registered on ANZCTR by sample size
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3.1.3 Trial networks can provide significant support,
but this is not widespread

Forty-seven per cent of Primary Investigator (PI) and Research
Nurse (RN) respondents to the survey said they are a member of a
national, trans-Tasman, or international clinical trial network (which
are mostly organised by disease area or clinical specialty).

Trial networks play an important part in supporting researchers
to conduct effective trials. Networks vary in the degree to which

12 Large and very large target sample size groups were cross-checked with other trial resources and publications to determine whether they were single- or multi-site trials. Numerous

they provide active support for their members, but in some cases
can provide extensive support for prioritisation, recruitment and
data management. Networks can range from relatively intangible
relationships, to providing specific aspects of infrastructure and
support.

Networks can also provide standards and specialist expertise
within a given discipline or area of investigation, encouraging use

of consistent outcome measures and reporting, providing quality
control through peer review and network endorsement of trials, and
sharing expertise and experience among the membership. In some
cases, networks have been able to undertake effective prioritisation
of research within a given field.

This, however, is not widespread and there is great variation across
area and specialty. We heard from stakeholders that, while some
networks try hard to provide support for their members, they are
not well-resourced and rely mainly on the goodwill of the network
coordinators to stay functional at a minimum level. As a result, some
networks’ activities are constrained (particularly by administrative
support) and members do not receive the support they need.

3.1.4 Workforces are often fragile

Many interviewees felt that the workforce involved in delivering trials
was fragile, in several different respects. Important factors include:

« Training and development. Many people, whether investigators,
trial coordinators, data managers, or research nurses, enter
clinical research without a clear career pathway, frequently
learning on the job or from an informal mentor. This means that
it can take time for individuals to become skilled in their roles,
and that replacing people is challenging.

« Although they have specific professional knowledge, it is also
often the case that statisticians and health economists enter
the field of clinical research without clinical trials expertise and
require further training and experience.

« In some cases, workers with valuable experience can be
attracted away by private sector and international employers.

« Much of the workforce is employed on a soft money basis, with
short-term grants and project funding, making continuity of
employment uncertain and jobs unattractive. It is increasingly
difficult to keep people employed between grants with small
amounts of unallocated funding, particularly when there has
been a significant centralisation of management and staffing
decision-making in the institutions undertaking clinical trials.

« While there are a few early career awards for salary support for
junior clinical trialists, there are few sources of salary support
for mid-career researchers to the point of achieving more stable
employment as a senior researcher.

« Potential investigators from a range of clinical disciplines
may not be aware of the opportunities and benefits of clinical
research. Training programmes often do not provide exposure
to research. For example, General Practice Registrars are not
required to complete a clinical research project.

The fragility is particularly evident in the Maori workforce and
substantial development and investment are needed. Stakeholders

trials listed as single-site within the ANZCTR registry were recategorised as multi-site upon inspection.
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identified that the Maori workforce is small in size (estimated by
the RopU as 4 per cent of the total workforce), under-represented
across research and support roles, not well funded, and
stretched in its duties, with researchers taking on a wide range

of roles within clinical trials ranging from ensuring matauranga
Maori is incorporated in the trial approach through to ethical
review processes and governance. There are only a few highly
skilled (in terms of general research skills and Te Ao Maori) and
overcommitted Maori researchers. We heard some stakeholders
had to take on responsibilities relating to Maori engagement and
Kaupapa Maori methodology simply because they were Maori,
regardless of whether they had been trained or resourced to do so.
As such, people leave their roles due to the workload, as well as
insufficient pay.

There is no systematic pathway for the development of the Maori
workforce within clinical trials (including limited or no scholarship
or research funding opportunities) and barriers exist for Maori
students, postgraduate students and early career researchers,
which further compounds issues with workload as well as
succession planning. Maori researchers said that other Maori,
supportive work arrangements, collaborations, and close Maori
allies helped them to succeed.

Workforce development opportunities have also been identified
for non-Maori researchers to become more culturally competent in
their understanding and use of matauranga Maori, Kaupapa Maori
methodologies, and engagement with Maori. This development is
critical to ensure Maori health advancement is at the forefront of
clinical trials undertaken in in Aotearoa New Zealand.

Similar issues were identified for the Pacific clinical research
workforce, which is extremely small. There is no systematic
approach to bringing together or strengthening its capability

or capacity and no network for mutual support, posing similar
issues for the ability of the Pacific clinical research workforce to be
involved in clinical trials and also for succession planning. Often
Pacific researchers-in-training are mentored by non-Pacific people
and unable to lead their own Pacific research in areas that matter
to Pacific people. Pacific researchers-in-training said they were
sometimes used by non-Pacific mentors as a way to connect to the

Pacific community but not necessarily for exploration of issues that
are important for the Pacific community.

3.1.5 Access to key infrastructure is patchy

There are a number of organisations that have achieved the scale
necessary to maintain an effective infrastructure to support trial
activity, including statistical expertise, trial development and
coordination, health economics expertise, data management and
consumer engagement. This includes both public-good institutions
such as research trusts, and larger research organisations. In
university settings there is usually some degree of access to
statistical expertise and technical support, although in practice this
can be variable.

Investigators who currently have access to research infrastructure
are keen to maintain this and see the relationships they have with
specific people and research teams as important to their future
success. Developing a national infrastructure to support clinical trial
research is supported by most of the interviewees who expressed a
view on this issue. In some cases, there is a view that a small team
with strong and close-knit relationships can be more productive
than a larger centralised organisation.

Developing a national infrastructure, however, is not meant to
replace or displace well-functioning teams / groups that already
exist. The development of a national infrastructure is rather about
creating opportunities for all researchers to further enhance
Aotearoa New Zealand’s research potential.

While current systems work well for some, and in some disciplines,
for others any clinical trial infrastructure they can access is
fragmented. Furthermore, it can be difficult for people entering the
field to pick up key skills and knowledge about how to manage trials.
Of the PIs who responded to the survey, 44 per cent said a potential
site for a clinical trial had been unable to participate due to a lack of
infrastructure and/or clinical research staff at the site. Resourcing
issues likely impact the Maori workforce more.

Statisticians and health economists should have a role in both
designing and implementing a trial, but the design process is
typically unfunded. This can mean that timely access to statistical
and health economic expertise is difficult and that integrating these

Enhancing Aotearoa New Zealand Clinical Trials

15



roles into the research team at an early stage is problematic. It is
particularly difficult where aspects of the trial design are complex or
novel and simulations or methodological research are required as
part of the design.

What is clear is that any new infrastructure established must
provide an opportunity for partnership with Maori, embed Te Tiriti
o0 Waitangi, and allow for Maori to have greater leadership and
governance to ensure Maori responsiveness.

3.1.6 Information needs are changing

Information management in general has developed in the past
decade - a number of interviewees reported that there is far

less reliance upon ad hoc individual spreadsheets or MS Access
databases than in the past, and web-based applications which
incorporate electronic data entry and database systems are more
commonly used. Various systems are used internationally, but many
reported using REDCap (Research Electronic Data Capture; open-
source software developed by international health researchers,
with data stored locally) as it is available at no charge to non-

profit organisations (Figure 9, below). Effective use of REDCap

to meet international standards requires it to be embedded in

an appropriate environment, requiring IT support and coding

skills. Other database systems, which ensure compliance with
international standards (such as ORACLE and ALEA), are supported
by some institutions or organisations. There is little in the way of
systematic support or collegial networks among data managers to
develop and standardise approaches.

Figure 9: Database software used by survey respondents
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More broadly, clinical trial research increasingly is dependent upon
wider health information systems. Access to such information
across the New Zealand health system is fragmented and, in

some areas (particularly primary healthcare), almost impossible.
Research organisations are seeing an emerging need to invest in
information infrastructure that can safely and securely manage
information from a range of sources and that can provide analytical
access in a secure and well-governed manner. The standard level of
functionality that is expected to be covered by research overheads
(i.e. the portion of funding allocated to cover overhead expenses
and fixed costs) is expanding rapidly and there is a need for
institutions to recognise this.

The tikanga for storing Maori samples and data is different to tauiwi
norms and needs to be recognised as such. Data governance
processes are currently highly diverse and a number of interviewees
expressed concerns about lack of policy in their organisations on
matters such as retaining / destroying data, data security, and reuse
of data for subsequent research. It was felt by many that there is
inadequate guidance on rapidly changing expectations and standards
for data security and governance. Survey findings confirmed that data
curation is not well developed amongst institutions (Figure 10, below).

Figure 10: Proportion of survey respondents’ institutions that
have systems in place for data curation (storage and sharing for
future research)
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Issues of data sovereignty were not high on the radar of many
interviewees, although a number indicated that they were aware of
sovereignty issues at some level (Figure 11, below). Again, there

is an appetite for guidance on best practice. A few interviewees
expressed awareness of issues of Maori data sovereignty. The
survey further confirmed that not all people are aware of how to
navigate Maori data sovereignty, or whether it is being appropriately
considered. Maori stakeholders raised concerns about open-access
data, data being stored overseas, and other areas where there may
be data sovereignty issues. What is clear is that Maori partnership
needs to be central to research questions and methodology.

Figure 11: Awareness of survey respondents’ institutional
systems for dealing with Maori data sovereignty and storage and
disposal of Maori samples
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Note: Pl etc. refers to Primary Investigator, Coordinating Investigator, Associate
Investigator, Site Investigator, Principal Site Investigator, Medical Scientist. RN etc. refers to
Research Nurse, Midwife, Allied Health Researcher, Trial Manager, Trial Coordinator. * RN
etc. were asked a slightly different question: “Does your research group or institution have a
system in place for storage and disposal of samples from Maori participants?”.

Enhancing Aotearoa New Zealand Clinical Trials

16



3.1.7 Prioritisation is rarely practised systematically

Prioritisation of research, in the sense of systematically considering
what research will reduce inequities and bring benefits for New
Zealanders, is not widely practised. A number of clinical trial networks
practise prioritisation to some degree and there were a few examples
of comprehensive, well thought out prioritisation processes (e.g. the
ON TRACK network; see Groom et al., 2022). Funders other than the
Health Research Council seemed to have little formal prioritisation
within the scope of their activity.

For Maori, there are tensions in the framing and scoping of any work.

Is it a case of how Maori fit within clinical trials, or about how clinical
trials best meet the needs of Maori?

When questioned about prioritisation, many interviewees said

that funding availability determined which trials were done and

that there was relatively little scope for prioritisation beyond that.
Unsurprisingly, the more commercial and funding-dominated
settings for trials tended to emphasise that priorities were driven

by commercial potential (and often by commercial potential in
countries other than New Zealand) and by the availability of funding
for specific interventions.

3.1.8 There is relatively little focus on translation

Interviewees raised numerous issues with the translation of
knowledge from clinical trials. This includes issues with interaction
- translating knowledge, data insights and research findings from
researcher to researcher - as well as translating knowledge from
trials into clinical care and practice.

The translation of findings and knowledge from clinical trials (and
in wider healthcare and research) can be very challenging and is
very variable in its effectiveness across Aotearoa New Zealand.
There are some good examples of interdisciplinary groups that
translate knowledge from researcher to researcher, but not
necessarily into healthcare practice. However, New Zealand is
not alone in this regard, with an estimate of an average of 17
years for evidence to be incorporated into clinical practice (L.
Green, 2014; Institute of Medicine, 2001; Morris et al., 2011;

National Foundation for Medical Research and Innovation,

2020). As with most aspects of clinical trial research, effective
translation begins by designing the clinical trial with consideration
of the implementability of the findings (Cumpston et al., 2021).
Expertise such as statistics and health economics are often critical
to the consideration of implementability, as is wide stakeholder
engagement but, as noted above, these aspects essential to trial
design are rarely, if ever, funded nor readily available or accessible
to many clinical trials researchers.

Maori stakeholders said there is insufficient researcher and funder
engagement in knowledge translation, a particular issue for Maori
given the extractive nature of research, the need to tailor results
for Maori providers, and a need to show participants reasons to
participate in research.

Other interviewees expressed the view that there is not enough
focus on trials with pragmatic end points and applications

to society, and that there is typically a greater focus on novel
small-sample trials that are not likely to translate into everyday
healthcare.** This may come back to the drivers and prioritisation
processes of funding bodies.

Academic settings in particular can struggle with translation - there
is not a strong tradition in Aotearoa New Zealand of academic roles
for facilitating translational science and strategic links with factors
that may influence practice in the health system are weak. Many
interviewees identified that it can be hard to bridge the gap between
clinicians in clinical practice and academics at universities, often
with a mismatch of needs and ideas. This issue to some extent
comes back to prioritisation and identifying research that has strong
translational potential, as well as the underlying issue of the divide
between the health services and research.

Overall, translational research is expensive and therefore any
research institution that is resource-constrained (i.e. most) likely
struggles.

13 In general, small-sample trials may provide useful contributions to the development of pathways for treatments but need to be translated into larger-sample and more
extensive trials to become clinically relevant (i.e. to ensure findings are not isolated to small samples only and can be generalised to large populations). There may be

circumstances where a small trial is appropriate.
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3.1.9 Funding and costing are problematic in many ways

Funding is, unsurprisingly, cited as a constraint by many
interviewees. This can play out in several ways, including:

« Funding bodies’ caps for the size and duration of clinical trial
grants are insufficient to conduct adequately powered clinical
trials of sufficient duration. Furthermore, these caps have
remained constant for some time, while costs have increased,
meaning that the ability to conduct optimum trial design within
the available funding is increasingly constrained. Funders often
resist co-funding arrangements, compounding the issue of fixed
caps from any one source.

« Much funding is short-term and project-based, meaning that it is
difficult to support infrastructure and that key roles in research
teams can be subject to uncertainty of tenure, reducing their
attractiveness and making it difficult to retain expertise.

« The consequence of this project-based funding is that, upon
receipt of new funding (already of inadequate duration to
conduct a clinical trial of scale), significant time is spent
recruiting and training project personnel.

« It is possible in some cases to cross-subsidise investigator-
initiated research from commercial research activity, although
there is a wide range of attitudes on the propriety of working in
this manner.

A key issue, emphasised by many interviewees, is that clinical trial
investigators often do not have their time funded (or adequately
funded) and that much research occurs in spare time over and
above usual clinical commitments. Even where clinical time is
nominally bought out, the reality tends to be that the clinical load

does not decrease and the research activity has to be shoehorned in.

This story was repeated frequently.

The issues of project-based and short-term funding also have
consequences for the Maori workforce and for appropriate
partnership with Maori in trial design and conduct. This contributes
to the lack of sustainable development of the Maori health research
workforce due to lack of job security. It also leads to issues with
sustained engagement with Maori communities, meaning the needs
of communities are not met because of lack of Maori engagement
and community awareness of participation. A focus on funding for
longer time periods and appropriate resourcing is needed to engage
M&ori communities.

Costing research is often complex - one funder explained that
different projects cost their applications in different ways, making
it hard to assess them in comparable ways. Several interviewees
noted that researchers may not be aware of the true costs their
project imposes on key services. For example, specific testing
requirements mean that tests may need to be done on dedicated
laboratory equipment with different setup from standard health
service settings and separate from the usual production pipeline.
Institutional research offices, which process grant applications,
work to standardise costs, and ensure that they are fully accounted
for, but there is widespread suspicion that the actual costs of trial
activity, especially in public hospital settings, are opaque, and
not necessarily fairly accounted for, with a great deal of regional
variation in, for instance, radiology and laboratory costs.

Figure 12 below shows that over half of those who are involved in
trials (who responded to the survey) are unable to get the desired
level of support for trials because of the cost associated with it.

Figure 12: Percentage of respondents that have identified barrier
to receiving desired level of support
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Those who responded to the survey and were not involved in trials
highlighted lack of funding as the primary barrier to involvement
(Figure 13, below).

Figure 13: Barriers to involvement in clinical trials
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3.1.10 Health system culture

Interviewees frequently commented that New Zealand’s health
system does not have a research culture beyond that exemplified by
hardworking and respected individuals. Health NZ hospitals do not
currently have any incentive or mandate to conduct or encourage
research and in some cases are actively antagonistic.

As a system, there is little provision for research to be conducted
as an inherent part of health services and there is no dedicated
resource for undertaking research as part of service delivery or
service improvement. These comments applied across a range of
health services, although were frequently made in the context of
Health NZ hospitals. In primary care, where a number of services
are provided by small private entities (whether in pharmacy,
physiotherapy or general practice), there is even less ability to take
part in research activity.

The commercial imperatives of delivering care in a financially
sustainable manner are often paramount and there is no readily

available resource to counter this, other than seeking academic positions.
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3.2

A review of the literature and international best practice examples
was conducted to provide a reference point for the current state of
Aotearoa New Zealand, as well as insight into the potential future
state we would like to see. Across the international examples of best
practice that we have identified, comparisons are made between:

Findings from literature

« trials conduct, frameworks, and infrastructure;

« data systems and data management;

« workforce capability;

« research prioritisation and knowledge translation, and

« inclusion and focus on indigenous peoples and minority groups.

The literature identifies that clinical trials systems are generally
complex and multi-dimensional. Some of the most well-recognised
trial systems are the National Institute of Health Research in the
United Kingdom, the Australian Clinical Trials Alliance in Australia,
and the National Institutes of Health in the United States. Although
some of these trials systems share common traits, no two systems
are the same, and what works in one jurisdiction may not work (and
has not worked) in others.

X

From the literature and other international examples, we have
identified a series of high-level messages:
« no system is perfect, and even those that are best practice have
things to improve;
« the systems in place are often complex with feedback loops and

are a product of many moving parts;

« before anything, there needs to be a strong research culture to
enable funding and investment in research infrastructure;

« there must be more effective avenues for development of
capability of trials and dissemination of results;

« networking among all trial operators is an essential mechanism
for sharing workloads, developing research ideas, and
encouraging higher capability;

« research prioritisation must be a transparent process that
especially involves patients, consumers, and communities;

« uniformity and ease of access to data are key to successful
sharing and collaboration, and

« research must work with indigenous populations, culture,
and identity to be successful. Non-indigenous research
methods cannot be applied to indigenous populations with the
expectation of the same results.

The full review is included in Appendix D.
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Two participatory processes were used to develop the preferred Table 5: Criteria for preferred option

infrastructure options. The purpose was to identify clinical trial R T T — Workstream(s) retrieved from

infrastructure that would meet the following overarching principles:

Embodies Te Tiriti o Waitangi All Workstreams
- reducing inequity; principles
« increasing access to, and participation in, clinical trials, and Strategic alignment of option with | Prioritisation, Knowledge
health priorities Translation, and Implementation

« implementing options relevant to Aotearoa New Zealand.
Workforce Capability

4.1 Results Equity and Consumer Engagement
) . Strengthens networks between Workforce Capability

Two sets of results emerged from the World Café and Delphi researchers and relationships Data Systems and Curation

processes: criteria for a preferred option, and elements of future with research funders (including

Prioritisation, Knowledge

clinical trials infrastructure that were deemed critical. community and primary research, i )
Translation, and Implementation

connecting with hospital system),

4.1.1 Criteria used to assess the preferred option and builds bridges between

Table 5 (right) sets out criteria for a preferred approach research and healthcare providers
to addressing the challenges that were derived from these Builds capability for clinical Workforce Capability
participatory processes. trials in both infrastructure and Clinical Trial Activity,

workforce Infrastructure, and Networks

Other important considerations for a preferred approach are:
Enhances knowledge translation to | Prioritisation, Knowledge
day-to-day clinical care and health | Translation, and Implementation

delivery, promotion, prevention Clinical Trial Activity.
Infrastructure, and Networks

« Cost effectiveness - is this approach providing value-for-money
outcomes? Are there options that provide the same level of
benefit at a lower cost?

« Implementation - how does this approach compare to others
when thinking about the ease of implementation? Are there
potential complications (such as national investment capacity)
that will limit the ability to meet desired outcomes?

Feasibility and sustainability All Workstreams

4.1.2 Critical elements

The infrastructure options voted as critical for inclusion in the final consensus meeting are shown in Table 6 below. Alongside analysis from
other parts of the project, these form the basis of the proposed infrastructure and help to shape the implementation roadmap (i.e. the order
of implementation of proposed infrastructure components). They have been grouped by relevant theme (loosely following the workstreams
of the project).

Table 6: Infrastructure options voted critical for inclusion in the consensus meeting

At a national level Governance** and advice on strategies to support Maori health advancement through clinical trials

Governance and advice on Maori data sovereignty

Governance and advice on developing relationships with iwi, Pacific, and consumers for co-design and partnership

Governance and advice on funding availability, e.g. registry of all clinical trial funding available

A coordinated information resource on trial activity, e.g. consumer-facing registry of all clinical trial activity

Governance and advice on data governance, systems, curation and sharing

Advice on adverse event recording and reporting

Advice regarding handling, storage, and disposal of human specimens

Accountability on education of the public about the benefits of clinical trials to Aotearoa and to individuals and their whanau
who participate in clinical trials

Transparent national guidelines for determining which trials are supported by the clinical trials hubs

Advice on research methods for working with Pacific communities

Data Safety Monitoring Committee (DSMC) set-up and advice

Advice on trial methodology, including design of complex or innovative trials, and statistical expertise

Advice on health economics

Governance and advice on national approach to locality assessment

Advice on trial pharmacy services

Clinical trials infrastructure being available to industry through an appropriately funded model

Monitoring and audit activity advice

14 Consensus discussion clarified that the original Delphi question did not refer to governance of individual clinical trials. The organisation of the national infrastructure will
require some elements of governance and accountability, which will be developed in accordance with principles of co-governance and Te Tiriti.
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Table 6 (continued): Infrastructure options voted critical for inclusion in the consensus meeting

At a regional level

Consumer engagement, including recognised patient groups

Support for Maori community engagement and Maori health advancement

Development of protocols, data management plans and other trial documentation

Statistical input into the design, conduct and analysis of trials

Ethics and regulatory approval

Site locality approval

Health economics input into the design and analysis of trials, where Health Economics needs to be considered

Finance and budgeting

Database design, provision, and maintenance

Innovative data capture, including text messaging, data from wearable devices and innovative data entry

924-hour randomisation service, including randomisation, unblinding and drug delivery

Access to accredited pharmacy services

Clinical trials management system (software to manage all aspects of clinical trials, including progress and reporting)

Data governance and
long-term curation

A national, coordinated approach to data governance, which recognises Maori data sovereignty

Aotearoa New Zealand to have its own national federated repository for long-term storage of data collected in clinical trials

Once atrial is finished, data collected from publicly funded New Zealand-led trials should be available to other researchers in
New Zealand for approved purposes

Collaboration

National resource of people and information to support clinical trial activity

Resource is underpinned by a set of values that promotes a culture of collaboration

Resource has a publicly accessible register of actively recruiting clinical trials

Resource provides opportunities for meetings between consumers, Maori, Pacific, and researchers

Resource provides a database of trial expertise for potential collaboration

National governance body to develop and implement funding models that promote/support collaboration

Resource provides a database of key stakeholders for collaboration

Resource provides ‘collaboration” opportunities such as virtual meetings or workshops

Prioritisation

Clinical trial activity should occur at a regional/local level to identify areas of specific importance for local communities,
including Maori

Prioritisation should consider potential health gain (impact) of the research

Prioritisation should consider feasibility of the research

Prioritisation should consider feasibility of the implementation of the intervention

Prioritisation should consider the ability to achieve health equity across all Aotearoa New Zealand and its peoples, including
Maori, Pacific and rural

Prioritisation should include consumer engagement

Prioritisation should consider wider societal gain (impact) of the research

Prioritisation should be undertaken by discipline-based clinical trial networks

Prioritisation should include community engagement

Prioritisation should consider whether the population to be researched is an under-researched population

Consumers Aotearoa New Zealand should have a national system for identifying a diverse range of consumer research partners (Maori,
Pacific, rural, disabled, youth, collectives)
Aotearoa New Zealand should have a national system for supporting and empowering consumer research partners
Aotearoa New Zealand should have a national system for supporting and educating researchers in engaging with consumer
research partners
Aotearoa New Zealand should support consumer research partner networks
All publicly funded clinical trials should include consumer research partners
Consumer research partners should be offered remuneration for their roles in clinical trials (this is not renumeration for
participating in a clinical trial)

Networks A national clinical trials alliance that provides a forum for the networks to share ideas, best practice, resource

Access to administrative support for networks

A transparent process for reviewing, at appropriate intervals, which networks should receive support from a national clinical
trials infrastructure
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Table 6 (continued): Infrastructure options voted critical for inclusion in the consensus meeting

Knowledge translation

Health New Zealand/Maori Health Authority/Ministry of Health, supported by the Health and Quality Safety Commission,
should be responsible for ensuring effective knowledge translation and implementation to achieve equity across Aotearoa New
Zealand’s health system

A lay summary of the results from clinical trials should be posted on the Aotearoa New Zealand national clinical trial centre
site

The proposed clinical trial infrastructure should provide support to disseminate clinical trial results to Maori, Pacific, rural and
other key stakeholders

A dedicated national infrastructure to fund systematic review and Aotearoa New Zealand-specific guideline development

Individual researchers or networks should be responsible for ensuring effective knowledge translation and implementation to
achieve equity across Aotearoa New Zealand’s health system

Workforce development,
being provided
nationally

Training and accreditation in Good Clinical Practice (GCP)

A GCP programme that is tailored for Aotearoa New Zealand

GCP training and accreditation that is free for all

A modular training programme that upskills users in clinical trials methods

Job security and career pathways for people in the clinical trials workforce

Training programmes, other than GCP, should be accessible to all, although some may come at a cost

Established clinical trials research career pathways for investigators

Workforce sustainability

For HNZ staff, clinical research activity should be recognised as an integral part of the job

Research roles should be embedded within hospitals to support clinical trial activity

including iwi and Maori health providers

Research roles should be embedded in the community to support clinical trial activity across the healthcare system,

Costs of embedded research roles should be underwritten by Health New Zealand

4.2 Comment on important themes

Several themes emerged and were debated at both the World Café-
style workshop and the consensus workshop.

4.2.1 Collaboration, visibility, and mentoring

Stakeholders made it clear that they wanted greater visibility of
the clinical trials happening in Aotearoa New Zealand to lower the
barriers to collaboration and involvement of patients, clinicians,
and researchers. This may be possible through a repository or
open register that tracks and reports frequently on the clinical
trials activity in Aotearoa New Zealand. Greater visibility of the
types of trials being undertaken, and in what specialty areas, may
bring people with similar interests closer together and encourage
them to collaborate more. Development of a strategy / plan that
outlines the health objectives and goals of research, as well as a
strong leadership, may help to increase the visibility of activity and
incentivise collaboration.

There must also be some form of channel that facilitates
collaboration between those who do not have confidence and/

or clinical trials experience and those who do. Some suggested
the development of well-resourced mentor programmes to upskill
those without the confidence and/or experience. Building and
sustaining (i.e. funding adequately) more networks may make

it easier for those without confidence and/or experience to be
involved and collaborate by bringing people together as a starting
point for engagement. This should also extend more widely than
just investigators / researchers - allowing consumers, nurses,
pharmacists, and people from participating sites to collaborate
and be involved if they wish. Greater engagement will ensure more
meaningful research.

4.2.2 Being clear to consumers about the value of
clinical trials

An explicit, mandated requirement or mechanism for greater
consumer representation in strategy, funding, and priority setting,
as well as trial design and focus, is required. Stakeholders suggested
the establishment of some form of consumer council or centralised
group that can act on behalf of consumers, defend their interests,
and integrate consumers into all stages of clinical trial activity.

Stakeholders want clear, palatable, and easy-to-understand
information about the nature of clinical trials and treatments,

the importance of clinical trials as a means of improving health
outcomes. This will enable consumers to see how they fit into the
landscape and engage with research activity to contribute and gain
the most value. Creation of a website was suggested (in addition to,
or as part of, a national trial repository) to act as a port-of-call for
consumers to find information about active trials as well as collate
useful resources for consumers.

There should be training and guidance for researchers to be able to
communicate effectively, comfortably, and safely with consumers
in the design stage as well as conduct of a trial. Part of this might
include further research and development of guidelines for
effective engagement with consumers in ways that are meaningful,
appropriate, and convenient for the consumer. This is particularly
important given the sacrifices consumers make to be involved with
clinical trials are often not recognised.

Consumers need to be engaged at the trial design stage and not just
as trial participants.
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4.2.3 Data systems, data governance, use of data, and
information technology

There should be an information technology and data governance
strategy developed around the gathering of data, how data are used,
and how data can and should be integrated across clinical trials

and the wider health system. The strategy should develop national
standards for culturally appropriate use, sharing, and storage of data
throughout the trial process, including data security. Development
of these standards and strategy should be led by iwi and Maori

data governance and sovereignty experts. The standards need to

be actionable and hold some sort of power (perhaps legislative)

to ensure that researchers are accountable for their actions when
using, sharing, and storing data and that they follow Maori data
sovereignty principles.

The impact of the information technology and data governance
strategy should be to create national consistency in data capture
and storage so that all regions have access to the same level of data
and data infrastructure while embedding and following Maori data
sovereignty principles. Funding will be required to ensure that any
guidance reflects best practice, is reviewed regularly and updated

if necessary, and can be met easily and effectively by those using,
sharing, or storing data.

Similarly, stakeholders wanted to see a mandate for consistency

in the clinical trials data systems used across the country so that
researchers have access to similar capability and a standardised
form of data management that can be taught and streamlined.

This would also allow for easier data sharing and integration across
different areas of the country, and again should be developed with
iwi and Maori data governance and sovereignty experts to ensure the
interaction of the systems with Maori data is appropriate.

Some suggested a central data storage system to ensure appropriate
access and maximisation of the value drawn from data collected
(and re-use of data). However, this may have its drawbacks when
considering risk management and data breaches and would have to
respect issues of Maori data sovereignty and Maori control of data.
Further discussion about this is necessary.

Training and education are needed alongside this development to
make sure those involved in clinical trials are competent, educated,
and aware of the responsibilities around the culturally safe use,
sharing, and storage of data, as well as the opportunities and ways
to make the best use of data.

4.2.4 Equity, and rural and primary care

Te Tiriti o Waitangi must be at the forefront of any clinical trials
strategy. After that, equity must be the next highest priority, across
ethnicity as well as geographical location. Maori and Pacific must be
represented at the governance level of the system to ensure:

« Maori and Pacific interests, priorities, and perspectives are
present in the determination of national strategy;

« Vision Matauranga is embedded within the system, and

« the value of Kaupapa Maori and Pacific research methodologies
are recognised, understood, and promoted in the Aotearoa New
Zealand healthcare system.

A Te Tiriti o Waitangi-based science structure should be the
foundation of any new infrastructure and the accompanying
strategy must describe what effective participation looks like at

all levels, from governance down through the whole system. It

will be important to get the tone and language right, to balance

an overarching prioritisation view with the priorities driven by
Maori, Pacific, and other high-need communities, and to enable

a more distributed and inclusive research structure through the
healthcare system. The funding systems for clinical trials must also
recognise the importance of relationship building and co-design of
research with communities (including whanau) to ensure equitable
participation.

Achieving this Te Tiriti-based science structure will require extensive
relationship building with, and input from, communities and iwi
across multiple levels (governance, policy, institutions and networks,
researcher) to establish the needs and wants of communities and
provide a holistic approach when determining what is important and
how best to engage and enable participation.

Stakeholders agreed that incentives should be in place for primary
care to become involved in research, particularly to involve
participation (from all people, not just researchers) in rural areas to
improve equity. The research system should be less centred around
tertiary and secondary care. This will require a funding mechanism
to allow all of primary care, including rural primary care, to be
involved (i.e. researchers resourced to be able to do research, and
others resourced to be able to contribute). Additionally, increasing
the use of technology such as telehealth and teletrials could be
useful in supporting the rural workforce and increasing participation
of those residing in rural areas.

A centralised resource was suggested by stakeholders to act as a
knowledge pool for people to access, including the establishment
of cultural coordinator roles to manage and improve effective
engagement in clinical trials.

When considering equity in the workforce, stakeholders said there
is a role for schools as well as universities and communities to
promote and enable research as a career option. To encourage
Maori and Pacific students to undertake a research-focused career
path, stakeholders suggested:

« increase school capability to teach science in Te Reo Maori;

« include research opportunities within school and then university
across all health fields (e.g. medicine, nursing, allied health,
statistics, health economics, etc.) and specifically Kaupapa
Maori and Pacific research methods - people seeing themselves
in research will encourage participation;

« listen to Maori and Pacific students to find out what will help to
bring them into a research career;

- make research a career rather than an add-on;

« include aspirational objectives in universities’ five-year plans to
build research capacity and opportunities, particularly for Maori
and Pacific students;

- formally recognise the role of education by Maori, and

« partner with Maori research groups to develop the clinical trial
workforce.
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4.2.5 Knowledge translation and implementation

Stakeholders recognise that knowledge translation and
implementation are vital activities for clinical trials to have meaningful
impact on healthcare and healthcare delivery. There is, therefore, a
need for a dedicated funding stream within the healthcare system
(not necessarily just within clinical trials infrastructure) to ensure

that knowledge translation and implementation are not ad hoc
arrangements and are able to be done routinely. Policy changes and
mandates for knowledge translation and implementation activities
may improve the level of activity.

Attendees of the World Café generally agreed there should be

a body or network within the public health system tasked with
enabling knowledge translation and implementation of findings

in Aotearoa New Zealand. It should take what has worked well in
different contexts and adapt it to our national environment where
appropriate, in collaboration with Maori. The body or network needs
enough power to be able to mandate knowledge translation and
implementation activities in the design and undertaking of research.
The National Institute for Health and Care Excellence (NICE) in the
UK was referenced as a good concept, but the system in its current
state would not be suitable for Aotearoa’s healthcare environment.
The former New Zealand Guidelines Group (NZGG) was also
referenced in discussion.

Stakeholders referenced the Australian Department of Health
translational funding system as an example of what successfully
supports translational research and the implementation of findings.
Other stakeholders said existing funding streams for clinical trials
and contract arrangements should include contingencies that allow
for funding allocations for knowledge translation once a trial has
been successfully completed.

Well-defined workforce and career development opportunities,

as well as permanent roles in knowledge translation and
implementation, may help to make it more systematic and
successful by disseminating ideas, findings, and best practice. This
should be across the system to be able to input the findings into
strategies as well as point of care.

4.2.6 Prioritisation

Stakeholders gave a range of suggestions regarding prioritisation
activity for clinical trials:

« It is critical that prioritisation processes be transparent,
regardless of the level at which they occur.

«» Any new system should build upon the role of networks that are
already prioritising within their individual fields; however, they
need additional resources to do this effectively.

« Consumers need to be more systematically involved in
prioritisation. This requires additional resources and having
consumers embedded at the level at which prioritisation occurs.

« Front-line clinicians and consumers, particularly in rural areas,
need to be involved in prioritisation at a local level. Having end
users involved helps to understand where the priorities are,
particularly at the local level. If priorities are not reasonably
aligned to researchers’ interests or specialty areas, then
prioritisation might not work.

« Prioritisation of research needs to balance pragmatism and
blue-skies research - do not squeeze out innovation.

« Combining prioritisation with trial development can help in
producing good research proposals and protocols that have
community support.

Prioritisation was an area where there was a difference of view
between Maori respondents and other respondents. Maori
respondents believed clinical trial prioritisation activity should
occur at a national level to identify areas of specific importance to
Aotearoa New Zealand, whereas most other respondents did not.
In the consensus meeting it was voted critical for inclusion that
trial prioritisation activity should occur at a regional level to identify
areas of specific importance to Aotearoa New Zealand.

The choice of the prioritisation activity occurring at a regional level
was suggested to ensure research happening within a specific
region is most relevant and meaningful to the local population.
Prioritisation activity occurring at a regional level does not
necessarily preclude prioritisation also happening at a national
level. Some degree of prioritisation, particularly of health issues or
topics relevant to Maori, must happen at a national level within the
wider health and research strategy-setting processes.

4.2.7 Infrastructure and activity

Stakeholders made suggestions about the proposed infrastructure
and activity. First, there is a need to embed research at a high level
in the health system, with research leadership and ownership from
the top level of MoH, MHA, and HNZ. This will ensure that research
is well-recognised as a priority and an important area of added
value for the healthcare system. Recognition of research as a valid
and important part of the healthcare system is necessary to provide
options and opportunities for the development of the workforce
and clinical trial activity within Aotearoa New Zealand. It is also
necessary that there be sustainable, non-project-specific support
available to allow people to advance through research-related
careers in the healthcare system.

Any new research system will have to have strong governance that
is tied to those responsible for the health system. The research
system will have to be accessible and connected to all, with a
representative governance structure that connects with a wide
range of stakeholders, particularly consumers, Maori, Pacific, and
rural communities. The system should provide resources in terms
of best practice across the different areas of clinical trials and be
a place for people to go for advice and guidance. This requires
infrastructure (both human and physical) with core central activities
and dispersed site activities to make sure that it is well connected
but also substantial enough to be directive.
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5. Recommendations
and proposed model




Collation and synthesis of the information-gathering steps of the
project (through the survey, interviews, International Advisory
Board, and World Café workshop), as well as the results from the
Delphi survey and consensus meeting, unveiled the main problems
of the current system and the benefits stakeholders wanted to

see arising from improvements to clinical trials infrastructure in
Aotearoa New Zealand.

The Investment Logic Mapping (ILM) framework used within New
Zealand Treasury business case guidance has been adapted and
used here to present the identified main problems and benefits. The
map (Figure 14, below) provides a clearer picture of the current
and desired states of the system and therefore allows a model to be
proposed that bridges the gap.

5.1 Investment logic

Our understanding of the current state based on information from
stakeholders and international best practice literature allows us
to define the problem at hand as well as the desired outcomes of

Figure 14: Problem definition and identification of benefits

a future system: what we want the system to be able to do for its
stakeholders. Once the problem is defined and benefits identified,
the necessary steps to get there inform our proposed model and
recommendations.

The benefits identified reflect the fact that clinical trials can make

a big contribution to the overall healthcare system and therefore

to the system shifts that Health New Zealand and the Maori Health
Authority have set as goals. It is important to note it will take a wider
research and innovation strategy, complementing the specific focus
on clinical trials, to fully realise the benefits identified.

The other element that will be key to achieving benefits from
improved clinical trial infrastructure is an effective system for
knowledge synthesis, meta-analysis, guidelines, and knowledge
translation. This function will be critically important for embedding
the knowledge generated from clinical trials and other sources of
evidence into the Aotearoa New Zealand healthcare system and
achieving better and more equitable health outcomes for New
Zealanders.
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It is worth exploring the foundations for each of the three higher-
level problems defined throughout the process. Below provides
a summary of key issues that aggregate into the higher-level

problems.

Clinical trials are not seen as a core part of the healthcare system,
meaning efficiencies and advances are not realised

The health system, at best, does not recognise or prioritise the
benefits of clinical trials and health research and therefore does not
provide adequate support for research. Yet clinical trials, and health
research in general, are fundamental to how the system improves
and efficiencies are gained. The system does not allocate time for
researchers to partake in clinical trials and health research more
broadly. Participation comes at the expense of other commitments.

Where activity does occur, it is clear Te Tiriti o Waitangi principles
are not embedded within the clinical trials system. Additionally,
the current clinical trials system does not always address health
priorities or inequities, there is a lack of systematic prioritisation
of which trials to undertake, and there are too few trials being
undertaken with too few participants enrolled.

Benefits from clinical trials (improved care and clinical outcomes)
are not being realised for individuals, whanau, and the workforce

There are gaps and inequities in access to clinical trials based

on a range of factors, including an individual’s geographical
location. As such, individuals are missing out on the benefits of
participating in trials and access to novel interventions, and the
findings from clinical trials cannot be generalised to all. There are
also opportunities missed for the workforce to participate in trials,
training, and professional development for similar reasons. This has
an impact on workforce recruitment and retention.

For trials that do happen there is a failure to translate the findings
systematically and rapidly into practice, where appropriate, and
therefore the potential benefits are not realised.

There are fragmented resources, infrastructure, and workforce,

which results in unsustainable and inefficient trial activity

The current system for clinical trials is fragmented, and the
resources, infrastructure, and workforce that do exist are piecemeal
and not organised in any systematic way across the country,

which has implications for the sustainability and efficiency of trial
activity. A lack of clear direction means current best practice in
clinical trials development and implementation is not being met,
particularly regarding Maori responsiveness, co-design, consumer
engagement, and cultural safety of researchers. Further, there are
no data governance or sovereignty structures and there is a lack of
consistency in data system use.

In many places poor infrastructure limits the settings in which trials
can take place and therefore who can conduct or participate in the
trials. This fragmentation also means there are inequities in the
clinical trial workforce by ethnicity, location, site, and expertise.
Areas that are less research-active likely have less defined research
career pathways, as well as limited training and development
opportunities.

Lastly, commercial and investigator-led trials are not integrated
within the system and therefore benefits are being lost with respect
to system efficiency.

5.2 Recommendations and priorities

We set out a number of broad recommendations for the overall
approach to developing clinical trials support infrastructure,
recognising there is a strong case for significant investment in
national clinical trials infrastructure in Aotearoa New Zealand.
These broad recommendations are complemented by a number of
detailed recommendations developed by this project’s Maori Ropa,
and priorities identified by our Pacific and Consumer Focus Groups.

These general recommendations are in addition to the Maori Ropu
recommendations and Pacific and consumer priorities and form the
foundations for the proposed infrastructure.

« The national clinical trials infrastructure must be underpinned by
principles of Te Tiriti o Waitangi and developed in co-governance
with Maori.

« The responsibility for ensuring high-quality research activity
must be woven into the job descriptions of all senior clinical
leaders in Health NZ and the Maori Health Authority. There must
also be targeted measures of accountability for these senior
clinical leaders.
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« There must be an adequately resourced National Research Office
for Health NZ, co-governed with the Maori Health Authority, with
research leadership at the executive level of the organisations.
While this function exists within the context of health research
policy leadership from the Ministry of Health, in order to
envisage possible gains it is essential for Health New Zealand to
have research leadership at the operational level.

There should be a National Clinical Trial Infrastructure Centre
with expertise from across the country, which will provide
leadership, governance, expertise and overall, high-level
national support and coordination of trial activity as outlined in
section 5.3 of this report.

There should be Regional Clinical Trial Coordinating Centres
around the country that between them provide the necessary
expertise to support clinical trials as outlined in section 5.3 of
this report. Each of these centres will support trial development
and conduct across regional nodes to ensure equity of access for
both researchers and participants and will collaborate with other
centres to support national and international trials.

There should be sustainable and systematic networks for Maori
researchers and for Pacific researchers to support Maori and
Pacific research communities in a regular and coordinated way
in accordance with recommendations and priorities identified
above.

Active development and support for the Maori health research
workforce.

Partnership with Maori and local Maori communities at every
level, including trial implementation and national infrastructure.

Supporting Te Ao Maori methods/priorities and engagement with
researchers and communities.

Embedding Maori data sovereignty and tikanga about data in the
clinical trials system.

Ensure knowledge translation has a positive impact for Maori
and reduces inequities in health outcomes.

When funding mechanisms are developed, ensure they
are responsive to Maori community needs and researcher
obligations.

Support and train tauiwi workforce to engage with Te Ao Maori.

Active development and support for the Pacific health research
workforce.

All publicly funded clinical trials should include consumer
research partners.

There should be a national federated health data system with
Maori data governance at the core, that allows embedding
of research in routine clinical care and provides culturally
appropriate long-term curation of research data.

A clear responsibility for research knowledge translation and
implementation must be established within Aotearoa New
Zealand’s new healthcare system that is well integrated with
change management, clinical governance functions, and the
health system’s role and responsibilities as an effective Te Tiriti
partner for Maori.

expectations of leading and teaching others about Te Ao Maori.

5.2.1 Maori Roplu recommendations

The recommendations below have been developed by the

project’s Maori Ropu and informed by iNZight Analytics” analysis

in consultation with Maori stakeholders of the project. Given the
potential impact of clinical trial activity on aspects of equity, specific
recommendations are needed to give effect to the aspirations

of Maori as Treaty Partners, both in the conduct of research

and relationship with Maori communities and priorities, and in
supporting the Maori research workforce to realise its potential.

Active development and support for Maori health research
workforce

« Proper, sustained funding for Maori early career researchers
(that has competitive-enough pay rates).

« Maori cultural advisor roles, paid and resourced, to help current
researchers resist the “cultural double-shift”.*®

» Mentoring programmes are needed, but there is a need to
balance this with the time constraints for busy researchers.

« Consider pathways at all stages from secondary education
onwards through to research.

« Maori researchers need cultural development; workforce
development needs to recognise Maori are diverse.

+ A Maori-specific trials network to support the Maori research
workforce, with proper resourcing (not another responsibility for
those currently overworked).

Partnership with Maori and Maori local communities at
every level, including trial implementation and national
infrastructure

« There is a need for Maori roles within governance structures, or
for Maori governance structures.

« Attend to workforce issues, mentioned above, to ensure there
are sufficient Maori kaimahi and leaders.

« Consider Maori rights and needs (partnership) at every step of
project formation.

« More resources (financial, people) are needed to ensure
sufficient recruitment for reasonable numbers of Maori
participants in clinical trials. There may often be a need to
oversample Maori.

« Researchers are engaging in measures at a level that could seem
tokenistic, e.g. translating cover letters, offering karakia, but
these are good steps and appreciated by some. More of this is
encouraged.

« Researchers need to plan for sufficient statistical explanatory
power for Maori participants.
Supporting Te Ao Maori methods/priorities and engagement
with researchers and communities
« More Maori-led research work on making clinical trials (and
research generally) responsive to Maori.
« Need to design work that Maori want to participate in (seek
Maori input, design, and feedback).

« Develop resources across areas of need and make them
standard, and a standard requirement across the workforce.

15 “Cultural double-shift” refers to the Maori workforce effectively having to work two jobs: managing their commitments to their science role as well as ever-growing
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« Co-locate researchers in communities; develop spaces where

Maori participants and whanau are comfortable.

Embedding Maori data sovereignty and tikanga about data in
the clinical trials system

« In building infrastructure, there is a need to embed Maori data
sovereignty; systems and processes need to be developed.

« Create a national code for data sovereignty and guidelines
around tikanga.

« Researchers need training on Maori data sovereignty, with
consistent, standardised resources, case studies, and examples
in clinical trials research.

Ensuring knowledge translation has a positive impact for
Maori and reduces inequities in health outcomes

« Include knowledge-translation-specific roles in the
infrastructure; but these roles need to be Maori-specific too.

« Incentivise. Build in the need for researchers to have to consider
the implications of their results for Maori communities (and base
this at the output level, rather than just the grant/initial level).

«» Knowledge translation needs to be planned with end-users at
the start of the research.

When funding mechanisms are developed, ensure they
are responsive to Maori community needs and researcher
obligations
« Longer-term funding is needed to ensure timelines align with
Maori community needs/rights/researcher obligations to people.
« Researchers within institutions (e.g., universities) need to be
trusted with their own budgets and timelines.

« Practically, there needs to be a budget for miscellaneous
expenses that does not cause administrative barriers for Maori
researchers (e.g., koha, bringing kai easily).

Support and train tauiwi workforce to engage with Te Ao Maori

« The system needs to incentivise being a good treaty partner, and
help to develop good allies.

« The two highest-rated areas, where (all) survey participants
wanted more support, was in Kaupapa Maori methodologies and
in Maori data sovereignty: training is needed.

« Consider how to operationalise cultural safety; there was a
suggestion of micro-credentials or certifying people as safe to
work with Maori (and Pacific).

5.2.2 Priorities of Pacific advisory group

The main priorities of the Pacific advisory group are below. The
Pacific advisory group met on three occasions, reviewed current-
state findings, and identified key priorities for Pacific researchers.

« Pacific leadership role within the health and research system,
with a strategy for Pacific clinical trials to facilitate activity and
uplift capability. This should include an advocatory role for trials
of relevance to Pacific peoples (gout, diabetes, etc.).

« Provision of resources that are targeted for Pacific peoples to
encourage involvement in trials (e.g. translated documents,
using understandable and relatable language and concepts,
explaining benefits for individual, family, and community).

« More support and resources available for the small and
stretched workforce, including (but not limited to) ring-fenced
workforce development funding for Pacific peoples (scholarships
etc.) to be able to train in clinical research and support roles,
and mentorship roles plus the appropriate infrastructure to
guide students through to clinical research careers.

« Making research activity visible to students by including research
in training across all health fields to encourage research as
a career path. Further consultation with Pacific students is
necessary to discover what will help them undertake a career in
research.

« Sustainable culturally-safe spaces (physical or virtual) for
collaboration, discussion, and community among Pacific
researchers, students, and patients.

« Inclusion of Pacific research methods and frameworks within
research and training opportunities.

« Training in cultural capability for the workforce (both Pacific
and non-Pacific) to be able to work effectively with Pacific
researchers and communities.
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5.2.3 Priorities of consumer focus group

The consumer focus group met twice and participated in the World
Café, Delphi survey and consensus meeting. This group identified
key requirements to establish a consumer voice in the proposed
infrastructure.

« Appropriately resourced consumers should participate in an
integrated manner across all dimensions of the clinical trials
infrastructure (i.e. not at arm’s length) both horizontally and
vertically to ensure the consumer perspective is present in the
right place at the right time. Consumer engagement must be
required, but also convenient and readily available.

The consumer voice must be a combination of functions at
multiple levels so that it has a hand in policy and priority setting
(strategic oversight), mandating and self-regulating of consumer
engagement, promoting and connecting trials and researchers
to consumers, training consumers and researchers for effective
partnerships, and interlinking different patient groups to form a
network and database.

The Health Quality and Safety Commission (HQSC) has recently
undertaken work to establish a consumer health forum that
brings all consumers to one point. This should be a key partner
for drawing upon the consumer voice.

Consumer groups will need to involve people who have
expertise in system-level arrangements, processes, and
governance, as well as those who are experienced at the
trial-level and within certain condition areas that are being
investigated. The people at both levels are necessary as the
experiences at the trial-level inform the actions at the system-
level and the system-level influences the actions at the trial-
level.

5.3 Proposed model

It is important Te Tiriti o Waitangi and Maori partnership are
embedded within the ownership, accountability, and operation of
any model of infrastructure. The following proposal sets out the
main elements and functions that it is important for the clinical
trials infrastructure to include. The specifics of the model should be
developed in partnership with Maori and in accordance with Te Tiriti,
in a spirit of Te Tiriti partnership.

To give effect to our recommendations, we have considered

in further detail what a proposed model for trials support
infrastructure should look like. Our proposal consists of two main
components:

« A National Clinical Trial Infrastructure Centre with expertise from
across the country, which will provide leadership, governance,
expertise, and overall, higher level national support and
coordination of trial activity and of clinical trials networks.

« Multiple Regional Clinical Trial Coordinating Centres around the
country that between them provide the necessary expertise
to support investigator-led trials. These Regional Clinical Trial
Coordinating Centres will play an integral role in supporting trial
development and conduct across regional nodes (i.e. regional
organisations that are actually conducting the trials) to ensure
equity of access for both researchers and participants. These

will collaborate with other centres to deliver national and
international trials.

These two main components of the infrastructure will be responsible
for a range of functions and activities. Some of the functions and
activities will be distinct to one or the other component, whereas
others will be shared across both. For this system to work it requires
strong, consistent, resourced national leadership. The key principles
for deciding the functions and activities of each of the components
are defined below.

The National Clinical Trial Infrastructure Centre should manage
functions and activities where there are likely:

« economies of scale from having the functions and activities
managed at a central, national level;

« avoided transaction costs from having the functions and
activities managed at a central, national level;

« benefits realisable from being able to implement standardised
and cohesive management frameworks, and

« strong links of accountability required, particularly relating to
functions and activities around governance, standards setting,
system ownership, and review of best practice.

The Regional Clinical Trial Coordinating Centres should manage
functions and activities where:

« the functions and activities are not able to be (or should not be)
completed remotely, and/or are not automated/automatable, so
local delivery is important;

« functions and activities could vary based on geography,
researchers, and target population, their needs, their
communities and systems, as well as infrastructure. For
example, one of the Regional Clinical Trial Coordinating Centres
could be focused on supporting rural research, while another
might have a special expertise in trial design;

« there are benefits arising from direct local relationships with
communities and researchers, and

« in-person and local links are necessary for reaching the
communities the system is trying to serve, such as iwi
partnerships.

The National Clinical Trial Infrastructure Centre will represent the
central point of access to the Regional Clinical Trial Coordinating
Centres, directing researchers towards Centres with the skills and
capacity best suited to support them. Researchers and networks
seeking funded access to the resources of the Regional Clinical
Trial Coordinating Centres will need to go through the National
Clinical Trial Infrastructure Centre. Both the National Clinical Trial
Infrastructure Centre and the Regional Clinical Trial Coordinating
Centres could also provide their services on a commercial basis
directly to industry or other customers conducting non-public-good
trials. A transparent set of criteria for researchers and networks to
receive funded support versus commercially procured support from
these organisations will be very important.

The following diagram (Figure 15) shows the proposed interactions
and activities/functions of the various organisations.
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Figure 15: Proposed model

Government: MoH, HNZ, MHA, MBIE,
HRC, HQSC, Health Workforce Nz, Pharmac

Healthcare providers

‘learning healthcare system’

Maori leadership:
Iwi leadership forum, Te Mana Raraunga

Entry point

- New investigators

- New research networks

- Commercial organisations

- International multicentre trials

Nz
researchers

Maori clinical
trial networks

Pacific research
networks

Clinical trial
networks

National Clinical
Trial Infrastructure Centre

Regional Clinical Regional Clinical
Trial Coordinating Trial Coordinating
Centre Centre Research organisations,
NGOs, community organisations,
other public sector organisations,

consumer groups

Tiriti Principles*
Consumer Research
Partners**

Regional Clinical Regional Clinical
Trial Coordinating Trial Coordi
Centre Centre

*Tiriti principles include tino rangatiratanga, equity,
active protection, options, and partnership

**Consumer Research Partners embedded throughout
at multiple levels

The Legend below (Table 7) explains the components of the
diagram of the proposed model.

Table 7: Legend for the diagram of the proposed model

Legend

Description of component

National Clinical Trial Infrastructure Centre (section 6.3.1)

Collaboration of expertise and key stakeholders from across the country to provide leadership and national support for clinical
trial activity:

Governance and advice, including Maori and consumer partnerships; Administration and data systems; Signpost, information
collation, connections and marketing; Education and methodology.

Regional Clinical Trial Coordinating Centre(s) (section 6.3.2)

Region-specific collaborations between academia, healthcare providers, Kaupapa Mdori services, Iwi, Maori Partnership Boards, and
other research organisations to support the development and conduct of investigator-led trials using a system of regional nodes:
Partnership and engagement at the local level, including with Maori and with consumers; Prioritisation of local research need and
resource use; Expertise and support.

Entry point

New researchers, new research networks, commercial organisations and international trials will access the infrastructure
through the National Clinical Trials Organisation.

The stakeholders in the national clinical trials infrastructure should include representation from Government departments and
agencies to ensure research is embedded and resourced: the Ministry of Health; Health New Zealand; the Maori Health Authority;

providers ‘learning
healthcare system’

Government the Ministry of Business, Innovation and Employment; the Health Research Council; Health Quality and Safety Commission, and
Health Workforce NZ.
Healthcare Functional relationships between the clinical trials infrastructure and healthcare providers are essential for embedding research

in healthcare, and moving towards a learning healthcare system.

Maori leadership

Maori leadership would be embedded within the national clinical trials infrastructure; functional relationships with national
Maori organisations, including the Iwi Leadership Forum and Te Mana Raraunga, are also critical.

Allied
organisations

The stakeholders for the national clinical trials infrastructure should include representation from research organisations (including
universities), NGOs, community organisations such as consumer groups, and other relevant public sector organisations.

Enhancing Aotearoa New Zealand Clinical Trials

32



5.3.1 Activities / functions managed by the National
Clinical Trial Infrastructure Centre

There are some activities / functions we believe should be managed
by the National Clinical Trial Infrastructure Centre based on the key
principles established (Appendix G), options voted as “critical” for
inclusion in the Delphi survey and consensus meeting, and general
discussion between co-investigators and stakeholders. National
management of some activities/functions does not necessarily imply
these activities/functions should sit nationally in a physical sense.

These activities/functions reflect what we heard from Maori and
Pacific stakeholders, who wanted to see explicit Maori-specific and
Pacific-specific networks that allow for Maori and Pacific people and
expertise to be organised and brought together in a sustainable,
systematic, and culturally safe way and allow for ideas, knowledge,
and resources to be shared.

Some of the activities / functions cross over between the high-level
groupings, as well as between the National Clinical Trial Infrastructure
Centre and the Regional Clinical Trial Coordinating Centres.

Table 8 (right) summarises the main activities / functions which
should be managed by the National Clinical Trial Infrastructure
Centre. The activities / functions have been grouped into four
higher-level categories (governance and advice, signpost and
service, people and information collation, and education and
knowledge base).

There may be additional activities / functions not covered in this
assessment that become more well-defined over time as the
infrastructure is developed.

5.3.2 Activities / functions managed by Regional
Clinical Trial Coordinating Centres

There are other functions we believe are better suited to be
managed by the Regional Clinical Trial Coordinating Centres at a
sub-national level. These have again been determined through the
establishment of key principles (Appendix G), Delphi survey results,
and discussion amongst co-investigators and stakeholders. Table 9
(following page) illustrates the activities and functions and groups
them into two higher-level categories: prioritisation and support.

We envisage all Regional Clinical Trial Coordinating Centres will have
a number of core capabilities. These are likely to include:

« biostatistical expertise;

« data management expertise;

« health economics expertise;

« research nurse capability;

« trial coordination capability, and

« site locality approval processes.
Other functions, such as specialised database design skills or a
randomisation / unblinding service, could be performed by one of
the Regional Clinical Trial Coordinating Centres on a national basis.
The Regional Clinical Trial Coordinating Centres with a specific
focus on Maori and on Pacific research would also have national
geographic scope. Networks will be able to keep their current
team structure, with expertise in specific areas, within the regional
centres (possibly with team members across all regional centres to
ensure equity of access to trials).

Table 8: Activities / functions to be managed by the National
Clinical Trial Infrastructure Centre

High-level
grouping
Governance
and advice

Activities / functions

Identifying strategies for Maori health and advancement
through clinical trials; Standards and advice on Maori
data sovereignty; A national federated repository for
long-term trial data storage; Developing national-level
relationships with Iwi, Pacific, and consumers, for co-
design and partnership; Advice on funding availability;
Data governance, systems, curation, and sharing;
Adverse event recording and reporting; Practice for
handling, storage, and disposal of human specimens;
Guidelines for determining which trials are supported

by infrastructure; Research methods (and resources) for
working with Pacific communities; Data Safety Monitoring
Committee (DSMC) establishment; Trial methodology
(including design of complex or innovative trials)

and statistical expertise; Health economics; Locality
assessment; Trial pharmacy services; Monitoring and
auditing, plus systematic review of infrastructure

Signpost
and service

Front door for clinicians and industry to use resource
(industry access through appropriately-funded model);
Administrative support; Other expert input (further than
advice on) such as statistics, health economics, trial
design

Network
support

NZ and trans-Tasman networks (and those leading
some of those networks and their aspects, funding etc.);
Establishment of systematic and sustainable networks
for Maori and Pacific

People and
information
collation

Database of people and information able to help run a
trial; Publicly-accessible register of actively recruiting
trials; databases of trial expertise and key stakeholders
for potential collaboration; collaboration and meeting
opportunities such as virtual workshops, especially for
Maori, Pacific, consumers; system for identification of
diverse range of consumer research partners (Maori,
Pacific, rural, disabled, youth, collectives); coordinated
information resource on trial activity; national clinical
trials alliance that provides forum for networks to share
ideas, best practice, resource (this will be a key source of
support for networks); Opportunity for Maori and Pacific
to participate in networks for Maori and Pacific

Education
and
knowledge
base

Education of public about benefits of trials; supporting
and empowering consumer research partners and

their networks; supporting and educating researchers

in engaging with consumer research partners; lay
summaries of trial findings on national website; targeted
dissemination of trial results to Maori, Pacific, rural, and
other key stakeholders; free Good Clinical Practice (GCP)
training and accreditation; development of GCP tailored
for Aotearoa; modular training programme for upskilling
in trial methods, including Maori and Pacific methods
and for working with Maori and Pacific communities;
other training programmes made available (user-pays
basis); roles and career pathways for investigators to do
trials, particularly for Maori and Pacific research methods

and investigators.
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Table 9: Activities / functions to be managed by Regional
Clinical Trial Coordinating Centres

High-level
grouping
Prioritisation

Activities / functions

Working with communities and researchers to identify
areas of importance specific to populations being
served, especially for capturing local communities’ and
Maori needs and wants; consideration of feasibility of
research and intervention, potential health gain, ability to
achieve equity, wider social gain, whether it is an under-
researched population.

Support Consumer engagement, including recognised patient
groups; Maori consumer engagement and Maori

health advancement; development of protocols, data
management plans, and other trial documentation;
statistical input into design, conduct, and analysis; ethics
and regulatory approval; site locality approval; health
economics input into design, conduct, and analysis

in trials where it needs to be considered; finance and
budgeting; database design, provision, and maintenance;
innovative data capture; 24-hour randomisation service,
including randomisation, unblinding, and drug delivery;
access to accredited pharmacy services; access to
system for managing aspects of trials, including progress
and reporting; dissemination of trial findings; embedded
research roles within hospitals and the community to
support trial activity, including within iwi and Maori
health providers.

5.3.3 Approach to implementation of proposed
infrastructure

This project has focused upon infrastructure for clinical trials
specifically. However, the proposed infrastructure and the activities
/ functions will have to sit within the wider context of health
research. Aotearoa New Zealand is too small to have parallel
infrastructure systems in place for clinical trials and other forms of
health research where there are common needs. There are some
policy issues that will have to be worked through when considering
the extent to which parts of the proposed infrastructure are specific
to clinical trials or for health research more broadly. As non-
exhaustive examples, consumer engagement functions, guidance
and support for Maori data sovereignty, and co-governance and

priority setting are likely best shared across the entire system, since
they should be grounded in all health research activity.

We recognise there are some necessary commitments on behalf of
the funders and owners of the system (HNZ, MHA) to ensure that
the proposed infrastructure is successful and provides the desired
outcomes.

« Success of the proposed infrastructure is reliant upon strong
leadership and governance at the executive leadership level
within Health New Zealand and the Maori Health Authority. It is
necessary that there be a strong directorate for health research
and clinical trials, which must have effective partnership with
Maori, consumer and Pacific stakeholders, that can provide the
leadership needed to develop this infrastructure and ensure that
it provides maximum value.

At a minimum, we would propose a 10-year time commitment
to the new infrastructure. Implementation of the infrastructure is
expected to take between two and three years, and an individual
clinical trial can take between three and five years, or longer,

to complete. Any commitment of less than 10 years would

limit the ability to assess the value of the system, since the full
benefits would not be captured. It is also important to note

the ethical requirement of a commitment to complete a given
programme of research once participants have been recruited.

The approach to developing supporting organisations for

the proposed infrastructure should involve a collaborative
procurement process to encourage current and potential
infrastructure providers to work together. This is likely to require
an expression-of-interest process, followed by a transparent
negotiation between the central hub and consortia of potential
providers of clinical trial support services in order to develop
coherent groupings of support services.

It will also be important for the research leadership to be well
embedded within the health system. We identified a widespread
lack of research culture to be a key barrier to realising the
potential of trial research in Aotearoa New Zealand’s health
system. Research leadership must therefore be in a position

to influence the overall culture of our newly emerging health
system structures, working in an integrated manner with those
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in charge of clinical governance and best practice, and those
with responsibility for innovation and change management, and
supporting clinical leadership to inculcate a culture of learning
and research as a core element of healthcare delivery.

It is our strong view, therefore, that appropriately resourced
research leadership should be embedded into our new health
system structures at the highest level, and should have the
opportunity to integrate research and development into everything
that our health system does. We therefore have made specific
recommendations.

We have not formally costed the infrastructure that we have
proposed. This will require a detailed planning exercise and

careful costing analysis. Informally, we anticipate that an effective
implementation of the proposed infrastructure requirements is likely
to require an investment of the order of $20 million annually.

We have proposed an indicative timeline (Figure 16, below)

for establishment of the infrastructure, anticipating a two-year
timeframe for full implementation. This is a challenging horizon, but
we believe it is achievable with sufficient ambition.

Figure 16: Indicative timeline for the establishment of infrastructure

Month 0

Action

Assign key leadership roles to develop implementation plan, co-governance

Development of implementation plan by responsible government agencies

Funding/mandate at government-level for clinical trials infrastructure

Appoint central research support team & establish co-governance structure

National organisation operational with initial high-level function

Further define roles needed within supporting organisations and interactions with central

Expression of interest (EQI) for support organisations

Work with organisations submitting EOIs, where possible promote joint ventures

Formation of clinical trial coordinating centres

Clinical trial coordinating centres operational and Maori and Pacific networks established
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6. Conclusion




This project charged our team with identifying an infrastructure that
could improve the benefit to Aotearoa New Zealand from effective

clinical trial activity. We have undertaken an extensive analysis of
information from a large number of sources and have worked with a
variety of stakeholders to identify our proposed infrastructure, and
we believe that our proposal will significantly improve the value that
Aotearoa New Zealand can derive from clinical trials.

We have worked with a Maori Ropd and a team of Maori analysts to
identify specific recommendations that will improve the benefits

of trial activity for Maori, support Maori researchers, and reduce
inequities. We have worked with a Pacific group to identify particular
priorities that will make trials more responsive to Pacific needs and
will support Pacific researchers. We have worked with consumers

to consider how to integrate consumer voices effectively into a new
clinical trial infrastructure, and we have consulted with international
experts from Australia, Canada, and the United Kingdom. We drew
upon the extensive information we collected from these sources and
from reaching out to clinical trial researchers across New Zealand,
and we synthesised aspects of a preferred approach. We ran a
Delphi process to achieve agreement on aspects of the proposed
infrastructure. Throughout this project we have been met with

enormous enthusiasm and support from stakeholders, who saw the
potential to achieve improved health and equity for New Zealanders
by improving and extending clinical trial research activity and who
gave generously of their time.

This project has developed a set of recommendations founded
in extensive discussion with a wide range of stakeholders. It will
be important to build upon the enthusiasm that has been
generated and to ensure that expectations are responded to in
a meaningful manner.

The newly emerging structure for the New Zealand health system
as a whole represents an opportunity to embed research into the
heart of our health services, developing a learning health system
that works to the highest level for the benefit of people in Aotearoa.
With the right investment there is the potential to realise the
unique contributions of Maori and Pacific culture and matauranga
to clinical research, while also further developing our existing
international reputation for excellence in clinical trials. These are
immensely valuable benefits and we hope that this project will
make a constructive contribution to realising them for the people
of Aotearoa.

Enhancing Aotearoa New Zealand Clinical Trials

37



References

Access Economics. (2003). Exceptional Returns: The value of Investing
in Health R&D in Australia. The Australian Society for Medical
Research. https://asmr.org.au/wp-content/uploads/library/Except.pdf

Access Economics. (2008). Exceptional Returns: The value of
Investing in Health R&D in Australia Il. The Australian Society for
Medical Research. https://asmr.org.au/wp-content/uploads/
library/Exceptll08.pdf

AHRQ. (2019). About Learning Health Systems. Agency for Healthcare
Research and Quality. https://www.ahrg.gov/learning-health-
systems/about.html

Andreoni, J. (1990). Impure altruism and donations to public goods:
A theory of warm-glow giving. The Economic Journal, 100(401),
464-477. https://doi.org/10.2307/2234133

Angus, D. C., Alexander, B. M., Berry, S., Buxton, M., Lewis, R., Paoloni,
M., Webb, S. A. R., Arnold, S., Barker, A., Berry, D. A., Bonten, M. J.
M., Brophy, M., Butler, C., Cloughesy, T. F., Derde, L. P. G., Esserman,
L. J., Ferguson, R., Fiore, L., Gaffey, S. C., ... The Adaptive Platform
Trials Coalition. (2019). Adaptive platform trials: Definition, design,
conduct and reporting considerations. Nature Reviews Drug
Discovery, 18(10), 797-807. https://doi.org/10.1038/s4157 3-
019-0034-3

Bennett, W. O., Bird, J. H., Burrows, S. A., Counter, P. R., & Reddy, V. M.
(2012). Does academic output correlate with better mortality rates
in NHS trusts in England? Public Health, 126 Suppl 1, S40-S43.
https://doi.org/10.1016/j.puhe.2012.05.021

Bentley, C., Cressman, S., van der Hoek, K., Arts, K., Dancey, J., &
Peacock, S. (2019). Conducting clinical trials-costs, impacts,
and the value of clinical trials networks: A scoping review.
Clinical Trials (London, England), 16(2), 183-193. https://doi.
org/10.1177/1740774518820060

Braithwaite, J. (2019). A learning health system: Benefits for all.
Health Voices. https://healthvoices.org.au/issues/november-
2019/a-learning-health-system-benefits-for-all/

Braunholtz, D. A., Edwards, S. J., & Lilford, R. J. (2001). Are randomized
clinical trials good for us (in the short term)? Evidence for a ‘trial
effect’. Journal of Clinical Epidemiology, 54(3), 217-224.

Carlson, T., Barnes, H., Reid, S., & Mccreanor, T. (2016).
Whanaungatanga: A space to be ourselves. Journal of Indigenous
Wellbeing - Te Mauri: Pimatisiwin, 1, 44-59.

Casarett, D. J., Karlawish, J. H. T., & Moreno, J. D. (2002). A taxonomy
of value in clinical research. IRB, 24(6), 1-6.

Cumpston, M. S., Webb, S. A., Middleton, P., Sharplin, G., Green, S.,
Best, K., Bloomfield, F., Cass, A., Cohen, P., Crengle, S., Cullen, L.,
Gantner, D, Gaulke, H., Ghersi, D., Green, S., Glasziou, P., Harris-
Brown, T., Jan, S., Johnson, D,, ... for the Australian Clinical Trials
Alliance Reference Group on Impact and Implementation of CTN
Trials. (2021). Understanding implementability in clinical trials: A
pragmatic review and concept map. Trials, 22(1), 232. https://doi.
0rg/10.1186/s13063-021-05185-w

Curtis, E. (2016). Indigenous Positioning in Health Research:
The importance of Kaupapa Maori theory-informed practice.
AlterNative: An International Journal of Indigenous Peoples, 12(4),
396-410. https://doi.org/10.20507 /AlterNative.2016.192.4.5

Deloitte Access Economics. (2014). Extrapolated returns from
investment in medical research future fund (MRFF). Australian
Society for Medical Research. https://asmr.org.au/wp-content/
uploads/library/ASMR%20Deloittee%2 OReport_MRFF.pdf

Dixon-Woods, M., & Tarrant, C. (2009). Why do people cooperate
with medical research? Findings from three studies. Social Science
& Medicine, 68(12), 2215-22292. https://doi.org/10.1016/].
socscimed.2009.03.034

Downing, A., Morris, E. J., Corrigan, N., Sebag-Montefiore, D., Finan,
P.J., Thomas, J. D., Chapman, M., Hamilton, R., Campbell, H.,
Cameron, D., Kaplan, R., Parmar, M., Stephens, R., Seymour, M.,
Gregory, W., & Selby, P. (2017). High hospital research participation
and improved colorectal cancer survival outcomes: A population-
based study. Gut, 66(1), 89-96. https://doi.org/10.1136/
gutjnl-2015-311308

Du Bois, A., Rochon, J., Lamparter, C., & Pfisterer, J. (2005). Pattern of
care and impact of participation in clinical studies on the outcome
in ovarian cancer. International Journal of Gynecological Cancer,
15(2), 182-191.

Dyall, L., Kepa, M., Hayman, K., Teh, R., Moyes, S., Broad, J. B., &
Kerse, N. (2013). Engagement and recruitment of Maori and non-
Maori people of advanced age to LILACS NZ. Australian and New
Zealand Journal of Public Health, 37(2), 124-131. https://doi.
0rg/10.1111/1753-6405.12029

Enticott, J., Johnson, A., & Teede, H. (2021). Learning health
systems using data to drive healthcare improvement and impact:
A systematic review. BMC Health Services Research, 21(1), 200.
https://doi.org/10.1186/s12913-021-06215-8

Flynn, A., Friedman, C., Boisvert, P., Landis-Lewis, Z., & Lagoze, C.
(2018). The Knowledge Object Reference Ontology (KORO): A
formalism to support management and sharing of computable
biomedical knowledge for learning health systems. Learning Health
Systems, 2. https://doi.org/10.1002/lrh2.10054

Friedman, C., Rubin, J., Brown, J., Buntin, M., Corn, M., Etheredge,
L., Gunter, C., Musen, M., Platt, R., Stead, W., Sullivan, K., & Van
Houweling, D. (2015). Toward a science of learning systems: A
research agenda for the high-functioning Learning Health System.
Journal of the American Medical Informatics Association : JAMIA,
29(1), 43-50. https://doi.org/10.1136/amiajnl-2014-002977

Grant, J., & Buxton, M. J. (2018). Economic returns to medical
research funding. BMJ Open, 8(9), €022131. https://doi.
org/10.1136/bmjopen-2018-022131

Green, K. C., Armstrong, J. S., & Graefe, A. (2007). Methods to elicit
forecasts from groups: Delphi and prediction markets compared. In
MPRA Paper (No. 4663; MPRA Paper). University Library of Munich,
Germany. https://ideas.repec.org/p/pra/mprapa/4663.html

Green, L. (2014). Closing the chasm between research and practice:
Evidence of and for change. Health Promotion Journal of Australia,
25(1), 25-29. https://doi.org/10.1071/HE13101

Groom, K., Mossinger, C., Lawrence, J., Harding, J., Okesene-Gafa,
K., Harwood, M., Bengg, F., Steele, J., & Crowther, C. (2022).
The priorities for future clinical trials and large cohort studies
addressing health and healthcare for mothers and babies in

Enhancing Aotearoa New Zealand Clinical Trials

38



Aotearoa New Zealand. New Zealand Medical Journal, 135(1553).
https://journal.nzma.org.nz/journal-articles/the-priorities-for-
future-clinical-trials-and-large-cohort-studies-addressing-health-
and-healthcare-for-mothers-and-babies-in-aotearoa-new-zealand

Guillemin, M., Gillam, L., Barnard, E., Stewart, P., Walker, H., &
Rosenthal, D. (2016). “We're checking them out”: Indigenous and
non-Indigenous research participants’ accounts of deciding to be
involved in research. International Journal for Equity in Health,
15(1), 8. https://doi.org/10.1186/s12939-016-0301-4

Habets, M. G., van Delden, J. J., & Bredenoord, A. L. (2014). The social
value of clinical research. BMC Medical Ethics, 15(1), 66. https://
doi.org/10.1186/1472-6939-15-66

Haitana, T., Pitama, S., Cormack, D., Clarke, M., & Lacey, C. (2020).
The Transformative Potential of Kaupapa Maori Research
and Indigenous Methodologies: Positioning Maori Patient
Experiences of Mental Health Services. International Journal of
Qualitative Methods, 19, 1609406920953752. https://doi.
0rg/10.1177/16094069209537592

Hallowell, N., Snowdon, C., Morrow, S., Norman, J. E., Denison, F. C., &
Lawton, J. (2016). The role of therapeutic optimism in recruitment
to a clinical trial in a peripartum setting: Balancing hope and
uncertainty. Trials, 17, 267. https://doi.org/10.1186/s13063-
016-1394-1

Hanney, S., Boaz, A., Jones, T., & Soper, B. (2013). Engagement in
research: An innovative three-stage review of the benefits for
health-care performance. Health Services and Delivery Research,
1(8), 1-152. https://doi.org/10.3310/hsdr01080

Health Economics Research Group. (2008). Medical Research: What’s
it worth? Estimating the economic benefits from medical research
in the UK (p. 108). Office of Health Economics, RAND Europe.
https://www.ukri.org/wp-content/uploads/2022/02/MRC-
030222-medical-research-whats-it-worth.pdf

Hoskins, T. K., Jones, A., & Durie, M. (2012). Interview: Kaupapa Maori:
Shifting the social. New Zealand Journal of Educational Studies,
47(2), 21-29.

Institute of Medicine. (2001). Crossing the Quality Chasm:
A New Health System for the 21st Century. https://doi.
0rg/10.17226/10027

Johnston, S. C., Rootenberg, J. D., Katrak, S., Smith, W. S., & Elkins, J.
S. (20086). Effect of a US National Institutes of Health programme of
clinical trials on public health and costs. Lancet (London, England),
367(9519),1319-1327.

Joint ACTA/ACSQHC Working Group. (2021). The value proposition
of investigator-initiated clinical trials conducted by networks. The
Medical Journal of Australia, 214(4), 159-161.e1. https://doi.
0rg/10.5694/mja2.50935

Jonker, L., & Fisher, S. J. (2018). The correlation between National
Health Service trusts’ clinical trial activity and both mortality
rates and care quality commission ratings: A retrospective
cross-sectional study. Public Health, 157, 1-6. https://doi.
0rg/10.1016/j.puhe.2017.12.022

Jonker, L., Fisher, S. J., & Dagnan, D. (2020). Patients admitted to
more research-active hospitals have more confidence in staff and
are better informed about their condition and medication: Results
from a retrospective cross-sectional study. Journal of Evaluation
in Clinical Practice, 26(1), 203-208. https://doi.org/10.1111/
jep.13118

Karjalainen, S., & Palva, I. (1989). Do treatment protocols improve
end results? A study of survival of patients with multiple myeloma
in Finland. BMJ (Clinical Research Ed.), 299(6707), 1069-1072.
https://doi.org/10.1136/bmj.299.6707.1069

Kearns, C., Baggott, C., Harwood, M., Reid, A., Fingleton, J., Levack, W.,
& Beasley, R. (2021). Engaging Maori with qualitative healthcare
research using an animated comic. Health Promotion International,
36(4),1170-1177. https://doi.org/10.1093/heapro/daaalll

Kimmelman, J. (2010). Gene Transfer and the Ethics of First-in-
Human Research: Lost in Translation. Cambridge University Press.

Lateral Economics. (2010). The economic value of Australia’s
investment in health and medical research: Reinforcing the
evidence for exceptional returns (Australia) [Report]. Research
Australia. https://apo.org.au/node/23529

Locock, L., & Smith, L. (2011). Personal benefit, or benefiting others?
Deciding whether to take part in clinical trials. Clinical Trials, 8(1),
85-93. https://doi.org/10.1177/1740774510392257

Lowton, K. (2005). Trials and tribulations: Understanding motivations
for clinical research participation amongst adults with cystic
fibrosis. Social Science & Medicine (1982), 61(8), 1854-1865.
https://doi.org/10.1016/j.socscimed.2005.03.039

Majumdar, S. R., Roe, M. T., Peterson, E. D., Chen, A. Y., Gibler, W.
B., & Armstrong, P. W. (2008). Better outcomes for patients
treated at hospitals that participate in clinical trials. Archives of
Internal Medicine, 168(6), 657-662. https://doi.org/10.1001/
archinternmed.2007.124

McCarney, R., Warner, J., lliffe, S., van Haselen, R., Griffin, M., &
Fisher, P. (2007). The Hawthorne Effect: A randomised, controlled
trial. BMC Medical Research Methodology, 7, 30. https://doi.
0rg/10.1186/1471-2288-7-30

Menear, M., Blanchette, M.-A., Demers-Payette, O., & Roy, D. (2019).
A framework for value-creating learning health systems. Health
Research Policy and Systems, 17(1), 79. https://doi.org/10.1186/
§12961-019-0477-3

Mikahere-Hall, A. (2017). Constructing research from an indigenous
Kaupapa Maori perspective: An example of decolonising research.
Psychotherapy and Politics International, 15(3), e1428. https://
doi.org/10.1002/ppi.1428

Morris, Z. S., Wooding, S., & Grant, J. (2011). The answer is 17 years,
what is the question: Understanding time lags in translational
research. Journal of the Royal Society of Medicine, 104(12),
510-520. https://doi.org/10.1258/jrsm.2011.110180

National Foundation for Medical Research and Innovation. (2020).
From evidence to practice: Exploring translation pathways for
clinical medical science and public health research. National
Foundation for Medical Research and Innovation. https://nfmri.org.
au/wp-content/uploads/NFMRI-exploring-Translation-Pathways-
for-website.pdf

Neyt, M., Christiaens, T., Demotes, J., Walley, T., & Hulstaert, F.
(2016). Publicly funded practice-oriented clinical trials: Of
importance for healthcare payers. Journal of Comparative
Effectiveness Research, 5(6), 551-560. https://doi.org/10.2217/
cer-2016-0018

Enhancing Aotearoa New Zealand Clinical Trials

39



Nijjar, S. K., D’Amico, M. ., Wimalaweera, N. A., Cooper, N., Zamora,
J., &Khan, K. S. (2017). Participation in clinical trials improves
outcomes in women’s health: A systematic review and meta-
analysis. BJOG: An International Journal of Obstetrics and
Gynaecology, 124(6), 863-871. https://doi.org/10.1111/1471-
0528.14528

Novitzke, J. M. (2008). The significance of clinical trials. Journal of
Vascular and Interventional Neurology, 1(1), 31.

Olsen, L., DePalma, L., & Evans, J. (2020). Self-Interested and altruistic
motivations in volunteering for clinical trials: A more complex
relationship. Journal of Empirical Research on Human Research
Ethics. https://doi.org/10.1177%2F1556264620914463

Ozdemir, B. A., Karthikesalingam, A., Sinha, S., Poloniecki, J. D.,
Hinchliffe, R. J., Thompson, M. M., Gower, J. D., Boaz, A., & Holt, P.
J. E. (2015). Research activity and the association with mortality.
PloS One, 10(2),e0118253. https://doi.org/10.1371/journal.
pone.0118253

Pessoa-Amorim, G., Campbell, M., Fletcher, L., Horby, P., Landray, M.,
Mafham, M., & Haynes, R. (2021). Making trials part of good clinical
care: Lessons from the RECOVERY trial. Future Healthcare Journal,
8(2), €243-€250. https://doi.org/10.7861/fhj.2021-0083

Pham, C. T., Karnon, J. D., Middleton, P. F., Bloomfield, F. H., Groom,
K. M., Crowther, C. A., & Mol, B. W. (2017). Randomised clinical
trials in perinatal health care: A cost-effective investment. Medical
Journal of Australia, 207(7), 289-293. https://doi.org/10.5694/
mjal6.01178

Platt, J. E., Raj, M., & Wienroth, M. (2020). An analysis of the Learning
Health System in its first decade in practice: Scoping review.
Journal of Medical Internet Research, 22(3), e170286. https://doi.
0rg/10.2196/17026

Raftery, J., Hanney, S., Greenhalgh, T., Glover, M., & Blatch-Jones,
A. (2016). Models and applications for measuring the impact
of health research: Update of a systematic review for the Health
Technology Assessment programme. Health Technology
Assessment (Winchester, England), 20(76), 1-254. https://doi.
0rg/10.3310/hta20760

Rolleston, A. K., Cassim, S., Kidd, J., Lawrenson, R., Keenan, R., &
Hokowhitu, B. (2020). Seeing the unseen: Evidence of kaupapa
Maori health interventions. AlterNative: An International
Journal of Indigenous Peoples, 16(2), 129-136. https://doi.
org/10.1177/1177180120919166

Rowe, G., & Wright, G. (2001). Expert opinions in forecasting: The
role of the Delphi technique. In J. S. Armstrong (Ed.), Principles of
Forecasting: A Handbook for Researchers and Practitioners (pp.
125-144). Springer US. https://doi.org/10.1007/978-0-306-
47630-3_7

Schmidt, B., Gillie, P., Caco, C., Roberts, J., & Roberts, R. (1999). Do
sick newborn infants benefit from participation in a randomized
clinical trial? The Journal of Pediatrics, 134(2), 151-155.

Shen, L.-J., Chou, H., Huang, C.-F., Chou, G.-M., Chan, W. K., & Wu,
F.-L. L. (2011). Economic benefits of sponsored clinical trials
on pharmaceutical expenditures at a medical center in Taiwan.
Contemporary Clinical Trials, 32(4), 485-491. https://doi.
0rg/10.1016/j.cct.2011.04.003

Singh, B., Ryan, H., Kredo, T., Chaplin, M., & Fletcher, T. (2021).
Chloroquine or hydroxychloroquine for prevention and treatment of
COVID-19. Cochrane Database of Systematic Reviews, 2. https://
doi.org/10.1002/14651858.CD013587.pub?2

Slevin, M., Mossman, J., Bowling, A., Leonard, R., Steward, W., Harper,
P., Mclllmurray, M., & Thatcher, N. (1995). Volunteers or victims:
Patients’ views of randomised cancer clinical trials. British Journal
of Cancer, 71(6), 1270-1274. https://doi.org/10.1038/
bjc.1995.245

Sulmasy, D. P., Astrow, A. B., He, M. K., Seils, D. M., Meropol, N. J.,
Micco, E., & Weinfurt, K. P. (2010). The culture of faith and hope:
Patients’ justifications for their high estimations of expected
therapeutic benefit when enrolling in early-phase oncology trials.
Cancer, 116(15), 3702-3711. https://doi.org/10.1002/
cner.25201

Sussex, J., Feng, Y., Mestre-Ferrandiz, J., Pistollato, M., Hafner, M.,
Burridge, P., & Grant, J. (2016). Quantifying the economic impact
of government and charity funding of medical research on private
research and development funding in the United Kingdom. BMC
Medicine, 14(1), 32. https://doi.org/10.1186/s12916-016-
0564-z

The RECOVERY Collaborative Group. (2020). Effect of
hydroxychloroquine in hospitalized patients with Covid-19. New
England Journal of Medicine, 383(21), 2030-2040. https://doi.
0rg/10.1056/NEJM0a2022926

UK Clinical Research Collaboration. (2020). UK Health Research
Analysis 2018. Medical Research Council. http://hrcsonline.net/
wp-content/uploads/2020/01/UK-Health-Research-Analysis-
2018-for-web-v1-28Jan2020.pdf

Verheggen, F. W. S. M., Nieman, F., & Jonkers, R. (1998). Determinants
of patient participation in clinical studies requiring informed
consent: Why patients enter a clinical trial. Patient Education and
Counseling, 35(2),111-1925.

Wendler, D., Krohmal, B., Emanuel, E. J., Grady, C., & ESPRIT Group.
(2008). Why patients continue to participate in clinical research.
Archives of Internal Medicine, 168(12), 1294-1299. https://doi.
org/10.1001/archinte.168.12.1294

Wendler, D., & Rid, A. (2017). In defense of a social value requirement
for clinical research. Bioethics, 31(2), 77-86. https://doi.
0rg/10.1111/bioe.12325

WHO. (2022). International Clinical Trials Registry Platform (ICTRP).
World Health Organization. https://www.who.int/clinical-trials-
registry-platform

Wilson, D. (2008). The significance of a culturally appropriate health
service for Indigenous Maori women. Contemporary Nurse, 28(1-
92),173-188. https://doi.org/10.5172/conu.673.28.1-2.173

Wong, W. B., Ramsey, S. D., Barlow, W. E., Garrison, L. P., & Veenstra,
D. L. (2012). The value of comparative effectiveness research:
Projected return on investment of the RxPONDER trial (SWOG
$1007). Contemporary Clinical Trials, 33(6), 1117-1123.
https://doi.org/10.1016/j.cct.2012.08.006

Enhancing Aotearoa New Zealand Clinical Trials

40



UNIVERSITY OF
AUCKLAND LIGGINS

Waipapa Taumata Rau

—_ INSTITUTE
NEW ZEALAND

Find out more

Phone: +64 9 923 6691

Email: director@liggins.auckland.ac.nz
www.liggins.auckland.ac.nz

Visit us

Liggins Institute

Building 505, 85 Park Road
Grafton, Auckland, New Zealand

Write to us

Liggins Institute

University of Auckland

Private Bag 92019, Victoria Street West
Auckland 1142, New Zealand

UNIVERSITY
of

OTAGO

’ ! Te Whare Wananga o Otago
NEW ZEALAND

Find out more

Phone: 0800 80 80 98

Email: university@otago.ac.nz
www.otago.ac.nz

Visit us

362 Leith Street

North Dunedin

Dunedin 9016, New Zealand

Write to us

University of Otago

PO Box 56, Dunedin 9054
New Zealand



