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The ethics approval process for multisite 
research studies in Australia: changes sought 
by the Australian Genomics initiative
Australian Genomics is calling for a change in research ethics and governance frameworks

Australian Genomics is a national initiative 
building evidence to ensure the effective 
implementation of genomic medicine into 

Australian health care (www.austr​alian​genom​ics.org.
au). The research program is embedded in clinical 
practice, with 5000 patients with rare diseases and 
cancers being prospectively recruited for genomic 
testing into clinical flagship projects through 31 
hospitals across Australia (Box 1). Achieving national 
recruitment will ensure that the clinical, diagnostic 
and research pathways are developed through the 
infrastructure and workforce in each jurisdiction. 
We initiated the research ethics and governance 
approval process for our multisite human research 
project, which was eligible for single ethical review 
by one Human Research Ethics Committee under 
the Australian National Mutual Acceptance (NMA) 
framework (Box 2), and recorded details relating to 
our experience in navigating the research ethics and 
governance system. This included any site-specific 
assessment (SSA) requirements, review time, personnel 
costs, and causes of delay.

When NMA was introduced, it was envisaged that 
the reform would consolidate a nationalised ethics 
review system.1 Internationally, Australia’s NMA 
ethics review process has been lauded as a streamlined 
system, leading the way for other countries.2,3 In the 
United States and Canada, the institutional review 
board system requires researchers to apply to each 
institution in a multicentre study. Researchers report 
little harmonisation in application requirements, 
considerable expense and time to prepare applications, 
and a lack of consistency in institutional review 
board response to projects in multicentre studies.2 
However, Canada and the US have initiated single 
multisite review systems. Implementation in Canada 
will be relevant to Australia’s situation, as they share 
a similar federated model of government. Until 
recently, in the United Kingdom, multicentre studies 
were served by Research Ethics Committees, with 
local Research Ethics Committees charged with 
subsequently reviewing projects for local issues. Three 
years after the introduction of this system in 1997, 
one study, in which a multicentre Research Ethics 
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1  Australian map showing the clinical sites across all jurisdictions where Australian Genomics sought ethics and 
governance approvals for participant recruitment
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Committee-approved project was then propagated 
to 125 local Research Ethics Committees, found that 
while approval times had improved, 67% of changes 
requested by local Research Ethics Committees 
were considered non-local and thus outside their 
prerogative. Issues also remained around costs to 
prepare applications and transparency of information 
for researchers.4 These issues resonate with our 
experience of NMA in Australia. In 2015, a new Health 
Research Authority run by the National Health Service 
and backed by new legislation was introduced in 
the UK to manage ethics approvals nationally, in a 

model reform Australia could consider. The Human 
Heredity and Health in Africa initiative is undertaking 
the ethics review process for genomic studies across 
Africa. A recent report on the challenges faced by this 
initiative suggested that the main barrier to ethics 
approval is a lack of genomic expertise within ethics 
committees.5 With increasing international data 
sharing efforts, internationally compatible solutions to 
research ethics issues need to be developed. The Global 
Alliance for Genomics and Health has developed an 
ethics review recognition policy,6 and Australia could 
continue to demonstrate leadership internationally if 

2  A generalised representation of the process in Australia for review of multisite human research studies under the 
National Mutual Acceptance scheme, where ethics review is undertaken by a single Human Research Ethics 
Committee (HREC) and subsequent site-specific assessment (SSA) is performed by Research Governance Offices 
(RGOs)*

HREA = Human Research Ethics Application; NEAF = National Ethics Application Form. * HREC processes are outlined in red, and SSA processes in blue. The review 
cycle indicated on the right for HREC and SSA can occur multiple times. ◆
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remaining challenges to multijurisdictional 
research were addressed.

The Australian Genomics experience

The review undertaken by a Human 
Research Ethics Committee is an essential 
process to ensure that research is conducted 
in an ethical manner and to protect the 
wellbeing of human research participants. 
The Human Research Ethics Committee 
application and scientific and ethical review 
of the project was robust and progressed in 
a clear, structured and timely manner. We 
found the SSA application requirements 
less clear, and they differed significantly 
from site to site (Supporting Information, 
table 1). In many instances, sites undertook 
a process that recapitulated the scientific 
and ethical review already conducted by 
the Human Research Ethics Committee 
under NMA, with site approval sometimes 
conditional upon site-specific changes. 
This is unnecessary duplication as there is 
no evidence that multiple ethical reviews 
increase the quality of evaluation or correlate 
with improved participant protection.2,3,7

From May 2016 to June 2018, we applied to five 
separate Human Research Ethics Committees 
and managed the SSA and governance process 
to the point of approval for study recruitment 
in 28 of the 31 planned recruitment sites. 
We submitted eight amendments to the lead 
Human Research Ethics Committee which 
were subsequently submitted to individual 
sites for governance review. An estimated 
3.2 full time equivalent staff were dedicated 
to gaining ethics and site approvals, at a 
cost of $831 850 (Box 3, A). The median SSA 
application to approval time was 59 days 
across the 28 established sites (minimum 4 
days, maximum 221 days) (Box 3, B).

Site-specific legal review of Research 
Collaboration Agreements was identified by 
us, and others,8,9 as the component of SSA 
that takes the greatest time. To expedite these 
processes, a standard Medicines Australia 
Collaborative or Cooperative Research 
Group was developed; however, legal review 
and negotiation of study-specific schedule 
information took 5 months, which resulted 
in times to SSA approval of 166 and 221 days 
for two sites. A multi-institute agreement 
involving the 37 institutions that were party 
to the original Australian Genomics grant (fully 
executed in 7 weeks in 2016) included six recruitment 
sites. Where sites were already party to this multi-
institute agreement, the research governance process 
was significantly more efficient (25 days compared 
with 75 days; P = 0.001) (Box 3, C).

At three sites, delays in obtaining approvals resulted 
in reallocation of funding for genomic sequencing to 

already approved sites in order to meet recruitment 
targets and study timelines. Therefore, patients from 
sites granting approval slowly were unable to benefit 
from genomic testing through the research program.

We also experienced changes to online ethics 
management systems during the life of the Australian 
Genomics program. For example, Western Australia 

3  Investment in personnel by Australian Genomics to achieve 
ethics and governance approvals calculated by time spent by 
each project coordinator or officer between May 2016 and 
June 2018 on an anual salary of $127 000 including oncosts, 
reported in full-time equivalent (FTE) (A). Time to achieve 
governance at individual recruitment sites in Australia, from 
date of application submission to when the approval letter 
was received (B). The effect of legal review of the Research 
Collaboration Agreement (RCA) on length of time to achieve 
site-specific assessment (SSA) approval (C)*

ACT = Australian Capital Territory; FTE = full-time equivalent; MIA = multi-institute agree-
ment; NSW = New South Wales; Qld = Queensland; SA = South Australia; Tas = Tasmania; 
Vic = Victoria; WA = Western Australia. * Sites already party to the previously executed 
multi-institute agreement experienced more rapid approval times (P = 0.001). ◆
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introduced an online Research Governance System that 
requires sequential collection of electronic signatures 
by research and organisation staff, causing delays as 
signatures cannot be sought concurrently. In 2018, 
New South Wales, Victoria and Queensland also 
introduced their own online management systems. 
The introduction of new systems is another barrier, 
as they undergo improvements and are gradually 
implemented.

Our recommendations

We have developed a series of recommendations that, 
if adopted, could facilitate improvement in research 
ethics and governance processes in Australia (Box 4).

Many of our recommendations relate to 
implementing intended National Health and Medical 
Research Council (NHMRC) NMA policies that have 
not yet been achieved; for example, expanding NMA 

to non-participating states. We also recommend 
enforcing adherence to the principles of the NMA 
framework, such as rules around duplication of ethics 
review.

Other recommendations we suggest are built 
upon new policy and research. The Productivity 
Commission report on data availability and use 
in Australia10 gives examples in which Australian 
researchers experienced up to 6-year periods from 
applying for health data to receiving them. This is 
a critical barrier to performing population-based 
health studies and cost analysis for new health and 
medical services. The report put forward a series 
of well considered recommendations, which we 
support, such as the appointment of a national data 
custodian to oversee jurisdictional data collections.

Sharing de-identified patient genomic and health data 
across state and national borders has major benefits 

4  Recommendations to improve research ethics and governance (REG) processes in Australia, drawing from the 
Australian Genomics experience, the Productivity Commission report on data availability and use10, and reports 
and policies developed by the Global Alliance for Genomics and Health (GA4GH)

1.1 National Mutual Acceptance (NMA) framework

•	 Develop more clearly defined HREC credentials. For example, where a HREC puts forward a new category and self-nominates 
for credentialing, all other HRECs should be given the opportunity to show their competence in reviewing under that category 
at the same time. Data linkage as a stand-alone category needs to be clarified, and HRECs should be immediately advised on the 
requirements to achieve certification for approving data linkage applications

•	 Explore the implementation of one overarching national HREC with national “floating” membership to allow committees to meet 
more regularly and with access to members with specific expertise. This would also limit bias to locally reviewed research

1.2 Site-specific assessment (SSA) framework

•	 Avoid RGOs duplicating the ethical review of a project. To ensure that they do not ask questions already addressed, it may be useful 
to provide details of the ethics review process including all correspondence

•	 Better resource and provide guidelines for legal review services in public hospitals, or implement a suite of agreement templates 
(provided by the NHMRC) reflecting different research collaboration structures to ameliorate the risk of novel agreements, and 
avoiding the need for legal scrutiny for each Research Collaboration Agreement

•	 Standardise the SSA approval system to increase efficiency and transparency
•	 Increase clarity on the roles of REG personnel in public research institutions and hospitals. Furthermore, resources should be 

distributed in an equitable manner to ensure that new research projects Australia-wide have the opportunity to contribute to 
research

•	 Implement national training programs for RGOs to ensure competency and consistency in policies and procedures for NMA 
participating institutions

1.3 Administration

•	 Reduce administrative requirements on investigators, including the duplication of forms, request for hard copies of documents and 
provision of multiple signatures

•	 Introduce a national advisory body providing pre-application advice on selection of the most suitable HREC for individual projects, 
including their capacity for reviewing new projects. In addition, have the time taken to review projects by HRECs and RGOs made 
publicly available and regularly reported

•	 Reinstate a single, national online REG application management system

1.4 Implementation of policy and guidelines

•	 Fully implement the remaining recommendations of NMA:
▶	 accept ethical and scientific review carried out by an NHMRC-credentialed HREC, unless justifiable reasons are presented to the 

lead HREC and research principal investigator; and
▶	 include Tasmania and the Northern Territory in the NMA framework and all certified private HRECs

•	 Implement the recommendations of the Productivity Commission’s findings on data access and use:10

▶	 develop clear guidance for custodians for access and release of health data;
▶	 appoint a national data custodian, with an advisory board and ethics adviser, to oversee access to jurisdictional data collections; 

and
▶	 establish “trusted user” status for appropriately accredited organisations who frequently request access to data collections

•	 Recognise and implement the recommendations of the GA4GH policy on ethics recognition, particularly where broadly applicable to 
health research. Specific examples include:
▶	 HRECs seek advice from specialist referees for reviewing projects with specialist or unique ethical considerations;
▶	 harmonisation of forms;
▶	 HREC review and decision letters should be made available to other HRECs reviewing the same project and RGOs; and
▶	 “Common elements of ethics review” could be transformed into a checklist to ensure standardised review across HRECs4

•	 Expand the principles of policies developed in the clinical trials space to other human research projects, as they are implemented

GA4GH  =  Global Alliance for Genomics and Health; HREC  =  Human Research Ethics Committee; NHMRC  =  National Health and Medical Research Council; 
RGO = Research Governance Office. ◆
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for individual patient care by increasing diagnostic 
rates and accuracy and facilitating targeted and more 
effective interventions.11–13 Australian Genomics 
commissioned legal advice on the Australian 
jurisdictional privacy laws to map health data sharing 
capabilities across Australia. The report found that, 
with appropriate informed consent, there should be no 
barriers to sharing data if different jurisdictions have 
equivalency in privacy laws, which Australian states 
and territories have.

The Global Alliance for Genomics and Health has 
addressed multijurisdictional ethics review through 
its Ethics Review Recognition Policy, the goal being 
to “foster recognition of extra-jurisdictional ethics 
reviews and improve the consistency thereof, as well 
as to promote efficient and responsible health-related 
data sharing for human health and wellbeing”.6 The 
policy points out that despite the evolution of large, 
international data sharing research initiatives, there 
has been no co-evolution of research ethics processes. 
Mapping equivalency in international privacy laws 
and ethical standards will be important to achieving 
this goal.

The Council of Australian Governments is supporting 
the development of a National Clinical Trials 
Governance Framework in an effort to encourage 
more clinical trials in Australia. The Framework, 
which has been the subject of national consultation in 
2019, is anticipated to facilitate expedition of research 
ethics and governance processes for clinical trials. The 
principles of the Framework may be applied to other 
multisite clinical research studies.

Conclusion

Before the introduction of the NMA, Australia’s research 
ethics and governance review systems for multisite 
projects were scrutinised,1,9,14 and many of the challenges 
remain working within the NMA framework.15 While we 
support the continued development and implementation 
of NMA, it must be recognised that it is not yet 
functioning to its potential efficiency. Most NHMRC-
funded research would not have the time or financial 
resources to build this national approach to patient 
recruitment, which limits the capabilities of health 
research in Australia. Research ethics and governance 
processes need to be flexible, devoid of repetition and 
administrative burden if Australia is to keep the health 
systems informed by research and remain competitive 
on the global research stage.
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