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The value proposition of investigator-initiated 
clinical trials conducted by networks
Investigator-initiated trials run by clinical trial networks provide net economic benefits to 
health systems

Delivery of optimal health care relies on evidence 
from randomised clinical trials, among other 
factors, to inform best practice. While the 

generation of such evidence requires resources, both 
national and international assessments of health and 
economic benefits resulting from medical research 
indicate large returns on investment.1-3 In Australia, 
during the decade 2006–2015, more than 10 000 
clinical trials were conducted through Australian 
clinical trials networks (CTNs), including more than 
5 million participants, ranking Australia in the top 
tier of clinical trial activity.4 Industry-funded clinical 
trials accounted for an estimated $930 million of the 
total $1.1 billion spent annually on clinical trials, 
with National Health and Medical Research Council 
(NHMRC) funding accounting for about $164 million 
annually.4 While the proportion of funding for non-
industry-sponsored investigator-initiated clinical trials 
(IITs) is relatively small, these studies account for more 
than half of Australia’s clinical trial activity.4 This 
study funding balance is similar to what is reported 
elsewhere.5

In Australia, IITs conducted by Australasian CTNs 
have had a major impact on the improvement of health 
care quality and outcomes around the world.6,7 IITs 
are designed and conducted by independent clinicians 
and academic researchers to generate clinical evidence 
to improve health care. Benefits are multilayered and 
not restricted to the discovery of new therapies. Much 
of the benefit comes from identifying and addressing 
uncertainty in existing practices; evaluating a range 
of treatment options that address key unanswered 
questions free of commercial imperatives, identifying 
alternative and potentially more efficient diagnostic 
strategies; and identifying more effective models of 
care or expensive interventions that are no more active 
than the lower cost alternative.

Australasia has large, geographically dispersed CTNs 
across multiple clinical areas,8 with many more having 
been launched since the original report (personal 
communication Australian Clinical Trials Alliance 
[ACTA]). Between one-quarter and one-third of all 
Australian Government-funded NHMRC support for 
clinical trials between 2004 and 2014 was awarded 
to IITs conducted by an established CTN.8 CTNs 
ensure clinically important, high priority and relevant 
research questions are appropriately conducted and 
provide efficiency through established infrastructure. 
Within Australasia, CTNs are widely regarded as key 
drivers of innovation and represent good value for 
public investment.8

Although the Australian Government invests in IITs 
and the CTNs that coordinate them, their value has not 
been well characterised. Governments are increasingly 

looking to systematically integrate activities that 
generate high quality evidence (such as IITs) with other 
aspects of the health care system (such as measurement 
of health outcomes or development of safety and 
quality policies) to build self-improving, sustainable 
systems (Box). Understanding the potential return on 
investment is therefore paramount.

In 2015, ACTA and the NHMRC profiled 37 established 
CTNs in Australia.8 Subsequently, a cost–benefit 
analysis for the profiled networks was calculated 
for those that i) were operational for more than 10 
years; ii) had conducted more than five high impact 
peer-reviewed IITs where an influence (or potential 
influence) on clinical practice and/or policy were 
identified (maturity); iii) received a significant 
proportion of funding from Australian funders (local 
investment); and iv) were available to participate 
(feasibility) in this analysis.9

Three CTNs that had conducted a total of 25 IITs 
were included in the analysis: the Australasian 
Stroke Trials Network (ASTN), the Interdisciplinary 
Maternal Perinatal Australasian Collaborative Trials 
(IMPACT) Network, and the Australian and New 
Zealand Intensive Care Society Clinical Trials Group 
(ANZICS CTG). Gross economic benefits across these 
CTNs were almost $2 billion, with the majority due to 
improvements in patient health outcomes ($1.4 billion),  
and 30% due to avoided health service costs — $453 
million from the difference in outcomes and $127 
million from differences in service costs. Gross 
costs, which included the cost of running the CTN, 
coordinating centre costs and the cost of running 
the entire IIT program in each CTN, were about $335 
million, with most of those costs being for the IIT 
program itself (accounting for 73% of total costs). 
The benefit to cost ratio was 5.8:1 if findings from 
the 25 IITs were implemented in 65% of the eligible 
Australian population for one year.9

Similar findings have been reported internationally, 
with studies in the United States reporting a benefit 
to cost ratio of 4.2:1 over 10 years.3 In the United 
Kingdom, randomised clinical trials funded under 
the National Institute for Health Research health 
technology assessment program were expected to 
have a net benefit of £3 billion, with just 12% of this 
benefit required to cover the costs for all research 
undertaken.10

In the Australian analysis, funding provided to run 
a portfolio of IITs did not cover the total costs within 
either a CTN or at an individual IIT level, and in-kind 
support was relied upon to make up the shortfall. 
The NHMRC funding received by all Australasian 
CTNs between 2004 and 2014 was represented by just 

The joint ACTA/
ACSQHC Working 

Group

john.zalcberg@
monash.edu

doi:10.5694/mja2.50935

mailto:john.zalcberg@monash.edu
mailto:john.zalcberg@monash.edu


160

Perspectives
M

JA
 2

14
 (4

) ▪
 1 

M
ar

ch
 2

02
1

160

9% of the $2 billion gross benefit.9 The magnitude of 
avoided health care costs appears large, reflecting 
the size of health care expenditure. The Australian 
analysis highlighted the importance of in-kind 
support within CTNs not only to sustain the viability 
of the CTNs but for their ability to conduct individual 
IITs.9 The total quantum of site level, in-kind support 
could not be quantified accurately during the study. 
However, this support was described as being 
finite, at capacity in many instances, and at risk 
of exhaustion. From a sustainability perspective, 
the reliance on in-kind support is concerning, and 
undermines the timeliness, volume and international 
competitiveness of clinical research in Australasia. 
Anecdotal evidence from interviews suggested that 
site level in-kind support represents up to a 50% 
increase in trial funding.

Late-phase IITs conducted by CTNs deliver 
better health outcomes and health service value 
through a variety of mechanisms. Importantly, 
IITs play a critical role in addressing clinically 
significant questions, influencing guidelines, and 
identifying ways to improve safety and quality 
and opportunities for more efficient resource use. 
As stated in a scoping review, IITs “can also yield 
a substantial knowledge return on investment 
for hospitals and institutions that actively engage 
in trials, including the following: more skilled 
clinicians and increased research capacity, improved 
patient outcomes, and better health system 
performance. Also, the difference in cost of care for 
trial and non-trial patients can be negligible”.11

Large increases in the benefit to cost ratio could 
be realised through relatively small increases in 
implementation rates. Research to identify the 

barriers and enablers of trial 
implementation should allow IITs 
to be translated more effectively 
into frontline health care delivery. 
But, intuitively, the conduct of 
potentially practice-changing IITs 
through CTNs is likely to enhance 
implementation rates, as these 
virtual, nationwide consortia of 
clinicians are likely to involve a 
majority of the relevant clinical 
community. Hence, the reasonable 
assumption that clinicians who 
participate in IITs are more likely 
to implement trial results in their 
own practice and to translate 
new knowledge to their clinical 
colleagues.

What we do not yet know is the 
extent to which IITs translate 
into routine practice. This is 
rarely measured or monitored 
in Australia. Measures of 
implementation should be 
incorporated routinely into 
IIT design, particularly for 
randomised clinical trials that 
are arguably more likely to result 

in clinically significant and potentially practice-
changing findings.

Notwithstanding the clear economic benefit 
demonstrated for the 25 trials conducted by the 
selected group of three CTNs, it might be possible to 
reduce trial costs further. The overall cost of trials is 
a complex, multilayered issue, particularly as small 
pilot studies are often required to demonstrate the 
feasibility of recruitment. But combined with the 
push to answer key questions more quickly especially 
for the seriously or critically ill patients, such 
considerations have been drivers in implementing 
newer adaptive trial designs, which have flexible 
sample sizes that might reasonably be expected to 
reduce clinical trial costs.12

The analysis conducted of the three selected CTNs 
represents the first such analysis conducted of 
the role of CTNs in the Australian health sector. 
Despite the limitations of the analysis, it is clear 
further investment in existing CTNs, as well as 
therapeutic areas for which there are no CTNs at 
present, is warranted. This needs to be done in a 
manner that seeks operational efficiencies, including 
consolidation of infrastructure and the means to 
ensure engagement with geographically dispersed 
health services to improve patient access to trials 
across communities.11

In conclusion, there is potentially enormous, 
and arguably untapped, value in investing in 
IITs conducted by CTNs, as they provide net 
benefits to health care systems. However, the exact 
return on investment is contingent on the level 
of implementation. Further work in this regard is 
warranted.

A self-improving, sustainable health care system
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So, where to from here? High quality health systems are 
reliant on a strong clinical trials sector. In particular, 
the role of IITs run by CTNs is paramount in order 
to address clinically important questions, especially 
those that relate to health care variation. Clinical trial 
infrastructure needs to be strengthened, and we must 
endeavour to reduce reliance on in-kind funding to 
ensure that the sector remains viable. Finally, we must 
strive to maximise implementation of trial findings to 
optimise current investment in the sector.
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