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       AGENDA 

 ANZCA Clinical Trials Network 

 Investigator initiated clinical trials in Anaesthesia 

 Funding sources – NHMRC, College Foundation, hospital 
grants / awards 

 Trial management – Project Office perspective 
– ETHICS and governance 

– CTRA negotiation 

– CTNs 

 NMA – past, present, future? 
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DISCLAIMER 

 

The views and opinions expressed in this presentation are 
based on our individual and collective experiences only and 
we encourage our colleagues and peers in this room to 
share your experience at the end of this session as there 
may be discipline specific issues that we have not addressed 
today. 
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CELEBRATING OVER 20 YEARS IN ANAESTHESIA RESEARCH 
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#
15 multicentre trials

across 130 sites in

12 countries 

33 million 
in total research 

funding
$ 33,234

patients randomised 

into ANZCA trials

AT A GLANCE 
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SITES 



5%
7%

10%

12%

17%
20%

29%

CTN participating site

Vic NSW
QLD WA
SA Tas
ACT NT

Australian sites  

Vic – 12 

NSW – 8 

QLD – 7 

WA – 5 

SA – 4 

Tas – 3 

ACT – 2 
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ANZCA CTN Trials 

Completed Trial

ANZCA Research Grant MASTER

ANZCA Research Grant B-Aware

POISE

ANZCA Research Grant ENIGMA

ANZCA Research Grant REASON

ANZCA Research Grant ENIGMA II

POISE-2

Neurovision

ISOS

Current Trials

ANZCA Research Grant ATACAS

ANZCA Pilot Grant BALANCED

ANZCA Pilot Grant RELIEF

ANZCA Research Grant METS

PADDI

ANZCA Pilot Grant ROCKET
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ENIGMA II 

 Large, multicentre 5 year trial  

 7106 patients in 45 hospitals worldwide 

 Long term effects of nitrous oxide in patients with coronary 
artery disease undergoing major surgery 

 Primary outcome – composite of death and cardiovascular 
complications 

 
1,395 

525 

2,653 

631 

283 
32 

141 315 

1,137 
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PADDI Trial 

Perioperative ADministration of Dexamethasone 
and Infection  

 N = 8880 

 Dexamethasone 8mg or placebo 

 Inclusion criteria 
– Adult patients, skin incision >5cm, surgery over 2hr, 

minimum hospital stay of 1 night 

 Primary outcome 
– Surgical site infection within 30 days of surgery 

Largest value NHMRC project grant in 2014  
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ITACS Trial 

IV iron for Treatment of Anaemia before Cardiac Surgery 

 

 N = 1000 

 Inclusion criteria 
– Adult patients with anaemia undergoing elective surgery 

 Primary outcome 
– Days alive out of hospital to 30 days of surgery 
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Ethics & Governance processes... 

Trial Total sites 
(countries) 

No. sites in 
Aus 

Ethics approach 

MASTER 25 (6) 18 site based 

B-Aware 21 (5) 17 site based 

POISE* 190 (23) 15 site based 

ENIGMA 24 (5) 14 site based 

REASON 23 (2) 22 site based 

ENIGMA II 45 (10) 18 site based 

POISE II* 135 (23) 18 state based 

ATACAS 37 (8) 14 state based 

Balanced* 76 (8) 28 SERP  

RELIEF 70 (6) 38 SERP 

PADDI 70**(5) 56** NMA 

ITACS 32**(5) 12** NMA 

*     international project office 
**   EOIs received 
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Ethics applications in the 90s 



Multiple ethical review 

• Printed copies 

• Costs – Postage, paper, 
time 

• Individual site queries 

 



Multiple ethical review 

 

 

Principal 

Investigator

Ethical 

review 

conducted 

by HREC

Research 

governance 

assessment 

Multiple Ethical Review
•

Coordinating Investigator (CI) and/or the Principal Investigator(PI) at each participating institution submits an ethics application to multiple HRECs.

•
Each institutional HREC conducts its own ethical review of the research proposal (i.e. multiple ethical review occurring for oneresearch proposal).

•
Coordinating Investigator has to handle requests from multiple HRECs.

•
The CI receives the outcome of multiple ethical reviews and may be required to enter into dialogue with all HRECs to achieve a consensus position.

Key

Communication flow of ethics and/or research governance 

information between stakeholders involved in multi-centre research

Coordinating 

Investigator

Principal 

Investigator

Ethical 

review 

conducted 

by HREC

Research 

governance 

assessment 

Principal 

Investigator

Ethical 

review 

conducted 

by HREC

Research 

governance 

assessment 



Multiple ethical review 

Project 
Office 

Site 2 

Ethics 

Governance 

Site 17 

Ethics 

Governance 

Site 16 

Ethics 

Governance 

Site 15 

Ethics 

Governance 

Site 14 

Ethics 

Governance 

Site 13 

Ethics 

Governance 

Site 12 

Ethics 

Governance 

Site 11 

Ethics 

Governance 

Site 10 

Ethics 

Governance 

Site 9 

Ethics 

Governance 

Site 8 

Ethics 

Governance 

Site 7 

Ethics 

Governance 

Site 6 

Ethics 

Governance 

Site 5 

Ethics 

Governance 

Site 4 

Ethics 

Governance 

Site 3 

Ethics 

Governance 

Site 2 

Ethics 

Governance 

Site 1 

Ethics 

Governance 



Multiple ethical review 
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Single ethical review 

 

 

Coordinating 

Investigator

Principal 

Investigator

Research governance 

assessment 

Single Ethical Review
•

Coordinating Investigator (CI) submits an ethics application to one HREC that is using certified ethical review processes.

•
One HREC conducts an ethical review of the research proposal (i.e. single ethical review occurring for one research proposal).

•
CI receives the response of one HREC.

•
Principal Investigators at each participating institution provide the outcome of the single ethical review to their respective institution.

•
Each participating institution uses the outcome of the single ethical review and their site-specific research governance information to determine 

whether or not research will commence at their institution.Single ethical review 

conducted by HREC 

using certified ethical 

review processes

Principal 

Investigator

Research governance 

assessment 

Principal 

Investigator

Research governance 

assessment 

Key

Communication flow of ethics and/or research governance 

information between stakeholders involved in multi-centre research



19 

National Mutual Acceptance – The Principles 

 Efficiency – agreed timeframes for processes and procedures are 

adopted in all jurisdictional systems 

 Trust – the single ethics review of a multi-centre research proposal is 

accepted by institutions without re-review by their institutional HREC 

 Respect – the National Approach accommodates the differences in 

jurisdictional statutory and administrative frameworks and institutional 
arrangements 

 Compliance – single ethics review of multi- centre human research 

meets the requirements of the National Statement to protect human 
research participants as well as meeting relevant jurisdictional statutory 
and administrative frameworks 

Source:  www.nhmrc.gov.au/health-ethics/national-approach-single-ethical-
review/what-meant-single-ethics-review 
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National Mutual Acceptance - Benefits 

 

 

 Time from ethics review application to study start-up is shortened 
(savings in human and monetary resources) 

 Australia’s attractiveness as a place for international investment in 
commercially sponsored clinical trials is enhanced 

 Public confidence in the rigour of Australia’s system of ethics review is 
increased due to the standardisation of ethics review processes 

 Roles and responsibilities are transparent 

 

Q: Is there are gap between this theory and practise? 

Source:  www.nhmrc.gov.au/health-ethics 
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Can we see the benefits yet? 
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ANZCA CTN Trial - revisited 

Trial Total sites 
(worldwide) 

No. sites in 
Aus 

Ethics approach 

MASTER 25 (6) 18 site based 

B-Aware 21 (5) 17 site based 

POISE* 190 (23) 15 site based 

ENIGMA 24 (5) 14 site based 

REASON 23 (2) 22 site based 

ENIGMA II 62 (10) 18 site based 

POISE II* 135 (23) 18 state based 

ATACAS 37 (8) 14 state based 

Balanced* 76 (8) 28 SERP  

RELIEF 70 (6) 38 SERP 

PADDI 70**(5) 56** NMA 

ITACS 32**(5) 12** NMA 
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Despite the changes… 
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Challenges then… 

 Duplication at individual sites 

 Resource intensive 

 Increased burden on ETHICS committees and CPI 
– Queries / clarifications 

– Multiple reviews 

 Time to site start up 

 Effort to coordinate between sites 

 Lack of universal regulation 
– Site specific  

– Hard as manager to keep abreast of the various site specific 
regulations 
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Current state 

 All states and territories (however not completed rolled 
out) 

 NEAF accepted by all 

 Site specific documents (state regulations) 

 E-signatures  

 Inconsistencies between reporting SAEs  due to trial / site 
specific requirements 

 Private hospitals not part of NMA 
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Are there still challenges? 
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The future… 

 Agreement to use the Universal database platforms 
– ethicsforms 

– AuRED 

 Increased support and training for use of these national 
systems 

 Get rid of paper 

 CTRAs 

 CTN/CTX – TGA notifications 
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Thank you 


