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Overview

e NHMRC Clinical Trials Centre

* Australian expertise and experience In
delivering high quality investigator lead
clinical trials

 \Why Australia can not afford not to
undertake clinical trials

* Highlight strengths and opportunities to
reduce cost, remove obstacles, and fund
Important clinical trials research
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NHMRC CTC:
Translating trial evidence into practice

Systematic
Reviews

/ \

Health Care Evidence-based
Evaluation ideli
Guidelines

randomised trials
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Translating Evidence

Practice & Health into Practice:
Outcomes ( communication, education
& policy
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NHMRC Clinical Trials Centre
Organisation

 About 120 staff with backgrounds in 1
— Clinical trials / epidemiology
— Biostatistics
— Data management / Trial Management
— Information systems
— Administrative
— Health technology assessment

« Work in collaboration with
— Clinical investigators / study nurse coordinators
— National and international trial groups
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Education/Training and Support

« Short-courses in clinical trials
 School of Public Health, University of Sydney
 Placements for post-graduate students

e Biostatistics Collaboration of Australia

— Addressing the need for highly skilled
biostatisticians

— Multiple universities collaborating to develop and
deliver a single specialist program

e Support researchers plan and initiate clinical
trials

— www.outreachclinicaltrials.org.au
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www.outreachclinicaltrials.org.au

CTC Clijcrezier)
Providing support for Australian clinical trials researcn

""""""""""""""""""" CTC Outreach i1s a research support program designed to promote high-guality
_______________________________ clinical trials in currently unsupported clinical areas. It also provides support for
How we can help chinicians and researchers looking to develop their skills in clinical tnals

methods.

------------------------------- The program is funded by the National Health and Medical Research Council of
About the CTC Australia (NHMRC) and was initiated by the NHMRC Clinical Trials Centre
(University of Sydney).




Clinical Trials Activities and CTC Roles

Regional Total
Trial recruitment  recruitment CTCrole
GUSTO-I 2 287 41 021 Int Mgt Cttee, AUS coordination
GUSTO-II 1264 1 2500 Int Mgt Cttee, AUS coordination
PARAGON-A 424 2 282 Int Mgt Cttee, AUS coordination
PARAGON-B 494 7 225 Int Mgt Cttee, AUS coordination
SYMPHONY 765 9 243 Int Mgt Cttee, AUS coordination
SECOND SYMPHONY 433 6 637 Int Mgt Cttee, AUS coordination
HERO-2 17073 17 073 Int Mgt Cttee, Int Stats Centre
LIPID 9014 9014 Co-PlIs, Coordinating centre
FIELD 9 795 9 795 PlIs & Coordinating centre
ASPIRE/INSPIRE 250 400 Pls, Coordinating centre
INIS 1010 2072 Pls, ANZ Coordinating centre
BOOST-2 1200 1200 Pls, Coordinating Centre
Cancer Trials 11 166 39 781 \Various roles
Total >60,000 181 935




Cancer Clinical Trials Activities and CTC Role

Regional Total
Trial (examples) recruitment  recruitment CTCrole
IBIS 2674 7 154 ANZ randomisation centre
Adjuvant Breast Cancer 2 987 35842 ANZ randomisation centre
Advanced Breast Cancer 1244 1484 ANZ Statistical centre
SNAC 1088 1088 Coordinating Centre
Gl Cancer trials (25) 1610 5000+ ANZ Coordinating Centre
Melanoma VMCL 711 711 Coordinating centre
Head and neck cancer 280 280 Coordinating centre
Megostat trial 240 240 Coordinating centre
ANZGOG Trials 280 3919 Coordinating centre (ANZ)
ANZ germ cell trials 1200 1200 Coordinating centre
Other trials See previous table

Total 55 635 180 735




Clinical Trials Research in Australia
Other Examples of Investigator-Initiated
Large-Scale Trials

PROGRESS 6,105 prior stroke

ANBP2
ADVANCE

6,083 hypertension
11,140 diabetes

NICE-SUGAR 6,100 ICU

YA\ =

6,997 ICU

&

ANZ, Asia, Europe
Australia

20 countries

Aus, NZ, Canada, USA
Australia, NZ



Estimating Treatment Effects
Observational Studies vs Randomised Trial Evidence

ASeveral examples of observational studies
with misleading results in cardiovascular

disease
Observation Trial Results
Estrogen for 2° prev 50% ® Ml = MI first yr
Vitamin E for 2° prev 50% ® Ml 15 %= CHF
Folate/B6 for 2° prev 50% ®MI  0-20%- death/MI
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Trials into Practice - LIPID

AIPID trial: lowering LDL Total I\/Iortahty

cholesterol with statin
therapy improves survival in | P 90902

Log Rank

patients with coronary heart 220 reduction Placebo
disease and with average 10% |
30 deaths avoided
cholesterol levels ver 1000 patients
Alreatment is effective and Pravastatin

cost-effective >

ATrial led directly to change

In Australian guidelines and  o% w » » » x |
0 1 2 3 4 5 6

In Pharmaceutical Benefits Years since randomisation
S C h e m e 9014 8876 8712 8560 8350 7639 3544
Ampact on international

ideli N Engl J Med 1998; 339: 1349-57, 2000; 343: 317-326;
guiaelines Lancet 2000: 355: 1871-1875. 2002: 359: 1379-1387.
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Trials into Practice — CO17

ACO-l?: randomised trial of best

supportive care or cetuximab Survival Comparison
(molecular targeted therapy)

P72 patients with advanced colon
cancer

/éCoIIaboration with NCIC
(Canada) and AGITG (Australia)

=
=
=t
B
¥
3
&

Cetumimab plus best
supportiee cane

Best mupportiee o T

ACetuximab improved overall

Maonths since Randomization

SurVIVal Mo. at Risk
-:e-.-.:-:in-..:l::plu-_-.l:-:-: 27 M5 1i9 136 &®F e0 3T om0 13
Ve S ppotive cane
. c . . Best supportive care 255 X5 157 &5 5§ 37 26 15 11
Airst trial to show survival benefit wlone

of molecular targeted therapy in

colon cancer
— NEJM 2007: 357:2040-8.
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Trials to Basic Science — CO17

Aall survival benefit occurred in
patients with K-ras wild type tumours

ANo benefit at all in patients with K-
ras mutated type

ASignificant difference in treatment
effects between the 2 groups (p<0.01)
AK-ras now being routinely
Incorporated into practice for clinical
practice and for future trials using
therapies targeted at the EGFR
receptor pathway

T NEJM 2008; 359:1757-65 o
C Figura 1. Kaplan-Meir Carvsas Sor O arall Sum bval Ao i ng 5o Tt nend.
==
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Trials into Practice - SNAC

ASNAC — Sentinel node biopsy
versus axillary clearance in
1,088 patients with early breast
cancer

Awith Royal Australasian
College of Surgeons and CTC
ASentinel node biopsy
significantly reduced
lymphoedema (p=0.002) and
improved quality of life e
(p<0.001)

Alraining of surgeons
Incorporated into trial — now
expertise available at all major
Australian sites

(E /2 \ SNAC Trial Group, Annals Surg Oncol 2008
=N

All patients

Percent increase in arm volume from baseline



Funding clinical trials research
Themes / Issues

ARandomised evidence of effectiveness of new
and existing therapies Is an essential part of
Improving practice and outcomes

APressure on health care resources

ANeed to deploy efficiently to maximise health
gains.

AClinical trials research more cost-effective use of
health care dollar than many health care
' grventions
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Cost-Effectiveness of Trials

Return on investment for a program of
controlled trials in US NIH program on
neurological disorders and stroke was

28 trials at a cost of $335 million
Additional 470,000 QALYs at a cost of $3.6
billion

Cost per QALY = $7,700

Lancet 2006;367:1319-1327



Funding Clinical Trials

 Ensuring adequate funding of high quality,
priority clinical trials

— Industry : ensure through regulations; policy

— Government: particularly for interventions of little
commercial value, but large public health value

— Govt / Industry partnerships
* Fund intervention and new studies?
* Mechanisms to fund trials

— Calls to link clinical trials funding to the health care
budget (vJA 2003;179:519)

—-US NIH funding of “public
— UK NHS National Institute of Health Research



Reducing Clinical Trial Costs

« Reduce number of non-routine protocol-
mandated tests/procedures

 Shorter CRFs / EDC
e Enroll patients in multiple trials

o Statistical methods to centrally monitor data
and SDV in arandom sample

e Involve sites with potential to recruit larger
numbers

Clinical Trials 2008:5:75-84
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Information Technology

Electronic Data Capture
Health record data linkage

Remote co-ordination
Remote data analysis

Databases to identify potentially eligible
patients



Reduce Obstacles

« Concerns over current ethics
approval processes for multicentre

trials.

— Calls for a centralized system of ethics
review

— NHMRC Harmonisation of Multi-centre
Ethical Review (HOMER)

 Address gap between clinical
practice and clinical trial processes.

* Integrate trials within standard

JEpractice




Clinical trials research in Australia
Strengths and Opportunities

AExpertise and experience in delivering high
quality clinical trials

A eadership in clinical trial initiatives
AEstablished (international) networks in clinical
trials research

AAustralia can not afford not to undertake and
participate in clinical trials

AOpportunities to increase funding for clinical
trials, reduce costs, and remove obstacles.
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