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CCRE In Cardiovascular Disease and Metabolic Disorder

Principal Participants

)

Specialty 2004-8 2008-2012
Cardiovascular T Marwick T Marwick
Clinical Trials E Beller

DM/Obesity J Prins J Prins
Exercise Science J Coombes J Coombes

Hypertension

M Stowasser

Indigenous health J Shaw

Liver
Nephrology
Nursing

D Johnson/ N Isbel

M Stowasser

G MacDonald
N Isbel
D Hegney
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Critical team components

e Strong record Iin research, especially
translational and clinical research

 Able to collaborate: evidence of
collaboration between at least some
Investigators

« Commitment to training
* Multi-disciplinary
 Enthusiasm
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Main themes 2003-2007

Theme |2004-08 2008-12

T2DM | RCT diet/lifestyle RCT Fibrosis
Insulin sensitizers Autonomic neuropathy
CAD screening

Obesity | Wt loss studies RCT fibrosis
RCT Lifestyle/metformin

HT Aldo blockade on vasc C/E of surgical Mx of
and myocardial dis hyperaldosteronism
CV changes in
normotensive FH

CKD CAD screening RCT lifestyle change and

IR in renal Tx recipients
RCT lifestyle change and
Insulin sensitizer post Tx

Insulin sensitizer in CKD
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The Diabetes Lifestyle Intervention Study

Study
Goal
Disciplines
Status

Progress

Lifestyle (exercise-diet) in T2DM with telephone
follow-up

Reduction of diabetic cardiomyopathy and
vascular disease

Cardiovascular Imaging, Diabetes, Dieticians,
Exercise Science, Clin Trials

Recruitment complete (n=256), follow-up
complete in 2008

Characterized diabetic cardiomyopathy at
baseline, response to short-term and 1 and 3
year intervention
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The Diabetes Lifestyle Intervention Study

e Baseline Results
— Characterisation of Diabetic Cardiomyopathy

— Pts with T2DM have myocardial dysfunction
iIndependent of other CVD risk factors

e Short-term intervention (1 month)

 No change in myocardial function/glycaemic control
* Improvement in exercise capacity and body comp

e 1 year Intervention

* Improved metabolic parameters, myocardial functn (in
selected pts). No change in vascular function

e 3 year intervention
e Improved diastolic function
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The Diabetes Lifestyle Intervention Study

Year Rand V1 V2 V3 V4 V5
2003 56 80% 73% 73% T75% 73%

2004 77 2% 81% 74% 74%

2005 76 93% 87/% 86%

20060 14 100% 100%

Total 223 89% 80% /8% 75% 73%
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Weight loss trials in obesity

Study a) Observational study of wt loss
b) Randomized trial of lifestyle change
with/without metformin

Goal Reduction of obesity cardiomyopathy,
correlation with adipokines

Disciplines | Obesity, Cardiovascular Imaging, Ex
Physiol, Dieticians, Clin Trials

Status Completed

Progress |Characterized obesity cardiomyopathy

Described LV response to weight loss
RCT results pending
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Insulin resistance In renal Tx

Study Randomized trial of lifestyle change and
Insulin sensitizer

Goal Reduction of cardiomyopathy and vascular
disease

Disciplines | Nephrology, Cardiovascular Imaging, Clin
Trials

Status Completed

Progress |Characterized insulin resistance in renal Tx
No effect of intervention
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Hyperaldosteronism and cardiac disease

Studies a) Effect of aldo blockade on myocardial
and vascular function, b) Presence of CV
changes in normotensive FH, c) Effect of
surgical Mx of hyperaldosteronism on
myocardial and vascular function

Disciplines | Hypertension, Cardiovascular Imaging

Status Recruitment ongoing

Progress |Confirmed myocardial changes with

Increased aldo (even without HT),
responsive to reduction of aldo levels
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What the CCRE supports

e Training
— Postgrad scholarships
e Postdoc training
— Protected time for clinicians
— Postdoc fellowships
e Limited infrastructure
— Clinical Trials/Database Manager

— Study nurses
— Sonographer
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Research productivity

Support of clinical research on CV disease in type 2 diabetes (T2DM),
obesity, chronic renal disease and hypertension that have the potential to
lead to improved health outcomes for the community

- Cross-sectional studies showing the presence of subclinical heart muscle
disease in subjects with T2DM, obesity and primary aldosteronism

- Studies of screening strategies for coronary artery disease in renal
disease and T2DM

- RCT showing response of this heart muscle disease and diastolic
dysfunction to a lifestyle intervention program (exercise and dietary
modification)

- RCT showing a high prevalence of insulin resistance/impaired glucose
tolerance in patients with renal transplants, but no favorable effects of a
disease management program on cardiac function

- RCT showing no improvements in vascular structure with a lifestyle
Intervention program, implying the need for more intense pharmacologic
Intervention.
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Training Highlights

- Fostered the training of clinical researchers who have
developed the capacity for independent research;

- Seven research higher degree completions (6 PhD, one
MPH), six of whom were medically-qualified

- Nine research higher degrees in process

- Two postdocs moved on to independent funding and future
leadership roles

- One PhD student to a practitioner fellowship
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Multidisciplinary Highlights

« Multidisciplinary intervention for the lifestyle
Intervention (dietary, exercise physiology)

« Home-based programs using a telemedicine-
based approach to supervise the patients

e Joint research meetings with presentations by
experts in each field , including saving all
presentations in a common location, available to all
members of the group

e Joint teaching of graduate students, eg monthly
statistics and trial design tutorials

 Collaboration with the exercise training/obesity
program at the Queensland Institute of Technology
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Productivity and translation

S

Commercialization
Practice influence

Papers
Total abstracts
Awards

1 patent (Aust/intl)

Diabetes exercise guidelines
Screening strategies for CAD
~50 published/in press

~150 presented/in preparation
AHA, ASN, SMA
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Lessons- Organisational

Meeting Schedule Website

Collegiality CCRE Database
CCRE Drive (slides) Recruitment/selection
Contact List of “well” patients

Minutes



CCRE in Cardiovascular Disease and Metabolic Disorder s

Collaborations

1) Cross-discipline and specialty.

2) Industry.

3) International
- AHA
- Other investigators

3) Health Department.
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| essons - Medical

1) As well as premature atherosclerosis, metabolic illnesses

2)

3)

(T2DM, obesity, metabolic syndrome, endstage renal
disease) are associated with primary myocardial disease,
which may form the substrate for the propensity of these
patients to develop heart failure.

There are a number of contributors to these findings. These
studies identified both insulin resistance and
hyperaldosteronism as important causes, and the findings
will lead on to planned intervention trials.

Lifestyle intervention programs are feasible but personnel
Intensive. Even with telemedicine follow-up, adherence to
lifestyle change attenuates over follow-up. If used, these
programs need to be focused on the patients with the most
marked disturbances at baseline.



