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The Monash Centre of Cardiovascular Research and Education in 

Therapeutics (CCRE Therapeutics) had its genesis as a NHMRC Centre 

for Clinical Research Excellence in 2002. The centre was established 

within the Department of Epidemiology & Preventive Medicine at Monash 

University under the direction of Professors Henry Krum, John McNeil, 

Andrew Tonkin, Andrew Forbes, Paul Myles and Flavia Cicuttini.  

 

 

The aim of CCRE Therapeutics is to improve clinical outcomes at the 

individual and community level through the use of evidence, based upon 

high quality clinical research. Reflecting the diverse range of expertise of 

its faculty, CCRE’s activities span from bench to bedside. The core 

strengths can be divided into three main areas; Clinical Trials, Clinical 

Informatics and Pharmacoepidemiology/ Translational Research. CCRE’s 

Education programs aim to facilitate the dissemination of the latest clinical 

research to enhance evidence-based cardiovascular clinical practice.   

 

 

Further information is available on our website; 

www.ccretherapeutics.org.au 

 
 
 

 
 
 
 

Associate Professor Andrew Ajani is Director of 
Coronary Care at the Royal Melbourne Hospital.  
 
 
A/Prof Ajani’s research interests lie in 
interventional cardiology and he is convener of the 
Melbourne Interventional Group (MIG), who have 
established a large multi-centre registry of 
coronary interventional procedures capturing 
procedural data and long-term outcomes in 

Victorian patients across seven public hospitals.  
 
 
 
 
 
 

 
Barry M. Massie, MD is a Professor of Medicine at 
the University of California in San Francisco and 
Chief of the Cardiology Division at the San Francisco 
VAMC. He is a nationally and internationally 
recognized researcher and clinician in the fields of 
heart failure and hypertension.  
 
Dr. Massie was the Principal Investigator of the 
Warfarin and Antiplatelet Trial in Chronic Heart 

Failure (WATCH), a multi-centre, multi-national trial being conducted 
under the auspices of the VA Cooperative Study Program. He is also the 
Co-Principal Investigator of the ongoing I-PRESERVE trial, the largest 
study of the treatment of patients with heart failure and preserved ejection  
 
 



 
fraction, and of the PROTECT Trial, which is evaluating the effects of 
adenosine-A1 receptor blockade in patients with acute decompensated 
heart failure. He serves on the steering committee or DSMB of 10 other 
ongoing trials, including two major NHLBI studies. He is the Clinical 
Director of the VA Heart Failure Quality Enhancement Research Initiative 
of the Department of Veterans Affairs and has funded grants in the areas 
of health services and outcomes research.  

 
In addition to his research and clinical work, Dr. Massie is a founding 
member of the Heart Failure Society of America, and was Program 
Chairman for the HFSA 2001 and 2002 annual scientific meetings. He has 
also served on the Program Committees of the American College of 
Cardiology and the European Society of Cardiology. He has been the 
Editor-in-Chief of the Journal of Cardiac Failure since 2000, as well as 
serving on the editorial boards of numerous other journals. He was a 
member of the Heart Failure Guideline Panel of the Agency for Health 
Care Policy and Research and has also served on the Guideline 
Committee of the Heart Failure Society. He consults regularly for the Food 
and Drug Administration Cardiorenal and Circulatory Device divisions, 
after serving as a member and Chairman of its Cardio-Renal Advisory 
Panel.  
 
Dr. Massie is currently HFSA Vice-President Elect and will assume that 
position in September, 2008.   In addition to his clinical work and academic 
activities, Dr. Massie lectures frequently on reforming the U.S. health care 
system.  
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What’s New in Anti-platelet Management for ACS? 

 
Professor Derek Chew 

 
Clinical trial evidence supporting the importance of anti-platelet 

therapy for acute coronary syndromes is now extensive, with data 

supporting the use of these therapies extending from the 

management of acute ST-segment elevation myocardial infarction, 

non-ST segment elevation acute coronary syndromes and 

percutaneous coronary intervention.  Recommendations of their use 

are now well supported by robust internationally supported clinical 

guidelines.  However, despite this evidence, several challenges 

remain including: the need to optimize dosing to provide the greatest 

ischemic benefit while limiting bleeding risk; attaining therapeutic 

levels rapidly within the context of time critical care; the potential 

need for individualization of therapy among those patients with 

reduced anti-platelet therapy responsiveness; and more complete 

application of these proven therapies among under served patient 

groups.  This presentation will explore these issues in greater detail. 

 
 
 
 
 
 
 
 
 

 
 
 
 

Dr Stephen Duffy is Head of Cardiology General 
Services at the Alfred Hospital, and Head of the 
Coronary Pathophysiology Laboratory at the Baker 
IDI Heart and Diabetes Institute. 
 
His research interests include vulnerable plaque 
and what makes certain individuals vulnerable to 
acute coronary syndromes, along with coronary 

intervention outcomes research. He is a founding member of the 
Melbourne Interventional Group (MIG), which is a large multi-centre 
registry of coronary intervention procedures in Victoria, Australia. He is a 
local Principal Investigator on a number of trials of anti-platelet therapy, 
and has been a Principal Investigator on several first-in-man 
cardiovascular device trials.  
 
 

 
Professor Derek Chew is the Acting 
Director of Cardiovascular Medicine at the 
Flinders Medical Centre and the Roy and 
Marjorie Edwards Professor of 
Cardiovascular Outcomes Research at 
Flinders University. After undertaking a two-
year interventional cardiology fellowship at 
the Cleveland Clinic Foundation, he moved 
on to the Harvard School of Public Health, 

completing a Masters of Public Health in Quantitative Methods.  Professor 
Chew is the author of numerous manuscripts and book chapters in the 
field of general and intervention cardiology, and has been involved with 
the design of several clinical trials. He has a particular interest in clinical 
trial design, risk stratification and cardiovascular outcomes research. 
 
 



 
 
 
 
 
 

 
Anti-platelet Therapy Following PCI 

 
Dr. Stephen J. Duffy 

 
 
Initiation of stent thrombosis and coronary atherothrombosis in the 

setting of acute coronary syndromes are largely platelet-mediated 

events. In the early 1990’s sub-acute stent thrombosis rates were 

>10%, but are now usually <1%. This improvement in outcomes has 

been a result of better stent implantation techniques and more 

effective anti-platelet regimens. More recently, the introduction of 

drug-eluting stents has drawn our attention to the occurrence of late 

and very late stent thrombosis. These adverse outcomes are likely 

reduced by more prolonged use of dual anti-platelet therapy. 

However, poor patient compliance, aspirin and clopidogrel 

resistance, and the need for interruption of therapy for surgical 

procedures remain unsolved problems. Whether ever more potent 

anti-platelet therapies will eliminate late events is unclear at present, 

and may be associated with unacceptable risks of bleeding. At the 

present time, the optimum combination and duration of agents 

remain unknown. 
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mortality in this relatively small trial, but an increase in hospitalizations in the 
aspirin group compared to both the no treatment and warfarin groups.The 
subsequent WATCH (Warfarin and Antiplatelet Therapy in Chronic Heart Failure) 
trial randomized 1,587 patients with ejection fractions ≤35% to double-blind 
therapy with warfarin, aspirin or clopidogrel, with a primary endpoint of death and 
non-fatal MI or stroke.  Although it was stopped prematurely because of slow 
recruitment, no apparent difference was found for the primary endpoint.  However, 
there were again more hospitalizations for heart failure in the aspirin group and 
fewer strokes in the warfarin group.  Lastly, the ongoing WARCEF (Warfarin vs 
Aspirin in Reduced Cardiac Ejection Fraction) trial is comparing warfarin and 
aspirin in 3,000 patients with a primary endpoint of death and stroke and a 
secondary endpoint of death, stroke, and heart failure hospitalization.  A 
combined analysis with the WATCH trial is planned.  
 
Current  Recommendations 
Given the lack of definitive clinical trial data, most recommendations concerning 
the use of antithrombotic agents in CHF patients are based on consensus.  The 
table below, which is synthesized from the American Heart Association/American 
College of Cardiology and the European Society of Cardiology heart failure 
guidelines as well as the American College of Chest Physicians antithrombotic 
therapy guidelines, summarizes the major recommendations related to 
antithrombotic therapy in CHF patients. 
 
Table: Recommendations for use of antithrombotic agents in heart failure 
patients 

I. Anticoagulation recommended for patients: 
 With chronic or paroxysmal AF or flutter (IA, warfarin) 
 With prior systemic or pulmonary embolic events (IIA, warfarin) 
 With recent MI large anterior MI or LV thrombi (IIA, short term 

warfarin) 
 For prevention of venous thromboembolism in hospitalized 

patients with risk factors (IA, LMWH or UFH) 
II  Anticoagulation possibly beneficial (but unproven) 

 In other patients with ventricular thrombi (IIB) 
III. Anticoagulation not recommended 

 In other patients with non-ischemic CM (IB) 
IV. Antiplatelet therapy 

 Recommended at 75 – 162  mg qd in CAD pts  
(IC, warfarin an alternative, 2B) 

 Not recommended in non-ischemic CM (IB) 
 
References 
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The Role of Anticoagulation and Antiplatelet Therapy in Heart Failure  
Barry M. Massie, M.D. 

Anticoagulation  
The role of anti-thrombotic therapy in patients with chronic heart failure (CHF) has 
been a subject of interest and debate for many years.  Controlled clinical trials in 
the 1950s found a reduction in mortality with anticoagulation (dicoumarol), but 
many of these patients had valvular disease or were in atrial fibrillation (AF) and 
many were kept at bedrest for prolonged periods.   Subsequent, primarily 
observational studies, showed high rates of arterial emboli, but again AF was 
common and most patients had primary cardiomyopathy often related to alcohol.  
Retrospective analyses suggested that anticoagulation could be beneficial.  With 
the advent of echocardiography, a small but nonetheless concerning prevalence 
mural thrombi was apparent and in some studies, associated with a high 
incidence of arterial emboli.  Many studies have demonstrated that heart failure is 
associated with a evidence of a hypercoaguable state, including relatively slower 
blood flow, abnormalities of coagulation function, an underlying inflammatory 
state, and increased platelet activation.  
 
These observations lead to fairly widespread use of anticoagulation of CHF 
patients with heart failure, but prospective trials have not confirmed the efficacy of 
this approach except in the presence of concomitant AF.  In the current era, the 
majority of patients with systolic heart failure have underlying coronary artery 
disease (CAD).  Although there is strong evidence that anticoagulation in post-MI 
patients reduces the composite of death, recurrent MI, and stroke, most of these 
data do not come from patients with heart failure.  Thus, the role of 
anticoagulation in CHF remains controversial and practices vary markedly by 
geographic region and practitioner specialty.  
 
Antiplatelet Therapy 
Antiplatelet therapy is routinely recommended for patients with known CAD and 
cerebrovascular disease.  However, its role in CHF patients has not been 
evaluated in prospective, placebo-controlled trials.  Nonetheless, a high proportion 
of CHF patients receive aspirin, including many who do not have confirmed CAD.  
This makes some sense, since silent MIs may be responsible both arrhythmic 
events and progressive cardiac dysfunction, but its benefit in prevent has not 
been shown to be effective in preventing arterial emboli.  Furthermore, there are 
both observational and mechanistic data suggesting that aspirin, in particular, may 
be associated with poorer outcomes in CHF patients, and particularly worsening 
heart failure.  A potential mechanism for these observations includes the inhibitory 
effect of aspirin on vasodilating prostaglandins, which could adversely effect both 
systemic hemodynamics and renal function. 
 
Recent Trials of Antithrombotic Agents in CHF 
Although prospective randomized trials of antithrombotic agents are few in the 
CHF population, three warrant comment.  The WASH (Warfarin and Aspirin Study 
in Heart Failure) was a prospective, unblinded trial of warfarin, aspirin, or no 
antithrombotic therapy in 279 CHF patients.  There were no differences in    
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