2014 - Eastern Clinical Research Unit (ECRU) Translational Research Division
ECRU Translational Research Division (TRD) was conceived in response to a recognized need to expand the activities
of ECRU beyond the clinical sphere and into the fields of basic and translational research. Modern translational
research programmes require a broad range of research activities spanning evaluation of existing agents with
potential application to novel clinical scenarios to design, development and testing of novel agents in pre-clinical
models of disease.
ECRU TRD has embraced the need for a wide range of translational research activities, reflected in its current
research programme. Currently ECRU TRD is involved in the evaluation of compounds, in vitro and in vivo, used
clinically in the treatment of diabetes with a view to determining their potential for vascular protection. In addition
ECRU TRD has established, with its collaborators, several in vivo systems for assessment of novel and existing agents
in the setting of disease states ranging from solid tumours and haematological malignancies to vascular disease.
ECRU TRD is supported by Monash University, individual Principle Investigators from ECRU’s clinical operations,
government funding bodies, has strong links with the pharmaceutical industry, and is engaged in seeking funding
from both the public and private sectors in order to further its research activities.
ECRU TRD also seeks to provide an environment for ongoing academic endeavours, including postgraduate studies,
with translational research projects for B.Sc (Hons), B.Med.Sci and PhD students being available.
The strength of ECRU TRD’s research productivity facilitates its reputation in both academic and commercial circles
and establishes a platform upon which to expand its activities in the future.
The Unit has a broad range of translational research interests. Recent focus has been on the evaluation of histone
deacetylase inhibitors (HDACi), in multiple models of disease including lymphoma, leukaemia, viral infection and
vascular disease. In addition the expansion of the diabetes research programme has afforded evaluation of
compounds recently released into the market place in models of cardiac disease and atherogenesis with published in
vivo results suggesting significant potential benefits in the prevention and stabilisation of atherosclerosis in the
vulnerable diabetic patient population.
Future research directions for the Unit will include ongoing evaluation of HDACi activity in disease states including
diabetes, neurological conditions such as Huntington’s disease and renal diseases together with expansion of the in
vivo evaluation of existing agents in the treatment of diabetes.

Notable Funding
Characterisation of Potential Therapeutic Effects of Liraglutide in Animal Models of Cardiac Fibrosis and
Thrombosis. Novo Nordisk. Dear AE and Simpson RW. $187,000
Identification of Novel Molecular Markers Predictive of Early Epigenetic Treatment Response in Myelodysplasia.
Eastern Health Foundation. Dear AE and Liu HB. $20,000
Characterisation of Potential Therapeutic Effects of Dapagliflozin in Pre-Clinical Models of Cardiovascular Disease.
AstraZeneca. Dear AE and Simpson RW.$80,000

Epigenetics and Cancer Therapy. Multi-institutional Funding, Victorian Cancer Agency. Translational Cancer
Research Grant. Dear AE et al. $46,000

Research Projects in Progress
Evaluation of Novel Histone Deacetylase Inhibitors in large Animal Models of Neointimal Hyperplasia.
Lead investigator: Dear A, Widdop R (Department of Pharmacology, Monash University), Grigg M (ECRU/Monash
University, Departments of Surgery, Box Hill Hospital), Kaye D (Baker IDI). The project aims to assess the therapeutic
actions of a novel agent to treat the underlying causes of peripheral bypass graft and stent failure using large animal
models.
Characterisation of the Potential Therapeutic Benefits of Glucagon Like Peptide-1 Analogues in In Vivo Models of
Cardiac Fibrosis.
Lead investigator: Dear A, Simpson R, Knudsen L (Novo Nordisk).The project aims to ascertain the potential
therapeutic benefits of novel treatments for diabetes in animal models of heart disease.
Characterisation of the potential therapeutic benefits of SGLT-2 Inhibitors in In vitro and In Vivo Models of
Atherosclerosis.
Lead investigator: Dear A, Simpson R. The project aims to characterise the in vitro and in vivo effects of the novel
SGLT-2 receptor inhibitor dapagliflozin in models of early atherogenesis.
Identification and Characterisation of Novel Molecular Markers of Early Epigenetic Treatment Response in
Myelodysplastic Syndrome.
Lead investigator: Dear A, Spencer A (Alfred Hospital). The project aims to determine, using a prospective clinical
trial, the potential clinical benefit of recently identified molecular markers of epigenetic treatment response in
myelodysplastic syndrome patients who are to receive the epigenetic treatment azacytidine.
Effects of Novel HDAC Inhibitors on HIV Latency.
Lead investigator: Lewin s, Wightman F (Burnet Research Institute, Alfred Hosptial), Dear A. The projects aims to
ascertain the potential therapeutic benefit of purging HIV from latently infected cells using a novel class of agents
the histone deacetylase inhibitors. The outcomes of this project may afford a realistic opportunity to cure HIV
infection.

Research Projects Completed
Identification and Characterisation of Novel Epigenetic Treatments for Myelodysplastic Syndrome and Acute
Myeloid Leukemia.
Lead investigator: Dear A, Spencer A(Alfred Hospital)/ Dr Kevin Lynch (Celgene). The project has characterised in
vitro and in vivo, using treated patient samples, the potential therapeutic benefits of the combination of different
classes of novel epigenetic treatments in the management of myelodysplastic syndrome and acute myeloid
leukemia.
Evaluation of Novel Histone Deacetylase Inhibitors in Neointimal Hyperplasia. Lead Researcher: Dr Anthony
Dear/Professor Rob Widdop (Department of Pharmacology, Monash University), Professor Michael Grigg
(ECRU/Monash University, Departments of Surgery, Box Hill Hospital)/ Professor David Kaye, Baker IDI.
The project has identified the therapeutic actions of a novel agent to treat the underlying causes of peripheral
bypass graft and stent failure using small animal models.
Rahmatzadeh M, Liu HB, Krishna SM, Gaspari TA, Welungoda I, Widdop RE, Dear AE. “ A novel agent with histone
deacetylase inhibitory activity attenuates neointimal hyperplasia”.Cardiovasc Drugs Ther. 28:395-406 (2014).
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Research training
Brdar M. BSc (Hons). Evaluation of GLP-1R agonists in in vivo models of cardiac fibrosis. F/T.
Wightman F. PhD (year 3/4). The use of histone deacetylase inhibitors to reverse HIV latency, Monash University,
F/T.

Publications June 2013-2014
1. Daly SC, Chemmanam T, Loh PS, Gilligan A, Dear AE, Simpson RW, Bladin CF. Exenatide in acute ischemic
stroke. Int J Stroke.8:E44 (2013).
2. Dear AE. Incretin based therapeutics: connections to vascular biology and implications for potential
cardiovascular disease prevention: Editorial to: "Glucagon-like peptide-1 receptor agonist liraglutide inhibits
endothelin-1 in endothelial cell by repressing nuclear factor-kappa B activation" by Dai et al. Cardiovasc
Drugs Ther. 27:363-4 (2013).
3. Gaspari T, Welungoda I, Widdop RE, Simpson RW, Dear AE.The GLP-1 receptor agonist liraglutide inhibits
progression of vascular disease via effects on atherogenesis, plaque stability and endothelial function in an
ApoE (-/-) mouse model. Diab Vasc Dis Res.10:353-60 (2013).
4. Tan P, Wei A, Mithraprabhu S, Cummings N, Liu HB, Perugini M, Reed K, Avery S, Patil S, Walker P, Mollee P,
Grigg A, D'Andrea R, Dear A, Spencer A. Dual epigenetic targeting with panobinostat and azacitidine in acute
myeloid leukemia and high-risk myelodysplastic syndrome. Blood Cancer J. 10;4:e170 (2014).
5. Wightman F, Lu HK, Solomon AE, Saleh S, Harman AN, Cunningham AL, Gray L, Churchill M, Cameron PU,
Dear AE, Lewin SR. Entinostat is a histone deacetylase inhibitor selective for class 1 histone deacetylases and
activates HIV production from latently infected primary T cells. AIDS. 27:2853-62 (2013).
Abstracts
1. Liu HB, Tan P, Spencer A and Dear AE. Molecular Markers of Response to Epigenetic Treatment in MDS/AML. In
Proceedings 26th Lorne cancer Conference, Victoria, Australia, February 13th-17th 2014.
2. Wightman F, Lu HK, Soloman AE, Saleh S, Harman AN, Cunningham AL, Gray L, Churchhill M, Cameron PU, Dear
AE and Lewin SR. Entinostat is a histone deacetylase (HDAC) inhibitor selective for class 1 HDACs and activates
HIV production from latently infected primary T-cells. In Proceedings, 7th IAS (International AIDS Society)
Conference of HIV Pathogenesis, Treatment and Prevention, Kuala Lumpur, Malaysia, 30th June-3rd July 2013.
Clinical Trials
1. LR15/1314 – Multi-centre trial evaluating the lipidomic profile of HDL subfractions in plasma and carotid
plaque in patients presenting for carotid endarterectomy.
2. Investigation into the effects of metformin on functional capacity in individuals with peripheral artery
disease-related intermittent claudication and abnormal glucose metabolism. NCT01799057.
3. TEDY trial: Telmisartan in the management of abdominal aortic aneurysm. Multicentre, national placebo
controlled, double blind trial to evaluate the potential therapeutic effects of telmisartan in the reduction of
abdominal aortic aneurysm expansion.
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Contact Us
Eastern Clinical Research Unit – Translational Research Division
Dr Anthony Dear
Eastern Health Clinical School
Monash University
Level 2, 5 Arnold Street Box Hill VIC 3128
P 03 90918873
F 03 98999137
E research@easternhealth.org.au

About Eastern Health
Eastern Health provides a comprehensive range of high-quality acute, sub-acute, palliative care, mental health,
drug and alcohol, residential care, community health and statewide specialist services to people and
communities that are diverse in culture, age, socio-economic status, population and healthcare needs. We
deliver clinical services to more than 750,000 people through eight programs from 29 locations. Our services are
located across 2816 square kilometres in the east – the largest geographical catchment area of any metropolitan
health service in Victoria. We employ more than 9500 staff and volunteers, deliverer more than 950,000
episodes of patient care each year and manage a budget approaching $750 million.
Eastern Health is committed to building a culture of research and ensuring such research is embedded in
everyday clinical practice and contributes to local, national and international research activity. This document
forms part of the broader seventh annual Eastern Health Research Report reflecting the high-calibre research,
commitment and strength of research programs across Eastern Health.
A hard copy of the 2014 Research Report (feature document) is available by contacting The Office of Research &
Ethics on 9895 9551or via download from www.easternhealth.org.au.
Readers note: Where projects are collaborative with our respective research partners, Eastern Health staff
names are in bold.
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