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Last month, Dr. Eicke Latz gave a

presentation entitled “Role of
the NALP3 inflammasome in
inflammation and

atherosclerosis”. Dr. Latz initially

introduced the concept of
“inflammasome”: a caspase-1-
activating complex consisting of
NALP3 and the adaptor protein
ASC. Activation of the

This month’s feature
attending is Theo E. Meyer,
M.D., D.Phil, Chief of Clinical
Cardiology and Advanced
Heart Failure Program. Dr.
Meyer is located at the
UMass Memorial Medical
Center — University Campus.
He is an active clinician and
teacher, working with
students, house staff, fellows,
and his peers in the
catheterization laboratory,
coronary care unit, and
hospital wards, and in the
clinics. He was involved in

inflammasome will lead to
cleavage and activation of
pro-IL-1b and pro-IL-18,
dependent of caspase-1. So
far, microbial pathogen-
associated molecules or
toxins have been identified
as activators of the NALP3
inflammasome and
subsequent secretion of IL-
1b. Dr. Latz then presented
his most recent findings
published in Nature
Immunology and Nature,
expanding the list of
activators to include
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examining adenosine
signaling in pressure
overload hypertrophy in the
past.

Most recently, Dr. Meyer is
involved in trials examining:

Role of nesiritide in
management of acute
decompensated heart
failure

Aldosterone receptors
antagonists in diastolic
heart failure
Treatment of anemia in
advanced heart failure
Monitoring continuous

c I I

John F. Keaney, Jr. MD

environmental (silica
crystal), neurodegenerative
(amyloid- b), and
atherogenic (cholesterol
crystal) stimuli.

Moreover, his research
uncovered the underlying
mechanism and delineated
the signaling pathways
involving phagocytosis of
aggregated materials,
lysosomal destabilization,
release of lysosomal
protease cathepsin B,
activation of NALP3, the

Continued on page 3

pressures in the
pulmonary artery in
patients with advanced
heart failure

Examining the optimal
dosing schedule for
furosemide in acute
decompensated heart
failure

Preliminary study
examining the potential
of a new biomarker
(pancreatitis associated
protein) for identifying
the transition from
compensation to
decompensated heart
failure

Continued on page 3



David McManus, MD

Research Interests:
Experimental and clinical
studies have revealed strong
epidemiologic, pathologic and
electrophysiologic parallels

" between atrial fibrillation and

heart failure result from the
cumulative exposure of the
atria and ventricles,
respectively, to a common set
of cardiovascular risk factors.
My research goals are to
identify those factors
influencing cardiac remodeling
and AF. My current research
examines the relationship
between visceral adiposity,
adipocytokines and obesity-
related cardiac remodeling.
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Cardiology Clinical Trials Research has a total of 25 open enrolling trials and 8 upcoming new trials or projects. Our

New Trial PI

BRIDGE Gore

Protocol_403 Fisher
TAK-442
AVSM

RESOLUTE US Fisher

Chesebro

Rosenthal

clinical research team will be glad to support you for either Pl initiated or the sponsor funded trials. | will be glad to
perform a trial budget evaluation before starting the regulatory process. By Paula Hu

Brief Description

Bridging Anticoagulation in Patients who Require Temporary Interruption of
Warfarin Therapy for an Elective Invasive Procedure or Surgery

A Phase Il, multi-center, randomized, double-blind, placebo-controlled study to
evaluate the safety and efficacy of PROCHYMAL® (ex vivo cultured adult human
mesenchymal stem cells) intravenous infusion following acute myocardial

infarction.

A Phase Il, Double-blind, Randomized, Placebo-controlled Study of the Safety
and Efficacy of TAK-442 in Subjects With Acute Coronary Syndromes

An Acute Clinical Study of Automated Vulnerability Safety Margin Testing in
ICD/CRT-D Subjects Undergoing Implant Testing

A Clinical Evaluation of the Medtronic Endeavor® Resolute Zotarolimus-Eluting
Coronary Stent System in the Treatment of De Novo Lesions in Native Coronary
Arteries with a Reference Vessel Diameter of 2.25 mm to 4.2 mm

A Multicenter, Randomized, Double-blind, Placebo-Controlled, Parallel-Group,
Multiple-Dose Study to Evaluate the Effects of RLY5016 in Congestive Heart
Failure Patients

Assessment of Proper Physiologic Response with Rate Adaptive Pacing Driven by
Minute Ventilation or Accelerometer

Relypsa Meyer

APPROPRIATE Robotis

Pl initiated:
Philips project

Aurigemma Pending
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CWG Update, continued from page 1

formation of a caspase-1-activating complex (the inflammasome), cleavage of pro-IL-1b, and finally release of IL-1b. These
findings have implications in many research fields including cardiovascular medicine. As dyslipidemia and inflammation are
considered to be the key pathophysiological processes in atherosclerosis, understanding of this cholesterol crystal-triggered
inflammation pathway and potential pharmacological intervention aimed at this cascade may hold therapeutic promise.

Faculty Spotlight, continued from page 1
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Spotlight on Research

Principle Investigators: Lawrence Rosenthal,
MD and Craig Smith, MD. Sub-Investigators
include: Dionyssios Robotis, MD and Karen
Rofino, RN, Research Coordinator.

standard post Ml treatment to determine if the vest will
reduce overall mortality in the 60 days following an Ml prior
to the implant of an implantable cardiodefibrillator (ICD).

Predict aspect — Following the 60 day window after the M, if
the EF remains <35%- then an ICD will be implanted; if the EF
improves to >35%- a Reveal monitor (a rhythm monitoring
device whereby no therapies are delivered) will be
implanted. Also, in conjunction with a device implantation
(ICD or Reveal), diagnostic tests will be performed for risk
stratification to determine predictability for ventricular
arrhythmic events over a 5 year follow-up. The diagnostic
tests include: Holter monitor, signal average ECG, T-wave
alternans exercise test, Echocardiogram; Baroreflex
sensitivity testing and genetic testing for biomarkers tests.

VEST/Predicts Study - Vest Prevention of Early Sudden Death
Trial (VEST) and Prediction of ICD Therapies Study (Predicts).
This is a NIH-supported, multicenter trial observing patients who
have recently experienced a myocardial infarction which
resulted in a reduced left ventricular ejection fraction.

The study has two aspects for review:

VEST aspect — The initial phase is to randomize post myocardial
infarction (Ml) (>24 hours following the event) whose ejection
fraction (EF) is <35% to a Life Vest (external defibrillator) or to
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Date

Speaker

Topic

March 17, 2009

Marcus P. Cooper, MD

“Metabolic Control through LRP130:
implications for diabetes and
obesity”

April 21, 2009

Louis Messina, MD

“Mesenchymal Stem Cell
Dysfunction in Response to Hindlimb
Ischemia in Type- 2 Diabetic Mice”

m University of
A Massachusetts

UMASS Medical School

Call the Cardiovascular Research Hot Line:
4-ENRL (4-3675) or 508-334-3675

.T’ UMassMemorial
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