
the past decade, it has 
become clear that ER 
stress may play an 
important role in the 
pathogenesis of many 
diseases including 
diabetes mellitus (DM), 
neurodegenerative 
disease, and 
cardiovascular disease. 
Dr. Urano presented his 
most recent findings 
detailing the novel 
mechanism of 2 genes in 
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(By Kai Chen, M.D., Ph.D) 
  
This month, Dr. Fumihiko 
Urano presented the 
topic “protein 
homeostasis: the key to 
unlocking metabolic 
syndrome”. The 
presentation began with 

Cardiovascular Working Group 
John F. Keaney, Jr. M.D. 
 

 

Faculty Spotlight 
Marcus P. Cooper, M.D. 

Dr. Cooper is a graduate 
of Belmont University in 
Nashville, TN and 
received his medical 
degree from the Johns 
Hopkins School of 
Medicine. As a medical 
student he worked with 
Pascal Goldschmidt-
Clermont, M.D. on 
mechanisms of profilin in 
cancer cells and later 
joined the laboratory of 
Dr. Vilhelm Bohr at NIH to 

an introduction to a basic 
cellular process – protein 
synthesis and 
maturation/folding in the 
endoplasmic reticulum 
(ER). Correct folding of a 
given protein is essential 
to its function. Numerous 
pathological stress 
conditions are known to 
disrupt ER homeostasis 
and lead to accumulation 
of immature/abnormal 
proteins in the cells, 
leading to ER stress. Over 

study mechanisms of DNA 
repair. These experiences 
afforded Dr. Cooper tools 
to pursue a career in 
molecular medicine. After 
graduating Alpha Omega 
Alpha from the Johns 
Hopkins School of 
Medicine, he undertook 
medical residency at The 
Johns Hopkins Hospital. 
Thereafter, he completed 
fellowship in 
cardiovascular medicine 
in the Brigham and 
Women’s Hospital/MGH 
combined program.  
In order to further his 

skills in molecular biology, 
Dr. Cooper joined the 
laboratory of Dr. Bruce 
Spiegelman who is 
renowned in energy 
metabolism and diabetes. 
While there he discovered 
a new transcriptional 
coregulator that is 
mutated in patients with 
a metabolic and 
neurologic disorder called 
Leigh Syndrome French 
Canadian variant. His 
findings explained some 
of the metabolic  
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Timothy Fitzgibbons, 
M.D. 
 
Dr. Fitzgibbons is currently 
working in the lab of Dr. 
Michael Czech, director of 
the Program in Molecular 
Medicine, with Myriam 
Aouadi Ph.D.  Prior work in 
Dr. Czech’s lab has 
identified MAP4K4, a 
protein kinase of the 
germinal center protein 
kinase family, as an 
inhibitor of insulin 
stimulated glucose 
transport in an RNAi screen 
of cultured adipocytes.  
Subsequent projects have 
focused on siRNA knock 
down of MAP4K4 in 
models of inflammation 
such as sepsis and Type II 
diabetes mellitus.  
Currently, they are using 
siRNA to knock down genes 
implicated in the formation 
of foam cells in vitro, with 
the goal of decreasing 
macrophage 
activation/inflammation 
and increasing pathways of 
reverse cholesterol efflux 
to HDL. 

Fellows Corner 

 

 

 Dr. Fitzgibbons has an 
ongoing interest in 
reversible LV dysfunction, 
particularly transient stress 
cardiomyopathy (TSC).  Dr. 
Bouchard and Dr. 
Fitzgibbons continue to 
maintain a prospective 
database of patients 
presenting with this 
syndrome, and have most 
recently described;  the 
prevalence of RV 
involvement in TSC, clinical 
characteristics of TSC vs. 
acute myocardial 
infarction, and the 
prevalence of torsades de 
pointes in TSC.   

 
 
 

 
 

 

 
Pertinent Publications: 
 
Bouchard JL, Fitzgibbons TP, Seth 
A, Tighe DA, Aurigemma GP. 
Clinical characteristics of stress 
cardiomyopathy (“Takotsubo 
Syndrome”) vs. Acute anterior 
myocardial infarction: A Case 
Control Study in  
Women. (HFSA 2008) 

 
Fitzgibbons TP, Madias C, Seth A, 
Bouchard JL, Tighe DA. Right 
Ventricular Dysfunction in 
Transient Stress  
Cardiomyopathy: Prevalence and 

Clinical Characteristics. (ACC 
2008) 

 
Fitzgibbons TP, Bouchard J, 
Meyer TE, Aurigemma GP. 
Prevalence of Pulmonary 
Hypertension In Elderly Patients 
with Diastolic Heart Failure. 
(HFSA 2007) 

 
Madias C, Fitzgibbons TP, Alawi 
A, Garlitski A, Kalsmith B, Tighe 
DA, Link MS, Aurigemma GP, 
Estes MA. Acquired Long QT from 
Stress Cardiomyopathy is 
Associated with a Risk of 
Torsades de Pointes. (AHA 2008) 
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Steven Ball, R.N. 
 
Title 
Patient Related Outcomes with 
Endeavor versus Cypher Stenting 
Trial 
 
Acronym 
 PROTECT 
 
Sponsor  
Medtronic Vascular 
 
Patients 
Consecutive patients with an 
indication for coronary stent 
implantation according to the 
‘Instructions for Use’ of both the 
Endeavor® Zotarolimus Eluting 
Coronary Stent System and the 
Cypher® Sirolimus-eluting Coronary 
Stent. 
 
All consecutive patients eligible for 
drug eluting stent implantation 
with either the Endeavor® or the 
Cypher® stent in one or more 
target lesions are candidates to be 
enrolled. Patients should qualify for 
both stent systems before 
randomization. 
 
Excluded, among others, are 
patients with implantation of a 
bare metal stent in the year before 
randomization or a drug eluting 
stent any time before 
randomization. 
 

Spotlight on Research 

 Study Design  
Prospective, multicenter, 
randomized, two-arm, open-label trial 
 
Study Stents 
Medtronic Endeavor® Zotarolimus 
Eluting Coronary Stent System or next 
generation model Cordis Cypher® 
Sirolimus-eluting Coronary Stent, 
Cordis Cypher Select® 
Sirolimus-eluting Coronary Stent or 
next generation model 
 
Randomization  
Patients will be randomized to 
receive either the Endeavor or Cypher 
stent in a 1:1 ratio. 
 
Follow-up assessments 
5 years phone or outpatient clinic 
visit. 
 
Number of Centers and Patients 
In total 8800 patients will be enrolled 
at approximately 200 centers. Centers 
are allowed to enroll a maximum of 
150 patients* per center or until 
study enrolment has been completed, 
whatever comes first. 
 
Primary Objective 
To compare overall stent thrombosis 
rate of the Endeavor® Zotarolimus 
Eluting Coronary Stent System versus 
the Cypher® Sirolimus-eluting 
Coronary Stent in a patient 
population requiring stent 
implantation. 
 
PI 
Daniel Fisher, MD 508-856-5211 
 
Study Coordinator 
Steven Ball, RN  508-856-2067 
 
 
 
 

Call the Cardiovascular 
Research Hot Line: 
4‐ENRL (4‐3675) or 
508‐334‐3675 
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CWG Update, continued from page 1 

 

Faculty Spotlight, continued from page 1 

ER stress signaling. First, he demonstrated that apoptosis-antagonizing transcription factor (AATF) 
protected cells from ER stress through activation of Akt1 – a well-known survival factor. Secondly, he 
revealed the role of Wolfram syndrome 1 (WFS1) gene in ER stress. An important feature of Wolfram 
syndrome is childhood-onset DM, which is characterized by destruction of pancreatic b-cells. WFS1 
appears to serve as a brake for ER stress signaling, since suppression of WFS1 renders the cells more 
susceptible to ER stress-induced cell death. Together these findings provide a new concept that disease 
may be treated through targeting on ER stress, which may have broad reaching clinical implications.  
 
 

derangements in these patients and 
advanced novel concepts on 
gluconeogenic control in the liver. In 
another study he established that this 
regulator is critical for the anti-obesity 
properties of brown fat— a special 
kind of fat found in mammals 
important for warming the body in 
cold environments. Because of this 
unique thermogenic property of 
brown fat, interest has intensified on 
unraveling the molecular mechanisms 
that regulate brown fat cells. 
 
Within the past few months Dr. 
Cooper was recruited to the Division 
of Cardiovascular Medicine to expand 
his molecular program in energy 
metabolism and diabetes. This is of 
particular importance since the 
epidemic of obesity in the United 
States has ushered in a devastating 
epidemic of Type 2 diabetes. The 
mission of the Cooper Lab is “to 
discern and manipulate transcriptional 
pathways that reduce obesity. 
Humans have two types of fat cells— 
white and brown fat cells. Though not 
prevalent, brown fat cells burn fat as 
heat and protect against obesity. The 
Cooper Lab is interested in the subset 
of co-regulators and transcription 
factors that afford this “fat burning” 
capacity. The goal is to activate these 
pathways in white fat and safely 
promote weight loss. In order to 

comprehensively understand this 
complex problem, the laboratory 
employs a ‘molecule to man’ 
approach”. 
 
Pertinent publications: 

 
Cooper MP, Uldry M, Arany Z, Spiegelman M. 
Modulation of PGC-1 coactivator pathways in 
brown fat differentiation through LRP130. 
Journal of Biological Chemistry, 2008 Nov 
14;283(46):31960-7. 
 
Shingo Kajimura, Patrick Seale, Takuya 
Tomaru, Hediye Erdjument-Bromage, Marcus 
P. Cooper, Jorge L. Ruas, Sherry Chin, Paul 
Tempst3, Mitchell A. Lazar,  and Bruce M. 
Spiegelman. Regulation of the Brown and 
White Fat Gene Programs through a 
PRDM16/CtBP Transcriptional Complex, Genes 
and Development. 2008 May 15;22(10):1397-
409. 
 
Arany Z, Foo SY, Ma Y, Ruas JL, Bommi-Reddy 
A, Girnun G, Cooper M, Laznik D, 
Chinsomboon J, Rangwala SM, Baek KH, 
Rosenzweig A, Spiegelman BM. HIF-
independent regulation of VEGF and 
angiogenesis by the transcriptional 
coactivator PGC-1alpha. Nature. 2008 Feb 
21;451(7181):1008-12. 
 
Cooper MP, Lishu Qu, Lindsay M. Rohas, 
Jiandie Lin, Wenli Yang, Hediye Erdjument-
Bromage, Paul Tempst, Bruce M. Spiegelman. 
Defects in energy homeostasis in Leigh 
Syndrome French Canadian Variant through 
PGC-мʰκ[wtмол ŎƻƳǇƭŜȄΦ DŜƴŜǎ ϧ 
Development 2006 Nov 1;20(21):2996-3009 . 
Rhee J, Ge H, Yang W, Fan M, Handschin C, 
Cooper M, Lin J, Li C, Spiegelman  
BM. Partnership of PGC-1alpha and 
HNF4alpha in the regulation of lipoprotein 
metabolism. J Biol Chem. 2006 May 
26;281(21):14683-90.  

 
Lin J, Wu PH, Tarr PT, Lindenberg KS, St-
Pierre J, Zhang CY, Mootha VK, Jager S, 
Vianna CR, Reznick RM, Cui L, Manieri M, 
Donovan MX, Wu Z, Cooper MP, Fan MC, 
Rohas LM, Zavacki AM, Cinti S, Shulman 
GI, Lowell BB, Krainc D, Spiegelman BM. 
Defects in adaptive energy metabolism 
with CNS-linked hyperactivity in PGC-
1alpha null mice. Cell, 2004 Oct 
1;119(1):121-35. 
 
Orren DK, Machwe A, Karmakar P, 
Piotrowski J, Cooper MP, Bohr VA. A 
functional interaction of Ku with Werner 
exonuclease facilitates digestion of 
damaged DNA. Nucleic Acids Research, 
2001;29:1926-1934. 
 
 Bohr VA, Cooper M, Orren D, Machwe A, 
Piotrowski J, Sommers J, Karmakar P, 
Brosh R Werner syndrome protein: 
biochemical properties and functional 
interactions. Experimental Gerontology, 
2000;35:695-702.  
 
Brosh RM Jr, Li JL, Kenny MK, Karow JK, 
Cooper MP, Kureekattil RP, Hickson ID, 
Bohr VA. Replication protein A physically 
interacts with the Bloom's syndrome 
protein and stimulates its helicase 
activity. Journal of Biological Chemistry, 
2000;275:23500-8.  
 
Cooper MP, Machwe A, Orren DK, Brosh 
RM, Bohr VA. Ku complex interacts with 
Werner protein and stimulates its 
exonuclease activity. Genes and 
Development, 2000;14:907-12. 
 
 Cooper MP, Balajee AS, Bohr VA The C-
terminal domain of p21 inhibits 
nucleotide excision repair in vitro and in 
vivo. Molecular Biology of the Cell, 1999; 
10:2119-2129. 
 
 
 

 
 
 
 
 

 

http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Arany%20Z%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstractPlusDrugs1
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Foo%20SY%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstractPlusDrugs1
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Ma%20Y%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstractPlusDrugs1
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Ruas%20JL%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstractPlusDrugs1
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Bommi-Reddy%20A%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstractPlusDrugs1
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Bommi-Reddy%20A%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstractPlusDrugs1
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Girnun%20G%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstractPlusDrugs1
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Cooper%20M%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstractPlusDrugs1
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Laznik%20D%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstractPlusDrugs1
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Chinsomboon%20J%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstractPlusDrugs1
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Rangwala%20SM%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstractPlusDrugs1
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Baek%20KH%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstractPlusDrugs1
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Rosenzweig%20A%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstractPlusDrugs1
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Spiegelman%20BM%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVAbstractPlusDrugs1
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  Clinical News 

Date Speaker Topic 

Dec 16, 2008 Yukio Shimasaki, MD, 
PhD 

 “Role of mitochondrial uncoupling 
protein-2 in endothelial cells.” 

Jan 20, 2009 Nathan Lawson, PhD  "Role of the NALP3 inflammasome in 
inflammation in atherosclerosis". 

Feb 17, 2009 Eicke Latz, MD, PhD Topic TBD 

Mar 17, 2009 Marcus Cooper, MD Topic TBD 

 

Tuesdays at 5:00 PM, Faculty Conference Room S1-342 University Campus 
 

Division of 

Cardiovascular 

Medicine 

55 Lake Avenue North 
UMass Medical School 
Worcester, MA 01655 

 
PHONE: 

(508) 856 - 6907 
 

FAX: 
(508) 856 - 6881 

 
E-MAIL: 

Monica.Carman-
Winston@umassmed.edu 

Weôre on the Web! 

See us at: 

www.umassmed.edu/cardio 

This publication is created by the Cardiovascular Medicine Division of the Department of Medicine at the 
University of Massachusetts Medical School. No part of this publication is to be copied or distributed 

without permission of the content editor. Contact: (508) 856-6907 for more information. 

  

 

Cardiovascular Working Group Meeting Schedule 

 

Cardiovascular Medicine Clinical Research has a generic e-mail as 

Cardio.Research@Umassmed.edu or CardioResearch on the global address list 

from Outlook. The e-mail will forward to Paula Hu, R.N., MSPH .  

 

If you have any clinical research related questions and do not know whom to 

contact, please send to this generic mailbox.  

 

mailto:Cardio.Research@Umassmed.edu

