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Last month’s Cardiovascular
Working Group featured
Marcus Cooper, M.D. Dr.
Cooper presented his data on
the transcriptional control of
metabolism. He spoke of a
transcriptional co-activator,

Faculty Spotlight

Kurt Barringhaus, M.D.

Dr. Barringhaus spends time with BB King

Dr. Barringhaus has been with us for
five years and has become active both
clinically and academically. Along with
our full time interventional faculty, he
maintains a high PCl volume and is an
important member of the STEMI team.
He attends in the 3LICU as well as on
the teaching wards and has expanded
his vascular interventional practice
over the years. He has contributed to
the clinical scientific community both
locally and nationally through his work
with the Massachusetts PCl registry
and the GRACE registry. Recently, he
presented data at the ACC/i2 Summit
in Orlando pertaining to patients with
multi-vessel CAD who undergo primary
PCI for STEMI and showed that
patients who undergo staged PCl have

known as LRP130 that
functions to coordinate gene
regulation in mitochondrial
and adipocytes. In
particular, LRP130 seems to
function with another co-
activator, known as PGC1-
alpha, to coordinate the
expression of
gluconeogenesis genes in
the liver. Moreover, LRP130
is also important for brown

remarkably favorable
outcomes. He will be
presenting data from the
Massachusetts registry at the
Quality Outcomes in April, and
we look forward to seeing final
publications from both studies
later this year.

Kurt has also partnered with
our colleagues in the basic
sciences to develop and apply
methodologies to understand
the roles that microRNAs may
play in coronary, peripheral
vascular and myocardial
diseases. Preliminary work
funded by the Worcester
Foundation for Biomedical
Research shows his successful
adaptation of a microRNA
cloning and deep sequencing
protocol that will provide
robust qualitative and
guantitative assessment of
miRNA expression. This
important progress will permit
him to identify specific miRNAs
differentially regulated in
response to a number of
conditions including endothelial
and SMC growth and oxidative

John F. Keaney, Jr. M.D.

fat differentiation. These
data are likely to be
important from a
therapeutic standpoint as
individuals with brown fat
appear to be resistant to
obesity. Thus, if we could
find a therapy that
promoted brown versus
white fat development, it is
possible we could prevent
obesity and insulin
resistance.

stress, arteriosclerosis
progression in coronary and
vascular tissue, and in patients
presenting with myocardial
infarction. Look for his review
with Phil Zamore entitled
“microRNAs: Regulating a
Change of Heart” to be
published in Circulation in the
near future.

Recent Peer Reviewed Publications:

1. John A. McPherson; Kurt G.
Barringhaus; Gregory Bishop; John M.
Sanders; Jayson M. Rieger; Sean E.
Hesselbacher; Lawrence W. Gimple;
Eric R. Powers; Timothy Macdonald;
Gail Sullivan; Joel Linden; lan J.
Sarembock. Adenosine A2A Receptor
Stimulation Reduces Inflammation
and Neointimal Growth in a Murine
Carotid Ligation Model (ATVB 2001;
21:791-6).

2. J. William Phillips, Kurt G.
Barringhaus, John M. Sanders, Sean
Hesselbacher, Ann C. Czarnik, David
Manka, Dietmar Vestweber, Klaus
Ley, lan J. Sarembock. Single Injection
of P-selectin or PSGL-1 Monoclonal
Antibody Blocks Neointima Formation

Continued on page 4



Paul Santolucito, M.D.

Dr. Santolucito has been working
with Drs. Tighe and Goldberg
examining trends in the
management and outcomes of
patients with renal disease
hospitalized with acute
myocardial infarction (AMI).

Prior studies have demonstrated
worse outcomes and less use of
effective cardiac medications
including aspirin, beta blockers,
and statins among patients with
renal dysfunction admitted with
AMI. Contemporary trends in the
management and outcomes of
these patients are not well
known. Using data from the
Worcester Heart Attack Study
we examined the management
and outcomes of patients
hospitalized with AMI according
to renal function over a 10 year
study period (1995-2005).

While the use of aspirin among
patients with preserved renal
function remained stable over
time, a significant increase was
observed in patients with renal
disease. Beta blocker use
increased in all groups over time
with a greater increase in use
seen among patients with renal
dysfunction. The use of statins
increased similarly in all groups
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over time. Thirty day mortality rates
remained stable in patients with
preserved renal function from 1995-
2005, however, a significant
reduction in mortality was observed
in patients with renal disease.

While an improvement in the
adoption of effective cardiac
therapies and survival was observed
over the 10 years under study,
patients with renal dysfunction
continue to have worse outcomes
following AMI.

Pertinent Abstracts/ Publications:

Santolucito P, Tighe D, Lessard D,
Goldberg R. Trends in the Medical
Management and 30 Day Mortality
Among Patients with Renal
Dysfunction Admitted with Acute
Myocardial Infarction. American
College of Cardiology (ACC09).

Santolucito P, McManus D, Yarzebski
J, Gore J, Tighe D, Lessard D,
Goldberg R. Decade Long Trends in

the Management and
Outcomes of Patients with
Acute Myocardial Infarction and
Renal Dysfunction: A
Population-Based Perspective.
Manuscript submitted for
publication.

Santolucito P, Tighe D, Lessard
D, Ismailov R, Gore J, Yarzebski
J, Goldberg R. Changing trends
in the evaluation of ejection
fraction in patients hospitalized
with acute myocardial
infarction: The Worcester
Heart Attack Study, AHJ 155(3);
2008: 485-93.

Santolucito P, Tighe D, Lessard
D, Goldberg R. Temporal
Trends in the Evaluation of
Ejection Fraction in Patients
Hospitalized With Acute
Myocardial Infarction: Insights
from the Worcester Heart
Attack Study. American College
of Cardiology (ACCO06).

AHA 2009 Start! Central MA Heart Walk

May 2,2009

Colleagues,

The Central Mass Heart Walk is the major fundraising mechanism for the
AHA in our area. Our own Rob Phillips is directing the walk this year and
has challenged us to help UMass Memorial reach its goal. In support of
this effort, | have created the CVMed team as the vehicle for us to reach
our goal. To sign up, please go to www.worcesterheartwalk.org and
sign up for our team to support the AHA. You can also see the CYMed
team page at
http://heartwalk.kintera.org/faf/home/default.asp?ievent=283235.

I hope to see you all there on the day of the walk!

John F. Keaney, Jr., M.D.



http://www.worcesterheartwalk.org/
http://heartwalk.kintera.org/faf/home/default.asp?ievent=283235

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

By Steven Ball, R.N.

A Phase 2, Double-Blind, Randomized,
Placebo-Controlled Study of the Safety
and Efficacy of TAK-442 in Subjects with
ACS

Principle Investigator: James Chesebro,
M.D., Study Coordinator: Steven Ball,
R.N., Sponsor: Takeda Global Research &
Development Center, Inc.

Purpose:

=  To determine the safety and tolerability of
multiple doses of TAK-442 (oral Factor Xa
inhibitor) in subjects with acute coronary
syndrome (unstable angina, myocardial
infarction)

Primary Outcome Measure:

= Incidence of major bleeding, when TAK-
442 is added to standard treatment for
prevention of recurrent ischemic events.

Secondary Outcome Measures:

. Effects on cardiovascular outcomes
including:

I cardiovascular death

I non-fatal myocardial infarction
T non-fatal stroke

T myocardial ischemia

I general safety and tolerability
I population pharmacokinetics

Major Inclusion Criteria:

=  The subject has been hospitalized for
Acute Coronary Syndrome.

=  The subject is able to initiate study drug if:

1 The index event occurred within the
past seven days (the date of initial
hospitalization will be utilized for the
date on which the index event
occurred), and

T The final acute medical intervention for
the treatment of ACS (eg, glycoprotein
IIb/1lla inhibitor, anticoagulant doses of
low-molecular weight or unfractionated
heparin, fibrinolytics, PCl etc.) was last
administered or performed 48 hours
+/- 12 hours before administration of
the first dose of study drug (ie,
initiation of study drug must not occur

Spotlight on Research

earlier than 36 hours, nor later than 60
hours after discontinuation of the last
medical intervention).

= The subject has at least one additional
ischemic risk factor.

Major Exclusion Criteria:

=  The subject is <30 or >80 years of age.

= The subject has low body weight (<50 kg).

=  The subject has severe hypertension
(systolic blood pressure 2180 mm Hg or
diastolic blood pressure 2110 mm Hg).

= The subject has a known bleeding/clotting
disorder (including hemophilia A or B and
Von Willebrand disease).

= The subject has acute pericarditis.

. History of intracranial or intraocular
bleeding.

= History of gastrointestinal bleeding or
gastric or duodenal ulceration within 12
months prior to Randomization.

= History of ischemic stroke or transient
ischemic attack within 12 months prior to
randomization.

= Major surgery, including coronary artery
bypass graft (CABG), within 3 months prior
to randomization.

= History of cancer that has not been in
remission for at least 5 years. (This criterion
does not include those subjects with basal
cell or stage | squamous cell carcinoma of
the skin.)

= Condition for which long-term
anticoagulation therapy is indicated (ie,
atrial fibrillation, mechanical prosthetic
heart valve, or left ventricular thrombus) or
requires ongoing use of other excluded
medications.

Study Description:

. Dose:
T Seven various doses of TAK-442
A Selection of doses will be carried
out in a staged manner under the
direction of a Data and Safety
Monitoring Board
T One Placebo Comparator

= Six-month treatment period:
i Screening and Randomization Visit
T Eight visits during treatment
T Follow up visit 30 days after the last
dose of study medication



Faculty Spotlight, continued from page 1

after Arterial Injury in Apolipoprotein-E Deficient Mice
(Circulation 2003; 107:2244-2249).

3. J. William Phillips, Kurt G. Barringhaus, John M. Sanders,

»

10.

11.

Zandong Yang, Meng Chen, Sean Hesselbacher, Ann C.
Czarnik, Klaus Ley, Jerry Nadler, lan J. Sarembock.
Rosiglitazone Reduces the Accelerated Neointima
Formation After Arterial Injury in a Mouse Injury Model of
Type 2 Diabetes (Circulation 2003; 108:1994-1999).

. Kurt G. Barringhaus, J William Phillips, Jayant S. Thatte,

John M. Sanders, Ann C. Czarnik, Daniel K. Bennett, Klaus
F. Ley, lan J. Sarembock. a4B1 Integrin (VLA-4) Blockade
Attenuates Leukocyte Recruitment and Neointima
Growth Following Air Desiccation Injury of the ApoE (-/-)
Mouse Carotid Artery. (J Vasc Res 2004,41:252-260).

. J. Christopher McClish, Michael Ragosta, Eric R.Powers,

Kurt G. Barringhaus, Lawrence W. Gimple, Joshua
Fischer, James Garnett, Mir Siadaty, lan J. Sarembock,
Habib Samady. Effect of Acute Myocardial Infarction on
the Utility of Fractional Flow Reserve for the Physiologic
Assessment of the Severity of Coronary Artery Narrowing
(Am J Caridol 2004; 93:1102-1106).

. Scott T. Forrest, Kurt G. Barringhaus, Demetra Perlegas,

Marie-Louise Hammarskjold, and Coleen A. McNamara.
Intron Retention Generates a Novel Id3 Isoform That
Inhibits Vascular Lesion Formation (J. Biol. Chem. 2004;
279(31): 32897-32903).

. HSamady, W Lepper, ER Powers, K Wei, M Ragosta, GG

Bishop, 1) Sarembock, L Gimple, DD Watson, GA Beller, KG
Barringhaus. Fractional Flow Reserve of Infarct Related
Arteries Identifies Reversible Defects on Non-Invasive
Myocardial Perfusion Imaging Early After Myocardial
Infarction (J Am Coll Cardio 2006; 47:2187-93.)

. Jill V. Narron, Tamara D. Stoops, Kurt Barringhaus, Martin

Matsumura, Allen D. Everett Hepatoma-Derived Growth
Factor Is Expressed after Vascular Injury in the Rat and
Stimulates Smooth Muscle Cell Migration (Pediatr Res
2006; 59: 778-783.)

. Poh KK, Sperry E, Young R, Freyman T, Barringhaus K,

Thompson CA. Repeated Direct Endomyocardial
Transplantation of Allogeneic Mesenchymal Stem Cells:
Safety of a High Dose, “Off The Shelf”, Cellular
Cardiomyoplasty Strategy (Int J Card 2007; 117(3): 360-4).

Kurt Barringhaus, Martin Matsumura. The Proteasome
Inhibitor Lactacystin Attenuates Growth and Migration of
Vascular Smooth Muscle Cells and Limits the Response to
Arterial Injury (Exp & Clin Card 2007; 12(3): 119-124).

Kurt Barringhaus, Phillip Zamore. microRNAs: Regulating
a Change of Heart (Circulation 2009; in press).

Abstracts:

1.

Birnbaum, Richard A; Li, Feng; McPherson, John A;
Sanders, John M; Barringhaus, Kurt G.; Sarembock, lan J;
McNamara, Coleen A. Over-expression of E47 Increases
p21 and Inhibits Smooth Muscle Cell Proliferation
(Circulation 2000; 102(18): 11-316).

. Phillips, J. William; Barringhaus, Kurt G.; Hesselbacher,

Sean E.; Manka, David R.; Sanders, John M.; Normansell,
David E.; Ley, Klaus F.; Sarembock, lan J. Transient P-
Selectin Blockade Reduces Neointima Formation after
Arterial Injury in Apolipoprotein-E Deficient Mice
(Circulation 2000; 102(18):11-250).

. Phillips, J. William; Barringhaus, Kurt G.; Hesselbacher,

Sean E.;Czarnik, Ann C.; Sanders, John M.; Yang, Zandong;
Ley, Klaus F.; Nadler, J; Sarembock, lan J. Hyperglycemia
Enhances 12-Lipoxygenase Expression and Neointimal
Formation Following Arterial Injury in
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hypercholesterolemic ApoE(-/-) Mice (ATVB 2001;
21(4): 645).

4. Phillips JW, Barringhaus KG, Sanders JM, Czarnik AC,

10.

11

12.

13.

Chen M, Yang Z, Powers ER, Nadler J, Sarembock 1.
Rosiglitazone Prevents the Development of
Hyperglycemia and Hyperinsulinemia and
Significantly Reduces Neointimal Formation
Following Carotid Wire Injury in ApoE (-/-) Mice fed a
Western Diet (Circulation 2001; 104:11-117).

. Kurt G. Barringhaus, J. William Phillips, John M.

Sanders, Sasha Tichotsky, Ann C. Czarnik, lan J.
Sarembock, Coleen A. McNamara. Hyperglycemia
Decreases p21 Expression and Enhances S-Phase
Entry (JACC 2001; 37(2): Supplement A, 1A-648A).

. J William Phillips, Kurt G. Barringhaus, John S.

Sanders, Ann C. Czarnik, Zandong Yang, Meng Chen,
Jerry Nadler, lan J. Sarembock. Accelerated
Neointima Formation in a Mouse Injury Model of
Type 2 Diabetes Mellitus: Hyperglycemia,
Hyperinsulinemia, and Insulin Resistance Following
Lipid Feeding in the Apolipoprotein-E-Deficient
Mouse (JACC 2002; 39(5)Suppl A: 258A).

. J William Phillips, Kurt G. Barringhaus, John M.

Sanders, Ann C. Czarnik, Dietmar Vestweber, Klaus
Ley, lan J. Sarembock. PSGL-1 Blockade Using a
Unique Monoclonal Antibody 4RA10 Reduces
Neointima Formation After Arterial Injury in
Apolipoprotein-E Deficient Mice(JACC 2002;
39(5)Suppl A: 211A).

. Kurt G. Barringhaus, J William Phillips, John M.

Sanders, Ann C. Czarnik, Klaus F. Ley, lan J.
Sarembock. a4B1 Integrin (VLA-4) Blockade Reduces
Neointimal Growth After Carotid Air Desiccation
Injury in the ApoE (-/-) Mouse (JACC 2002; 39(5)
Suppl A: 20A).

. Kurt G Barringhaus, Richard A Birnbaum, Martin E

Matsumura. Proteasome Inhibition Limits Smooth
Muscle Cell Growth and Neointimal Formation
after Arterial Injury (ATVB 2002; 22(5): A62).

Kurt G. Barringhaus, J. William Phillips, Jayant S.
Thatte, John M. Sanders, Ann C. Czarnik, Daniel K.
Bennett, Klaus F. Ley, lan J. Sarembock. a4f1
Integrin (VLA-4) Blockade Attenuates Neutrophil
Recruitment and Neointimal Formation Following Air
Desiccation Injury of the ApoE (-/-) Mouse Carotid
Artery. American Heart Association Scientific
Sessions 2002 (Chicago, IL).

Jill V Narron, Tamara D Stoops, Kurt G. Barringhaus,
Allen D Everett. Hepatoma Derived Growth Factor

Stimulates Vascular Smooth Muscle Cell Migration.

(Ped Res 2003;53 (4): 206 Part 2 Suppl. S ).

Kurt G. Barringhaus, Gregory G. Bishop, Michael
Ragosta, Denny D. Watson, James Garnett, Lawrence
W. Gimple, lan J. Sarembock, George A. Beller, Eric R.
Powers, Habib Samady. Fractional Flow Reserve of
the Infarct Related Artery Early After Myocardial
Infarction Identifies Reversibility on Dipyridamole
Sestamibi SPECT Perfusion Imaging (JACC 2003; 41(6)
Suppl A: 842-5).

John C. McClish, Michael Ragosta, Eric R. Powers,
Gregory A. Bishop, Joshua Fischer, Kurt G.
Barringhaus, James garnett, Lawrence W. Gimple,
lan J. Sarembock, Habib Samady. Recent Myocardial
Infarction Does Not Limit the Utility of Fractional
Flow Reserve for the Physiologic Assessment of
Lesion Severity (JACC 2003; 41(6) Suppl A: 842-1).

15.

16.

17.

18.

19.

20.

21.

22.

. Kurt G. Barringhaus, Michael Ragosta, Eric R. Powers,

Denny D. Watson, Lawrence W. Gimple, lan J. Sarembock,
Gregory G. Bishop, J. W. Phillips, James Garnett, Habib
Samady. Myocardial Segments Subtended by
Hemodynamically Significant Stenoses Demonstrate
Recovery of Function Independent of Reversibility or
Viability on Perfusion Imaging in Patients Undergoing Early
Post-Infarction Revascularization (Catheterization and
Cardiovascular Interventions 2003; 59(1): A19).

Adnan K. Chhatriwalla, Kurt G. Barringhaus, Michael
Ragosta, Eric R. Powers, J. Christopher McClish, Joshua
Fischer, Andrew H. Bishop, Lawrence W. Gimple, lan J.
Sarembock, C. Joon Choi, Christopher M. Kramer, Habib
Samady. High Left Ventricular Mass Does Not Limit the
Utility of Fractional Flow Reserve for the Physiologic
Assessment of Lesion Severity (ACC 2004).

Kurt G Barringhaus, Univ of Massachusetts Memorial Med
Ctr, Worcester, MA; Martin E Matsumura, Univ of Virginia
Health System, Charlottesville, VA The Helix-Loop-Helix
Factor Id2 Increases Ubc2 Expression and Promotes
p27kipl Degradation (AHA 2004).

M.D. Linden, M.I. Furman, A.D. Michelson, M.L. Fox, M.R.
Barnard, Y. Li, None; K.G. Barringhaus, K. Przyklenk, A.L.
Frelinger. Indices of Platelet Activation as Markers of
Recent Myocardial Infarction (AHA 2004).

Andrew L Frelinger 1ll, Matthew D Linden, Mark | Furman,
Youfu Li, Marsha L Fox, Marc R Barnard, Kurt Barringhaus,
Karin Przyklenk, Alan D Michelson Aspirin Resistance Is
Associated With Markers of Platelet Activation and Is Not
Accounted For By Noncompliance Or Aspirin Underdosing
(AHA 2004).

Kian Keong Poh, Erik Sperry, Randell Young, Toby Freyman,
Kurt Barringhaus, Craig A Thompson. Repeated Direct
Endomyocardial Transplantation of Allogenic
Mesenchymal Stem Cells: Safety of a High Dose, “Off The
Shelf," Cellular Cardiomyoplasty Strategy (TCT 2005).

Barringhaus K, Montalescot G, Steg PG, Van de Werf F,
Lopez-Sendon J, Anderson FA, Dedrick R, Gore JM, for the
GRACE Investigators. Risk-adjusted in-hospital mortality is
similar between patients undergoing coronary artery
bypass grafting vs percutaneous coronary intervention for
residual multi-vessel disease following primary
percutaneous revascularization. J Am Coll Cardiol
2007:49(Suppl 1):195A.

Barringhaus K, Montalescot G, Steg PG, Van de Werf F,
Lopez-Sendon J, Anderson FA, Dedrick R, Gore JM, for the
GRACE Investigators. Staged PCI for Residual Multi-Vessel
Disease Following Primary PCl Is Associated with Low
Mortality (J. Am. Coll. Cardiol. 2009;53;A47).

Barringhaus K, Norman, Sharon-Lise, Ho, K. Impact of
Independent Data Adjudication on Hospital-Specific
Estimates of Risk-Adjusted Mortality Following
Percutaneous Coronary Interventions in Massachusetts
(Circulation 2009).

Book Chapter:

Medicine Recall (Lippincott Williams & Wilkins, Baltimore) P
Edition, 2003.

Funding Worcester Foundation for Biomedical Research 2006-
2008; Principle Investigator: RNA Silencing in Arteriosclerosis;
$30,000



We are pleased to announce that Sherry Coldren has been hired as

Division of the Cardiovascular Medicine Fellowship Program Coordinator. She was hired
Cardiovascular to replace Jackie Jolie who retired on March 20th.
Medicine

Sherry comes to us from the Family Health Center of Worcester where
she most recently held the position of Medical Residency Administrator.
55 Lake Avenue North
UMass Medical School . . . .
Worcester, MA 01655 Prior to tha.t, she was tht.e Graduate Medical Education Coordinator at the
Naval Hospital, Camp Lejeune.

PHONE:
(508) 856 - 6907 Please join us in welcoming Sherry to the Division.
FAX:
(508) 856 - 6881

oAl Cardiovascular Working Group Meeting Schedule

Winston@umassmed.edu

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

Date Speaker Topic

April 21 Louis M. Messina, M.D. | “Mesenchymal Stem Cell Dysfunction in
UMASS. P y Y

Response to Hindlimb ischemia in Type-
2 Diabetic Mice”

May 19 Yong-Xu Wang, Ph.D “A transcriptional network in brown fat
metabolism”

You can now find our £ARF Newsletter on
the Cardiovascular Medicine web site

hitp://www.umassmed.edu/cardio/index.aspx
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