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We understand you have a busy practice and are short  
on time. Why not earn your CME credits in the comfort  
of your own home? 

Cardiovascular Medicine and Surgery Grand Rounds are  
hosted regularly at University Hospitals Case Medical Center  
in Cleveland, Ohio, focusing on the latest developments in  
heart and vascular care. 

We are pleased to offer this ongoing series on-demand:

•  Free CME – accessible anytime, anywhere 
•  Broad topic coverage in cardiovascular medicine and surgery 
•  Nationally and internationally renowned experts 
•  Also: View annual Cardiovascular Disease Update courses 
•  These activities have been approved  
    for AMA PRA Category 1 Credit™

Speakers from: 

Brigham and Women’s Hospital  
(Boston, MA)

Cleveland Clinic (Cleveland, OH) 
Columbia University Medical Center (New York, NY) 
Duke University Medical Center (Durham, NC) 
George Washington University School of Medicine 
(Washington, DC) 
Harvard Medical School (Boston, MA) 
Houston Methodist (Houston, TX) 
The Johns Hopkins University School of Medicine  
(Baltimore, MD)

Massachusetts General Hospital (Boston, MA) 
Mayo Clinic (Rochester, MN) 
New York-Presbyterian Hospital (New York, NY) 
Ochsner Foundation Hospital and Clinic  
(New Orleans, LA) 
St. Louis University School of Medicine (St. Louis, MO) 
Stanford University Medical Center (Stanford, CA) 
Trinidad Hospital, San Isidro (Buenos Aires, Argentina) 
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Case Western Reserve University (Cleveland, OH) 
University of Alabama at Birmingham (Birmingham, AL) 
University of Pennsylvania School of Medicine  
(Philadelphia, PA) 
University of Texas MD Anderson Cancer Center  
(Houston, TX) 
University of Utah School of Medicine  
(Salt Lake City, UT) 
Washington University (St. Louis, MO)
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It’s been a consequential few months for the new class of 
cholesterol drugs known as PCSK9 inhibitors. Last July, the  
U.S. Food and Drug Administration (FDA) approved alirocumab. 
Marketed by Sanofi/Regeneron as Praluent®, the medication 
is approved, in conjunction with diet and maximally tolerated 
statin therapy, for patients with familial hypercholesterolemia 
(FH) or patients with clinical atherosclerotic disease who are not 
meeting their LDL cholesterol targets. Then in late August, the 
FDA approved evolocumab. Marketed by Amgen as Repatha™, 
the drug has similar indications to its fellow PCSK9 inhibitor. 
Both drugs are administered by injection every two or four 
weeks, depending on the individual product and dose.

Cardiologist Barry Effron, MD, Director of the Evaluation & 
Prevention Center at University Hospitals Harrington Heart & 
Vascular Institute, says he welcomes the arrival of these new 
tools in the cholesterol-fighting arsenal, especially for his 
patients with FH and advanced coronary disease. 

“These drugs lower LDL cholesterol by a huge amount –  
over 50 percent. And they lower it by that amount on top  
of other treatments,” he says. “It’s not as if they are less 
effective if people are already on statins or Zetia® or other 
drugs.” That said, however, Dr. Effron says he has some 
concerns about the new medications. For one, the clinical trials 
examining whether PCSK9 inhibitors reduce cardiovascular 
mortality are not yet complete. 

“There’s some signal with the smaller trials that were  
submitted as part of FDA approval that these drugs may  
reduce cardiovascular events and mortality,” he says. 
“However, that data has not been validated in a prospective, 
randomized trial.”

“Larger trials should reveal the long-term benefits and the 
safety profile of monoclonal antibody-mediated PCSK9 
inhibition,” adds David A. Zidar, MD, PhD, Director of the 
Familial Dyslipidemia/LDL Apheresis Clinic at UH Harrington 
Heart & Vascular Institute. “We’re really still at the start,  
not the finish line.” 

Beyond the open research questions on PCSK9 inhibitors,  
there is the significant issue of cost, estimated at about 
$14,000 per year.

“These medications aren’t just expensive; they’re out-of-this-
world expensive,” Dr. Effron says. Because we don’t have firm 
evidence yet that they’re going to reduce cardiovascular events 
and deaths, I think it would be very premature to start using 
these drugs in a widespread fashion.”

Insurance coverage is another key issue.

“To begin the process of gaining access to these drugs for 
their patients, clinicians must provide detailed information 
about each patient’s medical history to the pharmaceutical 
company,” says Carl Orringer, MD, President of the National 
Lipid Association. “In many cases, there will be a second round 
of insurer-generated paperwork, still without an assurance that 
the patient will be given access to the drug.” Now Associate 
Professor of Medicine at the University of Miami Miller School 
of Medicine, Dr. Orringer served previously as the Harrington 
Chair in Preventive Cardiovascular Medicine at UH Harrington 
Heart & Vascular Institute.

For patients who are statin-intolerant and are interested in 
these new drugs, Dr. Effron suggests altering the statin dose, 
having patients take the statin every other day or switching to 
a different statin. Supplements of vitamin D or coenzyme Q10 
may also reduce the muscle aches sometimes associated with 
statins and can increase treatment compliance.

A candid conversation about the relative risks and benefits of 
statin therapy is also key.

“Sometimes it’s as simple as asking the person to live with 
some mild side effects because the benefits outweigh the 
risks,” Dr. Effron says. “It’s a question of saying, ‘I feel your 
pain, but this is really important. Statin treatment really does 
lower your risk of heart disease by as much as 50 percent.’” 

As for the PCSK9 inhibitors, Dr. Effron has two words of 
advice: Stay tuned.

“The clinical trials are going to be blockbuster in the next year 
or two,” he says. “They will really refine our understanding of 
where these drugs fall in the treatment algorithm.”

For more information about the Evaluation & Prevention 
Center at UH Harrington Heart & Vascular Institute or to  
refer a patient, call 216-844-3800 or toll-free  
1-866-UH4-CARE (1-866-844-2273).

PCSK9 Inhibitors: Pinpointing the Potential 
What will be their impact in controlling cholesterol?

BARRY EFFRON, MD
Director, Evaluation & Prevention Center,  
UH Harrington Heart & Vascular Institute
Associate Professor of Medicine, Case Western 
Reserve University School of Medicine

DAVID A. ZIDAR, MD, PHD
Director, Familial Dyslipidemia/LDL  
Apheresis Clinic, UH Harrington  
Heart & Vascular Institute
Assistant Professor of Medicine, Case Western 
Reserve University School of Medicine
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GUILHERME OLIVEIRA, MD
Director, Advanced Heart Failure & Transplant 
Center, UH Harrington Heart & Vascular Institute
Director, Onco-Cardiology Program,  
UH Harrington Heart & Vascular Institute
Clinical Associate Professor of Medicine,  
Case Western Reserve University School of Medicine

New Drugs  
for Heart  
Failure: 
HOPE  
OR  
HYPE?
University Hospitals 
heart failure specialist 
provides perspective  
on newly approved 
medications

After a decade-long drought in approvals for heart failure (HF) 
medications, the U.S. Food and Drug Administration (FDA) 
granted approval last July to the HF medication LCZ696, now 
marketed by Novartis as Entresto™. The drug, studied in the 
large, international PARADIGM-HF trial, was shown to be 
superior to the ACE inhibitor enalapril (Vasotec®) in reducing 
not only heart failure-related hospitalizations, but also deaths 
from cardiovascular causes. In fact, the PARADIGM-HF trial 
was stopped early because Entresto was showing such an 
overwhelming benefit. 

Many heart failure experts have been quoted in the medical media 
voicing their enthusiasm for Entresto. At University Hospitals 
Harrington Heart & Vascular Institute, heart failure expert Guilherme 
Oliveira, MD, partakes in this enthusiasm, but with a more cost-
conscious approach. 

“Entresto showed a decrease in mortality, which is very hard to show 
in HF trials these days,” says Dr. Oliveira, Director of the institute’s 
Advanced Heart Failure & Transplant Center. “It’s hard to ignore that. 
At the same time, the main question is whether this effect is large 
enough to justify the significantly higher cost to patients.” Entresto is 
estimated to cost about $4,500 per year, or $12.50 for each two-
tablet daily dose.

Despite cost concerns, Dr. Oliveira has been prescribing Entresto  
to old and new HF patients who can afford it. “As a doctor, you 
always try to offer your patient the best medicines out there. Patients 
who have the most life-years to lose and those not doing well on  
ACE I and ARBs should be treated with Entresto. Once the cost issues 
are out of the way, it will be really difficult to justify using ACE I  
and ARBs anymore.”

Entresto is the first of a new class of drugs known as angiotensin 
receptor neprilysin inhibitors. It is a combination of the angiotensin 
receptor blocker valsartan (Diovan) and the neprilysin inhibitor 
sacubitril. It acts by inhibiting the renin-angiotensin-aldosterone 
system and by potentiating endogenous peptides that have beneficial 
effects on HF patients. Side effects reported to the FDA during 
the clinical trials of Entresto included angioedema, hypotension, 
hyperkalemia and renal impairment. Entresto cannot be administered 
concomitantly with ACE-I or to pregnant women.

Another exciting development in the HF world has been the approval 
of ivabradine, marketed by Amgen as Corlanor®. Even though this 
drug has been in use in the rest of the world for almost 10 years,  
it only now arrived in the United States. “This is really exciting  
because there’s no other drug out there that acts in a similar way,” 
says Dr. Oliveira. 
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Corlanor was approved by the FDA to reduce HF hospitalizations 
in patients with symptomatic chronic HF with reduced ejection 
fraction whose HR remains above 70 beats per minute, despite 
maximally tolerated doses of beta-blockers. “The unique aspect 
of this medication is that it lowers HR without decreasing blood 
pressure or cardiac contractility,” says Dr. Oliveira. “Corlanor is 
perfect for those patients who cannot be on higher doses of beta 
blockers because their blood pressure is too low. As we know, 
reducing heart rate is an important target of HF therapy.”

Even though the drug was not approved by the FDA to  
reduce cardiovascular mortality, Dr. Oliveira points out that in  
the pivotal SHIFT trial, Corlanor achieved the secondary endpoint 
of decreasing HF mortality. “I am convinced this drug will 
eventually be shown to reduce HF mortality in the right subgroup 
of patients and at the right heart rate,” says Dr. Oliveira, who has 
been prescribing this medication to all his patients with refractory 
high heart rate. “There are other many tantalizing ways this 
medication may prove beneficial, such as in the case  
of patients with inappropriate sinus tachycardia and tachy-
induced cardiomyopathy.”

Dr. Oliveira welcomes the arrival of both new heart failure 
medications, especially because they act in such different  
ways and can and should be used concomitantly in the right 
patients. Their combined effect is especially important when  
it comes to hospitalizations.

“Reducing hospitalizations is a huge drive right now, and  
these drugs deliver,” he says. “Entresto reduces hospitalizations 
by 36 percent, and Corlanor, by 26 percent. Rehospitalizations 
are not only bad for hospitals and Medicare, they are especially 
bad for patients, because of their intimate association with 
mortality. Your chance of death increases exponentially with each 
HF rehospitalization.”

For more information about the Advanced Heart Failure & 
Transplant Center at UH Harrington Heart & Vascular Institute or 
to refer a patient, call 216-844-3800 or toll-free  
1-866-UH4-CARE (1-866-844-2273).

FIRST BIVENTRICULAR 
ASSIST DEVICE 
PROCEDURE IN OHIO

Dr. Oliveira and the surgical team at 
University Hospitals, led by Benjamin 
Medalion, MD, recently performed 
the first durable biventricular device 
procedure ever to take place in Ohio. 
The Advanced Heart Failure & Transplant 
Center surgeons implanted HeartWare® 
left ventricular assist devices (LVAD) in the 
left and right ventricles of a patient with 
fulminant heart failure. The 58-year-old 

patient had lost 85 percent of his heart’s 
function to viral myocarditis, leaving him 
with a left ventricular ejection fraction 
(LVEF) of less than 10 percent, as well as 
a failed right ventricle.

“It’s not an easy surgery, even for the 
best of surgeons, such as Dr. Medalion. 
In this case, it took close to seven 
hours to accomplish,” Dr. Oliveira says. 
“It’s unique for our institution and for 
our state.” Dr. Oliveira estimates that 
the biventricular procedure has been 
completed in the United States just a few 
dozen times total.

Currently, Dr. Oliveira’s patient is  
doing well, enjoying time with his  
family, including a much-loved infant 
grandson. A heart transplant is on the 
horizon as soon as a matching organ 
becomes available.

“He’s doing great,” Dr. Oliveira says.  
“We think the transplant will take place 
any day now.”

 “This is really exciting because 
there’s no other drug out there 
that acts in a similar way,”  
says Dr. Oliveira.
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SAHIL PARIKH, MD
Medical Director, Research & Innovation Center,  
UH Harrington Heart & Vascular Institute
Assistant Professor of Medicine,  
Case Western Reserve University School of Medicine

   LEARNING ON THE  
          LEADING EDGE

Every cardiovascular specialist has those patients 
who don’t respond as expected to the standard 
drug regimen or procedure, or patients whose first 
cardiovascular problem resolves, but who then 
develop a second or third issue.

At University Hospitals Harrington Heart & Vascular Institute, 
patients with dwindling options have access to a robust array 
of leading-edge clinical trials, offered and managed in the 
institute’s 10-year-old Research & Innovation Center.

“The goal of the center is to allow disruptive, new 
technologies to be brought into the clinical sphere at all 
of the different stages of evaluation,” says interventional 
cardiologist Sahil Parikh, MD, Medical Director of the Research 
& Innovation Center. “Our patients benefit, and the science 
benefits from what we learn, so it’s a win-win.”

Leading the implementation of clinical trials is Stacey 
Mazzurco, RN, a veteran cardiovascular nurse with 27 years’ 
experience. Her 22-person staff includes 13 registered-nurse 
research coordinators, two individuals tasked with managing 
regulatory issues, four research assistants, a program 
coordinator and two certified nurse practitioners devoted 
to structural heart disease research projects. Altogether, this 
team manages more than 90 active cardiovascular clinical trials 
involving nearly 2,700 patients, with many trial participants 
traveling to Northeast Ohio from out-of-state.

“We attract patients from all over, expressly for the 
opportunity to participate in our trials,” Mazzurco says. “We 
offer many options and procedures that other centers do not.”

The majority of clinical trials proposed to the Research & 
Innovation Center have roots in the biomedical industry, from 
such well-known names as Boston Scientific, Medtronic, 

Abiomed and St. Jude Medical, among others. About two-
thirds of projects undertaken are trials of cardiovascular 
devices, with the remaining third trials of investigational 
drugs. However, a request from industry is no guarantee of 
the center’s participation. Of the projects proposed, Dr. Parikh 
says, the Research & Innovation Center accepts less than half.

“We carefully vet all trials to make sure we have the right 
patient population and the right resources to properly 
complete the research and the right alignment with our 
mission – scientifically, clinically and academically,” he says. 
“There is always a physician champion for any of the trials that 
we accept and agree to do.” 

Over the past several years, UH cardiovascular specialists have 
played a pivotal role in several high-profile trials that have 
made headlines in the major medical journals, including the 
clinical research on Medtronic’s transcatheter CoreValve®, 
Cardiokinetix’s Parachute™ device for heart failure and the 
Lutonix drug-coated balloon evaluated in the LEVANT-2 trial. 
The group has also participated in the clinical research on 
renal denervation, the TOPCAT trial of spironolactone for heart 
failure and the IMPROVE-IT trial evaluating adding ezetimibe 
to standard statin therapy. “We all got into the profession 
because we are clinicians, but participating at this level in 
clinical research also allows us to contribute to the state-of-
the-art of clinical care,” Dr. Parikh says. “Every one of these 
trials will influence practice.”  

Physician-scientists in UH Harrington Heart & Vascular  
Institute also pursue their own investigator-initiated projects, 
supported by funding from the National Institutes of Health 
(NIH) through the School of Medicine at Case Western  
Reserve University and national medical organizations  
and foundations.

High-impact cardiovascular  
Research & Innovation Center 
benefits both patients and physicians

STACEY MAZZURCO, RN, CCRP
Nurse Director,  
Research & Innovation Center,  
UH Harrington Heart & Vascular Institute



UH participating in large international  
trial of novel infection-control intervention

“These are often projects that are not the most lucrative,  
but that could have a great deal of impact,” Dr. Parikh says.  
“For example, we’ve been a part of trials for the Heart Failure 
 Network. These are trials that are extremely important in how  
we manage patients, but are not necessarily going to generate  
a new product that results in profitability for a third-party  
sponsor. The NIH has assumed the burden of the cost of  
performing these trials, but they rarely have enough money to  
cover all the expenses. We’re able to participate and offset  
some of those costs with our own internal resources.”

For Dr. Parikh, this kind of research is an integral part of  
providing the highest-quality care to patients.

“It’s our privilege to be part of this groundbreaking research  
and enroll our patients in these trials,” he says. “Contributing  
to the final result is really exciting to the patients and providers  
and frequently enables patients to obtain the latest  
innovations in care.”

For more information about the clinical trials available  
within UH Harrington Heart & Vascular Institute,  
please call 216-844-3130.

RESEARCH & INNOVATION CENTER 
BRANCHES INTO EDUCATION

Providing education to fellow clinicians is an increasingly 
important aspect of the Research & Innovation Center at 
UH Harrington Heart & Vascular Institute.

“We’re taking our current state-of-the-art, both clinically 
and in the conduct of research trials, and helping other 
centers do the same thing,” Dr. Parikh says.

In collaboration with industry partners, the center 
presents quarterly courses for physicians and their teams 
on the minimalist approach to transcatheter aortic valve 
replacement (TAVR) developed and employed here. 

“Our transcatheter valve team is extremely experienced 
in the minimalist approach to TAVR,” he says. “This 
approach reduces hospital length of stay, improves 
patient outcomes and reduces the invasiveness of what 
is already a less invasive procedure.”

The Research & Innovation Center also hosts weekend 
seminars in collaboration with Case Western Reserve 
University School of Medicine for cardiovascular disease 
fellows, providing instruction through a combination of 
simulation, lectures and case review. Some fellows have 
attended from as far away as China.

“We don’t just focus on the technology du jour,” 
Dr. Parikh says. “Instead, we focus on education in a 
broader sense. We talk to them about everything from 
practice development to the conduct and performance 
of procedures and medical therapy, to how they can get 
ongoing clinical training.”

For more information on the educational opportunities 
available from the Research & Innovation Center,  
please contact Stacey Mazzurco at 216-844-3130 or 
Stacey.Mazzurco@UHhospitals.org.  

“We attract patients from all 
over, expressly for the opportunity 
to participate in our trials,” 
Mazzurco says. “We offer many 
options and procedures that other 
centers do not.”
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NEW STAFF Join UH Harrington Heart & Vascular Institute 
MICHAEL BROWN, DO 
Vascular Surgery
•  Doctor of Osteopathic Medicine: Des Moines University  
    College of Osteopathic Medicine, Des Moines, Iowa
•   Residency in General Surgery, South Pointe Hospital, Cleveland, Ohio 
•   Fellowship in Trauma Surgery: Grant Medical Center, Columbus, Ohio
•   Fellowship in Vascular Surgery: University of Florida, Gainesville, Florida

JAMES CIREDDU, MD 
Cardiovascular Medicine
•  Doctor of Medicine: University of Toledo College of Medicine, Toledo, Ohio
•  Residency in Internal Medicine: University Hospitals  
    Case Medical Center, Cleveland, Ohio
•  Fellowship in Cardiovascular Medicine: MetroHealth Medical Center,  
    Cleveland, Ohio

GEORGE FARAH, MD 
Cardiovascular Medicine
•  Doctor of Medicine: Case Western Reserve University  
    School of Medicine, Cleveland, Ohio
•  Residency in Internal Medicine: McGaw Medical Center of  
    Northwestern University, Chicago, Illinois
•  Fellowship in Cardiovascular Medicine: University Hospitals  
    Case Medical Center, Cleveland, Ohio

KAREM HARTH, MD 
Vascular Surgery
•  Doctor of Medicine: Stony Brook School of Medicine,  
    Stony Brook, New York
•  Residency in General Surgery: University Hospitals  
    Case Medical Center, Cleveland, Ohio
•  Fellowship in Vascular Surgery: University Hospitals  
    Case Medical Center, Cleveland, Ohio

NORMAN KUMINS, MD 
Vascular Surgery
•  Doctor of Medicine: University of Health Sciences/Chicago Medical School,  
    North Chicago, Illinois
•   Residency in General Surgery: University of Illinois College of Medicine at  
    Chicago, Chicago, Illinois 
•   Fellowship in Vascular Surgery: The Ohio State University  
    College of Medicine, Columbus, Ohio
•   Research Fellowship: The Burn and Shock Trauma Institute,  
    Loyola University Medical Center, Maywood, Illinois
•   Research Fellowship in Vascular Surgery: University of Illinois  
    College of Medicine at Chicago, Chicago, Illinois

MICHAEL ZACHARIAS, DO 
Heart Failure
•  Doctor of Osteopathic Medicine: Ohio University College of Osteopathic  
    Medicine, Athens, Ohio 
•  Residency in Internal Medicine: University of Massachusetts,  
    Worcester, Massachusetts 
•  Fellowship in Cardiovascular Medicine: University of Massachusetts,  
    Worcester, Massachusetts

YURIY ZHUKOV, MD 
Cardiac Surgery
•  Doctor of Medicine: Indiana University School of Medicine,  
    Indianapolis, Indiana
•  Residency in General Surgery: Mayo Clinic, Rochester, Minnesota
•  Fellowship in Cardiothoracic Surgery: Mayo Clinic, Rochester, Minnesota


