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MESSAGE FROM THE DIRECTOR:

Global Health Inequity: Challenges Remain

| , Advances in science and technology have transformed the health of the popula-
1' tions of the developed world, with substantial increases in life expectancy and

Bl eductionsin morbidity. For the most part, however, these advances have not
touched the lives of the world’s poorest people. Prevention of cardiovascular
disease remains conspicuously absent from the United Nations' Millennium
Development Goals, even as these diseases are replacing infectious diseases as
leading causes of morbidity and mortality in low- and middle-income countries.
On a global scale, chronic diseases account for six out of ten deaths, and 80%
affect people in low- and middle-income countries.

Toward the end of the last century, the world’s attention was understandably drawn toward HIV/AIDS,
malaria, and infectious diarrheal illnesses, and these remain important targets for prevention and treatment.
But cardiovascular diseases, especially atherosclerosis and hypertension, take an expanding toll as root
causes of heart attack, stroke, peripheral arterial disease, heart failure, and sudden death. Preventing and
treating cardiovascular disease is cost effective. These lethal disorders most often affect people of working
age, those who are building the economies of their countries and reducing poverty.

Adding the prevention of cardiovascular disease to the international medical agenda need not replace the
elimination of infectious disease. It is well within our power to implement health programs in communities,
schools, and the workplace in diverse settings, both urban and rural. Among the most obvious goals are to
reduce smoking, obesity, and environmental hazards and to improve nutrition—steps that are reasonable
to achieve even in resource-constrained parts of the world.

The many efforts of Mount Sinai’s professionals to fill gaps in knowledge of cardiovascular disease in the
developed and developing world were brought into focus recently in Chicago at the Annual Scientific Sessions
of the American College of Cardiology in March. The national and international prominence of Mount Sinai
researchers and educators was evident. Space here is insufficient to commend all deserving recognition, but
it was gratifying to see the work of our basic and clinical scientists spreading not only nationally but globally
as well. | was honored to chair the Joint Session of the American College of Cardiology, the Spanish Society
of Cardiology, and the Inter-American Society of Cardiology, at which a new resource, “Cardiosource en
Espariol” (www.cardiosource.com/espanol), was introduced that provides access to expert content for
Spanish-speaking cardiologists throughout the world. This initiative represents a model of new ways the
advances in cardiovascular research and practice can be transmitted rapidly and accurately to an ever-
broadening constituency of physicians and allied health professionals.

We must champion cardiovascular medicine and science with an aggressive agenda that spans education,
communication, and advocacy on an international scale. Each of us must do what we can, and | am proud
of the contributions that are made daily by members of all the departments that together form Mount
Sinai Heart.

A

VALENTIN FUSTER, MD, PHD U
Director, Mount Sinai Heart
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Making sense
of ENHANCE:

How could Zetia® (ezetimibe) lower LDL cholesterol

but not decrease carotid intima-media thickness?

by DONALD A. SMITH, MD, MPH

i 3 =
> THE RESULTS OF THIS SINGLE STUDY IN AN UNUSUAL POPULATION SHOULD NOT UNDERMINE ATTEMPTS TO REACH
NCEP LDL CHOLESTEROL GOALS. UNTIL RESULTS ARE AVAILABLE FROM ONGOING CLINICAL TRIALS, OUR POLICY ISTO
TRY TO REACH NCEP LDL CHOLESTEROL GOALS BY ANY MEANS POSSIBLE, INCLUDING WITH ZETIA® AND VYTORIN®
WHEN NECESSARY.




Making Sense of ENHANCE | §

Con tro Versy and media scrutiny have surrounded the Ezetimibe and Simvastatin

in Hypercholesterolemia Enhances Atherosclerosis Regression (ENHANCE) trial, which compared carotid

artery intima-media thickness (IMT) over a 2-year period of treatment with simvastatin 80 mg (Zocor® 80)

or simvastatin 80 mg with ezetimibe 10 mg (Vytorin® 10/80). The study was presented at the 2008 Scientific
Session of the American College of Cardiology and published in the New England Journal of Medicine,' but

the controversy continues. The combination of simvastatin and ezetimibe lowered LDL cholesterol 50 mg/

DL over simvastatin alone, but there

was a puzzling lack of efficacy in further

thinning the lining of carotid arteries. The ava l.a nChe Of pu b|.|C|ty th at

The study was conducted by a skilled

team in the Netherlands, and its design fOllowed ra|5ed more q UeStionS
duplicated an earlier study known as

ASAP (Atorvastatin versus Simvastatin tha N answers a nd resu lted in miS‘
on Atherosclerosis Progression).? In ASAP,

aggressive LDL-cholesterol lowering using StatementS that Confu Sed patients
atorvastatin 80 mg (Lipitor® 80) was L.

compared with conventional LDL-choles- a nd p hy5|C|a NS arou nd the WO rl.d .
terol lowering using simvastatin 40 mg

(Zocor® 40). Both ASAP and ENHANCE involved subjects with familial heterozygous hypercholesterolemia

and a very high baseline mean LDL cholesterol level. Both used a surrogate marker, measurements of IMT
performed with quantitative B-mode ultrasonography.

In the ASAP trial, significant IMT regression occurred with treatment with atorvastatin 80 in a group with
mean LDL cholesterol 155 mg/dL. However, only a slowing of carotid artery IMT progression

occurred with 2 years of treatment with simvastatin 40 in the comparison group with mean LDL
cholesterol of 192 mg/dL.

The ENHANCE trial enrolled twice as many patients as ASAP, and similar results were expected, which would
bolster the proposed preventive value of Vytorin® (ezetimibe and simvastatin), compared with simvastatin
alone. It didn't produce similar results. The avalanche of publicity that followed raised more questions than
answers and resulted in misstatements that confused patients and physicians around the world. An
estimated 33 million prescriptions are written annually in the United States

for ezetimibe, so the significance of this study is being vigorously debated.
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