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Uses for Drug-Eluting Stents Are Rising Rapidly

BY MITCHEL L. ZOLER
Philadelphia Bureau

espite their higher cost, and de-

spite recent concerns about late

thrombosis, drug-eluting stents
now dominate.

In the final 3 months of 2004, drug-elut-
ing stents were estimated to have been
used for 87% of all interventional coronary
procedures in the United States, Martin B.

American Heart Association’s scientific ses-
sions in New Orleans. Less than 2 years ear-
lier, not a single drug-eluting stent had
been used in the United States outside of a
clinical trial. The Food and Drug Adminis-
tration first approved a drug-eluting stent
in April 2003.

“We have not yet identified any subsets
of patients who don’t benefit from receiv-
ing drug-eluting stents [by having less
restenosis] compared with bare metal

ate director of interventional cardiology at
Beth Israel Deaconess Medical Center in
Boston. “De facto practice in the United
States today is to use drug-eluting stents
whenever the available stent lengths and di-
ameters fit. At Beth Israel Deaconess, most
of the time when patients [who are under-
going coronary stenting] don’t receive drug-
eluting stents it’s because the vessel is too
small or too large to accommodate available
stent sizes,” he told this newspaper.

Leon, M.D,,

said last November at the stents,”

said David J. Cohen, M.D., associ-

They are so widespread that medicole-
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INDICATIONS AND USAGE
Supraventrluular Tachycardia

EVIBLOG (Esmolol Hydrochloride) is indicated for the rapid control of ventricular rate in patients
wnh atrial fibrillation or atrial flutter in perioperative, postoperative, or other emergent circumstances
where short term control of ventricular rate with a short-acting agent is desirable. BREVIBLOG is also
indicated in noncompensatory sinus tachycardia where, in the physician's judgment, the rapid heart
rate requires specific intervention. BREVIBLOC is not intended for use in chronic settings where
transfer o another agent is antmlpated

and F dia and/or Hypertension
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CONTRAINDICATIONS
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Hypotension: In clinical trials 20-50% of patients treated with BREVIBLOC (Esmolol Hydrochloride) have
experienced hypotension, generally defined as systolic pressure less than 90 mmHg and/or diastolic pressure
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complex clinical states where BREVIBLOC was presumably belng used to control ventricular rate.
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dose. In the event of bronchospasm the infusion should be terminated immediately; a beta, stimulating
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already have rapid ventricular rates.
Diabetes Melitus and Hypoglycemia: BREVIBLOC (Esmolol Hydrochloride) should be used with caution in
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PRECAUTIONS
General
Infusion concentrations of 20 mg/mL were associated with more serious venous irritation, including
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local reaction and possible skin necrosis. Concentrations greater than 10 mg/mL or infusion into small
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A study of interaction between BREVIBLOC and warfarin showed that concomitant administration of
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steady-state blood levels were increased by 46% in the presence of morphine. No other pharmacaokinetic
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dosages up to 1000 meg/kg/min (1 mg/kg/min) for 30 minutes daily produced no evidence of maternal
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Pediatric Use
The safety and effectiveness of BREVIBLOC (Esmolol Hydrochloride) in pediatric patients have not
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ADVERSE REACTIONS
The following adverse reaction rates are based on use of BREVIBLOC (Esmolal Hydrachloride) in
clinical trials involving 369 patients with supraventricular tachycardia and over 600 intraoperative
and postoperative patients enrolled in clinical trials. Most adverse effects observed in controlled
clinical trial settings have been mild and transient. The most important adverse effect has been
hypotension {see WARNINGS). Deaths have been reported in post-marketing experience occurring
during complex clinical states where BREVIBLOC was presumably being used simply to control
ventricular rate (see WARNINGS, Cardiac Failure).
Cardiovascular-Symptomatic hypotension (diaphoresis, dizziness) occurred in 12% of patients, and
therapy was discontinued in about 11%, about half of whem were symptomatic. Asymptomatic
hypotension occurred in about 25% of patients. Hypotension resolved during BREVIBLOC (Esmolol
Hydrochloride) infusion in 63% of these patients and within 30 minutes after discontinuation of infusion
in 80% of the remaining patients. Diaphoresis accompanied hypatension in 10% of patients. Peripheral
ischemia occurred in approximately 1% of patients. Pallor, flushing, bradycardia (heart rate less than 50
beats per minute}, chest pain, syncope, pulmonary edema and heart block have each been reported in
less than 1% of patients. In two patients without supraventricular tachycardia but with serious coronary
artery disease (post inferior myocardial infarction or unstable angina), severe bradycardia/sinus
pause/asystole has developed, reversible in both cases with discontinuation of treatment.
Central Nervous System-Dizziness has occurred in 3% of patients; somnolence in 3%; confusion,
headache, and agitation in about 2%; and fatigue in about 1% of patients. Paresthesia, asthenia,
depression, abnormal thinking, anxiety, anorexia, and lightheadedness were reported in less than 1%
of patients. Seizures were also reported in less than 1% of patients, with one death.
Respiratory-Bronchospasm, wheezing, dyspnea, nasal congestion, rhonchi, and rales have each
been reported in less than 1% of patients.
Gastrointestinal-Nausea was reported in 7% of patients. Vomiting has occurred in about 1% of
patients. Dyspepsia, constipation, dry mouth, and abdominal discomfort have each occurred in less
than 1% of patients. Taste perversion has alse been reported.
Skin (Infusion Site)-Infusion site reactions including inflammation and induration were reported in
about 8% of patients. Edema, erythema, skin discoloration, burning at the infusion site, thrombophlebitis,
and local skin necrosis from extravasation have each occurred in less than 1% of patients.
Miscellaneous—Each of the following has been reported in less than 1% of patients: Urinary
retention, speech disorder, abnormal vision, midscapular pain, rigors, and fever.
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gal concerns may now drive their use even
more than purely clinical factors. “When
the risk of restenosis is low, operators
must balance the need for drug-eluting
stents with the medicolegal risk of avoid-
ing what has become the de facto standard
of care for all patients,” said Herbert D.
Aronow, M.D., director of the cardiac
catheterization laboratories at the Veterans
Affairs Medical Center in Philadelphia.

According to one study, in 2003, about
a third of all sirolimus-eluting (Cypher)
stents used in the United States were for
off-label coronary artery indications (CAR-
DIOLOGY NEWS, February 2005, p. 15).

As of early this year, no cardiology so-
ciety had issued formal recommendations
on the appropriate uses of drug-eluting
stents, although these are expected soon.
In the meantime, some experts have giv-
en their personal opinions.

One set of standards was laid out by
Gregg W. Stone, M.D., in a talk at the AHA
scientific session. “In workhorse lesions, in
patients undergoing elective coronary in-
terventions with de novo lesions up to 46
mm in length and in vessels with reference
diameters of 2.5-3.75 mm without acute
coronary syndrome or acute MI, in general
the safety and efficacy of two drug-eluting
stents, Cypher and Taxus [paclitaxel-elut-
ing], has been proved,” said Dr. Stone, an
interventional cardiologist at Columbia
University in New York. “Using drug-elut-
ing stents over bare metal stents in these le-
sions is the appropriate thing to do.”

But, he added, “we desperately need
more data regarding the safety and effica-
cy of drug-eluting stents in unapproved
and high-risk indications before their use
should be considered routine. ... You need
to be aware of the evidence so you know
what you are doing.”

A step was taken this past March to bet-
ter define the safety and efficacy of drug-
eluting stents in more complex vessels
and lesions, with reports from two stud-
ies at the annual meeting of the American
College of Cardiology. A Danish study
with 322 patients compared sirolimus-
eluting with bare-metal stents in patients
with total occlusions, lesions at bifurca-
tions, ostial lesions, and lesions in angu-
lated arteries. Patients who received drug-
eluting stents had better angiographic and
clinical outcomes. A second report in-
volved more than 1,100 patients who were
treated with either paclitaxel-eluting or
bare metal stents. The results showed that
the drug-eluting stents were superior in
coronaries narrower than 2.25 mm and in
wide arteries.

According to Dr. Stone last November,
there are also grounds for using a single
drug-eluting stent to treat in-stent resteno-
sis within a bare metal stent. But he cau-
tioned physicians to “think twice” about
using drug-eluting stents outside of a
study for unprotected left main disease, in-
stent  restenosis  following failed
brachytherapy, and in patients with acute
myocardial infarction. There is even less
evidence on using drug-eluting stents for
V-stenting of a bifurcation, and it is com-
pletely unclear how cardiologists should
manage restenosis within a drug-eluting
stent. L]



