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B Y  B R U C E  J A N C I N

Denver Bureau

B A R C E L O N A —  The addition of 10
mg/day of ezetimibe to maximum-dose
rosuvastatin in a high-risk population en-
abled 94% of the patients to achieve an
LDL-cholesterol level below the goal of
100 mg/dL and 80% to get below 70
mg/dL, Dr. Christie M. Ballantyne re-
ported at the joint meeting of the Euro-
pean Society of Cardiology and the World
Heart Federation.

The combination also tripled the suc-
cess rate in achieving both an LDL-cho-

lesterol level below 70 mg/dL and a high-
sensitivity C-reactive protein level (CRP)
under 2.0 mg/L, compared with the re-
sults with 40 mg/day of rosuvastatin
alone, added Dr. Ballantyne, professor of
medicine at Baylor College of Medicine,
Houston.

The National Cholesterol Education
Program recommends the 70-mg/dL
LDL-cholesterol target as an optional,
more aggressive goal in very-high-risk
patients. 

Getting the CRP below 2.0 mg/L isn’t
currently recommended in any major
guidelines; however, a recent secondary
analysis of the PROVE-IT trial ( J. Am.
Coll. Cardiol. 2005;45:1644-8) concluded
that rates of recurrent MI or cardiovas-
cular death were lower in patients who
achieved their LDL target plus a CRP be-
low 2.0 mg/dL than in those who met
their LDL goal but had an elevated CRP,
he said.

Dr. Ballantyne reported on 469 high-
risk patients in the United States, Ger-
man-speaking Europe, and South Africa
who participated in the Examination of
Potential Lipid-Lowering Effects of Ro-
suvastatin in Combination With Ezetim-
ibe Versus Rosuvastatin Alone (EX-
PLORER) trial. 

The participants were randomized to 6
weeks of open-label daily rosuvastatin
(Crestor) at 40 mg or to ezetimibe (Zetia)
10 mg plus rosuvastatin 40 mg. The mean
baseline LDL cholesterol was 190 mg/dL,
and more than one-third of EXPLORER
participants had diabetes, a coronary

heart disease (CHD) equivalent.
Study participants who received the

combination therapy showed greater im-
provement in levels of LDL cholesterol,
CRP, and triglycerides, as well as the ra-
tio of LDL to HDL cholesterol than did
those with rosuvastatin alone (See box
above.)

This was a high-risk population similar
to the patients who were enrolled in the
Scandinavian Simvastatin Survival Study
(4S) in the 1990s, Dr. Ballantyne noted in
an interview.

“The 4S study was really a landmark
trial. They were able to reduce LDLs of
190 mg/dL by 35%, and it reduced events
by 35% with a 42% decrease in CHD
mortality. So it’s amazing that here we are
12 years later and we’re doing a study in
which we took LDLs of 190 and reduced
them by 70%, down to a mean of 57
mg/dL, and with an LDL-to-HDL ratio
of just about 1,” Dr. Ballantyne contin-
ued.

Both treatments were well tolerated.
The price paid in terms of side effects for
the combination therapy’s greater effi-
cacy was limited to an increased inci-
dence of abnormal liver function tests,
rising from 0.4% with rosuvastatin alone
to 2.5%. 

The laboratory abnormalities were
readily reversed upon discontinuation of
the ezetimibe.

A large-scale, long-term randomized
trial of the rosuvastatin/ezetimibe com-
bination with clinical end points is not in
the cards, since the drugs are marketed by
different companies, he said. However,
such a study is already underway com-
paring ezetimibe plus simvastatin with
simvastatin alone. Both are made by As-
traZeneca, which sponsored the EX-
PLORER trial.

Dr. Ballantyne has received research
support and consulting fees from As-
traZeneca and from Merck Schering
Plough, which markets ezetimibe. ■

Percentage of Patients Achieving 
Treatment Goals After 6 Weeks

Note: Based on a study of 469 patients.
Source: Dr. Ballantyne
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Ezetimibe Gets LDL to Goal in High-Risk Patients

FDA Warns Ibuprofen May Block Aspirin’s Cardioprotection 
B Y  E L I Z A B E T H

M E C H C AT I E

Senior Writer

Concomitant use of low-dose
aspirin and ibuprofen may

interfere with aspirin’s an-
tiplatelet effects, possibly attenu-
ating its cardioprotective benefits,
according to a recent statement
by the Food and Drug Adminis-
tration’s arm responsible for
compiling adverse drug events.

“Platelet function tests suggest
there is a pharmacodynamic in-
teraction between 400 mg of
ibuprofen and low-dose aspirin
when they are dosed concomi-
tantly,” the FDA wrote in a
statement posted on its Med-
Watch Web site in September. 

Experts stress, however, that
virtually all nonsteroidal anti-in-
flammatory drugs have the po-
tential to interfere with aspirin’s
cardioprotective effects. Com-
pared with ibuprofen, there may
be fewer data on the other
NSAIDs, but “if physicians only
pay attention to the FDA state-
ment” they’re likely to miss the
potential effects of these other
NSAIDs on aspirin’s antiplatelet
properties, said rheumatologist

Dr. Roy Altman, of the Universi-
ty of California, Los Angeles.

The FDA’s statement reinforces
the importance of asking patients
about over-the-counter drug us-
age. “Some colleagues may have
let that mind-set go by the way-
side,” said family physician
Thomas A. Kintanar of Indiana
University School of Medicine’s
Fort Wayne branch. It
also doesn’t hurt to fo-
cus on ibuprofen, which
is one of the most wide-
ly used OTC drugs on
the market.

Nevertheless, clinical
studies have yet to be
conducted to evaluate
and quantify the in-
hibitory effect of ibupro-
fen on aspirin.

Nor are enough data available
to address the effect of taking less
than 400 mg of ibuprofen on as-
pirin’s cardioprotective effects.
And there are “no clear data” on
the potential antiplatelet effects
associated with the chronic use of
ibuprofen at doses above 400 mg.

The FDA advised health care
professionals to counsel patients
taking immediate-release low-
dose (81 mg) aspirin (not enteric

coated) and 400 mg of ibuprofen
to take the ibuprofen at least 8
hours before or at least 30 minutes
after taking the aspirin to mini-
mize the pharmacodynamic in-
teraction. Other analgesics that
do not interfere with aspirin’s an-
tiplatelet effects “should be con-
sidered” for patients at high risk
for cardiovascular events. How-

ever, other nonselective, over-the-
counter NSAIDs should also be
considered as having the potential
to affect the antiplatelet benefits of
aspirin “unless proven otherwise.”

The recommendation on tim-
ing of the ibuprofen dose does not
apply to patients taking enteric-
coated low-dose aspirin, as such
an advisement cannot be made
based on the data available. Only
one study showed that when 400
mg of ibuprofen is administered 2,

7, and 12 hours after enteric-coat-
ed low-dose aspirin, the an-
tiplatelet effects are attenuated.

The mechanism underlying
the aspirin-ibuprofen interaction
may be due to “competitive in-
hibition of the acetylation site of
cyclooxygenase in the platelet,”
according to the FDA. Occasion-
al use of ibuprofen, it said, is un-
likely to have a negative impact
on aspirin’s cardioprotective ef-
fects because of the long-lasting
effects of daily aspirin.

Dr. Raymond Gibbons, presi-
dent of the American Heart As-
sociation (AHA), said in an inter-
view that although the potential
interaction between ibuprofen
and aspirin has been recognized as
a concern in the past, the adviso-
ry is a useful reminder to health
care professionals about this issue.

These concerns are based on
science that dates back to 2001,
he said, adding that an AHA sci-
entific advisory in the spring of
2005 on cyclooxygenase-2 in-
hibitors noted that data showed
that ibuprofen interfered with as-
pirin and could possibly reduce
the protective effects of aspirin.

He stressed the importance of
the recommendation that anal-

gesics that do not interfere with
the antiplatelet effects of aspirin
should be considered for high-
risk patients. The data on ibupro-
fen are “far more suggestive of a
problem” than, for example, data
on acetaminophen or diclofenac,
which are not associated with this
risk, said Dr. Gibbons, the Albert
M. and Gladys Gray professor of
medicine at the Mayo Medical
School, Rochester, Minn.

As for the recommendation on
timing the ibuprofen and aspirin
doses to avoid the interaction, Dr.
Gibbons said he would be “cau-
tious” about relying on appropri-
ate timing, “because we don’t
have a tremendous amount of ev-
idence in the presence of all the
confounders” in patients. “I’d feel
more comfortable if we empha-
size the importance of this po-
tential interaction and avoid
ibuprofen in high-risk patients.”

Dr. Kintanar said he’d be com-
fortable allowing a compliant pa-
tient to follow the FDA’s advice.
However, it is rare to have that
comfort level about a patient’s
level of compliance, he said.

For more information, go to
www.fda.gov/medwatch/safety/
2006/safety06.htm#aspirin. ■

Rosuvastatin (40 mg) 
Plus Ezetimibe (10 mg) Rosuvastatin (40 mg) Alone

Baseline Week 6 Reduction Baseline Week 6 Reduction

LDL cholesterol (mg/dL) 189 57 70% 191 82 57%
LDL/HDL ratio 4.1 1.1 72% 4.1 1.6 60%
CRP (mg/L) 2.5 1.2 46% 2.4 1.7 29%
Triglycerides (mg/dL) 186 114 35% 186 138 25%

Note: Based on a study of 469 patients.
Source: Dr. Ballantyne

6-Week Outcomes in EXPLORER
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The warning
reinforces the
importance of
asking patients
about over-the-
counter drug
usage.

DR. KINTANAR


