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Important Safety Information

CRESTOR is indicated as an adjunct to diet to reduce elevated
total-C, LDL-C, ApoB, non–HDL-C, and TG levels and to 
increase HDL-C in patients with primary hypercholesterolemia 
(heterozygous familial and nonfamilial) and mixed dyslipidemia

CRESTOR is contraindicated in patients with active liver disease
or with unexplained persistent elevations of serum transaminases,
in women who are or may become pregnant, and in nursing
mothers

The effect of CRESTOR on cardiovascular morbidity and mortality
has not been determined; long-term outcome studies are 
currently under way

It is recommended that liver function tests be performed 
before and at 12 weeks following both the initiation of therapy
and any elevation of dose, and periodically (eg, semiannually)
thereafter

Patients should be advised to promptly report unexplained 
muscle pain, tenderness, or weakness, particularly if 
accompanied by malaise or fever. Discontinue drug if markedly
elevated CK levels occur or myopathy is diagnosed or suspected
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Sirolimus-Eluting Stents Edge Past Paclitaxel Stents 
B Y  M I T C H E L  L . Z O L E R

Philadelphia Bureau

O R L A N D O,  F L A .  —  Three more salvos
were fired in the battle of competing
drug-eluting coronary stents. When the
smoke cleared and findings from the new
head-to-head trials were reported at the
annual meeting of the American College
of Cardiology, the sirolimus-eluting stent,
Cypher, had edged the paclitaxel stent,
Taxus, in two studies, with the third and
largest trial ending in a draw.

With the results from at least four head-
to-head studies now reported (results from
the fourth were reported in January), the
sirolimus-eluting stent has shown some
consistent advantages.

The biggest difference between the two
types of stents was seen in a study with
1,012 patients who were randomized to
treatment with either sirolimus- or pacli-
taxel-eluting stents at two Swiss universi-
ty hospitals. The study, named SIRTAX,
was completely funded by the hospitals
and received no industry sponsorship, said
Stephan Windecker, M.D., a cardiologist at
the University Hospital in Bern.

The study randomized all comers who
required coronary stenting. Slightly more
than half of the patients had acute coro-
nary syndrome, almost a quarter had
triple-vessel disease, and about 20% had di-
abetes. About 8% had ostial lesions, an-
other 8% had lesions at bifurcations, 35%
had calcified lesions, 37% had lesions of
moderate or excessive tortuosity, and 2%
of lesions were in saphenous vein grafts.

All patients were treated with 75 mg
clopidogrel daily for a year following stent-
ing, and all received 100 mg aspirin daily
indefinitely.

The study’s primary end point was the
combined incidence of cardiac death, my-
ocardial infarction, or ischemia-driven tar-
get lesion revascularization (TLR) within
9 months of treatment. The rate of this
end point was 6.2% in the 503 patients who
received sirolimus-eluting stents and 10.8%
in the 509 who received paclitaxel-eluting
stents, a statistically significant difference.

This outcome was driven largely by the
difference in the need for TLR: 4.8% in pa-
tients who received sirolimus-eluting
stents and 8.3% in those who got pacli-
taxel-eluting stents, also a statistically sig-
nificant difference. All of the secondary
end points also favored the sirolimus-elut-
ing stent, although some of these were not
statistically significant.

The advantage in the primary, com-
bined end point for the sirolimus-eluting
stents was especially dramatic in patients
with diabetes. In this subgroup, sirolimus-
eluting stents were associated with a bet-
ter than threefold reduction in events,
compared with the paclitaxel-eluting
stents. The advantage was half as large in
patients without diabetes. The two groups
had identical rates of stent thrombosis.

An even larger, higher-profile trial failed
to show a clear advantage for either type
of stent. The highly anticipated prospec-
tive randomized multicenter head-to-head
comparison of the two stents, named RE-
ALITY, was done at 90 centers in Europe,
Asia, South America, and Mexico (but not

in the United States), enrolled 1,353 pa-
tients, and was sponsored by Cordis, the
company that makes and markets the
sirolimus-eluting coronary stent.

This study involved a more highly se-
lected group of patients, excluding those
with ostial lesions, recent MIs, total oc-
clusions, and certain other high-risk con-
ditions. But 28% of patients had diabetes.
After stenting, all patients received 100 mg
of aspirin indefinitely. Daily treatment
with a thienopyridine (clopidogrel or ticlo-

pidine) was used for at least 2 months in
all patients who received sirolimus-eluting
stents and for at least 6 months in all pa-
tients who got paclitaxel-eluting stents.

The study’s primary end point was the
rate of in-lesion binary restenosis at 8
months after stenting, as measured by an-
giography. This rate was 9.6% in the
sirolimus-eluting stents and 11.1% in the
paclitaxel-eluting stents, a difference that
was not statistically significant, reported
Marie-Claude Morice, M.D., a cardiologist

at the Cardiovascular Institute in Paris.
Other important clinical end points also

failed to show a statistically significant
difference between the two stent types.
The combined rate of major coronary
end points—cardiac death, MI, and TLR,
was 9.2% in the patients who received
sirolimus-eluting stents and 10.6% in those
who received paclitaxel-eluting stents. The
difference in the revascularization rate
only was even tighter: 5.0% in the
sirolimus-eluting stent group and 5.4% in
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PROVEN SAFETY similar to other leading statins4

In preapproval clinical trials and postmarketing experience, CRESTOR has

demonstrated a safety profile similar to other leading statins4-6

Adverse reactions were usually mild and transient; 

the most frequent adverse events thought to be 

related to CRESTOR were myalgia (3.3%), 

constipation (1.4%), asthenia (1.3%), 

abdominal pain (1.3%), and nausea (1.3%)5,7

MORE PATIENTS REACHED

UPDATED LDL-C GOAL WITH CRESTOR

at a low 10-mg dose than atorvastatin 10 mg, 

simvastatin 10 mg and 20 mg, and pravastatin 10 mg to 40 mg1
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PERCENTAGE OF PATIENTS IN ALL RISK CATEGORIES 

COMBINED ACHIEVING LDL-C GOAL1
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LDL-C goal was <160 mg/dL,
<130 mg/dL, <100 mg/dL,
or <70 mg/dL, depending
on individual risk factors. 

Adapted from the STELLAR
trial, part of the GALAXY
clinical program for
CRESTOR. STELLAR is 
a 6-week, multicenter,
open-label, randomized,
15-arm trial comparing 
the efficacy and safety of
CRESTOR with atorvastatin,
simvastatin, and pravastatin
in 2240 patients with 
Type IIa/IIb dyslipidemia.
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those who got paclitaxel-eluting stents.
The only major differences between

stent types in this study were in late in-
stent lumen loss after 8 months, and in the
rate of stent thrombosis during the first
30 days of treatment. Late loss averaged
0.1 mm with the sirolimus stents and 0.3
mm with the paclitaxel stents. Stent
thrombosis occurred in 0.4% of patients
who received sirolimus stents and in 1.8%
of those who received paclitaxel stents.
But the rate of stent thrombosis was not
a prespecified end point for this study and
a difference between the two stent types
for this measure was unexpected. As a re-
sult, the clinical significance of this find-

ing was unclear, Dr. Morice said.
The third set of study results presented

at the meeting came from a single-center
study with a total of 250 patients, all of
whom had diabetes. Like the larger Swiss
trial, this study, called ISAR-DIABETES,
had no commercial funding and was spon-
sored solely by the German Heart Center
in Munich.

This study had fewer exclusion criteria
than the REALITY study. Exclusions were
limited to patients with acute MI, left-main
disease, in-stent restenosis, or an allergy to
one of the study drugs.

The study’s primary end point was the
rate of in-segment, late lumen loss at 6-8

months after stenting, as measured by an-
giography. The average amount of late
loss was 0.43 mm in patients who received
sirolimus stents and 0.67 mm in those
who got paclitaxel stents, a difference that
was statistically significant, reported Ad-
nan Kastrati, M.D., professor of cardiolo-
gy at the German Heart Center.

Patients who received sirolimus stents
also had significantly less angiographic
restenosis than did those who got pacli-
taxel stents, 6.9% vs. 16.5%, respectively.
But there were no statistically significant
differences in clinical end points, including
clinical restenosis and the rates of death
and MI at 9 months after stenting.

Although the results from this third
study showed differences only for angio-
graphic end points, Dr. Kastrati said that
he was convinced by the outcome. “The
results will push us to select sirolimus-
eluting stents for patients with diabetes,”
he said.

In January, results were reported from a
fourth study by Dr. Kastrati and associates
that compared the two stent types, in 200
patients with in-stent restenosis. In that
study, patients who received sirolimus-
eluting stents had significantly less clinical
restenosis compared with the patients who
received paclitaxel-eluting stents (JAMA
2005;293:165-71). ■


