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Xience Stent Beat Taxus in 1-Year MACE Reduction 
A R T I C L E S  B Y  

M I R I A M  E . T U C K E R

Senior Writer

WA S H I N G T O N —  The evero-
limus-eluting stent Xience V pro-
duced a clinically significant 43%
reduction in major adverse car-
diac events, compared with the
paclitaxel-eluting Taxus at 1 year,
Dr. Gregg W. Stone reported at
the annual Transcatheter Car-
diovascular Therapeutics confer-
ence, sponsored by the Cardio-
vascular Research Foundation. 

That major secondary end
point finding comes from Abbott
Laboratory’s 5-year SPIRIT III tri-
al of 1002 patients randomized
2:1 to receive either the Xience V
or the Taxus stents. This is the
first time a drug-eluting stent sys-
tem has shown a statistically sig-
nificant improvement in event-
free survival, compared with
another FDA-approved drug-elut-

ing stent in a pivotal randomized
clinical trial, noted Dr. Stone of
Columbia University and director
of the Cardiovascular Research
Foundation, New York. 

The Xience V has been li-
censed in Europe and parts of
Asia since 2006, and currently
awaits approval from the Food
and Drug Administration. Ab-
bott anticipates its licensure in
the first half of 2008, a company
statement said. 

Earlier this year at the Ameri-
can College of Cardiology meet-
ing, Dr. Stone presented data
showing that Xience produced a
statistically significant reduction
of 50%, compared with Taxus, in
in-segment late loss, the primary
end point of the SPIRIT III. Now,
at 1 year, rates of target vessel
failure (TVF) (cardiac death, MI,
or ischemia-driven target vessel
revascularization) were 8.3%
with Xience versus 10.8% for

Taxus, a 25% difference repre-
senting a nonsignificant trend in
that major secondary end point. 

However, the 43% difference
between the two stents in major
adverse cardiac events (MACE)—
5.8% for Xience vs. 9.9% with
Taxus—was highly significant,
and, Dr. Stone believes, is more
important than TVF in terms of
analyzing the performance of the
two stents. While the TVF in-
cludes factors such as side vessel
branches and discordant lesions,
the MACE outcome “is much
more specific to stenting itself.” 

There were no differences in
cardiac death (0.8% for Xience
and 0.9% for Taxus) at 1 year, and
MI rates—2.6% for Xience, 3.7%
for Taxus—did not differ signifi-
cantly. Ischemia-driven target le-
sion revascularization accounted
for the majority of the MACE dif-
ference, with rates of 3.3% with
Xience and 5.6% with Taxus, a

“strong trend” difference of 41%.
The 5.6% for Taxus “is a good
number, but Xience was better,”
remarked Dr. Stone, who is a
consultant for both Abbott Vas-
cular and Taxus manufacturer
Boston Scientific. 

Thrombosis rates at 1 year
were low in both groups, 0.8%
for Xience and 0.6% for Taxus.
No differences in thrombosis
rates were seen when the figures
were broken down according to
those occurring at 30 days or
sooner versus beyond 30 days. 

Subgroup analyses of the 8-
month late loss were consistent
across most parameters, including
the angiographic cohort of 501
patients, gender, single or dual
vessel treated, and lesion length.
One exception was by age, with
the greatest reduction occurring
in late loss among those aged at
least 63 years, compared with
those younger. “This was a signif-

icant difference. I don’t know
why,” Dr. Stone commented. 

Another somewhat surprising
subgroup finding was that the
Xience worked better in nondia-
betics than in the diabetic popu-
lation, the opposite of what has
been seen in previous studies.
There were, however, only 280
diabetics in SPIRIT III. “Again,
you have to be cautious with sub-
groups,” he remarked, “because
the study wasn’t powered to
show those differences.” 

Indeed, the ongoing SPIRIT
IV trial is designed to examine
that issue. The single-blind, ran-
domized, multicenter study will
enroll 3,900 patients for the treat-
ment of up to three de novo na-
tive coronary lesions. The pri-
mary end point is TVF at 270
days, and, like SPIRIT III, pa-
tients will be followed out to 5
years. “We’ll be looking at sub-
groups,” Dr. Stone said. ■

No Need for Pre-PCI ‘Reload’ in
Patients Already on Clopidogrel
WA S H I N G T O N —  In pa-
tients who are on chronic clopi-
dogrel therapy who are under-
going percutaneous coronary
intervention, there is no bene-
fit to clopidogrel loading before
the procedure, Dr. Germano
Di Sciascio said at a sympo-
sium sponsored by the Cardio-
vascular Research Foundation.

The data are the latest from
the ARMYDA (Antiplatelet
Therapy for Reduction of My-
ocardial Damage During An-
gioplasty) series of trials, con-
ducted by Dr. Di Sciascio and
his associates at Campus Bio-
Medico University, Rome. This
study, ARMYDA-4, examined
the increasingly common clin-
ical scenario of a patient who
has been taking clopidogrel
since undergoing a prior PCI
and who now needs another
procedure. 

Previous data from a group in
Munich had determined that
further platelet inhibition could
be achieved with a 600-mg pre-
PCI clopidogrel “boost” in pa-
tients already on 75 mg/day of
clopidogrel (Circulation
2004;110:1916-9), but that study
did not show whether the effect
translated to improved clinical
outcomes. “The question is, Do
we need to reload these patients
or can we leave them alone?”
said Dr. Di Sciascio, director of
the department of cardiovascu-
lar sciences at the university. 

In ARMYDA-4, 464 patients
on clopidogrel for longer than

10 days who had either angina
or non–ST-segment elevation
acute coronary syndrome were
randomized to receive either a
600-mg clopidogrel reload or
placebo on top of the usual 75
mg before angiography, 4-8
hours before undergoing PCI. 

Of the 360 patients who pro-
ceeded to PCI—180 in each
arm—about one-third in both
groups were diabetic and about
40% had non-STE ACS. About
40% were receiving drug-elut-
ing stents, reflecting European
practice patterns, he noted.

The composite primary end
point of death, MI, or target
vessel revascularization at 30
days was nearly identical be-
tween the two groups: MI was
the only one that occurred (8%
with clopidogrel reload vs. 7%
with placebo). There were also
no significant differences in the
secondary end points of post-
procedural increase of markers
of myocardial injury above the
upper limit of normal (27% of
the reload group vs. 30% of
the placebo group for creatine
kinase-MB; 45% vs. 46%, re-
spectively, for troponin-I) or
post-PCI peak levels of markers
of myocardial injury. 

Occurrence of any vascu-
lar/bleeding complications, an-
other secondary end point, was
identical between the two
groups: No major bleeding oc-
curred, and only 4% in each
arm had minor bleeding, he
said. 

“Point of care” evaluation of
platelet reactivity, the fourth sec-
ondary end point, did show sig-
nificant differences at the time
of drug or placebo administra-
tion (173 vs. 166 platelet reac-
tion units for clopidogrel and
placebo, respectively), but the
difference was no longer signif-
icant at the time of the proce-
dure (217 vs. 199) and was es-
sentially the same by 2 hours
and again at 6 and 24 hours. 

The use of such “bedside ag-
gregometry” is an important
feature of the ARMYDA stud-
ies, Dr. Di Sciascio believes.
“We think it may be important
to introduce aggregometry
into the cath lab. This is the val-
ue of the study, in my opin-
ion,” he said at a press briefing
held during the conference. 

In a critical appraisal, Dr.
Dominick J. Angiolillo noted
that the results of the prior tri-
al from Munich, which showed
that reloading provided greater
platelet inhibition, had led
many interventionalists to
adopt the practice, even
though there was no evidence
of improved clinical outcomes.
Now, ARMYDA-4 has shown
that “although there is no
harm with a clopidogrel re-
loading—as there were no dif-
ferences in bleeding rates—
there was also no clinical
benefit,” noted Dr. Angiolillo,
director of cardiovascular re-
search at the University of
Florida, Jacksonville. ■

Administration of 600 mg
clopidogrel “in lab” at the

time of percutaneous coronary
intervention may be a safe and
effective alternative to “preload-
ing” patients before they under-
go angiography, Dr. Di Sciascio
said at the annual Transcatheter
Cardiovascular Therapeutics
conference. 

That conclusion came from
ARMYDA-5, conducted by Dr.
Di Sciascio and his associates at
Campus Bio-Medico University,
Rome. ARMYDA-5 aimed to re-
solve a clinical conundrum:
“Preloading” prior to angiogra-
phy could increase the patient’s
risk for bleeding later during
PCI, but “in-lab” loading at the
time of the procedure might not
provide adequate platelet inhibi-
tion. 

“The in-lab strategy may obvi-
ate the need of preloading be-
fore knowing the patients’ anato-
my,” said Dr. Di Sciascio.

In all, 438 clopidogrel-naive
patients with either angina or
non–ST-segment elevation acute
coronary syndrome were ran-
domized to receive 600 mg clopi-
dogrel given either 4-8 hours pri-
or to angiography (preload) or at
the time of PCI (in lab). Follow-
ing exclusion of about 20% of
the patients for medical reasons,
174 in the preload group and 176
in the in-lab group proceeded to
undergo PCI. 

There were no significant dif-
ferences in the 30-day primary
composite end point of death, or

target vessel revascularization.
Only MI occurred (in 8% of the
preload and 11% of the in-lab
group). There were also no sig-
nificant differences in the sec-
ondary end points of postproce-
dural markers of myocardial
injury above the upper limit of
normal, or in postprocedural
peak levels of those markers. 

The occurrence of bleeding—
another secondary end point—
also did not differ between pre-
load and in-lab groups. Only
minor bleeding occurred (in 4%
of the preload and in 5% of the
in-lab patients), Dr. Di Sciascio
reported. 

Point-of-care aggregometry
measurements of platelet reac-
tivity did differ significantly be-
tween the two groups at the
time of PCI and again at 2 hours
post procedure, but were no
longer significantly different at 6
and 24 hours. 

In a critical appraisal, Dr.
Daniel I. Simon called ARMY-
DA-5 “a very important study
that has a number of strengths.”
But its biggest weakness was a
lack of adequate statistical pow-
er. An example of a better-pow-
ered study is ISAR-REACT-2,
which compared abciximab be-
fore PCI with placebo in more
than 2,000 patients and yielded
event rates similar to those of
ARMYDA-5, said Dr. Simon,
chief of the division of cardio-
vascular medicine at Case West-
ern Reserve University, Cleve-
land.

In-Lab Clopidogrel May Be a
Good Alternative to Preloading




