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West Suburban Cardiologists

Welcome To Our Inaugural Newsletter!
Highlights from ACC 2005

In this issue, Dr. Dan Krauss reports on several key announcements and

presentations from this year’s meeting of the American College of Cardiol-
0gy held in Orlando, Florida. For more information, please visit our web-
site at www.westsubcardiology.com.

Hypertension

Anglo-Scandinavian Car-
diac Outcomes TrialBlood
Pressure Lowering Arm
(ASCOT-BPLA)

Generational differences in anti-
hypertensive therapy were ex-
plored in the ASCOT-BPLA Trial,
in which a traditional regimen of
beta blockers and diuretics was
pitted against newer agents
from the ACE inhibitor and cal-
cium channel blocker classes in
patients with hypertension and
multiple cardiac risk factors to
look for possible reduction in
subsequent coronary heart dis-
ease events.

ASCOT-BPLA enrolled patients
ages 40-79 with a baseline un-
treated BP > 160/100 or treated
BP > 140/90 and 3 or more risk
factors for a future cardiovascu-
lar event, but no history of
documented CHD. 9618 pa-
tients were randomized to
treatment with atenolol 50-
100mg with addition of
bendroflumethiazide-K
1.25-2.5mg as necessary, while
9639 patients were randomized
to amlodipine 5-10mg with ad-

dition of perindopril 4-8mg as
needed. The target BP was <
140/90 (< 130/80 in diabetics).
Doxazosin GITS 4-8mg could be
used as a third agent in both
groups if needed. In October
2004 the Data Safety Monitoring
Board prematurely stopped the
trial due to disadvantage in the
beta blocker-diuretic arm after
average follow-up of 5.4 years

Overall BP was lowered by 28/
16 mmHg on therapy, slightly
more in the calcium blocker/ACE
inhibitor arm (by 3/2 mmHg).
Compared with atenolol-thiazide
treated patients, those treated
with amlodipine/perindopril ex-
perienced a 14% reduction in
all-cause mortality (p<0.005),
24% reduction in CV mortality
(p=<0.005), 14% reduction in all
coronary events (p<0.005),
23% reduction in fatal or nonfa-
tal stroke (p<0.001), 16% re-
duction for all CV events and
procedures (p<0.001), and a
32% reduction in new diabetes
(p<0.001). For the primary
endpoint of nonfatal MI and fatal
CHD, there was a nonsignificant
10% reduction in the calcium
blocker/ACE inhibitor arm.

Comment: This trial has ma-
jor implications

for antihyperten-

sive therapy.

JNC 7 guidelines

adopted in 2003

advocate thiazide

diuretic use as

initial therapy for

most patients

with hypertension,

either alone or in combination.
ASCOT-BPLA, however, sug-
gests that newer agents have
the potential to significantly
reduce the burden of CHD
events in hypertensive patients
and may be preferable first-line
drugs. The mechanism of this
advantage 1s unclear; the mod-
est blood pressure advantage in
favor of amlodipine-
perindopril seen in ASCO'T-
BPLA may explain its advan-
tage. Alternatively, independ-
ent beneficial effects of these
agents and/or deleterious ef-
fects of atenolol-thiazide could
be involved.
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Lipid Lowering

Treating to New Targets
Trial (TNT)

TNT was a 5 year study
testing the hypothesis that
aggressive LDL cholesterol
lowering well below ac-
cepted optimal levels in pa-
tients with stable coronary
heart disease (CHD) would
further reduce the risk of
major cardiovascular events
beyond that achieved with
standard moderate statin
therapy.

The study subjects included
10,001 patients between 35
and 75 years of age with
stable CHD, defined as prior
MI, prior or current angina
with objective evidence of
coronary atherosclerotic
disease, or prior coronary
revascularization. Mean
baseline LDL cholesterol
levels ranged from
130-250 mg/dL. All
patients were
treated with ator-
vastatin 10mg/day
during an 8 week
open-label run-in
period to a mean
LDL cholesterol of 98 mg/
dL; patients were then ran-
domized in a double-blinded
fashion to an intensive lipid-
lowering regimen (atorvas-
tatin 80mg/day) or to stan-
dard moderate statin ther-
apy (atorvastatin 10mg/
day). The primary endpoint
was the occurrence of a ma-
jor cardiovascular event,
defined as death from CHD,
nonfatal non-procedure-
related MI, resuscitation

from cardiac arrest, or fatal
or nonfatal stroke. The
groups were well matched
at baseline, with an average
age of 61 years old, 81%
male, 94% white, and simi-
lar rates of hypertension
(54%), diabetes (15%),
current smoking (14%), and
prior MI (58%).

Moderate statin therapy
with atorvastatin 10 mg/day
lowered the mean LDL cho-
lesterol to 101 mg/dL, while
intensive therapy with ator-
vastatin 80 mg/day lowered
the mean LDL cholesterol to
77 mg/dL. Mean HDL cho-
lesterol levels were compa-
rable in both groups at 47
mg/dL.

The primary endpoint oc-
curred in 8.7% of patients
treated with atorvastatin 80
mg/day and 10.9% of pa-
tients receiving atorvastatin
10 mg/day, a
22% relative risk
reduction (p <
0.001). Rates of
nonfatal MI and
fatal or nonfatal
stroke were also
significantly re-

duced in the high
dose atorvastatin group,
22% and 25%, respectively.
Overall death rates were
equal in both arms. Treat-
ment was well tolerated in
both groups, with myalgias
reported in 5% of both
arms, although the rate of
elevation of liver function
tests was greater in the
atorvastatin 80 mg/day
group (1.2% vs. 0.2%, p <
0.001)

Comment: This landmark
trial lends further credence
to the “lower is better” hy-
pothesis regarding lipid
management in CHD pa-
tients, and nicely comple-
ments results from the Pra-
vastatin or Atorvastatin
Evaluation and Infection
Trial (PROVE IT), in which
4162 ACS patients were
randomized to “standard”
statin therapy using pravas-
tatin 40 mg/day vs. inten-
sive therapy with atorvasta-
tin 80 mg/day. High dose
atorvastatin patients
achieved a mean LDL cho-
lesterol of 62 mg/dL, and
gained a 16% risk reduction
in the composite endpoint of
death, MI, stroke, unstable
angina requiring hospitaliza-
tion, and revascularization
> 30 days after randomiza-
tion compared with the pra-
vastatin arm (mean LDL 95
mg/dL). Importantly, how-
ever, TNT was not powered
to detect mortality differ-
ences between the high-
and low-dose atorvastatin
treatment arms, and a
trend towards higher non-
cardiovascular mortality was
seen with high-dose ator-
vastatin therapy.
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Women and Heart
Disease

A Randomized Trial of
Low-Dose Aspirin in the
Primary Prevention of
Cardiovascular Disease in
Women - The Women'’s
Health Study

Aspirin’s efficacy in the sec-
ondary prevention of MI is
well documented, and an

THE NO;

abundance of evidence sug-
gests that it is beneficial for
primary prevention in men.
Data on primary prevention
in women, however, is lim-
ited. This question was ad-
dressed in the Women's
Health Study, a random-
ized, prospective, double-
blind, placebo-controlled
trial of 39,876 healthy
women followed for a mean
of 10 years.

Aspirin 100mg every other
day was given to 19,934
women aged 45 or older
who were without CHD,
cerebrovascular disease, or
other major medical prob-
lems. The groups were

evenly matched at baseline
with an average age of 55
years old, 28% premeno-
pausal, 26% hypertensive,
3% diabetic, and 13% cur-
rent smokers. Major car-
diovascular events, defined
as nonfatal MI, nonfatal
stroke, or death from CV
causes, occurred in 477
women taking aspirin and
522 women receiving pla-

cebo, a nonsignificant 9%
risk reduction. Aspirin ther-
apy did not significantly re-
duce the overall risk of MI,
or the risks of fatal MI, non-
fatal MI, coronary revascu-
larization, cardiovascular
death, or death from any
cause. A 24% reduction in
the risk of ischemic stroke
(p=0.009) and a 22% re-
duction in the risk of TIA
(p=0.01) were noted in as-
pirin treated patients with-
out a significant increase in
hemorrhagic stroke rate.
Aspirin’s greatest benefits
were seen in women at
least 65 years old on study
entry; this group gained risk
reductions of 26% in major

cardiovascular events
(p=0.008), 30% in ischemic
stroke (p=0.05), and 34%
in MI (p=0.04) compared
with patients receiving pla-
cebo. The rate of
transfusion-requiring hem-
orrhage was increased by
40% in women taking aspi-
rin (p=0.02).

Comment: This trial refines
the role of aspirin for pri-
mary prevention of cardio-
vascular events in women.
In women younger than 65
years old, no primary end-
point related to cardiac
mortality or morbidity was
decreased by aspirin, while
both TIA and stroke risks
were reduced, suggesting
an important and biologi-
cally consistent protective
effect. Aspirin for primary
prevention in women over
65 years old is supported by
the data, but given the in-
creased risk of hemorrhage
on aspirin therapy, recom-
mendations should be made
on an individual basis. Im-
portantly, these data do not
undermine the well-
documented efficacy of as-
pirin therapy as secondary
prevention in women who
have had previous cardiac
events.
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Antithrombotic Ther-
apy in Acute MI

The addition of clopidogrel
to standard antithrombotic
therapy was studied in two
trials released at the ACC in
2005.

COMMIT/CCS-2 (Clopi-
dogrel & Metoprolol in
Myocardial Infarction
Trial) was a Chinese study
of 45,852 patients with sus-
pected acute MI randomized
to clopidogrel 75mg daily
vs. placebo. Patients were
randomized concurrently in
a factorial design to treat-
ment with metoprolol or
placebo. All patients re-
ceived aspirin 162mg daily;
patients undergoing primary
PCI or deemed to be at high
risk of bleeding were ex-
cluded. Primary endpoints
were all-cause mortality
and a composite of

death, reinfarction, or
stroke at hospital dis-
charge, with mean
follow-up of 16 days.

Fifty percent of patients

in each group received
fibrinolytic therapy, 2/3

for ST segment elevation
MI presenting within 12
hours of onset. The

groups were evenly
matched for use of anti-
coagulants (75%), ACE in-
hibitors (68%), and nitrates
(94%).

Mortality was reduced by
7% in patients receiving
clopidogrel compared with
placebo (7.5% vs. 8.1%,
p=0.03). The combined
endpoint of death, reinfarc-
tion, or stroke was reduced
by 9% with clopidogrel
therapy (9.3% vs. 10.1%,
p=0.002). Reinfarction was

lower in the clopidogrel
group (2.1% vs. 2.4%,
p=0.02), but stroke rates
did not differ by treatment.
The benefits of clopidogrel
treatment in the composite
endpoint were seen in all
prespecified subgroups in-
cluding gender, age, time
from symptom onset, and
fibrinolytic use. There was
no excess in major bleeding
or hemorrhagic stroke with
dual anti-platelet therapy.

CLARITY-TIMI 28 (Clopi-
dogrel as Adjunctive
Reperfusion Therapy -
Thrombolysis in Myocar-
dial Infarction 28). This
study evaluated 3491 pa-
tients with ST segment ele-
vation MI within 12 hours of
onset. All patients received
fibrinolytic therapy, aspirin,
and, when appropriate,
heparin; they were then

randomized to a clopidogrel
300mg loading dose fol-
lowed by 75 mg daily, or
placebo. Angiography was
performed 2-8 days later.
The primary endpoint was
occlusion of the infarct-
related artery, death or re-
infarction by the time of an-
giography. Baseline clinical
characteristics were similar
in the two groups, as were
usage of beta blockers
(89%), statins (80%), and
ACE inhibitors/ARBs (73%).

Clopidogrel treatment con-
veyed a 36% reduction in
the primary endpoint (15%
vs. 21%, p=0.00000036).
Benefit was seen regardless
of age, gender, infarct loca-
tion, or type of fibrinolytic
agent or heparin used. This
powerful risk reduction was
primarily driven by im-
proved patency of the
infarct-related artery in pa-
tients treated with clopido-
grel (TIMI flow grade 0/1
11.7% vs. 18.1% in the
placebo arm, p<0.001).
The 30 day composite end-
point of cardiovascular
death, reinfarction, or re-
current ischemia requiring
urgent revascularization
was also reduced by 20%
with clopidogrel therapy
(11.6% vs. 14.1 %,
p=0.03). There was no sig-
nificant difference in bleed-
ing rates between the
two groups, even in
those patients who
underwent CABG.

Comment: Taken to-
gether, these trials
represent almost
50,000 patients with
acute MI in whom the
addition of clopidogrel
to standard anti-
thrombotic therapy,
including fibrinolysis,
resulted in significant reduc-
tions in short-term mortal-
ity, reinfarction, and recur-
rent ischemia. No signifi-
cant excess in hemorrhage
was noted. These trials did
not include patients referred
for direct angioplasty, which
limits the generalizability of
clopidogrel pretreatment in
this subset of patients.

Thomas Levin MD April 2005
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