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reduction is still paramount to their effi-
cacy in reducing clinical events. In the
Antihypertensive and Lipid-Lowering
Treatment to Prevent Heart Attack Trial
(ALLHAT) (JAMA. 2002;288:2998-
3007), pravastatin 40 mg was compared
with “usual care” in more than 10 000
subjects. The primary end point of all-
cause mortality was virtually identical
between the groups, and only a statisti-
cally nonsignificant 9% relative reduc-
tion in CHD end points in favor of
pravastatin was observed. Notably, the
lack of relative risk reduction in the
statin group was accompanied by a rela-
tively small 17% difference in LDL
reductions between the groups (28% for
pravastatin, 11% for “usual care”).

“You do have to find a difference in
LDL cholesterol to see a difference in
end points,” Dr. Jones said. “You can’t
say it’s all pleiotropic effect.”

The metabolic syndrome
A high-risk group specifically identi-

fied for intensive management is
patients with the metabolic syndrome.
One of 4 American adults fits the profile
of the metabolic syndrome, including a
high percentage of middle-aged adults. 

The Kuopio Ischaemic Heart Disease
study (JAMA. 2002;288:2709-2716)
has shown that patients with the meta-
bolic syndrome have a 2.5- to 3.5-fold
increased risk of CHD, CV disease, and
total mortality over 10 years (Figure 1).
Clearly, this syndrome has an important
place in CHD risk assessment, Dr.
Jones said.

In addition, diabetes specialists indi-
cate that the insulin resistance syn-
drome is, in effect, a ticking clock.
Often macrovascular disease develops
among diabetic patients long before
hyperglycemia and microvascular com-
plications become clinically evident. 

Statins in specific patient groups
The HPS confirmed post-hoc analy-

ses of other studies showing that
women benefit from statin therapy to a
similar extent as men. In the same
study, for the first time, it was suggest-
ed that otherwise healthy older individ-
uals obtain risk reduction from statin
use, Dr. Jones noted.

In the Prospective Study of
Pravastatin in the Elderly at Risk
(PROSPER) (Lancet. 2002;360:1623-
1630), which included 5804 subjects
(mean age, 75 years) with or at high risk
for vascular disease, coronary events (ie,
CHD death or nonfatal myocardial
infarction) were reduced by 19% in
pravastatin recipients compared with
controls. Pravastatin had no significant
effect on stroke, however. Pravastatin
therapy in this population was most
effective for men, for secondary preven-
tion, and for patients with baseline high-

density lipoprotein (HDL) cholesterol
<43 mg/dL and/or LDL cholesterol
>159 mg/dL.

In patients with low levels of HDL
cholesterol, the NCEP ATP III guidelines
recommend lowering LDL cholesterol
levels to goal. If necessary, after LDL
cholesterol is at goal and triglycerides
are >200 mg/dL, the patient’s non-HDL
cholesterol should be treated to goal with
therapy that may include niacin or a
fibrate. The new non-HDL cholesterol
goal for patients with elevated triglyc-
erides is the LDL cholesterol goal + 30
mg/dL. The HPS, Dr. Jones pointed out,
showed that patients with low HDL cho-
lesterol in the placebo group had the
highest event rates. Patients with low
HDL cholesterol had the greatest risk
reduction with statin use.

Intensifying LDL cholesterol 
lowering

Doubling the dose of a statin achieves
an additional 6% reduction (measured
from baseline) of LDL cholesterol.
Adding extender medications, such as
ezetimibe, may be helpful in further
lowering LDL cholesterol. 

“This unique cholesterol absorption
inhibitor lowers LDL cholesterol about
18%, while having a minimal effect on
HDL or triglycerides,” said Dr. Jones.
Synergies between ezetimibe and statins
are being discovered, he noted. For
example, Ballantyne and colleagues
demonstrated that atorvastatin 10 mg
plus ezetimibe 10 mg lowered LDL cho-
lesterol to the same degree as atorva-
statin 80 mg, reduced triglycerides iden-
tically, and had a greater effect in raising
HDL cholesterol (9% vs 3%). Also, a
52-week study found that lovastatin
titrated to 40 mg plus extended-release
niacin titrated to 2000 mg raised HDL
by 41% while lowering LDL by 45%,

Figure 2

Comparative effects of rosuvastatin and atorvastatin across dose
ranges: LDL cholesterol
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Linear regression analysis. Difference in % reduction across dose range (SE) = 8.4% (1.4%); P < .001.
Data points are raw means.
Source: Schneck DW, et al. Am J Cardiol. 2003;91:33-41.
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Figure 3

Comparative effects of rosuvastatin and atorvastatin across dose 
ranges: Non-HDL cholesterol
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Linear regression analysis. Difference in % reduction across dose range (SE) = 7.0% (1.3%); P < .001. 
Source: Schneck DW, et al. Am J Cardiol. 2003;91:33-41.
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Figure 1

The metabolic syndrome in middle-aged men: Kuopio Heart Study

CHD = coronary heart disease; CVD = cardiovascular disease; RR = relative risk; CI = confidence interval.
Reproduced, with permission, from Lakka HM, et al. JAMA. 2002;288:2709-2716.
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triglycerides by 42%, and the marker
lipoprotein(a) by 25%.

Rosuvastatin, a new statin awaiting
approval by the Food and Drug Admin-
istration, shows promise as a potent
lipid-lowering agent, Dr. Jones said. In
the recently reported Statin Therapies
for Elevated Lipid Levels Compared
Across Doses to Rosuvastatin (STEL-
LAR) trial, 2431 adults with LDL cho-
lesterol from 160 to 250 mg/dL were
randomized following a dietary run-in
to rosuvastatin or another statin.
Rosuvastatin achieved the greatest
LDL-lowering effects (46% to 55% at
doses of 10 to 40 mg), followed by ator-
vastatin 10 to 80 mg (37% to 51%), sim-
vastatin 10 to 80 mg (28% to 46%), and
pravastatin 10 to 40 mg (20% to 30%).

In addition, rosuvastatin was superior to
other therapies in raising HDL (7.6% at
10 mg, 9.6% at 40 mg).

In another newly reported study,
Measuring Effective Reductions in
Cholesterol Using Rosuvastatin Therapy
(MERCURY I), subjects who were
switched to rosuvastatin from another
statin (without a washout period) experi-
enced improved progression toward
lipid targets. The study included 3161
patients at high risk for CHD who had
fasting LDL levels >115 mg/dL. 

For 8 weeks, patients received 1 of
the following: rosuvastatin 10 mg, ator-
vastatin 10 or 20 mg, simvastatin 20
mg, or pravastatin 40 mg. For the next 8
weeks, patients either stayed on the
same drug or were switched to rosuva-
statin 10 or 20 mg.

After 8 weeks, ATP III goals were
most often met by patients on rosuva-
statin 10 mg (80%), followed by ator-
vastatin 20 and 10 mg (74% and 63%),
simvastatin 20 mg (54%), and prava-
statin 40 mg (45%). After the second
8 weeks, more patients who had
switched to rosuvastatin achieved goal
than those who remained on their orig-
inal statin. 

Other studies, said Dr. Jones, have
shown advantages for rosuvastatin. For
instance, Schneck and colleagues (Am
J Cardiol. 2003;91:33-41) found an
additional 8% LDL lowering and 7%
non-HDL lowering with rosuvastatin
versus atorvastatin (Figures 2 and 3).
They also noted that HDL cholesterol
and apolipoprotein A-I remained ele-
vated across the rosuvastatin dose

range, avoiding the decline at higher
dosages observed with atorvastatin.

Conclusion
Despite remaining questions about

lipid-lowering therapies, several things
are clear. For one, “statins are first-line
treatment for all patients at high risk for
CHD,” said Dr. Jones. Additionally,
assessing global risk, not merely base-
line LDL levels, is important in all
patients. Evidence suggests, however,
that to achieve reduction in risk for
CHD, LDL levels may need to be
reduced at least 20%. New, more potent
statins may have an advantage over
those currently available, particularly if
their adverse-effect profiles are similar
to those of comparator statins, Dr. Jones
concluded. ■
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Case reports illustrate consequences of ATP III in practice
An important result of
the National Choles-
terol Education Pro-
gram Adult Treatment
Panel III (ATP III)
guidelines is that an
increased number of
patients now fall with-
in the category of high
risk for coronary heart

disease (CHD). Included in the patient
groups known to be at high risk for death
from CHD are those with peripheral arte-
rial disease (PAD) and those with het-
erozygous familial hypercholesterolemia.
Herbert Schuster, MD, presented 2 case
reports of patients in a primary care prac-
tice to illustrate the clinical consequences
of the ATP III guidelines.

Case Report No. 1: A patient 
with moderately elevated 
cholesterol and PAD

A 57-year-old man sought the advice
of a physician after lipid screening at a
public health fair found his low-density
lipoprotein (LDL) cholesterol to be mod-
erately elevated and his high-density
lipoprotein (HDL) cholesterol to be low.
A fasting blood sample confirmed dys-
lipidemia: his total cholesterol was 197
mg/dL, HDL cholesterol was 29 mg/dL,
his triglyceride level was 160 mg/dL,
and his calculated LDL cholesterol was
136 mg/dL. The patient’s height was 5 ft
6 in, his weight was 187 lb, and his waist
circumference was 38 in. He ate at
restaurants daily, was following no spe-
cial diet, and did not exercise regularly.
He smoked about 1 pack of cigarettes per
day. His blood pressure was 145/85 mm
Hg. Results of the physical examination

and other standard laboratory tests were
unremarkable. He had no family history
of cardiovascular (CV) disease.

This patient’s projected risk of a CHD
event is > 20% over the next 10 years,
based on his multiple risk factors (smok-
ing, hypertension, low HDL cholesterol
[≤ 40 mg/dL], and age [≥ 45 years]). The
corresponding treatment goal for his
LDL cholesterol is < 100 mg/dL.
“Recommendations are therapeutic
lifestyle changes, including smoking
cessation, a reduction in calories, satu-
rated fat, and dietary cholesterol, and an
increase in physical activity,” said Dr.
Schuster. The patient was advised to
return in 3 months.

Three months later, the patient report-
ed reducing the number of cigarettes
smoked and initiating a jogging program
2 to 3 times per week. His eating habits
had not changed, and his weight re-
mained the same. The fasting lipid pro-
file showed modest improvement; his
LDL was 123 mg/dL and his HDL was
31 mg/dL. The patient reported lower leg
pain during exercise as a new symptom.
His post-exercise ankle-brachial blood
pressure index was 0.8, indicative of
PAD. The patient was started on a statin
to achieve an LDL < 100 mg/dL.

“Myocardial infarction [MI] and/or
sudden death are the major causes of
death and complications in patients with
PAD,” said Dr. Schuster. Asymptomatic
patients with PAD have a 10-year mor-
tality of 50%, mainly from CV compli-
cations such as MI (Figure).

Four weeks later, the patient was still
smoking, but his LDL cholesterol had
decreased to 85 mg/dL and his HDL
cholesterol had improved to 45 mg/dL.

An intensive smoking cessation program
was recommended as well as an increase
in the workload during regular exercise.

A key message from this case report is
that patients with PAD are at very high
risk for CHD and death. “The natural
history of the disease is influenced pri-
marily by the extent of CHD and cere-
bral vascular disease,” said Dr. Schuster.
According to the ATP III guidelines,
LDL < 100 mg/dL is considered manda-
tory. In this patient, a noninvasive
assessment of atherosclerotic burden,
such as B-mode ultrasound to measure
carotid and femoral intima-media thick-
ness, may be helpful, he added.

Case Report No. 2: A young patient
with heterozygous familial hyper-
cholesterolemia

A 38-year-old man consulted a clinic

after the unexpected death of his 40-
year-old brother from an MI. The patient
was aware that his brother had high cho-
lesterol. He wanted medical advice
about his own cholesterol level, which
had been found to be elevated by
portable desktop analysis 3 months ear-
lier. Based on the literature, the patient
started an intensive cholesterol-lowering
diet. However, a week ago, the patient
was disappointed to learn from a phar-
macy fingerstick cholesterol test that his
cholesterol level, although improved
somewhat, had not normalized.

A family history revealed that the
patient’s father had hypercholes-
terolemia and CHD with onset at age 59
years. Although the patient was physi-
cally active, he had smoked 1 pack of
cigarettes per day since age 17 years. He

Herbert Schuster,
MD
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10-Year mortality in peripheral arterial disease
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Linear regression analysis. Difference in % reduction across dose range (SE) = 7.0% (1.3%); P < .001. Data points are raw means.
Source: Criqui MH, et al. N Engl J Med. 1992;326:381-386.
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