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Best Practical Cardiology Story of 2009

Many news articles have
° focused on the best
. cardiology advances of the
past year. This Heartbeat
will focus on the study that
provided the most read,
valuable and  pertinent
information we can use daly to improve
outcomes—JUPITOR. An analysis of the
JUPITER study concluded that roughly four
out of every five Americans older than 50 may
be eligiblefor statin therapy.

Results of the Justification for the Use of Statins
in Primary Prevention: An Intervention Trid
Evaluating Rosuvastatin (JUPITER)
demonstrated that the statin rosuvastatin reduced
the risk for cardiovascular (CV) events by almost
half in patients with elevated high-sensitivity C-
reactive protein (hsCRP) levels =2 mg/L) but
with low density lipoprotein (LDL) levels below
130 mg/dL, which is more aggressive than the
guideline indication for statin therapy.® JUPITER
is the largest study to date to assess the role of
statins in a demographically diverse patient
population, including more than 7000 women
and many older patients.

In a follow-up study, investigators performed an
anaysis to quantify the implications of the
JUPITER results? After reviewing NHANES
data from 1999 to 2004, they estimated that
nearly 60% of men aged =50 and women aged
=60 (33.5 million Americans) would have an
indication for statin therapy according to current
LDL-based guidelines. Fewer than half of them

are being treated. Using the JUPITER criteria, it
was estimated that an additional 14% of the U.S.
population (8.1 million people) would become
eligible for statin treatment. Extending the
JUPITER criteriato adults in the same age group
with hsCRP levels =2 mg/L and LDL levels
between 130 mg/dL to 160mg/dL would add
another 3.1 million to this group.

These results confirm that many adults who are
aready eligible for statin treatment according to
current guideline recommendations are not
receiving them. Additionaly, if the JUPITER
criteria were to be incorporated into the future
National Cholesterol Education Program Adult
Treatment Panel (NCEP ATP) IV guideine
recommendations—coming out later this year,
millions more individuals — 80% of adults
older than 50 — would become €ligible for
statin treatment.

Compared with those who would continue to
have no indication for statin therapy, the
JUPITER group was more likely to be female,
older, and to have obesity, hypertension, and the
metabolic syndrome—i.e. a lot of these people
had indications for statin treatment without an
hsCRP level because they were at moderately
high risk.? In JUPITER, rosuvastatin
significantly reduced all-cause mortality by 20 %
in individuals who do not currently qualify for
statin therapy. But Framingham Risk Scores
(FRS) for coronary heart disease risk
stratification per NCEP/ATP-1II  Guidelines,
non-HDL-C, apolipoprotein B (apoB) and LDL
particle number/concentration (LDL-P via



LipoScience’s NMR LipoProfile were not
addressed.

The caculaaed mean non-HDL-C, tota
cholesterol minus HDL-C, from the baseline
blood levels (median, interquartile range) in
JUPITER was 137mg/dL. Therapy is warranted
if itis>130mg/dL (or > 100mg/dL in very-high-
risk patients).* Newer data revea that this
calculation is always equal or better than LDL-C
at predicting CVD risk.

It is essential to point out that the JUPITER
trial exposesthe current LDL-C thresholdsfor
lipid-lowering therapy not only as arbitrary, but
more importantly, as a poor indicator of CV
risk. This should reinforce the need to calculate
non-HDL-C and use apoB or LDL-P levels to
more accurately assess CV risk as recommended
in the recent American College of Cardiology/
American Diabetic Association Consensus
Guidelines.® LDL-P has emerged as a superb
predictor of risk and also as a goal of therapy.

Clinical Perspective

e JUPITER provides more evidence about
the effectiveness of statin therapy in
reducing CV risk, even among people
who would not currently be considered
for pharmacotherapy.

e Based on existing guidelines and the
JUPITER study and subsequent analysis,
80% of the middle-aged to elderly
population in the United States may now
have an indication for statin therapy for
primary prevention.

e Expanding recommendations for statin
therapy to include individuals with at-
goal LDL cholesterol (< 130mg.dL) but
elevated hsCRP values and those
moderate risk patients with anon-HDL-C
> 130mg/dL will pose even greater
challenges for usto get everyone to goal.

e Measure either apoB or an LDL-P via an
NMR Lipoprofile to better assess CVD
risk especiadly in those with triglyceride
(high)/HDL-C (low) axis disorders.

e Thisis a definite opportunity to advance
risk-reduction strategies and improve
outcomes.

e Pravastatin 40 to 80mg is recommended
as first-line therapy because of decreased
cost if you can get to appropriate goals.

Please check the last page (after references)
for our aggressive goals of therapy based on
Framingham Offspring data.
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Goals of Therapy/Framingham Offspring Study

Many providers get various lipid concentrations
and often do not understand how a given patient’s
lipid values relate to the rest of the population.
Below are shown the population cut points from
the Framingham Offspring Study. If a patient has
an LDL-C of 100, he/she isin the 20" percentile of
the population: i.e. 20% of people would have a
better LDL-C and 80% would have a higher value.
Typically patients in the bottom 20" percentile
have a lower risk than those with values in the
higher percentiles. The 20" percentile is usually
the goal of therapy for moderately high risk
patients. The second percentile is the goal of
therapy for very high risk patients.

Although a patient with an LDL-C of < 70 mg/dL
would seem to be at godl, if the non-HDL-C, apoB
or LDL-P are aso not at the second percentile then
residual risk may be present. It isrelatively easy to
achieve an LDL-C of 70, it is much more difficult
to reduce apoB < 60 or LDL-P < 750.

M oder ately High-Risk Goal: 20" per centile.

Very High-Risk Goal: 2" or 5" percentile.

Framingham Offspring Study Per centiles
n=3,367 (1,635 men; 1,732 women)

% LDL-C Non-HDL-C LDL-P ApoB
tile (mg/dL) (mg/dL) (nmol/L) (mg/dL)
2 70 83 720 54
5 78 94 850 62
10 88 104 940 69
20 100 119 1100 78
30 111 132 1220 85
40 120 143 1330 91
50 130 153 1440 97
60 139 163 1540 103
70 149 175 1670 110
80 160 187 1820 118
90 176 205 2020 130
95 191 224 2210 140

Specimens were collected in 1988-1991
(exam cycle 4).

Analysis was restricted to subjects with
TG <400 mg/dL.
Ethnic make-up was 99% Caucas an.
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