Cardiovascular disease: major journals

Statin-mediated anti-inflammatory effects may contribute to
the ability of statins to reduce risk for cardiovascular disease

o t has been proposed
I that statins reduce
cardiovascular events to
a larger extent than explicable
by their effects on lipid levels.
Jiten Vora, .
Consultant Physician,  CONSequently, studies have
Royel Liverpool — attempted to address the
University Hospitals
effects of statins on non-lipid
serum markers, and to correlate
these changes with cardiovascular outcomes.
This article by Balk et al represents a
systematic review, from a Medline search from
1980-2003, excluding studies of cerivastatin,
drug combinations and patients with organ
transplants.
The review demonstrates that all statins
are equally effective at lowering C-reactive
protein levels, without a dose-dependent

effect. No correlation has been demonstrated
between the effect of statins on C-reactive
protein level and cardiovascular outcomes. It
appears that statins do not affect fibrinogen
levels. No effect has been shown for statins on
levels of homocystine, low-density lipoprotein
cholesterol oxidation, tissue plasminogen
activator or plasminogen activator inhibitor.
Likewise, there is no conclusive data on
platelet aggregation.

Of the non-lipid markers associated with
cardiovascular disease that were studied,
statins do reduce C-reactive protein level,
which may contribute to the reduction of
cardiovascular risk. However, data on these
effects on non-lipid serum markers are
insufficient for clinical extrapolation in relation
to individual patients or specific statins.
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McKenzie and Wilcox refer to a
review by Krum and Gilbert (2003),
which contraindicated metformin in
patients with chronic heart failure.
Metformin is a commonly used
anti-hyperglycaemic agent, which
improves insulin sensitivity, decreases
hepatic glucose production and slightly
reduces intestinal absorption of glucose.
It is used with increasing frequency,
especially in obese patients with
type 2 diabetes, in whom it reduces
cardiovascular mortality and morbidity.
Type 2 diabetes, obesity and
insulin resistance are often seen
in patients with chronic heart failure.
Metformin promotes weight loss and
has beneficial effects on several other
cardiovascular risk factors.

The corresponders agree that

metformin should be avoided
or discontinued in patients with
decompensated or unstable heart
failure, but advocate that metformin
be continued to treat patients with
diabetes with stable chronic heart
failure and normal renal function.

Sosin et al also refer to Krum and

Gilbert’s (2003) article, which
summarises succinctly the effect of
African-American ethnicity in heart
failure. They state, however, that other
ethnic groups should not be ignored.

Patients of South Asian, as well
as African Caribbean or African
American, origin could bear a greater
burden of disease as a result of
their development of heart failure
at a younger age. Trials in heart
failure should, therefore, address
the population at risk and examine
mechanisms for the ethnic disparities
seen.
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Effects of statins
on non-lipid serum
markers in CVD
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Statins reduce risk for
cardiovascular disease (CVD) to a
greater extent than can be explained by

their effect on lipids.

The purpose of this study was
to summarise the effects of
statins on non-lipid serum markers
and to correlate the effect of statins
on serum markers with lipid levels
and cardiovascular outcomes.
A Medline search (from 1980-2003)
collected studies reporting original
data in at least 10 patients on the effect
of statins on outcomes of interest. Studies
of cerivastatin, of drug combinations, of
fewer than 10 patients, and of patients
with organ transplants were excluded.
Where appropriate, meta-analyses were
performed.

All statins are effective at lowering

C-reactive protein levels, and the
effect is not dose-dependent. The
studies do not show a correlation
between the effects of statins on
C-reactive protein levels and on lipids
or cardiovascular outcomes.

Statins do not affect fibrinogen
levels, and have little effect on lipid
oxidation, tissue plasminogen activator
or plasminogen activator inhibitor.
Findings suggest that statin-
mediated anti-inflammatory effects
may contribute to the ability of statins to
reduce risk for cardiovascular disease.

Overall, however, available

data are insufficient to support
recommendations for using non-lipid
serum markers in decisions regarding
statin therapy for individual patients.
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