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Levosimendan

A Viewpoint by Wilbert S. Aronow
Mount Sinai School of Medicine, New York,
New York, USA

The therapy of congestive heart failure (CHF)
depends on whether the left ventricular gection
fraction (LVEF) is abnormal or normal. The prev-
alence of normal LVEF associated with CHF in-
creases with age, is higher in older women than in
older men, and was 51% in 674 patients aged =60
years with CHF.[1 Patients with CHF and normal
LV EF should not receive positive inotropic therapy.
Phosphodiesterase (PDE) inhibitors such as mil-
rinone,[? flosequinan,3 enoximonel¥ and vesnar-
inonel® have been demonstrated to increase mor-
tality in patients with CHF and abnormal LVEF.
No positive inotropic drug has been shown to re-
duce mortality in patients with CHF.

Levosimendan, a pyridazinone-dinitrile deriva-
tive, is acalcium sensitiser which also causes cor-
onary and systemic vasodilation attributed to the
activation of adenosine triphosphate-regul ated po-
tassium channels.

In a study involving 203 patients with severe
low-output decompensated heart failure, 7 of 103
(6.8%) patients treated with intravenous (1V)
levosimendan and 17 of 100 (17%) patientstreated
with dobutamine had worsening heart failure or
died during the 24-hour infusion plus a 30-day
follow-up period (p = 0.039).[¢! In a study involv-
ing 504 patients with decompensated CHF after
acute myocardial infarction, 1V levosimendan ad-
ministered for 6 hours was associated, during the
first 24 hours, with a dose-related reduction in the
combined incidence of worsening CHF or death
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(4% with levosimendan vs 8.8% with placebo; p =
0.044). At 14 days after treatment, overall mortal-
ity waslower in patientstreated with levosimendan
than in placebo recipients (11.4 vs 19.6%, p =
0.029).[7 These data are too preliminary to judge
the efficacy of levosimendan in the treatment of
CHF. Long term controlled clinical trials evaluat-
ing the effect of 1V or oral |evosimendan on cardio-
vascular morbidity and mortality in patients with
stable or decompensated CHF are essential before
one can evaluate fully the role of this drug in the
treatment of patients with stable or decompensated
CHF associated with abnormal LVEF. A
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