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Congestive heart failure (CHF) is associated with increased mortality.
Chronically impaired renal function is frequently present in patients
with CHF, and contributes to the increased cumulative risk for progres-

sion and mortality. The risk for cardiovascular death or hospitalization for wors-
ening CHF, as well as the risk for all-cause mortality, increases proportionately
below an estimated glomerular filtration rate (GFR) of 60 mL/min per 1.73 m2.1

It is alarming that more patients with stable chronic kidney disease die from
cardiovascular disease than from renal failure.2

The management of cardiorenal syndrome, the final manifestation of deteri-
orating renal function in the presence of heart failure, remains complex and
challenging. The constellation of physiologic interdependencies between the
heart and the kidney often warrants close collaboration between cardiologists,
nephrologists, and other specialists. The treatment options become more ardu-
ous once the usual arsenal of fluid restriction, diuretic therapy, pre- and after-
load reducing agents, and inotropic agents are exhausted. Ventricular assist de-
vices and modified dialysis modalities3 are often utilized to bridge the gap to
successful organ transplantation in the fortunate few. However, the presence of
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hypotension and hemodynamic in-
stability, the complexity of the prac-
tical aspects of extracorporeal ultra-
filtration, and the lack of long-term
outcome data are frequent obstacles
to their employment. It is clear that
there is a gap in available manage-
ment options in patients with heart
failure; the pendulum swings from
relatively conservative therapies to
aggressive ultrafiltration strategies,
albeit without long-term efficacy
data. This may reflect the current
lack of clarity regarding the mecha-
nisms of cardiorenal syndrome.

The use of natriuretic peptides (as
well as other therapies) to treat acute
decompensated heart failure, is dis-
cussed in the current supplement
issue of Reviews in Cardiovascular
Medicine.4-6 Natriuretic peptides are
of particular interest to the nephrolo-
gist because of their ability to in-
crease GFR via vasodilation of the af-
ferent arterioles and vasoconstriction
of the efferent arterioles.7 Although
early clinical trials studying the ben-
efit of natriuretic peptides in the
treatment of acute kidney injury
(AKI) were been disappointing,8,9 re-
sults of recently published studies
that have focused on prevention of
acute renal failure, particularly fol-
lowing cardiovascular surgery, are
promising10,11 and warrant further
investigation. Natriuretic peptides
may be effective against AKI when

administered prophylactically, in
low doses, and for prolonged dura-
tion. In contrast, these peptides do
not appear to reverse established AKI.
They may also cause hypotension
and subsequent renal vasoconstric-
tion if administered via bolus
injection, and they have limited
effectiveness when renal blood flow
autoregulation is impaired. There is
also some evidence that these drugs
may have little beneficial renal effect
when GFR is less than 25 mL/min10—
a condition not unlike that observed
in some patients with drug-resistant
acute decompensated heart failure.

Natriuretic peptides are the prod-
uct of molecular evolution; they are
natural antagonists to the renin-
angiotensin-aldosterone system and
inhibit the sympathetic nervous sys-
tem, promote natriuresis and diure-
sis, and may inhibit the pathophysi-
ological mechanisms responsible for
ventricular and vascular hypertro-
phy and remodeling. However, their
site of action, receptor affinity, and
effect can vary depending on the
pathophysiological conditions, and
the rate and dose of administration;
this may explain why these peptides
can either have a beneficial or detri-
mental effect on renal function in
the various studies so far reported.
Clearly more investigations on the
use of natriuretic peptides from a
renal perspective are indicated.
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