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Lack of Congestion Not Predictive in Acute HF

BY BRUCE JANCIN

FROM THE ANNUAL CONGRESS OF THE
EUROPEAN SOCIETY OF CARDIOLOGY

STOCKHOLM - The absence of signs
and symptoms of congestion at dis-
charge in patients hospitalized for acute
decompensated heart failure does not
predict a favorable prognosis, contrary to
the conventional wisdom.

A new secondary analysis of the inter-
national EVEREST trial provides an im-
portant lesson in the everyday manage-
ment of acute heart failure: “The fact
that a patient improves in-hospital with
diuretics and other medications is not
sufficient. It’s not ‘mission accom-
plished,” ” Dr. Mihai Gheorghiade said at
the congress.

“There is a dissociation between signs
and symptoms of congestion at dis-
charge and outcomes. In spite of having
a very low congestion score, the event
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Dr. Mihai Gheorghiade: The event rate
in EVEREST was “astronomical.”

rate in EVEREST during 10 months of
follow-up was astronomical,” said Dr.
Gheorghiade, professor of medicine and
surgery and associate chief of cardiolo-
gy at Northwestern University, Chicago.

EVEREST (Efficacy of Vasopressin
Antagonism in Heart Failure Outcome
Study With Tolvaptan) was a double-
blind study that randomized 4,133 pa-
tients with worsening heart failure and
a left ventricular ejection fraction of 40%
or less to the oral vasopressin V2 recep-
tor blocker tolvaptan or placebo within
48 hours of hospitalization.

Standard background therapy in both
study arms included diuretics, ACE in-
hibitor or angiotensin II receptor block-
er therapy, a beta-blocker, and an aldos-
terone antagonist. In the previously
reported primary results, tolvaptan
proved to have no benefit over placebo
during a mean follow-up of 9.9 months
(JAMA 2007;297:1319-31).

Dr. Gheorghiade presented a sec-
ondary analysis focusing on the 2,061 pa-
tients in the placebo arm. At random-
ization, following initial treatment with
diuretics, these patients had a mean con-
gestion score of 4 points based on their
degree of jugular vein distention, rales,
and peripheral edema.

At discharge, patients had lost a mean
2.8 kg of body weight, and 72% had a

congestion score of 0 or 1. Although that
appears to be a high rate of short-term
treatment success, this large subgroup of
patients with minimal or no signs or
symptoms of congestion at discharge
had a 15% all-cause mortality and a 29%
rate of rehospitalization for heart failure
during the next 9.9 months.

The adverse event rate was even
greater in those with a higher congestion
score at discharge. In the overall placebo

group, all-cause mortality was 26%, with
a 40% rate of rehospitalization for heart
failure during follow-up.

“We're dealing with a disorder that has
an event rate as high as 50%. There is no
other medical condition for which pa-
tients are hospitalized and are improving
with therapy that has a comparable event
rate,” the cardiologist observed.

The new EVEREST analysis contains
an important message for clinical trial-
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ists: Using signs and symptoms of con-
gestion as a key target for treatment dur-
ing hospitalization as well as the standard
end point in acute heart failure studies,
as has been common until now, is a
recipe for a negative trial result.

“It’s very difficult to beat placebo, be-
cause placebo plus standard therapy has
a tremendous effect on congestion,” Dr.
Gheorghiade said. “Looking for new
therapies that improve signs and symp-

Effientis indicated to reduce the rate of thrombotic cardiovascular (CV) events (including stent thrombosis) in patients
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[1] patients with unstable angina (UA) or non-ST-elevation myocardial infarction (NSTEMI); [2] patients with
ST-elevation myocardial infarction (STEMI) when managed with primary or delayed PCI.
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