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β-Blocker Found Ineffective in First

Pediatric Heart Failure RCT
B Y  B R U C E  J A N C I N

Denver Bureau

AT L A N TA —  Carvedilol proved
no better than placebo in the first-
ever randomized trial of any ther-
apy for chronic heart failure in
children, Dr. Robert E. Shaddy
said at the annual meeting of the
American College of Cardiology.

Until now, treatment of pedi-
atric heart failure has been based
largely on the findings of the
landmark heart failure trials in
adults, with anecdotal best-guess
extrapolation in regard to dosing
in children. β-blocker therapy is
standard in adult heart failure.
But the results of this first multi-
center study emphasize that heart

failure in children and adults are in some
ways very different conditions, added Dr.
Shaddy, professor of pediatric cardiology at
the University of Utah, Salt Lake City.

He reported on 161 children with symp-
tomatic systolic heart failure who partici-
pated in a 26-center double-blind trial in
which they were randomized to one of
the following regimens: twice-daily place-
bo, carvedilol at 0.2 mg/kg b.i.d. to a
maximum of 12.5 mg per dose in children
weighing more than 62.5 kg, or carvedilol
at 0.4 mg/kg b.i.d. to a maximum of 25
mg per dose.

The participants had dilated cardiomy-
opathy or congenital heart disease. Their
median age was 3 years, with a range of 3
months to 17 years. All were on an ACE
inhibitor unless they were intolerant. Of
the total, 71% had New York Heart Asso-
ciation class II heart failure and 27% had
class III disease at baseline, with a median
left ventricular ejection fraction of 26%.

The primary study end point was heart
failure outcome at 8 months as defined by
a composite including death, cardiovas-
cular hospitalization, and change in NYHA
class, Ross classification of heart failure,
and/or physician global assessment score.
The results proved similar in the placebo
and combined carvedilol groups because
of an unexpectedly robust improvement in
the placebo group. (See box.)

In hindsight, this might have been pre-
dicted because many in the field think that
spontaneous improvement is more frequent
in younger children with heart failure.

A prespecified secondary analysis
showed differential results for β-blocker
therapy based on ventricular anatomy. In
patients with a systemic left ventricle, the
rate of improvement was 51% with place-
bo and 64% with carvedilol. By contrast,
the 41 patients with a systemic ventricle
other than the left ventricle had a 64% rate
of improvement with placebo, compared
with only 35% with carvedilol.

But it would be difficult to pursue this
finding through further controlled trials re-
stricted to children with a systemic left ven-
tricle. It took 4 years to recruit the 161 par-
ticipants in this initial carvedilol trial. Many
parents, physicians, and institutional review
boards have ethical reservations about ran-
domizing children with heart failure to
placebo, according to Dr. Shaddy.

Discussant Dr. JoAnn Lindenfeld said
that although this was a negative study, she
was impressed with the trends for reduc-
tion in the objective end points of death
and cardiovascular hospitalization with
carvedilol, even though the trends didn’t
reach statistical significance.

She cautioned against making too much
of the divergent results on the basis of ven-
tricular morphology, particularly in light
of the relatively small number of partici-
pants without a systemic left ventricle.

It’s not clear why a systemic right ven-
tricle wouldn’t “respond to a β-blocker.
They do in other situations,” said Dr. Lin-
denfeld, professor of medicine at the Uni-
versity of Colorado, Denver.

Dr. Shaddy is a consultant to Glaxo-
SmithKline, which sponsored the trial. ■

Carvedilol, Placebo Similar in
 Pediatric Heart Failure Trial

Note: Totals do not equal 100% because of rounding.
Source: Dr. Shaddy
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