
: Amiodarone reduces all-cause mortality in patients at
cardiac death

cDon KM, Lavori PW,
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tative overview of randomised tri-
als of ainiodarone to prevent sud-
den cardiac death. Circulation. 1997
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Question
Can amiodarone reduce the risk for
all-cause mortality and cardiac and
sudden cardiac death?

Daia sources
Studies were identified by searching
the MEDL1NE and BIOSIS data-
bases, contacting colleagues, and scan-
ning bibliographies of relevant stud-
ies and conference proceedings.

Study selection
Randomized controlled trials were
selected if they were published from
1985 to March 1997, mortality was
reported as an outcome (all-cause,
cfii-diac, and sudden), and treatment
and follow-up were > 3 months. Ex-
clusion criteria were use of intrave-
nous amiodarone, treatment of atrial
arrhythmias or nonarrhythmic indi-
cations, hypertrophic cardiomyopa-
thy as the underlying cardiac disease,
or patient allocation to an implant-
able defibrillator.

Commentary (continued from page 112) _
nificant result was found only for the total
mortality outcome in the comparison among
placebo-controlled trials and trials that used
nonplacebo controls, supporting the finding
of Sim and colleagues. The ATMAI group
also found a higher risk for death in patients
with symptomatic CHE Because the relative
treatment benefit is the same among differ-
ratpatientsubgroups, the higher baseline risk
translates to larger absolute benefits for pa-
tients treated with amiodarone.
Available evidence shows that amiodarone

"as a modest effect in reducing mortality in
patients with CHF or who had Ml and were
at moderate to high risk. However, both meta-
watyses had limitations, and several important
questions remain. Both meta-analyses ex-
cluded trials of patients with implan table car-
diac defibrillators; therefore, no conclusion

Data extraction
Data were extracted on patients, type of
control (placebo, active control, or usual
care), arrhythmia status, dose of ami-
odarone, and length of follow-up. Pa-
tients had left ventricular dysfunction or
had had myocardial infarction (MI) or
cardiac arrest.

Main results
15 trials of 5864 patients were included.
Meta-analysis showed that patients who
received amiodarone had a decreased risk
for all-cause mortality (P< 0.01), cardiac
death (P < 0.01), and sudden death (P <
0.001) (Table) but not noncardiac death
(3.2% vs 2.8%, P=0.37). The odds ratios
(ORs) showed similar reductions in sub-
group analyses: Among patients who re-
ceived amiodarone compared with con-
trols, the ail-cause mortality rates were,
respectively, 10.2% and 11.8% (OR 0.79,
95% CI 0.60 to 1.04) for patients with a
history of MI, 33.2% and 38.5% (OR
0.78, CI 0.59 to 1.05) for patients who had

left ventricular dysfunction, and 21.7%
and27.1% (OR 0.75, CI 0.43 to 1.29) for
patients with a history of cardiac arrest
Similar ORs were found for cardiac and
sudden death. For patients who had evi-
dence of aixhythmias (10 trials), all-cause
mortality was decreased (P= 0.004).

Conclusion
Amiodarone therapy leads to modest
reductions in the risk for all-cause
mortality, cardiac death, and sudden
death in all patients who have had
myocardial infarction or cardiac arrest
or who have left: ventricular failure.
Source of funding: Agency for Health Care
Policy and Research.
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Amiodarone vs control

Outcomes

All-cause mortality
Cardiac death
Sudden death

for patients at risk for sudden

Weighted
amiodarone

17%
13%

6.9%

Weighted
control

19%
16%

9.6%

cardiac death*

N N T (95% CI)

30 (17 to 95)
31 (21 to 152)
38 (26 to 76)

* Abbreviations defined in Glossary; N N T and CI calculated from data in article.

is possible in this subgroup. A recent trial of
patients resuscitated from near-fatal ventricu-
lar arrhythmias found iroplantable defib-
rillators to be superior to amiodarone for in-
creasing survival (5). The large difference in
treatment effect between the placebo-con-
trolled trials and trials with usual-care con-
trol is unexplained. fJ-blockers and ACE in-
hibitors are now frequently used to treat
high-risk patients. It is unclear if these drugs
were consistently used and if interactions be-
tween these agents and amiodarone occurred.
It is important to understand the potential
interactions of amiodarone with either drug
to appreciate the relative benefit The ben-
efits of amiodarone must also be weighed
against the risks for adverse effects, especially
potentially fatal pulmonary toxicity. Although
a meta-analysis of individual patient data was

done by the ATMAI group, multivariate
meta-regression analysis using individual pa-
tient data was not done. Such an analysis may
identify subgroups of patients who will ben-
efit most from this treatment.

Joseph Lau, MD
New England Medical Center

Boston, Massachusetts, USA
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