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What is the best approach to
management of acute depres-
sion in bipolar disorder?

The depressed phase of bipolar
disorder is common, accounts for
substantial dysfunction in social
and work settings, and is associat-
ed with a suicide rate comparable
to that in unipolar major depres-
sion. Despite the fact that acute
bipolar depression remains a sub-
stantial and common therapeutic
challenge, there are few empirical
data to support differing view-
points on the best approach to
treatment. There are essentially 2
differing approaches to manage-
ment. In the first, 1 or more mood-
stabilizing drugs are used, either de
novo or added to existing mood sta-
bilizers when depressive episodes
occur. The literature and clinical
experience suggest that this is a
safe but only moderately effective
approach to treatment.

The second approach involves
the addition of an antidepressant
to a mood stabilizer. While the effi-
cacy of antidepressants in acute
bipolar depression is undisputed,
there are major concerns about the
risk of switch to mania or cycle
acceleration. Although some anti-
depressants (selective serotonin
reuptake inhibitors and bupro-
pion) are claimed to be less likely to
cause a switch to mania or cycle

acceleration, these findings remain
uncertain owing to limitations in
the data on which the conclusions
have been reached. It is remarkable
that the research data are too limit-
ed to determine whether one of
these approaches is indeed superi-
or and whether the clinical dogma
that single or combined mood sta-
bilizers are preferable is accurate.
In fact, as far as we are aware, a
preliminary study we have com-
pleted is the first to compare direct-
ly the addition of an antidepres-
sant, paroxetine, to an additional
mood stabilizer, either lithium or
divalproex sodium, in patients
with bipolar disorder experiencing
a breakthrough episode of depres-
sion. In this 6-week study, we
observed that the treatments were
comparably effective, although dis-
continuation from the study was
significantly more common in the
group receiving combined mood
stabilizers. Furthermore, limited
follow-up data suggest that there
was no difference in switch rates
between the groups. Our data
require replication in larger sam-
ples with longer periods of treat-
ment and follow-up, but these
findings challenge the notion that
antidepressants are less preferable
than combined mood stabilizers in
the treatment of acute depression.
In fact, the opposite may be true,
and the judicious use of anti-
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depressants in combination with
mood stabilizers may offer some
advantage in selected patients with
bipolar disorder.

The dilemma of the use of anti-
depressants in bipolar depression
has not been fully resolved. Switch
to mania and cycle acceleration
remain therapeutic challenges that
complicate treatment of the disor-
der and cause substantial suffering
and dysfunction in patients. The
issue of whether antidepressants
are an important etiological factor
in switch to mania and cycle accel-
eration needs to be clarified. More-
over, other factors, such as the anti-
depressant class and the dose, as
well as the natural course of the
patient’s illness as risk factors for
switch and cycle acceleration,
require further rigorous observa-
tion and study. Data on these
issues are urgently needed to
establish guidelines for the treat-
ment of acute bipolar depression
that are evidence-based rather than
only expert opinion and anecdotal
clinical observation.
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