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Mood-Stabilizing Drugs in Depression

he effectiveness of mood-stabilizing drugs in the acute
and maintenance treatment of bipolar disorder, espe-
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T
cially mania, is well established.1 However, what is less
well validated is the efficacy of mood-stabilizing drugs for
the management of major depression (either unipolar or bi-
polar). In this regard, there is scant but significant literature
on the effectiveness of mood-stabilizing drugs in the treat-
ment of patients with depression (Table 1). This article will
review the existing literature on the effects of mood stabi-
lizers in depression and the potential for new agents in the
management of depressive disorders.

PREVENTION OF RELAPSE AND RECURRENCE

Mood-stabilizing drugs are used commonly for the pre-
vention of depressive relapse and recurrence in bipolar pa-
tients. However, literature exists on their effectiveness in
unipolar disorder as well. For example, Peselow et al.2

studied the prophylactic effect of lithium in unipolar, bi-
polar II, and cyclothymic patients. In this study, the investi-
gators retrospectively evaluated the charts of patients with
these diagnoses who were treated with lithium and deter-
mined the probability of their remaining well (i.e., free of
significant depressive symptoms) for periods of up to 36
months after initiating lithium treatment. The use of other
drug interventions was not controlled. Two analyses of re-
lapse were performed: one in which dropouts were consid-
ered relapsers (yielding a higher relapse figure) and a sec-

ond in which they were not. Over an average of 2 years,
42% to 55% of patients with bipolar II disorder, 31% to
42% of those with unipolar depression, and 26% to 36% of
those with cyclothymia remained depression-free. This
relatively weak effect of lithium in preventing depressive
relapse was somewhat inconsistent with previous and sub-
sequent controlled clinical trials.3–5

Kane and colleagues5 performed a prospective placebo-
controlled study of the efficacy of lithium in preventing
depressive relapse in recurrent unipolar (N = 27) and bi-
polar II (N = 22) patients. Subjects were randomly as-
signed to 1 of 4 treatment groups: lithium plus imipramine,
lithium plus placebo, placebo plus imipramine, and place-
bo plus placebo. In both the placebo plus placebo and the
placebo plus imipramine groups, depressive relapse was
high (50%–100%). In fact, the imipramine alone samples
exhibited the highest rates of relapse overall (100% of uni-
polar and 67% of bipolar II). In contrast, both lithium con-
ditions showed low relapse rates. Lithium alone had re-
lapse rates of 29% for unipolar and 25% for bipolar II
patients, while lithium plus imipramine had relapse in 13%
of unipolar and 17% of bipolar II patients. These results
suggest that lithium, either as monotherapy or in combina-
tion with imipramine, substantially reduced relapse in both
groups. However, the very small sample sizes within treat-
ment conditions precluded any definite conclusions re-
garding efficacy.

How does lithium really compare with antidepressants
in the prevention of depressive relapse? Janicak et al.6 re-
viewed the controlled clinical trials of lithium and antide-
pressants in relapse prevention. In 8 studies of 287 patients
summarized by these authors, lithium was effective in pre-
venting relapse in 59% of subjects against 25% of placebo
patients, a difference of 34%. By comparison, in 18 studies
of 2225 subjects, antidepressants were effective in prevent-
ing relapse in 77% of depressives against 50% of placebo
patients, a difference of 27%. Although antidepressants
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were effective in a larger proportion of depressed patients
than lithium (77% vs. 59%), the drug-placebo differences
were approximately the same. These summarized results
support an effect of lithium in the prevention of relapse.

However, probably the most revealing study of lithium
prophylaxis of depression is an earlier report by Prien and
colleagues7 from the National Institute of Mental Health
collaborative study data. In this study, 117 bipolar patients
and 150 unipolar patients were assigned to treatment with
lithium alone, imipramine alone, or a combination of the
2. A subset of the unipolar patients were randomized to
placebo treatment. For the bipolar patients, lithium and a
combination of lithium and imipramine were equally ef-
fective in the prevention of manic episodes and were supe-
rior to both imipramine and placebo. Lithium, lithium plus
imipramine, and imipramine alone were equally effective
and superior to placebo in the prevention of depression.
For unipolar depressives, however, imipramine and the
lithium plus imipramine combination were effective and
superior to lithium alone, which was not significantly dif-
ferent from placebo. The data then were analyzed by di-
viding the unipolar depressives into moderately and se-
verely depressed subgroups. In the moderately depressed
sample, lithium (64% successful maintenance) was more
effective than the lithium plus imipramine (56%) and im-
ipramine alone (57%) treatments. All groups were more
successful than placebo (35%). However, in the more se-
verely depressed subjects, imipramine (48%) and the im-
ipramine plus lithium combination (42%) were more suc-
cessful than lithium alone (12%) or placebo (6%) in
preventing relapse. These data indicate that lithium is an
effective maintenance treatment in the prevention of de-
pressive relapse in bipolar patients and in moderately but
not severely depressed unipolar patients.

In comparison with the relatively larger body of litera-
ture on the effectiveness of lithium in preventing depres-
sive relapse, other mood-stabilizing drugs have been less
studied. In an open prospective report of carbamazepine
prophylaxis in depression, 15 depressed patients were
treated for an average of 49.5 months.8 The authors re-
ported that 11 (73%) experienced substantial benefit.
However, a careful literature review did not yield any
other prospective assessment of the effects of anticonvul-
sants or other mood stabilizers in depression. Clearly, the
prevention of depressive relapse in both bipolar and uni-
polar depressive groups is an area that is ripe for clinical
investigation with anticonvulsant mood-stabilizing agents.

ACUTE TREATMENT

Lithium
There are 8 adequate studies of lithium in the acute treat-

ment of bipolar depression, all using a prospective
placebo-controlled crossover design.9–16 All of these stud-
ies found lithium superior to placebo in acute treatment,
yielding an average response rate of 79%.17 However, when
compared with antidepressant treatment, lithium has fared
less well. For example, Fieve and colleagues9 randomly
assigned 29 bipolar I patients to lithium, imipramine, or
placebo. Although lithium was superior to placebo treat-
ment, it was less effective than imipramine, resulting in an
average decrease in depression ratings of 32% against 58%
for the imipramine group.9 This single study indicates that
lithium may not be an appropriate acute monotherapy treat-
ment for bipolar depression and is consistent with the com-
mon clinical practice of combining antidepressants with
mood stabilizers. Remarkably, after over 30 years of
controlled clinical investigations, this important question
has not been adequately addressed in a large-scale,
placebo-controlled clinical trial.

Carbamazepine
There have been a number of acute trials of carbamaze-

pine in depression.18 Most have been uncontrolled open tri-
als of small numbers of subjects. Post et al.19 did conduct a
prospective study of the blind introduction of carbamaze-
pine after a lengthy ineffective placebo lead-in in bipolar
and unipolar depressives. Ten (42%) of 24 bipolars and
only 2 (18%) of 11 unipolars demonstrated marked re-
sponse. These results suggest an overall relatively weak re-
sponse rate to carbamazepine in contrast with antidepres-
sants and also that bipolar depressives may be more
responsive than unipolars to carbamazepine. However, this
sample was described as relatively resistant to prior treat-
ment. Therefore, the results cannot be generalized to a
nonrefractory sample.

Valproate
Like carbamazepine, there has been very little study of

valproate in the acute treatment of depression, in contrast
with the excellent literature on its effectiveness in mania.20

Early open studies have suggested some benefit in acute
management of bipolar depressives.21 However, in a review
of the effectiveness of valproate in bipolar and schizoaf-
fective patients, McElroy and Keck suggest a relatively
weak antidepressant effect.22

There is a single prospective open trial of valproate
monotherapy in 33 patients with unipolar major depres-
sion.23 By week 4 of treatment, 15 (54%) of 28 completers
exhibited significant improvement (defined as a 50% re-
duction in Hamilton Rating Scale for Depression scores or
a total score of ≤ 9), and at week 8, 19 (86%) of 22
completers were improved. In the intent-to-treat analysis,

Table 1. The Potential Uses of Mood Stabilizers in Depressed
Patients
Prevention of relapse/recurrence
Acute treatment
Refractory depression

Monotherapy
Augmentation
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66% were defined as responders, a rate that could be equiva-
lent to other antidepressant drugs. However, a controlled in-
vestigation has not been published.

REFRACTORY DEPRESSION

There is extensive literature on lithium augmentation of
tricyclic antidepressants (TCAs) in refractory depression
that has been reviewed extensively elsewhere.24–27 Suffice
it to say that lithium augmentation of TCAs is the best vali-
dated treatment for refractory depressed patients.26 The evi-
dence for the effectiveness of lithium augmentation of other
antidepressants, including selective serotonin reuptake in-
hibitors (SSRIs), is more limited.27 Delgado et al.28 treated
a mixed group of 18 patients with depression (16 unipolars,
2 bipolars) who had failed an initial trial of open-label flu-
voxamine treatment. Fifty percent of subjects who had
failed to respond to fluvoxamine responded to a combina-
tion of fluvoxamine plus lithium treatment. Neither bipolar
patient responded, indicating that 9 (56%) of 16 patients
with unipolar major depression responded to the combina-
tion. Dinan29 conducted an open trial of augmentation of
sertraline with lithium. Seven (63%) of 11 refractory de-
pressed patients showed a positive early effect.

However, the largest trial of lithium augmentation of an
SSRI is the study of Baumann et al.30 Twenty-four nonre-
sponders were identified after a prospective trial of citalo-
pram. Citalopram was then combined in a randomized
blinded fashion with lithium or placebo for only 1 week.
Subsequently, all subjects were treated with the combined
treatment regimen. During the initial double-blind week, the
citalopram plus lithium combination resulted in a positive
response in 6 (60%) of 10 subjects, while the placebo group
resulted in a positive response in 2 (14%) of 14. These pre-
liminary reports suggest that lithium augmentation may be
effective with SSRIs, but further study is needed.

The acute trial of carbamazepine by Post et al.,19 dis-
cussed earlier, was conducted in a sample of depressives
considered to be relatively resistant to standard pharma-
cotherapies. In this study, 42% of refractory bipolar
depressives, but only 18% of unipolars, were considered to
be marked responders. These data suggest but do not con-
firm a beneficial effect of carbamazepine in refractory bi-
polar patients. Small case series, but no controlled clinical
trials, also indicate a possible benefit from carbamazepine
augmentation of antidepressants, particularly TCAs.31,32

ANTIPSYCHOTICS

Typical antipsychotics have an established benefit in ma-
jor depression with psychotic features and tend to speed
response to treatment when used in combination with anti-
depressants as compared with antidepressant therapy alone.
However, there is older literature on the effectiveness of
these drugs as single-therapy agents in depression.

Robertson and Trimble33 reviewed 34 double-blind trials of
antipsychotics as antidepressants. These studies support a
modest benefit in depressed patients, especially in symp-
toms of psychosis and anxiety. However, the use of typical
antipsychotics as maintenance treatment of patients with
mood disorders is largely precluded because of the risk of
tardive dyskinesia.

A promising avenue for the treatment of depression
may be the atypical antipsychotics. Several lines of evi-
dence suggest a potential for value of these drugs in de-
pressed patients. A series of reports have indicated benefit
from clozapine or risperidone in mixed bipolar, schizoaffec-
tive manic or depressed, or psychotically depressed pa-
tients,34–39 although a recent review40 suggested that the ef-
fects of clozapine may be greater in mania than depression.
In contrast to this conclusion, Keck et al.39 evaluated re-
sponse in a mixed group of 144 state mental hospital pa-
tients treated with risperidone. Factors associated with a
moderate-to-marked response to risperidone included a di-
agnosis of bipolar disorder or schizoaffective disorder, de-
pressive subtype. However, an alternative indication that
atypicals may be beneficial in depression is the fact that ris-
peridone in moderate-to-high doses has been reported in a
series of cases to induce mania.41–44 With the recognition that
atypical antipsychotics appear to induce tardive dyskinesia
at rates that are far lower than typical antipsychotics,
atypicals may emerge as viable alternatives in the treatment
of patients with depressive disorders.

RESEARCH DIRECTIONS

As alluded to earlier in this article, there are a variety of
research areas that deserve attention (Table 2). For example,
although the effectiveness of lithium augmentation of TCAs
in refractory depression is well established, TCAs no longer
represent the mainstay of antidepressant drug therapy. Lith-
ium augmentation of SSRIs has some support, as reviewed
earlier. However, a large-scale placebo-controlled trial of
lithium augmentation of an SSRI is sorely needed.

In addition, anticonvulsant agents like carbamazepine or
valproate have gained widespread use in the management
of bipolar disorder. However, the existing clinical trials have
focused primarily on the acute and prophylactic manage-
ment of mania. Studies of the use of these anticonvulsants
for acute depression monotherapy, for augmentation of an-

Table 2. Research Directions of Mood Stabilizers in Major
Depressiona

Lithium: augmentation of SSRIs
Anticonvulsants and atypical antipsychotics (unipolar and bipolar)

Acute antidepressant effects
Augmentation of antidepressants in refractory depression
Prevention of depressive relapse

Mood stabilizers: effects on highly recurrent unipolar depression
aAbbreviation: SSRIs = selective serotonin reuptake inhibitors.
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tidepressants in refractory depression, and for the preven-
tion of depressive relapse in both unipolar and bipolar
populations is needed. In particular, the study of the effec-
tiveness of anticonvulsant mood-stabilizing agents in
highly recurrent unipolar major depression could produce
a major advance.

Similar studies on the potency of atypical antipsychot-
ics in the acute and prophylactic management of depres-
sion are needed. As noted earlier, the existing data are sug-
gestive of a potential for benefit of these drugs, especially
for bipolar patients and possibly for refractory unipolar
major depressive patients. These agents represent a prom-
ising new avenue in the treatment of depression.

Drug names: carbamazepine (Tegretol and others), citalopram (Celexa),
clozapine (Clozaril), fluoxetine (Prozac), fluvoxamine (Luvox), imipra-
mine (Tofranil and others), risperidone (Risperdal), sertraline (Zoloft).
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DISCLOSURE OF OFF-LABEL USAGE

The following off-label uses for drugs were described
in this article: lithium prophylaxis and treatment of unipo-
lar depression, lithium augmentation of antidepressants,
carbamazepine as a mood stabilizer, carbamazepine pro-
phylaxis and treatment of depression, carbamazepine aug-
mentation of antidepressants, lithium for the acute treat-
ment of depression, valproate for the acute treatment of
depression, and antipsychotics for depression.
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