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The Use of Antidepressants in Bipolar Disorder

Virginio Salvi, M.D.; Andrea Fagiolini, M.D.;
Holly A. Swartz, M.D.; Giuseppe Maina, M.D.; and Ellen Frank, Ph.D.

Background: Whether or not to use antidepres-
santsin patients with bipolar disorder is a matter of
debate. Antidepressant treatment of bipolar depres-
sion has been associated with manic switch and cycle
acceleration. Furthermore, recent studies have argued
against the efficacy of antidepressants in the treat-
ment of bipolar depression. Nevertheless, many
clinicians continue to employ antidepressants,
especially in the management of severe depression
that is unresponsive to mood stabilizers alone.

Objective: Because of the unclear risk-to-benefit
ratio of antidepressants in bipolar disorder, we have
performed an updated review of the relevant litera-
ture. In this article we examine (1) all randomized
controlled trials (RCTs) evaluating the use of antide-
pressants in the treatment of acute bipolar depression
and assessing the risk of antidepressant-induced
manic switch and (2) non-RCT trials that evaluate
the impact of antidepressant discontinuation after
acute antidepressant response.

Data Sources: A MEDLINE search of journals,
covering the period from January 1966 to July
2007 and supplemented by bibliographic cross-
referencing, was performed to identify the relevant
studies. The keywords used were antidepressant,
bipolar depression, bipolar disorder, switch, manic
switch, antidepressant-induced mania, predictors,
and antidepressant discontinuation. Criteria used
to select studies included (1) English language and
(2) studies published in peer-reviewed journals.

Data Synthesis: Randomized, double-blind,
placebo-controlled studies have demonstrated that
antidepressants exert some efficacy in the treatment
of bipolar depression in some populations of pa-
tients. Moreover, the risk of manic switch, although
not totally countered, appears to be strongly reduced
when antidepressants are given in combination with
amood stabilizer and when new-generation antide-
pressants are preferred over old tricyclic antidepres-
sants. Finally, some studies have proven that the con-
tinuous use of antidepressants after the remission of
amajor depressive episode helps to prevent further
depressive relapses without causing a significant
increase in manic relapses.

Conclusions: Clearly, thereis a place for antide-
pressants in bipolar disorder; however, it isimportant
to be cautious and evaluate their use on a case-by-
case basis. Looking at specific depressive symptoms
might help physicians in making the choice of
whether to prescribe or not prescribe antidepressants.
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A ntidepressant use in bipolar disorder is controver-
sial. Recently published American Psychiatric
Association guidelines suggest that antidepressant use in
the context of bipolar disorder should be limited to severe
depression.! Consensus conference guidelines similarly
recommend antidepressant discontinuation shortly after
remission of a major depressive episode.”” Recent data
demonstrate that antidepressant medications are at once
ineffective and harmful in individuals with bipolar disor-
der.>" Despite these concerns, however, antidepressants
are frequently used to treat patients with bipolar disor-
der,®? typically as adjuncts to mood stabilizing agents that
have failed or partially failed to resolve depressive epi-
sodes. Thus, practicing psychiatrists who manage the vast
majority of patients who suffer from bipolar disorder—
many of whom would most likely refuse to participate in
or would not meet the inclusion/exclusion criteria for the
randomized placebo-controlled trials that primarily in-
form the psychiatric evidence base—continue to believe
in the clinical utility of antidepressants, especially for pa-
tients who do not respond to mood stabilizer or antipsy-
chotic monotherapy.

Because of the unclear risk-to-benefit ratio of anti-
depressants in bipolar disorder and the appearance of re-
cent publications readdressing this topic, we have per-
formed an updated review of the relevant literature. Inthis
article we examine (1) all randomized controlled trials
(RCTs) evaluating the use of antidepressants in the treat-
ment of acute bipolar depression and assessing the risk
of antidepressant-induced manic switch and (2) non-
RCT trials that evaluate the impact of antidepressant
discontinuation after acute antidepressant response. A
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MEDLINE search of journals, covering the period from
January 1966 to July 2007 and supplemented by biblio-
graphic cross-referencing, was performed to identify the
relevant studies. The keywords used were antidepressant,
bipolar depression, bipolar disorder, switch, manic switch,
antidepressant-induced mania, predictors, and antidepres-
sant discontinuation. Criteria used to select studies in-
cluded (1) English language and (2) studies published in
peer-reviewed journals.

ACUTE ANTIDEPRESSANT EFFICACY AND SAFETY

Regarding the use of antidepressants in bipolar disor-
der, it has been written that “the risk-to-benefit ratio can be
understood as the risk being greater than 0 with a yet un-
proven benefit for the medications.”**™ Nevertheless,
there is evidence that, at least in some subgroups of pa-
tients, antidepressants work. A systematic review of 12
RCTs (N =1088) has indeed demonstrated by means
of meta-analytic statistical methods that “antidepressants
are effective in the short-term treatment of bipolar de-
pression.”* 153 Moreover, the authors, using the same
methodol ogy, evaluated the likelihood of switching to ma-
nia. They reported that there was no evidence of an in-
creased risk of switch in the trials.™

However, the publication of 6 new RCTs"26 that were
not included among the 12 trials mentioned above under-
scores the need for an updated review of antidepressant ef-
ficacy and safety in bipolar depression. Table 1 summa-
rizes the RCTs that report efficacy and switch rates of
antidepressants in bipolar depression. Eighteen studies
were conducted including a total of 2515 bipolar disorder
patients, with more subjects meeting criteria for bipolar
| disorder (N =1798) than for bipolar Il disorder (N =
262). The best-studied antidepressant drugs in bipolar de-
pression, in terms of number of RCTSs, are paroxetine (6
RCTs)"1222426 and bupropion (5 RCTs),"**2%?" followed
by fluoxetine (4 RCTs)*****"? and the tricyclic antidepres-
sant imipramine (4 RCTs).!"*#*% QOther antidepressants,
such as tranylcypromine and venlafaxine, have been less
consistently evaluated in bipolar depression.

Paroxetine

Paroxetine is the most widely evaluated antidepressant
in the treatment of bipolar depression, having been com-
pared to placebo and active comparator in 2 RCTs"* and
to other agents in 4 RCTs.'##%2 |n the earlier placebo-
controlled trial,* subjects meeting criteria for acute bi-
polar depression (N = 117) were treated with lithium and
randomly assigned to 10 weeks of add-on treatment with
paroxetine, imipramine, or placebo. The authors found no
overall difference between treatment groups, although in
patients with low baseline lithium levels (< 0.8 mEg/L),
both paroxetine and imipramine were superior to placebo.
Furthermore, rates of completion were highest in the
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paroxetine-treated patients, demonstrating overall good
tolerability.*

As part of the Systematic Treatment Enhancement
Program for Bipolar Disorder (STEP-BD), Sachs and col-
leagues’ recently published the results of a large RCT
comparing antidepressants to placebo as an add-on treat-
ment for individuals experiencing an episode of bipolar
depression despite optimized treatment with a mood stabi-
lizer. Subjects were randomly assigned to either an antide-
pressant (paroxetine or bupropion, N =179) or placebo
(N =187). There were few exclusion criteria in this trial;
thus, the sample included relatively large percentages
of individuals meeting criteria for rapid cycling (27%
and 30% for antidepressants and placebo, respectively)
and comorbid substance abuse (17% and 16%, respective-
ly). After 26 weeks, the rate of sustained response was
not different for antidepressants and placebo (23.5% vs.
27.3%).” The authors concluded that antidepressants are of
limited effectiveness in bipolar disorder.

The generalizability of these findings is partially
weakened by the fact that only 13% of al eligible de-
pressed bipolar patientsin STEP-BD were enrolled in this
study,’ raising the concern that the final sample may have
consisted primarily of depressed patients whose risk-to-
benefit ratio for the use of an antidepressant was judged
(by the patient, a family member, or the referring physi-
cian) to be relatively neutral. For example, a patient with
a history of an antidepressant-induced manic switch or a
patient whose current depressive episode is complicated
by agitation or by the presence of other comorbid manic
symptoms may have felt uncomfortable with the possibil-
ity of receiving an antidepressant. Likewise, a patient with
anergic depression and a history of response to the combi-
nation of a mood stabilizer and an antidepressant may
have refused to participate in atrial that had a 50% likeli-
hood of receiving placebo. Switch rates to mania were
comparable (10%) in both groups, despite the fact that
30% of the sample met criteria for rapid cycling.’

Paroxetine has been compared to other antidepressants,
such as imipramine,® amitriptyline,? venlafaxine,® and
bupropion.” Overall, rates of response range from 32% to
over 60%, without any difference between paroxetine and
the active comparator in efficacy and completion rates at
endpoints. Response rates with paroxetine were faster than
with amitriptyline, with overall better response rates at
week 4.2 In all studies, except the recent STEP-BD trial,’
paroxetine use was associ ated with slightly higher comple-
tion rates than the comparator.

In astudy by Young et al.,® the addition of paroxetine
to an initial mood stabilizer was compared to the addition
of a second mood stabilizer for treatment of patients
with bipolar depression. Both groups showed significant
improvement in depressive symptoms during the 6-week
trial. However, there were significantly more noncom-
pleters in the group that received the 2 mood stabilizers
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than in the group that received a mood stabilizer and
paroxetine.?

Shelton and Stahl*? studied 30 depressed patients with
bipolar disorder who were receiving a steady dose of a
mood stabilizer and were randomly assigned to 12 weeks
of double-blind treatment with risperidone (plus placebo),
paroxetine (plus placebo), or the combination of risperi-
done and paroxetine. The authors concluded that risperi-
done, paroxetine, and the combination of the 2 are equally
but modestly effective when added to a mood stabilizer
for the treatment of bipolar depression. Interestingly,
the switch rate into mania or hypomania was very low,
with only 1 patient in the paroxetine plus placebo condi-
tion experiencing mild hypomania.*?

In conclusion, these studies demonstrate that paroxe-
tine may be effective for a subset of patients meeting crite-
ria for bipolar depression. It is impossible to ascertain
from extant data, however, which specific clinical charac-
teristics predict a favorable response to paroxetine. In ad-
dition, it appearsthat switch rates are low when paroxetine
is administered in conjunction with amood stabilizer.

Fluoxetine

Fluoxetine has been studied in 4 RCTs, yielding a
total of 338 fluoxetine-treated subjects. In 1989, Cohn
and colleagues” performed the first randomized placebo-
controlled trial evaluating the acute efficacy of an anti-
depressant in a sample of depressed patients that was
limited to individuals meeting criteriafor bipolar disorder.
Eighty-nine patients were randomly assigned to flu-
oxetine, imipramine, or placebo and were followed for
6 weeks. Fluoxetine showed the highest response rate
(= 50% reduction in Hamilton Rating Scale for Depression
total score): 86% with fluoxetine versus 57% with imipra-
mine and 38% with placebo.”’

The preponderance of evidence supporting the utility
of fluoxetine in bipolar depression comes from its use in
combination with olanzapine. Three studies evaluating the
efficacy of olanzapine/fluoxetine combination in bipolar
depression have been published in recent years,****? | ead-
ing to inclusion of this combination as a recommended
agent for the treatment of bipolar depression in bipolar dis-
order guidelines.

Tohen and colleagues® compared olanzapine/fluoxe-
tine combination to olanzapine alone and to placebo as an
acute treatment for depression in individuals meeting cri-
teria for bipolar | disorder. Olanzapine/fluoxetine combi-
nation was found to be superior to placebo beginning at
week 1, and this statistical separation of drug and placebo
continued throughout the 8-week trial. In addition, olanza-
pine/fluoxetine combination was superior to olanzapine
monotherapy from weeks 4 to 8 in this study. At the end of
the 8 weeks, olanzapine/fluoxetine combination was asso-
ciated with the highest response rate (56%) compared to
both olanzapine alone (39%) and placebo (30%).% A re-
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analysis® on the same sample showed that patients treated
with olanzapine/fluoxetine combination experienced bet-
ter health-related quality of life than those treated with
olanzapine alone or with placebo on both mental and
physical components of self-perceived health.®

An independent, subsequent study®® replicating the
prior methodology in a sample of mostly bipolar |
patients failed to find any difference between olanzapine/
fluoxetine combination, olanzapine aone, fluoxetine
alone, and placebo over 8 weeks. The total sample size
(N = 34), however, was probably underpowered to detect
group differences.™

Finally, fluoxetine in combination with olanzapine has
been compared to lamotrigine.** Four hundred ten patients
were randomly assigned to either olanzapine/fluoxetine
combination or lamotrigine for 7 weeks. At the end of the
trial, mean reductions in Montgomery-Asberg Depression
Rating Scale and Clinical Global Impressions scale scores
were significantly greater for patients treated with olanza-
pine/fluoxetine combination than for those treated with
lamotrigine. The difference between the 2 groups was evi-
dent at week 1, although response rates did not signif-
icantly differ at endpoint (olanzapine/fluoxetine combina-
tion, 69% vs. lamotrigine, 60%; p = .073).* In conclusion,
data regarding fluoxetine alone in the treatment of acute
bipolar depression are scarce. Despite this fact, the superi-
ority of olanzapine/fluoxetine combination over olanza-
pine aloneimplies a synergistic efficacy that is most likely
driven by the antidepressant.

Fluoxetine is not associated with greater levels of
manic switching. Rates of switch to maniawith fluoxetine
are similar to those seen with paroxetine. The only excep-
tion to this is seen in the small study by Amsterdam and
Schults.® In this study, the significantly higher switch
rates in patients treated with fluoxetine compared to pa-
tients treated with olanzapine alone were most probably
a function of the low rates of concomitant use of a mood
stabilizer.

Bupropion

Bupropion has been compared to several antidepres-
sants, such as desipramine,® sertraline and venlafaxine,*®
and paroxetine,” with response rates for bupropion ranging
from 32% to 55%. Bupropion was as efficacious as the
comparators, with a benign profile of side effects.

Bupropion has also been compared in a double-blind
study to idazoxan® and in a single-blind study to topira-
mate””: both trials showed equality of bupropion to the
comparator in terms of response and completion rates.
Although these trials were well designed, the sample size
for each was notably small. The total number of bupro-
pion-treated bipolar patients in the earlier 3 studies?®*?’
was 36. Recent studies have employed larger samples.
Post and colleagues® randomly assigned 174 bipolar
depressed patients to bupropion, sertraline, or venlafaxine
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for 10 weeks of acute treatment as an adjunct to 1 or more
mood stabilizers. Response rates for bupropion, sertraline,
and venlafaxine were equivalent (49%, 53%, and 51%,
respectively).”®

Previous uncontrolled studies had considered bupro-
pion as a particularly safe antidepressant drug in terms of
the risk of manic induction,®3? while other authors more
recently reported a substantially equivalent risk of switch
with bupropion or selective serotonin reuptake inhibitors
(SSRIs).%* Double-blind clinical trials have confirmed
the latter observations, reporting similar switch rates with
bupropion and paroxeting’ or sertraline.”®

Tricyclic Antidepressants

The use of tricyclic antidepressants in bipolar depres-
sion has been studied in 7 RCTs: 4 with imipramine, 2
with amitriptyline, and 1 with desipramine. Although all
these tricyclic antidepressants have demonstrated superi-
ority over placebo in bipolar depression, they generally
showed lower response rates when compared to the newer
antidepressants.

Imipramine has been well studied, with established
superior efficacy over placebo in 2 studies.”? It has, how-
ever, been found to be less effective than fluoxetine'” and
tranylcypromine.®* Himmelhoch and colleagues®® found
very high rates of manic switch, which can be largely
explained by the lack of concomitant mood stabilizer
therapy. Although imipramine showed similar response
and completion rates when compared to the reversible
monoamine oxidase A inhibitor moclobemide in an 8-
week study of 156 bipolar depressed patients,” it caused
more side effects, such as dry mouth, constipation, trem-
ors, palpitations, and higher switch rates (11.1% for imip-
ramine vs. 3.7% for moclobemide).?

Other tricyclic antidepressants have far less evidence
supporting their efficacy than doesimipramine. Amitripty-
line has been subjected to 2 very small studiesin which it
was compared to paroxetine® and L-sulpiride.” In the 6-
week comparison with paroxetine,? amitriptyline-treated
patients reported a slower response, with significantly
lower rates of response at week 4. Furthermore, severe
tremor and dry mouth were more prevalent in the tricyclic
group.” Desipramine has been compared to bupropionina
very small study® employing 19 trialsin 15 patients, again
with similar response rates between the 2 drugs but with
far higher switch rates in desipramine-treated patients.®

In conclusion, tricyclic antidepressants have relatively
little evidence supporting their efficacy for the acute
treatment of bipolar depression. Furthermore, their use
is burdened by a higher prevalence of side effects and
lower completion rates, as well as elevated rates of
antidepressant-induced mania, as reported in almost all
double-blind studies. Thus, compounds other than tricy-
clic antidepressants should be selected when treating bi-
polar depression.
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Monoamine Oxidase Inhibitors

In a double-blind placebo-controlled study, Himmel-
hoch et al.* showed that after 6 weeks of treatment, tran-
ylcypromine successfully treated depressive symptoms
in a mixed unipolar and bipolar sample. Ten years later,
the same group compared tranylcypromine and imipra-
mine as monotherapy in patients with bipolar depres-
sion.”® Tranylcypromine was superior to imipramine after
6 weeks, with agreater proportion of patients treated with
the monoamine oxidase inhibitor both responding and
completing the trial, probably because of the more favor-
able side effect profile of tranylcypromine. Moreover, re-
sponse was sustained across 10 weeks of continuation
treatment in 71% of the tranylcypromine responders.*®

Tranylcypromine was recently compared to lamotri-
gine for the acute treatment of bipolar depressionin a 10-
week, randomized, open-label trial * In thistrial, patients
taking mood stabilizers at therapeutic levels experienced
a breakthrough episode and were randomly assigned
to the monoamine oxidase inhibitor or lamotrigine. Al-
though the small sample size of 20 patients did not allow
the investigators to detect any significant differences, the
rate of response with tranylcypromine was 70% versus
30% with lamotrigine. The authors pointed out the need
for studies with bigger sample sizes in order to further
evaluate this provocative finding. Albeit not an RCT—
and not adequately powered, this study® highlights the
apparently minimal effect of lamotrigine when it is added
to ongoing mood stabilizers in the acute treatment of bi-
polar depression.

In conclusion, a single RCT and 2 other studies with
methodological flaws do not alow us to draw definitive
conclusions about the efficacy of tranylcypromine; how-
ever, despite the prejudice against tranylcypromine be-
cause of the dietary restrictions, the extant data are prom-
ising and warrant further investigation.

Other Antidepressants

Venlafaxine efficacy in bipolar depression has been
evaluated in both a single-blind® and a double-blind
study.™ Vieta and colleagues® randomly assigned 60 pa-
tients experiencing a breakthrough episode of depression
while on mood stabilizers to 6 weeks of treatment with
venlafaxine or paroxetine. Response and remission rates
were equal in both of the groups at endpoint.? In the sec-
ond study, subjects were randomly assigned to venlafax-
ine, sertraline, or bupropion, and venlafaxine efficacy was
equal to the other 2 antidepressants.’® However, both stud-
ies reported significantly higher rates of switch to mania
or hypomania with venlafaxine than with the compara-
tors; thus, venlafaxine, as well as tricyclic antidepres-
sants, should be used with caution in bipolar disorder.

Citalopram was compared to lamotrigine in a small
RCT for bipolar patients experiencing a breakthrough
depressive episode while on mood stabilizers.’® In this
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study, citalopram was titrated at a much slower rate than
usual and reached a low mean final dose (21 mg/d). De-
spite this fact, citalopram-treated patients responded bet-
ter numerically than patients on lamotrigine. The small
sample size once again prevented any possibility of find-
ing significant differences between the groups.*

In conclusion, several well-designed clinical trials
show efficacy for antidepressants as acute treatments for
bipolar depression, thereby supporting their limited usein
the management of thisillness. Fluoxetine, in association
with olanzapine, has the greatest amount of data support-
ing its role as a treatment for bipolar depression. Paroxe-
tine exhibits partial proof of efficacy, while evidence for
bupropion is less conclusive. The unfavorable side effect
profile and the liability for manic switch should discour-
age practitioners from the use of tricyclic antidepressants
in bipolar disorder. Data regarding other antidepressants
are still inconclusive.

RISK OF MANIC SWITCH

The biggest issue a clinician must consider when
prescribing antidepressants for patients with bipolar dis-
order is the risk of manic switch. Early descriptions by
Goodwin and Jamison estimated the risk of maniain pa-
tientswith bipolar disorder treated with antidepressants as
ranging from 30% to 70%.% More recently, this range has
been reported to be closer to 20% to 40%.°

While there is substantial evidence that antidepres-
sants, when administered alone, are associated with a
higher incidence of manic episodes, concurrent therapy
with mood stabilizers exerts a protective effect. An early
retrospective report® found that observed manic switches
during treatment with tricyclic antidepressants were all
associated with low levels of lithium. Prien and col-
leagues® found that the incidence of mania over a 2-year
study of treatments for bipolar depression was 53%
for bipolar patients taking imipramine alone, 28% for
those taking lithium and imipramine, and 26% for those
taking lithium alone. Lithium appeared to counter the risk
of manic switch associated with the antidepressant.®
Rouillon et al.”® reached similar conclusions in a pooled
analysis of data from 15 placebo-controlled studies of
mixed unipolar-bipolar samples, finding that 158 bipolar
patients had an incidence of manic switch of 51% with
imipramine treatment, 28% when lithium was added, and
21% when lithium was administered alone.”’

In recent years, Boerlin and colleagues™ conducted a
2-year naturalistic study of 29 patients with bipolar disor-
der who were treated with mood stabilizers alone or in
combination with antidepressants. Rates of manic epi-
sodes were equal regardless of the presence of the antide-
pressants: 26% with mood stabilizers alone versus 29%
with the added antidepressant. Interestingly, switch rates
were higher with tricyclic antidepressants and mono-
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amine oxidase inhibitors than with fluoxetine.** Another
naturalistic study“>*® of 158 patients treated with different
antidepressants reported that treatment with a mood stabi-
lizer decreased the risk of manic switch, with a 0.30 odds
ratio. Conversely, the use of tricyclic antidepressants was
associated with the highest likelihood of switch, with a
3.76 odds ratio. Nevertheless, 59% of those patients who
switched were taking mood stabilizers at that time, demon-
strating that the protective effect of mood stabilizers is
not complete.®** This finding was recently replicated
by Ghaemi and colleagues,® who reviewed the clinical
records of 41 patients with bipolar depression treated with
antidepressants and found a rate of manic switch of 81%
without mood stabilizers and 19% with mood stabilizers.
In contrast, Bauer et al.* conducted a naturalistic study of
182 patients with bipolar | and Il disorders, finding that
those who took antidepressants were as likely to experi-
ence manic symptomatology on daily mood assessments
as those who did not. In this study, over 90% of patients
were treated with mood stabilizers, and almost all antide-
pressants were SSRIs. According to the investigators, this
constricted variability in their sample may in part explain
their findings.*

These naturalistic studies have several limitations.
First, they often rely on clinical charts and retrospective
reviews that may be inaccurate. Second, in naturalistic
studies it is not possible to eliminate the bias of clinical
judgment: were those patients who were given antidepres-
sant medications perceived, for some reason, to be less
vulnerable to the emergence of mania? Finally, given
the highly unpredictable course of bipolar disorder, these
naturalistic studies commonly fail to differentiate with
absolute certainty between antidepressant-induced epi-
sodes of mania or hypomania and episodes emerging
from the natural course of bipolar disorder. This failure
may lead to an overestimate of antidepressant-induced
episodes.

These methodological issues underscore the im-
portance of evaluating the specific definition of antide-
pressant-induced manic switch used by investigators.
Altshuler and colleagues™ employed the criteria of prox-
imity to the episode, change in severity, and changein cy-
cling pattern in order to improve the diagnostic accuracy
of antidepressant-induced episodes. In their study, 51 lith-
ium-refractory bipolar patients treated with heterocyclic
antidepressants were evaluated for the occurrence of hypo-
manic or manic episodes. Employing this method, the ma-
jority of switches were judged as unlikely to be directly
attributable to the use of antidepressants. Within the
“real” antidepressant-induced manic episodes, 25% of pa-
tients who were taking no antimanic medication had
a manic switch versus 10% for those who continued to
receive lithium.” All of these results, although coming
from uncontrolled, naturalistic studies, support the protec-
tive function of mood stabilizers with respect to the
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emergence of mania, whether antidepressant-induced or
afunction of the natural course of theillness.

Some studies have shown that the risk of manic switch
varies with the class of antidepressants. In a review of
clinical data from patients with bipolar depression, tricy-
clic antidepressants were shown to be associated with
switching to a manic state in 11% of cases, compared
with 3.7% for SSRIs, whose rate of switch was equal to
placebo (4.2%).% In a more recent systematic review of
antidepressant use in bipolar depression, tricyclic anti-
depressants were associated with switching to a manic
state in 10% of cases, compared with 3.2% for all other
antidepressants.™

In our review, all the RCTs except two??’ have re-
ported on the rate of switch during acute treatment with
antidepressants. From the analysis of the 16 acute-treat-
ment RCTs that provided information on manic switches,
we conclude the following:

1. Studies that did not employ concurrent, adequate,
mood stabilizer treatment reported considerably
higher rates of switch.***8

2. SSRIs (fluoxetine and paroxetine) and bupropion
are associated with switch rates comparable
to those for placebo over 6 to 26 weeks of
treatment.7'l7’24'28

3. Tricyclic antidepressants (most data on imipra-
mine) are associated with a higher likelihood of
manic switch than are SSRI's and bupropion.*”?*#

4. Venlafaxine is associated with a higher likelihood
of manic switch than are SSRIs (paroxetine and
sertraline) and bupropion.*>#

Intoto, the extant literature suggests that the newer an-
tidepressants (with the exception of venlafaxine), when
added to ongoing, appropriate treatment with mood stabi-
lizers, arerelatively safe, although it is clear that the rate
of switch to mania cannot be reduced to zero. The higher
rate of manic switches observed with the use of tricyclic
antidepressants and venlafaxine might be tentatively ex-
plained by their additional noradrenergic activity: antide-
pressants with a broader spectrum of action or that po-
tently block norepinephrine uptake are more likely to be
associated with manic switches than those with narrower
modes of action or |ess potent noradrenergic effects.™

Several studies”™ have looked at clinical predictors
of antidepressant-induced hypomanic and manic episodes
(Table 2). Data emerging from these studies might
help the clinician to understand which subgroups are at
highest risk for manic switch, which, in turn, may drive
clinical decision-making. Seven studies have compared
groups of bipolar patients with and without hypomanic
or manic episodes while on antidepressant treatment.
A history of substance abuse, a previous high number
of depressive episodes, and previous antidepressant
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trials al predict a manic switch during antidepressant
treatment.*~*

Two studies have found that individuals with bipolar I
disorder are more vulnerable to hypomanic or manic
switch while receiving antidepressant treatment than are
those with bipolar | disorder.**** However, these results
arein contrast to an earlier observation that found a simi-
larly low risk of switch for imipramine-treated individu-
als with bipolar Il depression and with unipolar depres-
sion.* Furthermore, data from 2 RCTs'®* have shown a
higher rate of switch in patients with bipolar | depression
than in those with bipolar |1 depression, regardless of the
antidepressant used, while the majority of the other RCTs
reported no difference between antidepressant-treated pa-
tientswith bipolar | disorder and those with bipolar Il dis-
order. Therefore, the current evidence does not clearly es-
tablish whether there is a difference in the risk of manic
episode during antidepressant treatment between those
with bipolar | disorder and those with bipolar I disorder.

ANTIDEPRESSANT DISCONTINUATION

Most of the acute RCTs do not provide information on
the efficacy and safety of antidepressants over the long
term. In fact, the great majority of these studies have been
short-term trials (6 to 12 weeks), with only 1 study pro-
longing the double-blind observation to 26 weeks. Given
the frequent emergence of breakthrough depressive epi-
sodes despite continued treatment with a mood stabilizer
such as lithium, clinicians have questioned whether it is
in fact advisable to discontinue the antidepressant after
remission of a major depressive episode in individuals
with bipolar disorder.

Several double-blind studies®*"® have assessed the
impact of antidepressant treatment over the long term.
Some found that antidepressants (most notably imipra-
mine) did not result in better outcomes in preventing de-
pressive relapses when given alone or in combination
with lithium and compared to lithium alone. These studies
also reported that imipramine heightened the risk of
manic episodes over 2 years.***° |n 1 of these studies,’
patients were given imipramine without any concurrent
mood stabilizer, while in 2 other studies,*®** only stable
patients on lithium therapy were included, showing that
the addition of an antidepressant in patients doing well on
lithium therapy is very likely to worsen the course of ill-
ness. Only 1 study® evaluated patients recently remitted
from an acute episode, thus directly addressing the ques-
tion of whether or not it is advisable to continue antide-
pressants after remission from a major depressive epi-
sode. In this study, 117 patients who remitted from an
acute episode of mania or depression were randomly
assigned to a 2-year follow-up with lithium and imipra-
mine versus lithium and placebo. Twenty-two percent of
imipramine-treated patients and 29% of placebo-treated
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Table 2. Studies on Predictors of Antidepressant-Induced Manic Switch in Bipolar Patients

Predictors of

Type of Definition of Antidepressant-  Antidepressant-Induced
Study Type of Study N Bipolar Disorder  Induced Mania or Hypomania Mania or Hypomania
Stoll et al (1994)% Retrospective; 49 with AIM DSM-I11-R bipolar At least 3 days of Prior antidepressant
blind assessments 49 with disorder antidepressant treatment treatment
spontaneous during the 2 weeks prior
mania to episode
Henry et al (2001)* Prospective; 12 with AIM Bipolar I, 70% Switch from major depressive  No mood stabilizer
patients with 32 without Bipolar 11, 30% episode into mania treatment vs lithium
major depressive AIM treatment
episode Hyperthymic temperament
Goldberg and Retrospective 21 withAIM Bipolar I, 62% Onset within 12 weeks after High number of previous
Whiteside (2002)*° 32 without AIM  Bipolar I, 38% initiation of antidepressant antidepressant trials
treatment History of substance
use disorder
Serretti et al (2003)°  Retrospective; 169 with AIM Bipolar I, 70% Switch from major depressive  More bipolar |1

cross-sectional

247 without AIM  Bipolar 11, 30%

episode into mania during
antidepressant treatment

Higher number of
previous major
depressive episodes

More delusions at index

episode
L ess exposure to mood
stabilizers
Bottlender et a Retrospective 39 withAIM Bipolar I, 100% Switch from major depressive  Higher number of
(2004)%! 119 without AIM episode into mania during symptoms of mixed
antidepressant treatment depression
No mood stabilizer
treatment
Tricyclic antidepressant
treatment
Manwani et al Retrospective 70 withAIM Bipolar I, 76% Onset within 12 weeks after More bipolar 1
(2006)522 265 without AIM  Bipolar 11, 15% initiation of antidepressant  More females
Bipolar NOS, 9% treatment History of substance use
disorder
Tricyclic antidepressant
vs bupropion treatment
Mundo et al (2006)*  Retrospective 30 withAIM Bipolar I, 40% Hypomanic or manic episode  No mood stabilizer
106 without AIM  Bipolar I, 56% during antidepressant treatment
Schizoaffective treatment Tricyclic antidepressant
disorder, bipolar treatment

type, 4%

aNumbers refer to antidepressant trials.

Abbreviations: AIM = antidepressant-induced mania or hypomania, NOS = not otherwise specified.

patients relapsed during the 2 years, with no difference
between the groups.®® Nevertheless, when the effect of in-
dex episode was taken into account, it appeared that pa-
tients who had remitted from a depressive episode were
lesslikely to relapseif lithium was combined with the an-
tidepressant than if lithium was taken alone.®®

In more recent years, 4 studies™® with different de-
signs have tried to address this question. Altshuler and
colleagues™ reviewed the charts of 44 subjects with bi-
polar disorder who were followed for 1 year after the re-
mission of amajor depressive episode. Patientswere clus-
tered in 2 groups. In the first group, antidepressants were
discontinued within 6 months (mean, 42 days) after re-
mission. In the second group, antidepressants were con-
tinued for up to 1 year. Patients who were taken off anti-
depressants were at higher risk for depressive relapse,
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with a 68% relapse rate at the end of follow-up versus
32% for those who continued antidepressant treatment.
Stratification according to length of antidepressant treat-
ment demonstrated a significant advantage for those pa-
tients who continued the antidepressant treatment for at
least 8 months.®*

The same research group followed 84 patients with bi-
polar disorder prospectively for 1 year.®? These patients
achieved remission from a depressive episode with the
addition of an antidepressant to an ongoing mood stabi-
lizer regimen. The risk of depressive relapse among the
43 subjects who stopped antidepressant treatment within
6 months after remission (discontinuation group) was
compared with the risk among the 41 subjects who contin-
ued taking antidepressants beyond 6 months (contin-
uation group). Discontinuing antidepressants soon after
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remission was associated with a higher risk of depressive
relapse. The risk of manic relapse was not significantly
associated with continuing use of the antidepressant. The
authors concluded that maintenance of antidepressant
treatment in combination with amood stabilizer might be
warranted in some patients with bipolar disorder.®

In a third study,®® patients with bipolar Il depression
who responded to open-label fluoxetine were randomly
assigned to 6 months of double-blind fluoxetine or pla-
cebo continuation. Although the outcome appeared more
favorable for patients in the continuation antidepressant
arm (43% depressive relapse vs. 100% in the placebo
arm), the fact that only 12 patients entered the continua-
tion treatment phase most likely prevented findings of any
significant difference between the groups.®

Another study® evaluated a large sample of 589 pa-
tientswith bipolar disorder treated with antidepressantsin
a naturalistic setting after the remission of a depressive
episode. Time to relapse was compared for patients who
discontinued effective antidepressants within 6 months
versus beyond 6 months of treatment. Survival analyses
showed differences between the groups, with the lowest
relapse rates seen in patients treated with antidepressants
beyond 6 months. Patients whose antidepressant treat-
ment lasted for 9 to 12 months after acute depressive re-
mission achieved the best outcome. As a result, the au-
thors suggested that antidepressant treatment should be
continued for 9 to 12 months after remission of a depres-
sive episode.®

It isinteresting to note that in all these studies, patients
in the continuation antidepressant groups had the same
rate of manic relapse as patients whose antidepressant
was discontinued within 6 months. This finding suggests
that in some patients, emergence of mania during long-
term antidepressant treatment may not be a concern.

Most of these studies have substantial limitations in-
cluding small sample size® and retrospective design.®*
In the single prospective study,® patients were not ran-
domly assigned and raters were not blind to treatment.
Nevertheless, in the absence of studies suggesting the
opposite, these studies show that patients who have a
favorable acute response to antidepressants might benefit
from at least 1 year of continued treatment with the same
agents.

CONCLUSIONS

Given the failure to find an advantage for the addition
of antidepressant medication to an ongoing mood stabi-
lizer in the large STEP-BD effectiveness trial, caution is
clearly necessary before advocating for liberal use of anti-
depressants in patients with bipolar disorder. However,
our review of published RCTSs, although not quantitative,
provides evidence for the utility of antidepressantsin the
treatment of bipolar disorder and particularly for the con-
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tinuation of antidepressants in those who have a positive
response to acute antidepressant treatment.

A careful review of the literature indicates that some
antidepressants—specifically fluoxetine and paroxetine—
are effective agents for a substantial proportion of de-
pressed bipolar patients. In contrast, other medications,
such as the tricyclic antidepressants, show limited evi-
dence of efficacy and are associated with higher rates of
manic switch and, therefore, should be avoided. Finally,
there is uncontrolled yet nevertheless compelling evi-
dence suggesting that, for patients whose major depres-
sive episodes have responded to adjunctive antidepressant
treatment, antidepressants should be continued for over 6
months and possibly up to 1 year. These findings should
encourage researchers to conduct additional studies to
clarify the role of antidepressants in the long-term man-
agement of bipolar disorder.

Confusion about whether or not antidepressants are ap-
propriate treatments for bipolar disorder is most likely
driven by the fact that even DSM-1V—defined bipolar |
and |1 disorders are probably heterogeneous groups of dis-
orders with different underlying biology. Seemingly con-
flicting reports about efficacy and safety may reflect dif-
ferential effects in different subpopulations. Indeed, our
literature review suggests that when making decisions
about antidepressant use in individuals with bipolar dis-
order, it may be important to consider specific clinical
characteristics.

For instance, because of an increased risk of manic
switch in patients with a history of substance abuse and a
high number of previous episodes, it is important to be
cautious with antidepressants in this group. Similarly, cli-
nicians may wish to avoid prescribing antidepressants to
individuals with co-occurring manic and hypomanic
symptoms during depressive episodes. Indeed, a recently
published trial® involving over 335 depressed patients
with bipolar disorder concluded that, in patients whose
depressive episode was accompanied by manic symp-
toms, “antidepressants do not hasten time to recovery
relative to treatment with mood stabilizers alone, and
treatment with antidepressants may lead to greater manic
symptom severity.”*® On the other hand, patients
whose symptoms are primarily characterized by anergia,
psychomotor retardation, and reversed vegetative symp-
toms may respond well to classical antidepressants.’®

The evidence of a subpopulation of patients who lack
response to antidepressants and/or are more prone to de-
velop mixed features and of another subpopulation of pa-
tients who show a satisfactory and prolonged response
without manic/mixed switches suggests, yet again, that
patients with bipolar disorder are a heterogeneous popul a-
tion about whom we should not make generalized state-
ments concerning the efficacy and safety (or lack thereof)
of antidepressants. As recently suggested by McElroy and
colleagues,” it may be useful to subtype patients on the
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basis of their response to antidepressant treatment. This
additional information would permit researchers to study
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