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Objective: Antidepressant responses were compared in DSM-IV
bipolar and unipolar depression.

Method: The authors analyzed clinical records for outcomes of
antidepressant trials for 41 patients with bipolar depression and
37 with unipolar depression, similar in age and sex distribution.

Results: Short-term nonresponse was more frequent in bipolar
(51.3%) than unipolar (31.6%) depression. Manic switching oc-
curred only in bipolar depression but happened less in patients
taking mood stabilizers (31.6% versus 84.2%). Cycle acceleration
occurred only in bipolar depression (25.6%), with new rapid cy-
cling in 32.1%. Late response loss (tolerance) was 3.4 times as
frequent, and withdrawal relapse into depression was 4.7 times
less frequent, in bipolar as in unipolar depression. Mood stabi-
lizers did not prevent cycle acceleration, rapid cycling, or re-
sponse loss. Modern antidepressants, in general, did not have
lower rates of negative outcomes than tricyclic antidepressants.

Conclusions: The findings suggest an unfavorable cost/benefit
ratio for antidepressant treatment of bipolar depression.

(Am J Psychiatry 2004; 161:163–165)

Antidepressant effectiveness and safety in bipolar de-
pression, especially in the long term, are far less estab-
lished than in unipolar major depression, despite wide-
spread antidepressant treatment for both groups (1, 2).
Clinical experience suggests that antidepressants are effec-
tive in the short term for bipolar depression, but the few
randomized, long-term trials of antidepressants (mainly
tricyclics) failed to show superior protection against recur-
rence over lithium alone (2), and trials of modern antide-
pressants are rare (2–5). Manic switching and cycle acceler-
ation appear to be common, may be somewhat less likely
with some modern antidepressants, and may be amelio-
rated by cotreatment with some mood stabilizers (1, 2, 5–
7). Given such limited information, we compared effects of
modern and older antidepressants in patients with bipolar
and unipolar depression.

Method

We identified 78 outpatients with DSM-IV major affective dis-
orders exposed to 228 antidepressant trials (mean=74.0 weeks/
trial, SD=75.9, median=53.4, range=2–416). Of these 78, 41 had bi-
polar disorder and 37 had unipolar major depression; ages and
sex distributions were similar. Of the bipolar patients, 26 (63.4%)
had bipolar I disorder, 10 (24.4%) had bipolar II disorder, and five

(12.2%) had bipolar disorder not otherwise specified. They in-
cluded 15 men and 26 women, and their mean age was 38.3 years
(SD=12.0). The patients with unipolar depression included 19
men and 18 women, and their mean age was 37.8 years (SD=1.9).
Chart reviews and clinical interviews by the treating psychiatrists
(C.F.B., S.N.G., N.J.K.) based on systematic assessment of the
DSM-IV criteria for major depressive and manic/hypomanic epi-
sodes supported consensus-based outcome assessments. These
clinical, nonresearch assessments represent the clinical standard
of care in our clinics. Our institutional review boards waived pa-
tient-specific informed consent for this confidential chart review
and anonymous reporting of aggregate data.

Most of the antidepressants administered were selective sero-
tonin-reuptake inhibitors (SSRIs; venlafaxine was used in 56 tri-
als), bupropion (23 trials), or tricyclics (11 trials). Other “miscella-
neous agents” were used in 12 trials and included the monoamine
oxidase inhibitors phenelzine (two trials), isocarboxazid (one
trial), and tranylcypromine (one trial), a stimulant (d-amphet-
amine, one trial), and the atypical agents nefazodone (three trials),
mirtazapine (two trials), and St. John’s wort (two trials). SSRIs,
bupropion, mirtazapine, and nefazodone were classified as
“modern” antidepressants. Mood stabilizers included carba-
mazepine, divalproex, and lithium.

Nonresponse was a lack of recovery by 4 weeks at dose equiva-
lents (1) of ≥20 mg/day of fluoxetine or ≥150 mg/day of imipra-
mine. Loss of response was defined as the reemergence of a DSM-
IV major depressive episode after 1 or more months of recovery.
Relapse was a new depression less than 8 weeks after discontinu-
ation of antidepressant treatment. Manic switching was defined
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as a new DSM-IV manic, hypomanic, or mixed episode less than 8
weeks after initiation of antidepressant treatment. Acceleration
was the occurrence of an additional two or more DSM-IV affective
episodes beyond the number experienced during similar expo-
sure times immediately before antidepressant treatment. Rapid
cycling was four or more new mood episodes per year of continu-
ous antidepressant treatment.

The outcome rates are numbers of events per patient except for
specific drug trials (events per trial). Statistical analyses used con-
tingency tables (chi-square analysis or Fisher’s exact test if the
number of subjects was less than 10). Risk ratios are provided
with 95% confidence intervals (CIs). In the results that follow, the
numbers of subjects do not always sum to the total number of bi-
polar patients (N=41), either because of how each outcome is de-
fined or because of inconclusive data.

Results

Short-term antidepressant nonresponse (Table 1) was
1.6 times (risk ratio) as common in bipolar as in unipolar
depression and was similar in patients who were (55.0%,
11 of 20) and were not (47.4%, nine of 19) taking mood sta-
bilizers. Among patients with bipolar depression, nonre-
sponse to antidepressants varied nonsignificantly by drug
type: 66.7% (eight of 12 trials) for miscellaneous agents,
43.5% (10 of 23 trials) for bupropion, 36.4% (four of 11 tri-
als) for tricyclic antidepressants, and 32.1% (18 of 56 trials)
for SSRIs (χ2=5.18, df=3, p=0.16). The rates were similar in
trials of modern agents (36.9%, 31 of 84 trials) and tricyclic
antidepressants (36.4%, four of 11 trials) (risk ratio=1.0,
95% CI=0.4–2.3, Fisher’s exact p>0.99).

Antidepressant-associated manic switching occurred in
48.8% of the patients with bipolar depression and none of
those with unipolar depression (Table 1). Of the 20 pa-
tients who experienced an antidepressant-induced manic
switch, an assessment of the potential preventive effect of
mood stabilizer cotreatment was possible in 16 subjects
(excluding three who experienced antidepressant-in-
duced mania both with and without mood stabilizers and
one patient with inconclusive data). Of these 16 remaining
patients, antidepressant-induced mania was 4.3 times as
common without (81.3%, 13 of 16) as with (18.8%, three of
16) mood stabilizers (risk ratio=4.3, 95% CI 1.5–12.3,

Fisher’s exact p=0.001). Mania occurred similarly among
antidepressant types: 22.0% (18 of 82) of SSRI trials, 20.7%
(six of 29) of bupropion trials, 13.0% (three of 23) of tricy-
clic trials, and 9.5% (two of 21) of trials with other agents
(χ2=2.29, df=3, p=0.51).

Antidepressant-associated cycle acceleration occurred
in 25.6% of the bipolar patients and none of those with
unipolar depression (Table 1) and somewhat more often
among patients with bipolar I disorder (33.3%, eight of 24)
than among patients with bipolar II disorder (20.0%, two
of 10) or bipolar disorder not otherwise specified (none of
five) (χ2=1.03, df=2, p=0.31). Mood stabilizers did not pre-
vent cycle acceleration in the 10 patients who experienced
this outcome, as the rate for patients taking them (55.6%,
five of nine) did not differ significantly from the rate for
patients not taking them (44.4%, four of nine) (Fisher’s ex-
act p>0.99; data missing on one patient). Cycle accelera-
tion risk varied little by drug type: 14.3% (eight of 56) for
SSRI trials, 9.1% (one of 11) for tricyclic trials, 4.3% (one of
23) for bupropion trials, and none of the 12 trials of mis-
cellaneous agents (χ2=3.36, df=3, p=0.34). Antidepressant-
associated rapid cycling occurred in 32.1% of the bipolar
patients exposed to antidepressants for 52 or more weeks
but none of the eight similarly exposed patients with uni-
polar depression (Table 1). The risk of rapid cycling was
somewhat (nonsignificantly) higher among patients with
bipolar I disorder (43.8%, seven of 16) than among bipolar
II patients (22.2%, two of nine) (risk ratio=2.0, 95% CI=0.5–
7.5). In the nine patients who experienced rapid cycling,
this outcome was not decreased by mood stabilizers
(50.0% [four of eight] for the groups with and without
mood stabilizers; data missing on one patient). The risk of
rapid cycling did not differ significantly among antide-
pressants; 15.0% (three of 20) of SSRI trials, 11.1% (one of
nine) of bupropion trials, 0% (zero of five) of tricyclic trials,
and 0% (zero of two) of the trials with other agents (χ2=
1.18, df=3, p=0.76).

Loss of response during treatment occurred 3.4 times as
often among patients with bipolar depression as among
unipolar subjects (Table 1), and the rates were similar

TABLE 1. Outcomes of Antidepressant Treatment for Patients With Bipolar Depression and Patients With Unipolar Major
Depression

Bipolar Depression Unipolar Depression

Weeks of
Treatment Total

Patientsb

Patients 
With

Outcome
Weeks of

Treatment Total
Patientsb

Patients 
With

Outcome Analysis

Outcomea Mean Range N % Mean Range N % Risk Ratio 95% CI pc

Early nonresponse 68.5 4–416 39 20 51.3 48.0 4–208 19 6 31.6 1.6 0.8–3.4 0.26
Switch to mania 68.5 2–416 41 20 48.8 48.0 2–208 37 0 0.0 >48.8 ––– <0.0001
Cycle acceleration 68.5 4–416 39 10 25.6 48.0 4–208 19 0 0.0 >25.6 — 0.02
Rapid cycling 163 52–624 28 9 32.1 82.5 52–208 8 0 0.0 >32.1 — 0.16
Loss of response 68.5 4–416 39 21 53.8 48.0 4–208 19 3 15.8 3.4 1.2–10.0 0.01
Relapse after antidepressant 

discontinuation 68.5 4–416 34 6 17.6 48.0 4–208 6 5 83.3 0.2 0.1–0.5 0.004
a Defined in Method section. Outcomes are by patient, not antidepressant trial.
b Numbers do not necessarily match the total number of subjects because of the outcome criteria or missing (incomplete) data.
c Based on contingency table (chi-square analysis, df=1) or Fisher’s exact test.
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among patients with bipolar I disorder (50.0%, 12 of 24),
bipolar II disorder (70.0%, seven of 10), and bipolar disor-
der not otherwise specified (40.0%, two of five) (χ2=0.71,
df=2, p=0.70). The rates of response loss were similar
among antidepressant types: 36.4% (four of 11) of tricyclic
trials, 30.4% (17 of 56) of SSRI trials, 21.7% (five of 23) of
bupropion trials, and 8.3% (one of 12) of the trials with
other agents (χ2=3.28, df=3, p=0.35). In the 21 patients who
experienced loss of response, this outcome was not signif-
icantly less common with (42.9%, nine of 21) than without
(57.1%, 12 of 21) mood stabilizer cotreatment (χ2=0.38, df=
1, p=0.54). Relapsing after antidepressant discontinuation
was 4.7 times as frequent in unipolar depression as in bi-
polar depression (Table 1) but did not differ, in the six bi-
polar patients who experienced this outcome, by mood
stabilizer treatment (both 50.0%, three of six patients) or
by antidepressant type (data not shown).

Discussion

Our main findings, shown in Table 1, were 1) short-term
antidepressant nonresponse was 1.6 times (risk ratio) as
common in bipolar as in unipolar depression; 2) antide-
pressant-associated manic switching was found only in
patients with bipolar disorder (48.8%), at about 10 times
typically reported spontaneous rates (1, 8), and was only
partly prevented by mood stabilizers; 3) cycle acceleration
occurred only in bipolar patients (25.6%) and involved
rapid cycling in 32.1% of the patients given antidepres-
sants for 1 year or more; 4) late loss of antidepressant re-
sponse was 3.4 times as common in bipolar as in unipolar
depression; but 5) postdiscontinuation relapse was 4.7
times as common in unipolar as in bipolar depression.
Effects 3–5 were largely independent of antidepressant type
and were little modified by inclusion of a mood stabilizer.

The limitations of this study include possibly unrepre-
sentative subjects from tertiary care settings, incomplete
matching of bipolar and unipolar subjects, nonrandom-
ized treatment with unmatched agents, doses, and times,
unknown treatment adherence, and nonblinded retro-
spective outcome assessments. Nevertheless, the findings
may reflect real-world interactions of clinically selected
antidepressant treatments and illness natural history.
They support our impression that antidepressants have
lesser benefits and greater psychiatric risks among bipolar
than unipolar depressed patients (1, 2). They also strongly

suggest a need for randomized long-term trials of treat-
ments for bipolar depression, currently the dominant
morbidity in treated bipolar disorder patients (9).
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