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Background. Depressive symptoms are the main cause of morbidity in bipolar patients, but concern about antidepressant-
induced rapid cycling has limited antidepressant use in such patients. This paper evaluates the validity and the prevalence
of antidepressant-induced rapid cycling.
Methods. The literature regarding antidepressant induced rapid cycling is reviewed, focusing on two issues: 1) does
antidepressant-induced rapid cycling occur only in patients who become manic or hypomanic on antidepressants; 2) can
the apparent shortening of cycle length on antidepressants be attributable simply to the fact that antidepressants alleviate
depression and can precipitate mania or hypomania.
Results. The suggestion that antidepressants can induce rapid cycling is derived primarily from patients who become manic
or hypomanic on antidepressants. The fact that antidepressants alleviate depression and precipitate mania can explain most
of the available data, without invoking the poorly defined concept of antidepressant-induced rapid cycling.
Conclusions. Bipolar patients who are stable on mood stabilizers, who don’t become manic or hypomanic on anti-
depressants, can be safely treated with antidepressants without excessive concern about inducing rapid cycling.
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INTRODUCTION

Bipolar patients are sometimes not given antidepressant
medication because of concern that it might induce rapid
cycling. The belief that antidepressants can induce rapid
cycling is quite widespread. For example, a recent review by
Montgomery et al. (1) states “rapid cycling is often induced by
tricyclic antidepressants although this association is often not
recognized” [they cite Wehr et al. (2)]. A review of the clinical
practice guidelines from the Department of Veterans Affairs
(3, page 16) states “antidepressant treatment may have a nega-
tive impact on the natural course of bipolar disorder by induc-
ing rapid cycling.” Similarly, Ghaemi et al. (4) state “the
available evidence supports the widely accepted view that use
of an antidepressant alone, and perhaps even adding one to
ongoing mood-stabilizing treatment, can increase affective
instability or cycling rates and the risk of switching into
mania.” Also, Nemeroff et al. (5, page 10) state “There is consid-
erable evidence supporting the association of antidepressants

and the induction of mania and rapid cycling in patients with
bipolar disorder.”

However, the validity of antidepressant-induced rapid
cycling has always been somewhat controversial (6–8), partly
because prior to this concern being raised (in 1979), bipolar
patients were often treated with a combination of lithium and
an antidepressant, without creating any awareness that rapid
cycling was being induced. The safety of antidepressants in
bipolar patients is of considerable clinical importance, since it
is fairly well established that mood stabilizers (except lamot-
rigine) are better at preventing manic episodes than they are at
preventing depressive episodes (9); many bipolar patients on
mood stabilizers periodically become depressed. Therefore, it
seemed worthwhile to again review the literature regarding
antidepressant-induced rapid cycling, to determine how much
evidence exists that this phenomenon occurs. This review
focuses on several issues not emphasized in prior papers, to
attempt to integrate disparate findings and conclusions (of
note, this review does not consider the relative value of lamot-
rigine for bipolar depression).

Other reviews are available (2,6,7), each with its own,
slightly different, perspective. There have not been any large
scale studies to evaluate the validity of antidepressant-
induced rapid cycling, though there have been numerous
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articles and letters arguing about its validity. To put this
paper in a historical context, there has been some concern in
the past (10) that psychiatrists were not sufficiently con-
cerned about the risk of mania with antidepressants, and were
too ready to treat bipolar depressed patients with antidepres-
sants without prescribing a concomitant mood stabilizer to
prevent mania. It may be, however, that the pendulum has
now swung too far in the other direction, and that many
patients who could benefit from concomitant antidepressants
are not receiving them (my clinical impression that this is the
case led to this review).

Several issues must be kept in mind when reviewing the
available literature. One issue which has often not been dis-
cussed is whether or not patients who demonstrate apparent
antidepressant-induced rapid cycling also demonstrate
antidepressant-induced mania (though Altshuler et al. (6)
reported that patients with antidepressant-induced mania
were more likely to have antidepressant-induced rapid
cycling). A related question is whether the rapid cycling
which may or may not be induced by antidepressants always
involves cycling between mania (or hypomania) and depres-
sion, or whether it can refer to cycles of depression and
euthymia (without periods of mania or hypomania). In fact,
a complicating factor in integrating the literature is that the
definition of rapid-cycling varies. Calabrese et al. (9), for
example, review evidence that most cycling involves recur-
rences of depressions, not mania, and Oppenheim (11)
reported one case of unipolar depressive rapid cycling in a
patient on an antidepressant; but this is not the type of rapid
cycling that has generally been described. Coryell et al. (7),
in a study and a review, found unipolar (depressed) rapid
cycling to be essentially nonexistent; only patients with
mania or hypomania were at risk for rapid cycling, suggest-
ing that prevention of mania or hypomania would eliminate
the risk of rapid cycling.

Another perspective which has not been considered is the
possibility that antidepressant-induced rapid cycling may be an
artifact, consequent to antidepressant-induced manic (or hypo-
mania). If one uses the Wehr et al. (12) definition of cycle
length, that is, the number of weeks from mania to depression
back to mania (possibly with intervening periods of euthymia),
and if antidepressants help to alleviate the depressive periods
and move a patient more quickly into mania (or hypomania),
then any calculation of cycle length will appear to show
reduced cycle length with antidepressants when, in actuality,
the only parts of the cycle which are being shortened are the
periods of depression and the intervals from depression to
mania. In other words, since antidepressants are known to alle-
viate depression and induce mania, it can be assumed that they
will shorten cycle length even if all they do is alleviate depres-
sion and induce mania; and this effect will be prominent since
depressive episodes tend to last longer than manic episodes
(2,13–16).

The following brief review looks at the literature from these
perspectives. Specifically, it addresses these questions:

1. Does antidepressant-induced rapid cycling only occur in
patients who become manic or hypomanic on antidepres-
sants, regardless of the use of concomitant mood stabilizers?

2. If a patient’s manic and hypomanic episodes are adequately
prevented with mood stabilizers, can he/she safely take an
antidepressant to treat or prevent recurrences of depression,
without concern about inducing rapid cycling?

3. Can the rapid cycling which has been attributed to antide-
pressants be understood, more parsimoniously, as being due
to the fact that antidepressants alleviate depression and can
precipitate mania?

REVIEW

The evidence that antidepressants can induce rapid cycling
has never been very strong. The original report (12,17) ema-
nated from NIMH; it involved only five atypical patients, that
is patients who did not respond well to prior treatment
attempts in primary or secondary care settings. Patients were
involved in a series of double-blind placebo controlled cross-
over studies, using patients as their own controls; they were
hospitalized at NIMH, “on” or “off” antidepressants, and
their cycle length was monitored, for over a year. Antidepres-
sants were continued even during manic episodes; this would
almost never be done clinically, that is to continue antide-
pressants after a patient has become manic or hypomanic. In
fact, Wehr et al. (2) subsequently state that drug-induced
rapid cycling “cannot be observed if antidepressants are
stopped or observations cease as soon as they become
manic.” Thus subsequent authors who did not keep manic or
hypomanic patients on antidepressants have apparently meant
something different than the originators of the concept of
antidepressant-induced rapid cycling.

The five patients in the original report (12) were not homo-
geneous: for example, patient number 2 was eventually stabi-
lized on an antidepressant, with chlorpromazine and lithium to
control mania. All patients became manic on antidepressants
first (cycle length was defined as the time from one manic
period to the next), indicating no reason for concern in bipolar
patients who do not become manic on antidepressants (i.e.,
whose tendency to mania is controlled by mood stabilizers).

Three studies evaluating maintenance treatment of bipolar
disorder [Prien et al. (18); Prien et al. (19); Quitkin et al. (20)]
[reviewed in the Wehr et al. (2) article and by Coryell et al. (7)]
represent the strongest evidence that antidepressant-induced
rapid cycling is not a problem for most bipolar patients. In all
of these controlled studies, bipolar patients were given antide-
pressants. In the Prien et al. (18) study, 44 bipolar patients
were treated with lithium, imipramine, or placebo; 13 received
imipramine. In this study, an attempt was made to keep
patients on their assigned treatment even after their first
relapse, for two years. While significantly more patients on
imipramine became manic, rapid cycling did not occur on
imipramine (7% of the imipramine group had more than one
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episode (either manic or depressed), compared with 8% of the
lithium group and 27% of the placebo group).

In the Quitkin et al. (20) study [also described in Kane et al.
(21)], lithium plus placebo was compared to lithium plus imi-
pramine in 75 bipolar patients, who were followed for an aver-
age of 19 months. In the third study, Prien et al. (19) evaluated
117 bipolar patients randomly assigned to lithium, imipramine,
or a combination of the two drugs, followed for up to two
years. While these studies indicated that imipramine can
induce mania in some bipolar patients, there was no evidence
of imipramine-induced rapid cycling.

Wehr et al. (2), in the 1987 review, concluded that antide-
pressants probably can cause mania in some bipolar patients,
and can probably also cause rapid cycling in “a few” bipolar
patients. However, they also concluded, since most of the liter-
ature reporting antidepressant-induced rapid cycling consists
of anecdotal reports [cited in Wehr et al. (2)], that the original
NIMH study (with N of only 5) is probably the best evidence
for antidepressant-induced rapid cycling. Although the authors
[Wehr et al. (2)] mention the possibility that more frequent
depressive episodes (without mania) may be induced by anti-
depressants, the majority of the evidence they present concerns
patients who became manic or hypomanic on antidepressants
and proceeded to cycle rapidly (as shown in their Figure 2). As
Wehr et al. (2) point out, the maintenance studies (18,19,20,21)
systemically excluded patients who could not be stabilized on
medication prior to the maintenance phase; thus unstable
patients, who are probably those most likely to show antide-
pressant-induced rapid cycling, were excluded. On the other
hand, it seems fair to conclude that for patients who can be sta-
bilized on medication, there is relatively little risk of antide-
pressant-induced rapid cycling.

Wehr et al. (22) later summarize data from 51 patients who
had periods of rapid cycling (some of these were patients who
had been described in prior papers by the Wehr and Goodwin
group); again, evidence is presented that tricyclic antidepres-
sants can induce rapid cycling in some patients, but nothing is
presented that would disagree with the thesis that patients who
don’t become manic or hypomanic on antidepressants will not
develop rapid cycling. In fact, Wehr et al. (22) cite Winokur et al.
(23) in indicating that manic episodes tend to be “immediately
preceded or followed by depressive episodes, with no interven-
ing normal period,” suggesting the drugs that induce mania
will induce rapid cycling.

Other studies are also relevant; some have been cited as
supporting the concept of antidepressant-induced rapid cycling
(6,22), but the support is weak, at best. Kupfer et al. (24) pro-
spectively systematically studied 33 patients with bipolar II
depression treated with imipramine at a median dose of 200
mg./day for 20 weeks; there was no evidence of drug-induced
rapid cycling. Horowitz et al. (25) and Simpson et al. (26) pre-
sented anecdotal reports of 12 patients who they felt had anti-
depressant-induced rapid cycling; however, this was a diverse
group of patients (e.g., one was schizoaffective), and the
response to treatment (including a variety of mood stabilizers,

antidepressants and T4) was quite variable. Coryell et al. (7,8),
in a prospective study following 345 bipolar patients for a
mean of 13.7 years, concluded that rapid cycling tends to be a
transitory phase in bipolar patients which remits spontane-
ously, regardless of treatment; that is, a relationship between
antidepressant use and rapid cycling was not found.

Altshuler et al. (6), in a review and an additional report on
patients from NIMH, used life charts (though without con-
trolled treatment) to estimate that 26% of bipolar patients
might have cycle acceleration on antidepressants. However,
this (again) was an atypical group; for example, most patients
had a history of lithium-refractory illness, so the results may
not be applicable to patients whose manic or hypomanic epi-
sodes are prevented by mood stabilizers; also, 55% of the sam-
ple were rapid cyclers. In this sample, cycle acceleration, if it
occurred, generally was evident within two months of begin-
ning the antidepressant, suggesting that there is less risk of
cycle acceleration in patients who are stabilized for more than
two months on an antidepressant and a mood stabilizer. Also,
only three patients judged to have antidepressant-induced rapid
cycling did not also have antidepressant-induced mania. Given
that treatment was not controlled, and given the Coryell con-
clusions noted previously (that rapid cycling can be a transitory
phase of bipolar disorder unrelated to antidepressants), it is
impossible to draw definitive conclusions from this study.

Angst et al. (27) studied 63 patients with Affective Illness
(only 17 were bipolar) in a “mirror image” design, comparing
cycle length before and after an average of 19 months of imi-
pramine. There was evidence of reduced cycle length on imi-
pramine, but the authors reported that in their population cycle
length decreased with time, unrelated to medication. They did
not find evidence that cycle length on imipramine decreased
more than would have been expected in affectively ill patients
(in their population) without medication (they did not mention
whether episodes were manic or depressive).

Kukopulos et al. (16) and Tondo et al. (28), in an uncon-
trolled study, reported evidence of antidepressant-induced rapid
cycling in up to 86 of 434 bipolar patients followed for an aver-
age of 18 years (about 13 years retrospectively and about 5 years
prospectively). However the rapid cycling they noted was due to
mania or hypomania induced by the antidepressants; the authors
note a “clinical fact that most manias are followed by a depres-
sion” [Kukopulos et al. (16), page 256]; thus these authors
would apparently agree that if one can prevent the development
of mania or hypomania on antidepressants, one would also pre-
vent antidepressant-induced rapid cycling. The authors also
noted that “unipolar rapid cyclers are rare and are probably only
apparently unipolar” [Kukopulos et al. (16), page 250].

Akiskal et al. (29) has written extensively about the risks of
antidepressants in bipolar patients. However, he focuses on the
risk of not recognizing “soft” evidence of bipolarity and treat-
ing bipolar patients with antidepressants alone, not on patients
stabilized on mood stabilizers who are given antidepressants.
Calabrese et al. (9) focused on the difficulty in treating
depressed rapid cycling bipolar patients, but did not specify
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whether patients were manic or hypomanic between depressive
episodes.

Ghaemi et al. (14), in a more recent naturalistic study,
reported that 23% of 35 bipolar patients appeared to develop
new or accelerated rapid cycling on antidepressants, but many
of these patients were not receiving concomitant mood stabiliz-
ers, and there was no evidence that patients who did not
become manic developed rapid cycling. More recently Ghaemi
et al. (4) reviewed the long-term (at least six months) use of
antidepressants in bipolar patients. Six of the seven studies
reviewed were prophylactic (not acute treatment) studies. They
conclude that there is little evidence that antidepressants are of
any prophylactic value (for preventing a recurrence of depres-
sion) for patients on lithium. Their clinical recommendations,
that long-term antidepressant use should be reserved for
patients who repeatedly have depressive recurrences on mood
stabilizers alone, seems sound. But they do not critically evalu-
ate the belief that antidepressants can induce rapid cycling.

Altshuler et al. (30), based on a retrospective chart review,
present evidence that bipolar patients on a mood stabilizer and
an antidepressant are more likely to have a depressive relapse
if the antidepressant is discontinued, supporting the prophylac-
tic use of antidepressants in appropriate patients.

CONCLUSIONS

In some respects, this review will not significantly affect
treatment recommendations, in that antidepressants must still
be used sparingly and cautiously in bipolar patients, because of
the risk of inducing mania. However, psychiatrists might be
somewhat more comfortable prescribing antidepressants if it is
appreciated that there is no evidence that antidepressants
induce rapid cycling in bipolar patients who do not become
manic or hypomanic on them. If a patient becomes manic or
hypomanic on antidepressants, and if this cannot be prevented
by mood stabilizers, one should avoid antidepressants if at all
possible. However, if patients on mood stabilizers do not
become manic or hypomanic on antidepressants, there is no
evidence that antidepressants will shorten the cycle length.
Thus a more accurate summary statement, rather than main-
taining that antidepressants can induce rapid cycling, is that
patients who become manic or hypomanic on antidepressants,
despite concomitant use of mood stabilizers, may become
unstable or cycle more rapidly if antidepressants are given.
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