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Review Article

Antidepressants
in bipolar disorder:
the casefor caution
Ghaemi SN, Hsu DJ, SoldaniF, Goodwin FK. Antidepressants
in
bipolar disorder: the casefor caution.
Bipolar Disord 2003:5: 421433. @ BlackwellMunksgaard,2003
The 2002 American PsychiatricAssociation (APA) guidelinesfor the
treatmentof bipolar disorderrecommended
more conservativeuse of
antidepressants.
This changein comparisonwith previousAPA
guidelineshas been criticized, especiallyfrom some groups in Europe.
The Munich group in particular has publisheda critique of assumptions
underlying the conservativerecommendationsof the recent APA
treatment guidelines.In this paper, we re-examinethe argument put
forward by the Munich group, and we demonstratethat indeed,
conceptuallyand empirically,there is a strong rationalefor a cautious
approachto antidepressant
usein bipolar disorder,consistentwith, and
perhapsevenmore stronglythan, the APA guidelines.This rationalers
basedon support for the following four propositions:(i) The risk of
antidepressant
inducedmood-cyclingis high, (ii) Antidepressants
have
not beenshown to definitivelypreventcompletedsuicidesand reduce
mortality, whereaslithium has, (iii) Antidepressants
have not been
shown to be more effectivethan mood stabilizersin acute bipolar
depressionand have beenshown to be lesseffectivethan mood stabilizers
in preventingdepressive
relapsein bipolar disorderand (iv) Mood
stabilizers,especiallylithium and lamotrigine,have beenshown to be
effectivein acute and prophylactic treatment of bipolar depressive
episodes.We thereforedraw threeconclusionsfrom this interpretation ol,
the evidence:(i) There are significantrisks of mania and long-term
I
worsening of bipolar illnesswith antidepressants,(ii) Antidepressants
should generallybe reservedfor severecasesof acute bipolar depression
and not routinely usedin mild to moderatecasesand (iii)
Antidepressantsshould be discontinuedafter recovery from the
depressiveepisode,and maintained only in those who repeatedlyrelapse
after antidepressantdiscontinuation (a minority we judge to represent
only about 15 20% of bipolar depressed
patients).

Over the lastdecade,reportsgeneratedin the US and
Canadahavepointedout the paucityofevidenceon
the efficacyof antidepressantsin bipolar disorder
(1, 2). Further,recentNorth American-based
treatment guidelines,including those of the American
PsychiatricAssociation,have been conservative,
recommendingantidepressants
only for severebipolar depression(3 8). Moreover, if antidepressants
are to be used,they should be withdrawn asearly as
possible.This shift away from antidepressantuse
has engenderedcriticism from some groups in
Europe, particularly Germany (9). In that critical
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articleon US and Canadian-based
treatmentguidelines,the authorsassertthat theseguidelinesare not
balanced, and should be rewritten to remove
restrictions on the use of antidepressantsin the
treatmentof bipolardepression.
The Munich group assertsthat the argumentfor
restriction of antidepressantsin US guidelinesis
basedon four premises(9), which they state as:
(i) The risk of switchinginto mania/rapid cycling
induced by antidepressantsis an important
clinical phenomenonin bipolar depression
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(ii) The risk of suicidality, suicide attempts and
suicide in bipolar depressivepatients is of
minor clinical relevance
(iii) The antidepressiveefficacyof antidepressants
in bipolar depressionis insufficientlyproven
(iv) The antidepressiveefficacy of mood stabilizers in bipolar depressionis sufficientlyproven

antidepressants
should be usedin bipolar disorder,
but whether or not antidepressantsshould be
routinely used in bipolar disorder. We argue for
cautious.selected.use rather than routine use.
The rest of this paper will examinethe evidence
on which this approach is based.

This paper will re-examinethesefour assertions,
and make the casefor US-basedtreatment guidelines that de-emphasizethe use of antidepressants
in the treatment of bipolar disorder.

Methodological
issues

The casefor caution
We agree that antidepressants
may be effectivein
treatingacutebipolar depression,
as thereis some
evidenceto that effect. While all treatment guidelinesrecognizethis, the point of contentionregarding North American-basedtreatment guidelines
centers on how often antidepressantsshould be
used and for how long.
We believe that the evidenceof antidepressant
efficacyin bipolar depressionis not as definitiveas
many assume.Given the risks of acute mania, the
routine use of antidepressants
would appear to be
more risky without much added benefit over the
use of mood stabilizersalone for acute bipolar
depression,a point which seemseven more compelling with the appearanceof lamotrigine. Further, available studiesfail to provide any rigorous
evidenceof antidepressantpreventionof depressive
relapse. In contrast, such evidence exists with
mood stabilizers. Moreover, there is likely a
significant risk of more mood episodesover time
and possiblerapid cycling with long-term antidepressantuse in bipolar disorder.
Seenthis way, the researchevidenceappearsto
support US and Canadian-basedtreatment guidelines in which antidepressantsuse is restricted to
casesofseveredepression(or when the appropriate
mood stabilizercombination has failed to prevent
or reverse a depression);further the guidelines
recommend antidepressantdiscontinuation after
acute recovery.
Critics fear that, if antidepressantsare used
lessaggressively,bipolar depressionwill go undertreated and the suiciderisk will rise. The evidence,
however, is not clear that there is anti-suicidal
benefit with antidepressants,whereas lithium,
among a// psychotropic agents, has by far the
most extensiveevidenceof an anti-suicideeffect.
Moreover, these treatment guidelinesaccount for
potential undertreatment of depressionby supporting antidepressant use in cases of severe
depression.The question is not whether or not
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We would like to highlight some methodological
differencesbetween our approach in this review
and the Munich critique. In the Munich paper,the
selection of papers cited does not appear to be
comprehensive.It is now an acceptedaxiom of
scientificallyvalid clinical researchthat reviewsof
the literatureneedto be systematicand transparent
in their inclusionand exclusioncriteriaso that their
conclusionscan be independentlyevaluatedby
others.
In this paper, the data we cite representcomprehensivesummariesof the randomizedliterature
on the three topics of rapid cycling and antidepressants, use of mood stabilizers in bipolar
depression,and efficacy of new antidepressants
for bipolar depression.
Thesesummariesare based
on MEDLINE searches
with the keywords'rapid
and
cycling','antidepressants','mood
stabilizers',
'bipolar depression',supplementedby bibliographic cross-referencing,
review of abstractsof major
psychiatricconferencesfor the past five years, as
well as hand searchesof major psychiatricjournals
for the past five years.Our discussionof the other
two main topics of the use of mood stabilizersfor
suicide prevention and the risk of acute manic
switch induced by antidepressantsare based on
systematicreviewswith similarly transparentmethodology by Tondo and colleagues(10) and by
Goldberg and Ernst in this issue.
Where we cite non-randomized data, we do so
only as secondaryinformation of possibleclinical
relevanceor where no randomizedliteratureexists,
such as in our recent clinical work on antidepressants and tolerance in bipolar disorder. The
limitations of such non-randomized data are
alwaysnoted.
When reviewingthe literatureit is important to be
consistentand precisein one'suseof basicepidemiologicalconceptssuch as validity and power (ll).
For example, it is not appropriate to draw the
generalconclusionthat a group of smallstudiesthat
agreewith each other are, in the aggregate,necessarily less valid than a single study with a large
sample size. Such a conclusion reflectsconfusion
'power'.If a
betweenthe conceptsof 'validity' and
study resultis positive,then its occurrencein a small
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samplesizeper seis irrelevant;it hassufficientpower
to show a statistically significant effect. While
one might question the generalizabllityof small
studies,in those instanceswhere there have been
multiple replicationsthis reservationis lesscompelling. By the same token, a large sample size
does not necessarilymake a study more valid.
For instance,a medium-sizedrandomizedstudy is
probably more valid than a very large nonrandomized study. It is also important to be
consistentin applying different weights to different levels of evidence. Widely accepted among
investigators is that randomized data are more
convincing than non-randomized data. Unfortunately, in the Munich paper the evidenceis not
evaluated for reliability (principally by distinguishing random from non-random samples).
Thus, they cite non-randomizednaturalistic data
on antidepressanteffectivenessin preventing suicide and in bipolar depression,but dismiss
similarly naturalistic data that comes to different
conclusionson thesetwo issues.
We make these methodological comments to
highlight the importanceof objectiveand balanced
epidemiologicalinference in reviews of complex
clinicalissues.
A re-examination
of the premisesunderlying
cautionwith antidepressants
The four premises listed below are not our
assumptions but rather the premises that the
Munich group assertsunderliethe North American
based approach to the use of antidepressantsin
bipolar disorder. In the courseof examiningthose
premiseswe will offer our interpretation of the
appropriate reasonsfor our approach, which are
not exactly the same as the four assumptionsput
forward by the Munich group.
Premise1: The risk of antidepressant-induced
manicswitchingand/orrapid cycling is high
It is often assertedthat this conclusion is based
solely on anecdotal or uncontrolled evidence.In
fact, there are randomized data to support caution
in the use of antidepressantsin bipolar disorder
and very little randomized evidenceto the contrary. First, we should distinguish between two
issues. One is short-term acute manic switch
following antidepressant use. As described by
Goldberg elsewherein this issue, the period of
observationfor a switch that might reasonablybe
consideredas drug induced should probably be
limited to the first 2 months after the initiation of
the antidepressant.Manic 'switches'that occur

later are difficult to attribute to the initiation of an
antidepressantas opposedto the natural history of
the bipolar disorder.
The other issueis the long-term risk of antidepressant-induced mood destabilization, or the
associationof antidepressants
with more and more
mood episodes(both mania and depression)over
time. This long-term mood destabilization risk
consists of two patterns: (a) cycle acceleration
defined as an increaseof two or more DSM-IV
affective episodeswhile on antidepressantswhen
compared with a similar exposure-timeimmediately before such treatment and (b) induction of
de novo rapid cycling or exacerbation of preexisting rapid cycling, applying the DSM-IV definition of rapid cycling, i.e. four or more mood
episodesin a year. These are two different issues,
acute manic switch versuslong-term mood destabilization, which are often mistakenly conflated.
Let us discussthem separately.
Short{erm
riskof acutemanicswitch
First, regarding induction of acute mania/hypomania by antidepressants,
critics often argue that
uncontrolled data are uninterpretable and that
randomized data suggesta low risk. In fact, we
believethe randomizeddat-ademonstratesa causal
association. While the randomized studies can
establishthat the associationis more than a chance
one, they are, out of necessity,studiesof relatively
small sample size and may therefore not be as
usefulfor estimatingthe extent of the problem. For
this, real-world non-randomizeddata can prove
insightful.
The randomizedstudiesof acutemania risk with
antidepressants
are discussedin detail elsewherein
this issueby Goldbergand Ernst (Table l). For the
purpose of this discussion,we will focus on new
antidepressants
[excludingtricyclic antidepressants
(TCAs) and monoamine oxidase inhibitors
(MAOIs)1,as many believethat theseneweragents
are particularly safe.In one study (n : 89), which
the authors interpreted as evidenceof low manic
switch rate and increased efficacy of fluoxetine
comparedwith imipramine, the results are in fact
more complex (12). Specifically, the fluoxetinetreatedgroup receivedconcomitantlithium therapy
twice as often as the imipramine group, thus
biasing any direct comparisonof efficacy.Further,
thesedata are often used to assertthat fluoxetine
has a low mania switch rate due to a lower switch
rate than imipramine in the initial parallel arm
comparison (0"/", 0 of 30 trials with fluoxetine
versus 7o/o, two of 30 trials with imipramine).
However, we re-analyzedthe data to include not
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Table
1. Randomized
studies
ofacute
mania
inductlon
bynewantidepressants
Study

n

Cohn et al. (1989)
Sachset al. (199a)
Younget al. (2000)
Nemeroffet al. (2001)
Vieta et al. (2002)
Postet al. (2003)

89

Treatments

Acutemaniainduction

FLXversuslMl
BUP versusDMI
27
PRX+ MS versusMS + MS
117
PRXversuslMl versusPBO
60
PRXversusVLX
1 2 7( 1 7 5t r i a l s ) BUP versusVLXversusSER
lc

F A Q y " " ) : t M t ( 7 % )> P B O
D M r ( 5 0 % ) >B U P( 1 1 % )
P R X+ M S ( 0 % ) : V S + M S ( 0 % )
rMr(8%) > PRX(0%) : PBO (s%)
v L X ( 1 2 % )> P R X( 2 % ) b
9.1%of all trialsassociatedwith acute maniainduction

All patientswere alsotakinglithiumand mostwere diagnosedwith type I bipolardisorder.
F L X : f l u o x e t i n eI;M I : i m i p r a m i n e ;P B O : p l a c e b o ; B U P : b u p r o p i o n ;D M I : d e s i p r a m i n e P
; R X : p a r o x e t i n eM
; S:moodstabilizer
(lithiumor valproate);
VLX : venlafaxine;
SER: sertraline.
ulncludespatientsin open phaseand
double-blindohase.
bnotstatistically
significant

only the initial parallel arm comparison but also
the second crossover phase. If both phases are
included, the acute mania switch rates for fluoxetine (7o/o,four of 55) and imipramine (7o/o,two of
30) are exactly the same.While crossoverdata are
lessvalid than parallel-design
data, it is interesting
to note that fluoxetinedid poorly in the crossover
phase.A secondstudy, where either paroxetineor
imipraminewas added to lithium in l17 patients,
reported no manic switches in the paroxetine
group, compared with 7.7o/owith imipramine and
2.3o/o with placebo, with statistically significant
differences(13). Another small study (n:27)
found no evidence of acute manic switch with
paroxetineaddedto valproateor lithium (14).In a
small study, bupropion has also been shown to
have a lower switchrate (17o/o,one of nine trials)
than the TCA desipramine(50o/o,five of 10 trials)
(15). Other open randomizeddata suggestlower
acute mania switch rates with paroxeline (2o )
versusvenlafaxine(12%), although not statistically
signiflcant(n: 60) (16). Further, as discussedby
Post et al. in this issue,the recentStanleyNetwork
study suggests double-blind randomized rates
of about 107o acute manic switch with bupropion, sertraline,or venlafaxine.When hypomanic
episodesare included, however,this rate climbs to
25o/o.Older RCTs with TCAs also demonstratea
manic risk greater than placebo (17). In sum, the
randomizedliterature demonstratesa likely excess
of acute mania risk with at least some antidepressants versus placebo (especiallyTCAs but also
perhapsfluoxetine).
Another report, which is often cited as evidence
of minimal risk with the newerantidepressants,
is a
review in which manic switch occurred more
frequentlywith TCAs (11.2%)versusSRIs (3.7%)
or placebo (4.204), with no significant difference
betweenserotoninreuptakeinhibitors (SRIs) and
placebo (18). This report, however, was a post
hoc exploratory pooled-analysisfrom unipolar
depressionclinical trials. The data was re-analyzed
424

for bipolar disorder by retrieving information on
study patients diagnosed with type II bipolar
disorder.Furthermore,no mania rating scaleswere
performed, likely resulting in unreliable reporting
of manic symptoms.Finally, as the analysisis posr
hoc, il does not representa hypothesistesting
approachthat establishesrelationships,but instead
representshypothesisgeneration,which cannot be
acceptedwithout further prospective replication.
Other recentre-analysesof unipolar clinical trials
with fluoxetineand venlafaxinealso sharein these
limitations, especiallythe fact that they are limited
at best to type II bipolar disorder and are not
generalizable to type I bipolar disorder. For
instancein a re-analysisof the study by Amsterdam
et al. on fluoxetine (19), we found that short-term
acutemanicswitchepisodesoccurin 3.8% (n : 80)
of bipolar II patients and 0.3o/o(n :661) of
unipolar patients.Converted to risk ratios with
95% confidenceintervals [risk ratio (RR) : 12.4,
95% Cl 2.1-'/3.11,thesedata strongly suggesta
much higher risk of acute manic switch with
fluoxetine in type II bipolar disorder than in
unipolar depression.Therefore, thesedata suggest
that fluoxetine,at leastin type II bipolar patients,
may have a higher risk of acute manic switch than
unipolar patients. These reports of minimal risk
with antidepressants,although stemming from
randomized data, are methodologically flawed in
serious ways such that they at best generatethe
hypothesisof lower risk of mania with antidepressants in type II bipolar disorder. These reports.
however, do no test or prove that hypothesis
(19,20).
If we accept, based on randomized data, that
there is a real causal relation betweenantidepressant useand induction of acutemania, the question
becomeswhat is the extent of this relationship.
Here, the randomizeddata are lessusefulthan realworld data. From the randomizeddata, the risk
rates would be less Ihan 10oh for most agents,
including TCAs. A large clinical literature,
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however, suggestsmuch higher rates with TCAs
(30 60%) (17). Skepticsmight argue that only
randomizeddata should be assessed
for all topics,
but this view would representa misunderstanding
of the principles of epidemiology. Randomized
designs are ideally setup to answer a yes or no
questions(does somethingoccur?).They do so by
sacrificing generalizabilityfor validity, that is, a
pure homogenoussample is selectedfor intensive
examination. Determining how frequently something happens requires much more generalizable
samples,that is, subjectswho representa broad
range of patients with the disorder. In the caseof
antidepressant-inducedmania, there likely are
clinical variablesthat lead to exclusionof patients
from clinical trials and a consequentartificially low
rate of manic induction with antidepressantsin
randomized clinical trials (RCTs). One of theseis
substanceabuse, which has been shown to be a
major predictor of antidepressant-induced
mania
(21) and is a routine exclusioncriteria in RCTs.
Hence, well-conducted real-world samples will
likely give the most accurate,generalizablerates
of risk of antidepressant-inducedmania. With
SRIs, real-world clinical samplesdemonstraterates
that are not minimal, i.e. 15-21% (22-24). As a
rule of thumb, we suggestthat the real rates are
around 40oh with TCAs and 20o/owith newer
antidepressants,which the randomizeddata demonstrate are drug-relatedrates that exceeda lower
baselinespontaneousrate. There is also observational evidencethat concurrentmood stabilizeruse
reducestheserates somewhat(23, 25).
Long{erm
riskof mooddestabilrzation
Three RCTs suggest an increasedrisk of cycle
(Table 2). In the
accelerationwith antidepressants
first study, manic episodeswerereportedalmost 2.5
times more frequently in bipolar type I patients
with double-blind treatmentof lithium plus imipramine (24%) comparedwith lithium alone (10%)

overa mean1.6-yearfollow-up(n : 75)(26).These
results were statistically significant in the female
subgroup.Depressiverelapserates were similar for
lithium alone (10%) comparedwith lithium plus
imipramine (8%). The second study, a small
placebo-controlledon-off-on study RCT, also demonstrateda pattern of increasedcycling with TCAs
(27). This study reported that time betweenaffective switcheswas almost four times shorter with
desipraminecomparedwith lithium monotherapy.
The third controlledstudy assessed
5l patientswith
rapid cyclingadmitted to the NIMH over a decade
(28). Non-randomized assessmentsof treatment
responsehistory suggestedantidepressantswere
associatedwith rapid cycling in 5l'/" of patients.
After prospective double-blind randomized
replacementof tricyclic antidepressantwith placebo, the study concludedthat 33% (11 of 51)
experiencedrapid cycling directly related to tricyclic antidepressants.They further studied that
subgroupof 17 patientsmore intensely,and determined, through repeatedon-off-on-off design,that
tricyclic antidepressantuse was definitively associated with rapid cycling in l0 patients from the
original sample (19.6%). Thus, this study, which
probably representsthe most rigorous examination
of this issue,demonstrateswith high likelihood a
causativeassociationbetweentricyclic antidepressantsand rapid cycling that can be conservatively
estimated at about 20oh, at least in a highly
refractory population such as that seen at the
NIMH.
The non-randomizedobservationalliterature is
mixed, but there is more suggestionof an association betweenantidepressantuse and rapid cycling
(29-34) than evidenceof lack of such an association (35, 36). Nonetheless,the randomizeddata
carry the most weight, and in the one study that
actuallycomparednon-randomizeddata and randa clear associationwith rapid
omized assessments,
cycling was confirmed in at least 20oh of patients
(28).
exposedto antidepressants

long{ermmooddestabillzation
of bipolarillness
Table2. Randomized
studiesof antidepressant-induced

Study

n

Meanduration
of follow-up(month) Treatments

Wehret al. (1979)

27

O u i t k i ne t a l . ( 1 9 8 1 )

19

Wehret al. (1988)

3l

59

Lono{ermmood destabilization

Li + DMI treatmentresultedin four times more rapid
cyclingthan Li treatment
2.4 timesmoremanicepisodesin Li + lMl groupversus
Li versusLi + lMl
Li + PBO group
Li + PBO versusTCA + Li 33% higherrapid cyclingratewith TCA + Li versusLi +
PBO
Li versusLi + DMI

in thesestudiesis limitedto cycleacceleration,
definedas two more DSM-lVaffectiveepisodesduring
Long-termmood destabilization
versussimilarexposure-times
immediately
beforeantidepressant-treatment.
Li : lithium;DMI : desipramine;
lMl : imipramine;
TCA : tricyclics;PBO : placebo.
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Frequently, natural history data are cited which
found that antidepressanttreatmentwas confounded by an underlying relationshipbetweendepression and rapid cycling Q7).In other words, after
controlling for the presenceof depression,antidepressantsuse in itself was not sufficientto induce
rapid cycling.This is an important observationthat
needs to be assessedin other studies.One methodological issue is that while the study sample
consistedof ill patientswith many past episodesof
illness,follow-up was availableonly for a limited
portion of the total duration of illness.In any case,
thesenatural history data, while important, do not
refute the availablerandomizeddata.
If antidepressantsare associatedwith long-term
risk of rapid cycling or worsening, then the
recommendation to discontinue antidepressant
treatment as soon as possible after remission of
the acute episode would appear logical. Critics
sometimesrefer to a recentstudy that reported an
association between antidepressant discontinuation and relapseinto depressionin patients with
bipolar disorder(n : 4l) (38).Thereis a potential
flaw, however, in the methodology of this nonrandomized naturalistic study. More specifically,
thereis a possibleselectionbiasin the composition
of the two groups, one in which, by physician
choice,antidepressants
were discontinued(n : 25)
and continued in the other (n : 19). Based on
current guidelines,cliniciansmay be more likely to
discontinue antidepressantsin rapid cycling than
non-rapid cycling patients. In rapid cycling, by
definition, mood episodesoccur more frequently
than in non-rapidcycling.Thus, basedon natural
history alone rather than drug effect, one would
expect to find earlier relapsein the rapid cycling
group (in which antidepressants
were stopped for
clinical reasons) compared with the non-rapid
cycling group where antidepressants
were continued. As this report is non-randomized,and such
potential confounding was not controlled, definitive conclusions cannot be drawn. With these
methodological problems, only a randomized
study can prove whether there is a relationship
between antidepressantdiscontinuation and relapseinto depression.In fact, such a randomized
study hasbeenconductedby Prienet al. in 1984.It
involved 150 type I bipolar patients who had
received lithium plus imipramine openly for
2 months (39). Following this 2-month period,
patientswere randomizedunder double-blindconditions to either lithium plus imipramine or to
lithium plus placebo.In the ensuing2-yearfollowup, the rates of depressiverelapsewere virtually
identicalin the two groups(29% in lithium + placebo versus 22o/" in lithium f imipramine). In
426

other words, antidepressantdiscontinuation did
not lead to any increased risk of relapse into
depression.A mild benefit with imipramine plus
lithium appearedpossiblein the first 6 months of
treatment based on survival analysis, but not
afterwards. This provides double-blind randomized data for the clinical recommendation of
discontinuationof antidepressantsafter 6 months
of recoveryfrom acutemajor depressiveepisodein
bipolar disorder.
In our observational experience,we find that
withdrawal depressionfollowing discontinuation
of antidepressantsis infrequent and less of a
problem in bipolar disorder (17.60A,six of 34)
than unipolar depression(83.3oA, five of six;
P : 0.004)(33). Further, we find more evidence
of anotherproblem,i.e.tolerance,with relapseinto
major depressiveepisodesdespitecontinuation of
antidepressants,
which occursin most patientswith
bipolar disorder (57.5%, 23 of 40) versus a
minority of patients with unipolar depression
(18.4oA,seven of 38; p < 0.0001).Indeed, this
tolerancemay representinduction of cycling with
onset of the next depressioncoming earlier, and
thus is consistentwith the evidencesuggestiveof
antidepressant-associated
rapid cycling.
It is worth noting that in the only studyto assess
concurrentmood stabilizeruse,we found that mood
stabilizerswere not protective against antidepressant-inducedcycleacceleration(about 50% with or
without mood stabilizers).
Further,in a comparison
of new versusold antidepressants
on this issue,we
found no evidencethat TCA rates(9o/o,one of ll
trials) are higherthan SRI rates(147o,eight of 56
trials,RR : 0.64,95% Cl0.09-4.59),althoughthe
bupropion rate (4o/o,one of 23 Irials, RR : 2.09,
95% CI0.14-30.4) was slightly lower than TCA
rates.Given the small sample sizes,thesenegative
findings need to be replicated (25). Further, these
data are observational(non-randomized),but are
ofother studies
reportedherebecause
ofthe absence
on this topic.
In summary, the preponderanceof the evidence
supports an association between antidepressants
and long-term mood destabilization of bipolar
disorder, especiallycycle acceleration.The assertion that there is an important and relatively
common risk of acute manic switch and longterm mood destabilizationdue to antideoressants
appearsvalid.
Premise2: The risk of suicide in bipolardepressed
patientsis not a seriousconcern
This assumption is not in fact part of our
argument for caution with antidepressantuse in
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bipolar disorder. Quite the contrary, we agree
However, even if such benefitswith specificantithat the risk of suicidein bipolar disorder is high,
depressantsare confirmed, antidepressantsas c
in the 5-20% range, depending on history of
group, as the Munich group argues,still have not
hospitalization(40).The key point of debateis an
been shown to reducesuiciderates.
even more basic assumption underlying the
A major assumption that the Munich group
Munich group's stated assumption,i.e. do antimakes is that as there is an associationbetween
depressantsreduce suicide risk in bipolar disorbipolar depressionand suicide risk; treating the
der. And, conversely,do mood stabilizersreduce
former with antidepressants
will reduce the latter.
suicide risk in bipolar disorder?
Regardlessof whether the cited evidencesupports
Data on suicide prevention and pharmacologic
this assumption,it is important to note the basic
interventionsmost often are derived from reports
epidemiologic and even logical principle that
'association not
focusing on efficacy in treating bipolar disorder.
is
causation'.In other words, one
Contrary to the Munich group's assertion that
cannot assume, sic et simpliciter, that bipolar
thereis a large body of evidencesupportingthe use
depressionis a 'surrogate endpoint' for suicide
of antidepressantsin reducing suicidality,in acturisk. Moreover, it is important to recognize that
ality the evidence of antidepressantbenefit in
suicideis an outcomein a relatively small fraction
suicide prevention is substantiallyless convincing
of bipolar depressedpatients;the question is what
than the evidencesupporting lithium's benefit for
features of some bipolar depressedpatients put
suicideprevention.Furthermore,what data they
them at greater risk, and which drugs might
cite regarding the effectiveness
of antidepressants differentially impact these risk factors (such as
in reducing suicide risk has been derived from
comorbid substanceabuse, mixed states, cycling
studiesof unipolar, not bipolar, depression.
within an episode, aggressivebehaviors, global
In unipolar depression,an analysisof SRI and
insomnia, and impulsivity), some of which are
other novel antidepressants(fluoxetine,sertraline,
discussedby Goldberg (45). When antidepressants
paroxetine,venlafaxine,nefazodone,mirtazapine,
inducemania, they frequently lead to mixed states
and bupropion) using the Food and Drug
or cycling (499). Thus, patients who experience
Administration (FDA) database (n: 19,639)
antidepressant-inducedacute mixed episodes or
reported no significant difference in completed
cycling will actually be at higher risk of suicide.
suicides (p : O.+0) or attempted suicides
In contrast to the inconclusive state of the
(p:0.64) between antidepressantand placeboantidepressantliterature, there is substantial and
treated groups (41). A similar study assessing unchallengedevidenceas to the effectivenessof
venlafaxine and citalopram also reported no siglithium in lowering suicide risk, which has been
nificant differences in completed or attempted
reviewedelsewhere(50). We were somewhat sursuicides between investigational antidepressants prised that our Munich colleaguesunderestimated
(n : 7772), active comparators (n : 161), and
this literature.
placebo (n:606) (42). In other words, antideIn conclusion, the evidence of benefit with
pressantscould not be shown to reducethe risk of
antidepressants
for suicideprevention is much less
suicide compared with placebo. This lack of a
compellingas comparedwith lithium. If anything,
differencecannot be attributed to low statistical
concern about suicide should representan addipower, especially in the large FDA database
tional reason to emphasizemood stabilizer use
analysiswith about 20 000 patients.
(especiallylithium) for bipolar depression over
It is possible that anti-suicide benefits with
antidepressants.
specific antidepressantsmight not be detectable
when all new agents are pooled as in the above
Premise3: The evidenceof efticacyin treatingbipolar
FDA analysis.For instance,a pooled analysisin
depressionwith antidepressants
is minimal
1995 of only paroxetine clinical trials in unipolar
depression(n:2852 for paroxetine,n : 554 for
In the Munich group's critique of North Ameriplacebo,and n : 1l0l for control antidepressants) can-based treatment guidelines, literature purfound that, when calculated per patient year of
porting to show the efficacy of antidepressants
exposure,therewere 2.8 times fewer suicideswith
in bipoiar depression is reviewed. While these
paroxetine compared with other antidepressants authors focus on their own careful but retrospecand 5.6 times fewer suicides compared with
tive and uncontrolled chart review, we believeit
piacebo(43). Further, in a three decadefollow-up
is best to start with whatever randomized data
of 406 affectivelyill patientsin the Zurich cohort,
are available, turning to observational data and
treatment with antidepressantsreduced suicide
clinical experienceonly where randomized data
rates compared with lack of treatment (44).
are not available.
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Antidepressants
in acutebipolardepression
As mentioned previously, TCAs have not been
proven to be more effectivefor bipolar depression
than therapeuticlevelsof lithium in a recent welldesigned RCT (13) Furthermore, four older
crossoverRCTs did not clearlydemonstratebetter
efficacywith TCAs over lithium (51-54). In addition Goodwin and Jamison review five additional
studiesinvolving almost 700 bipolar and unipolar
patients in which tricyclic antidepressantresponse
in bipolar disorderwas 'relativelypoor' compared
with unipolar depressionor in which bipolarity or
a history of mania was associatedwith a 'poor
response'to tricyclics(p < 0 02) (17).
Concerning SRIs, the largestand best-designed
study is the one mentionedabove(13),which failed
to find addedbenefitwith paroxetineabovelithium
alone at therapeutic serum levels. In this study,
which is the largest acute study of antidepressant
efficacy in bipolar depression, the difference
between antidepressant(either paroxetine or imipramine) versusplacebowas about two points on
the Hamilton DepressionRating Scale.This small
effect sizearguesagainstany significantlikelihood
of type II error, even if a larger sample size had
been used to make the difference statistically
significant. Another frequently cited study, as
discussedpreviously, has been reported to show
fluoxetine to be superior to placebo, but more
patients in the fluoxetine group were treated with
lithium than the placebo group (12). Lithium
augmentationof antidepressants
is well known to

lead to enhancedefficacywhich may explain this
finding.
We conclude that the acute efficacy of antidepressantshas not been shown to be better than
lithium at full therapeutic levels. Furthermore,
there is some evidence that the antidepressant
efficacyof the new mood stabilizerlamotriginemay
be superior to lithium without evidence(in over
1200bipolar patients)that it is associatedwith a
high mania/hypomaniainduction or cycle acceleration (55). These data are subjectto interpretation
becausethere also has been at least one unpublished negativestudy with lamotriginein bipolar
depression(GlaxoSmithKline,data on file).
Antidepressants
in prophylaxis
As reviewedby one of us previously, TCAs have
not been shown to be effective in preventing
depressiveepisodes in bipolar disorder in any
long-term, double-blind studies (n : 263) (56).
Here we update that review by identifying seven
published, controlled, long-term double-blind
studies of antidepressantsin bipolar disorder
(mostly type I). Five studieswere with TCAs, one
with fluoxetineand one with bupropion (Table 3).
It is important to recall a point we noted earlier,
which was that all of the studies with lithium
comparison arms (all involving TCAs) showed
antidepressantsequal or less effective compared
with lithium alone(26, 2'7,39,57,58).Moreover,
one of thesestudies(n : 75) (26) reported a longterm deterioration with antidepressantswith

Table3. Randomized
clinical
trialsof longlermanlidepressant
in bipolardisorders
treatment
Studyname
Prienet al. (1973)

Treatments
44

Wehret al. (1979)

Q u i t k i ne t a l . ( 1 9 8 1 )

75

Kaneet al. (1982)

27

Prienet al. (1984)

Sachset al. (1994)
Amsterdamet al. (1998) BO

Findings

Li versuslMl versusPBO

With outcomemeasuredas hospitalization
or switch to new
treatment,allet 24 monthslithiumwas more effectivethan
imipramine
whichwas equal in efficacyto placebo
Li versusLi + DMI
Withoutcomemeasuredby nurseratings,efficacy
(mean19 monthduration)of lithiumplus DMI was greaterthan
lithiumalone,but the switchand cyclingratewith lithium
plus DMI was also much higher
Li versusLi + lMl
After a mean of 19 month treatment,with the outcomemeasured
with ResearchDiagnosticCriteriaepisodes(84),lithrumwas
equalin efficacyto lMl
Li versuslMl versusLi + lMl
Efficacyof lithium(meanduration11 months)greaterthan lMl
versusPBO
whichwas equalin efficacyto placebo
Li versusLi + lMl versuslMl
Withoutcomemeasuredas RDC episodes(durationup to
24 months),efficacyof lithiumwas equalto lithiumplus
imioramine
BUP versusDMI
Li plus BUPwas equalin efficacyto lithiumplus DMI (durationup
to 12 months)withoutcomemeasuredas DSM-lllRepisodes
FLXversusPBO in BP ll and UP Withoutcomemeasuredas DSM-lllRepisodes,FLXefficacy
was similarin BP ll and UP, with the switchrate higher
in BP ll (durationup to 14 months)

Li : lithium;lMl : imipramine;
PBO : placebo;DMI : desipramine;
BUP : bupropion;FLX: fluoxetine
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increasingfrequencyof manic episodes(24"/" with
imipramine plus lithium versus10.5%with lithium
alone) with no reduction in depressiveepisodes
compared with lithium monotherapy (8 versus
10.5o/o).The lack of efficacywith TCAs bodes ill
for SRIs and other novel antidepressants,which
have never been proven more effectivethan TCAs
in any mood disorder. We concludethat tricyclic
antidepressantsappear to have relatively low
efficacyin the prevention of depressionin bipolar
disorder,and further one cannot assumethat SRIs
have any better efficacy.
In theseprophylaxisstudiesofantidepressantsin
bipolar disorder, re-analysiswith the use of confidence intervals fails to provide evidence of
iikelihood of type II error. For instance,in the
study mentioned above (26), where depressive
relapse was 87o with imipramine plus lithium
versus 10.5% with lithium alone, the risk ratio is
0.77with very wide confidence
intervals(0.18-3.21)
extendingin both directionsaround the null (1.0),
thus suggestingno likely real effect. In another
prophylaxis study (39), remission rates were
exactly the same (33%) with lithium plus imipramine versuslithium alone,resultingin a risk ratio
of 1.0 and again very wide confidenceintervals
(0.53-1.88).This re-analysisindicates that the
absenceof added benefit with antidepressantis
unlikely to be becauseof low statisticalpower.
Premise4: Theevidenceof etficacyin treatingbipolar
depressionwith mood stabilizersis high
In fact, there is substantialevidencesupportingthe
efficacy of some mood stabilizers in bipolar
depression,and this evidenceis at least equal to,
if not better, than the available evidence for
antidepressants.
Acutebipolardeoression
Eight of nine early randomized, double-blind
placebo-controlled studies (n : 163) for acute
bipolar depressionreported efficacywith lithium
(59). While many of these studies utilized a
crossoverdesign,it was possibleto obtain 'unequivocal response,' deflned as good responsewith
lithium and relapsewith placebo,from five studies
(51, 60-63). While some methodologicallimitations can reasonablybe noted in individual studies,
taken togethertheseolder studiesindicateat leasta
modest antidepressanteffect of lithium in acute
bipolar depression.Better still, as noted above,
more recentcontrolled studieshave also supported
lithium efficacy in bipolar depression.In a large
study of bipolar type I patients (n: 117), the

addition of antidepressants(paroxetine or imipramine) to lithium was not more effective than
lithium plus placebo in patients with therapeutic
lithium serum levels (> 0.8 ng/dl) (13). In
another recent double-blind randomized study
(n :27), the addition of paroxetine to mood
stabilizer (lithium or valproate) was not more
effective than the continuation of two mood
stabilizers(14). Although the two mood stabilizer
group experiencedmore side effects (becausefull
monotherapy dosesof each stabilizer were used),
the antidepressant fficacy of the adjunctive
paroxetine was not better. It should be acknowledged,however, that in the latter study, there is
the potential for a false negativeerror becauseof
the small sample size.
Most clinicians and researchersbelieve that
valproate is largely ineffectivein bipolar depression, primarily becauseof negativeresults from a
few smallstudies.For instance,one study (n : 45)
reported a 43o/o response rate to valproate as
compared with 27o with placebo (6a). Although
not statistically significant (p > 0.05), the use
of confidence intervals demonstrates a greater
likelihood of benefit than not with valproate
(RR: 1.50,95oh CI 0.64-3.50).Given that the
confidenceintervalssuggestbenefitwith valproate,
it is important to note the high risk of type II error
inherent in small, negativestudiessuch as this. As
noted previously,the data with antidepressants
do
not indicatea high likelihood of type II error when
re-analyzedwith risk ratios and confidenceintervals. This is not the casewith the negativeresults
from the small study of valproate in bipolar
depression.While not yet published, preliminary
analysis of data from a second double-blind
randomized valproate study reports a greater
decreaseover time in Hamilton DepressionRating
Scale scores with valproate versus placebo (5.5
versus2.6 points per unit time, p : 0.02) (65). A
third study, as mentioned previously, suggested
acute antidepressantefficacy combined lithium
plus valproate (14). Observationaldata from our
group also support acute and long-term antidepressantefficacywith valproate (66).
There are three randomized studies of carbamazepinetreatment of acute bipolar depression,
with two studies reporting it more effectivethan
placebo (combined n : 19) (67, 68) and one
reporting carbamazepineplus lithium more effective than carbamazepineplus placebo(n : l5) (69).
Lamotrigine has demonstrated some efficacy
compared with placebo for acute bipolar depression (combined n :226) ('10, 71), as well as for
prevention of depressiveepisodesin bipolar disorder (seebelow).
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In summary, the evidencefrom a large number
of studies supports the efficacy of lithium and
lamotrigine in the treatment of acute bipolar
depression.The evidencefor antidepressive
efficacy
of other mood stabilizers (valproate and carbamazepine)is lessconsistent.Direct head to head
comparisons between traditional antidepressants
and mood stabilizershave so far been limited to
studies in which therapeuticlevels of lithium, or
combined lithium plus valproate, were equivalent
to paroxetine.
Prophylaxis
There is substantialevidence,namely 12 randomized double-blind parallel group placebo-controlled studies, demonstratingefficacy of lithium
in preventingdepressiverelapsein bipolar disorder
as reviewedby Goodwin and Jamison(17). Further, a Cochrane Collaboration meta-analysisof
thesestudiesfound an overall 376oh reduction of
risk of relapse(RR 4.76)(72).It hasbeensuggested
that some of the earlier lithium studiesmay have
overestimatedthe benefit of lithium becausesome
of the patients randomized to placebo were on
lithium at that time and the sudden discontinuation may have increased the relapse rate on
placebo(73). A recentmeta-analysis
by Baldessarini, however,found that when the 50% of studies
involving prior lithium treatment were compared
with the haif not involving prior withdrawal,the
size of the lithium effect was the same (74).
Consistentwith this are recent studiesof lithium
versusplacebo (combinedn : 1010)which have
controlled for this effect by either gradual discontinuation or avoiding lithium treatment in the
acute treatment phaseprior to randomization for
prophylaxis. In these studies, lithium was again
shown to be significantlybetter than placebo for
prevention of relapse(75-77).
The efficacy of valproate in preventing relapse
has been examinedin one randomizedstudy (75),
with no overall benefit found with valproate compared with placebo.Two open-randomizedstudies,
however, report equal or better efficacy with
valproatecomparedwith lithium ('18,79).Randomized studiesof carbamazepinealso report better
effi.cacycomparedwith placebo(combinedn: 32)
(67, 80) and equal efficacycomparedwith lithium
(combinedn: 64)(81,82).The quality and extent
of thesedata are better than with antidepressants
but lessdefinitivethan with lithium.
Lamotrigine has also beenshown to be effective
in preventing depressiverelapsein bipolar disorder. Two recentstudies(combinedn : 1315)have
demonstrated that lamotrieine is more effective

430

than placebo in preventing depressiveepisodes,
without increasing the risk of manic/hypomanic
switch(76,77).Further,lamotriginewas somewhat
more effectivethan lithium in prevention/delayof
depressiverelapse in a pooled analysis of both
studies(55). From the evidenceoutlined above,we
conclude that lithium and lamotrigine are both
effectivein preventingbipolar depressiveepisodes,
with lamotrigine showing the most robust effect.
In summary, although they may sometimesbe
effectiveacutely,the evidenceof long term efficacy
with antidepressantsis quite weak, whereas the
evidence of long term efficacy with lithium or
lamotrigine is much stronger. Further, major
doubt exists as to whether antidepressants
have
preventative efficacy for depression in bipolar
disorder, unlike lithium and lamotrigine, which
have been proven effective in the prevention of
depressionin bipolar disorder. As a result, we
think the researchevidencesupports the third and
fourth assumptionsthat were challengedby the
Munich group, which we might restateas follows:
acutely, antidepressantsand mood stabiiizers especiallylamotrigine- appearequally effectivefor
bipolar depression,and long-term, mood stabilizers appear more effectivethan antidepressantsin
the preventionof depressionin bipolar disorder.
Summary
In assertingthat antidepressants
should play a
bigger role in the treatment of bipolar depression,
the Munich critique advocatesa position contrary
to that taken by current US and Canadian-based
treatment guidelines (Table 4). They challenge
what they believeto be four premisesunderlying
the North American approach: antidepressants
increaserapid cycling, suicide is not a seriousrisk
in bipolar disorder,the evidencefor antidepressant
treatmentof bipolar depressionis insufficient,and
that the evidenceof mood stabilizer treatmentfor
bipolar depressionis sufficient.We have soughtto
demonstrate that the evidence in fact supports
caution with antidepressants,
although not exactly
becauseof these assumptions.Specifically,randomized data provide some evidenceof increased
risk of cycling with antidepressants.
Further, the
risk of suicidein bipolar depressioncan be taken as
supportive of the use of lithium rather than
antidepressants.In addition there appears to be
little evidenceof antidepressants
being more effective than lithium or lamotrigine in the treatmentof
acute bipolar depressionand even lessevidenceas
to antidepressantefficacyin longer-termtreatment
in prevention of depressiverelapse. Finally, the
evidencereviewedleads us to the conclusion that
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Table4. Thecaseforcaution
withantideoressants
in bioolar
disorder
Con (Mollerand Grunze,2000)

Pro (Ghaemiet al.,2003)

1. The risk of antidepressant
inducedcyclingis not high
2. Antidepressants
reducethe riskof suicidality

.l
. The riskof antidepressant
inducedcyclingis high
2. Antidepressantshave not been shown to definitivelyprevent
completedsuicidesand reduce mortality,whereaslithiumhas
3. Antidepressantshave not been shown to be more effectivethan
mood stabilizersin acute bipolar depressionand have been shown
to be less effectivethan mood stabilizersin preventingdepressive
relapsein bipolardisorder
4. Mood stabilizers,
especiallylithiumand lamotrigine,
have been
shownto be effectivein acute and prophylactictreatmentof bipolar
depressiveeoisodes.

3. Antidepressantsare effectivein treating
bipolardepression

4. Mood stabilizershave not been shownto be
effectivein bipolardepression
Conclusions
and recommendations
. Antidepressantassociatedrisks are exaggerated
. Antidepressantsshould be used irequentlyalong
with mood stabilizers
. Antidepressant
treatmentshouldbe continuedlong{erm
(ideally12 months)to avoiddepressiverelapse

Conclusions
and recommendations
r Thereare significant
risksof maniaand long{ermworsening
of illnesswith antidepressants
. Antidepressantsshouldgenerallybe reservedfor severecases
of acute bipolardepressionand not routinelyused in mild to
moderatecases
. Antidepressantsshould be discontinuedafter recoveryfrom the
depressiveepisodeand maintained
only in thosewho repeatedly
relapsesoonafterantidepressant
discontinuation

mood stabilizers,particularly lithium and lamotrigine, are effectiveboth in the treatment of acute
bipolar depressionand in the preventionof future
depressive
relapseepisodes.
Uitimateiy, the controversyover antidepressant
useis not that antidepressants
shouldneverbe used
or that they should alwaysbe used;rather the issue
is how frequently and for what duration should
antidepressantsbe used in treating bipolar disorder. In practice, both in the US (despite North
American guidelines)and in Europe, the majority
of patients with bipolar disorder regularly receive
antidepressants (50-80%), usually long-term
(2, 83). We advocate a reversal of prescription
patterns such that antidepressants
would be used
mostly short-term and in a minority of patients
(perhaps 20-40%). Clearly, further research is
urgently needed to clarify these controversies,
especially as to the long-term risks of mood
destabilization with new antidepressants,as well
as the relative risks versusbenefitsof antideoressantsin bipolar II disorder.
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