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Abstract This paper gives a critical review of recom-
mendations concerning the drug treatment of acute bipolar
depression. The suggestions of different guidelines and
consensus papers, especially in US-American and Cana-
dian psychiatry, have a strong tendency against antidepres-
sants in bipolar depression; they prefer mono-therapy with
mood stabilizers and, in the case of co-medication with
mood stabilizers and antidepressants in severe depression,
to withdraw the antidepressant as early as possible. The in-
tention of this restrictive use is to avoid the risk of mania
and the risk of rapid cycling induced by antidepressants.
However, apparently the risk of suicidal acts, which is as
prominent in bipolar depression as in unipolar depression,
has been totally neglected. Furthermore, the fact that none
of the mood stabilizers have proven their antidepressive ef-
ficacy leads not only to the risk of depression-related sui-
cidal behavior but also to the risk of chronicity of depres-
sive symptoms due to undertreatment. Altogether the view
expressed in some guidelines and consensus papers ap-
pears not well balanced. Furthermore, the fact that appar-
ently the selective serotonin re-uptake inhibitors and pos-
sibly some other modern antidepressants have only a low
risk of inducing a switch to mania should stimulate a re-
writing of the guidelines on drug treatment in acute bipo-
lar depression in a less restrictive way concerning the use
of antidepressants.
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Introduction

In German psychiatry and in psychiatry in some other
countries, antidepressants have a long tradition of being the
drug of first choice in the treatment of acute bipolar de-
pression. This is a tradition which still has a strong impact
on treatment decisions in current routine treatment (Kasper
et al. 1999; Walden et al. 1999). However, other countries,
especially the United States, are increasingly restrictive
concerning the use of antidepressants in this indication
(Hirschfeld et al. 19945 Sachs 1996).

Especially in US-American and Canadian psychiatry,
there is a strong tendency to avoid antidepressants in bipo-
lar depression and to prefer a monotherapy with mood sta-
bilizers in less severe depression, and, in the case of co-
medication with mood stabilizers and antidepressants in
severe depressions, to withdraw the antidepressants as early
as possible. This tendency has been expressed in several
expert opinions, consensus papers and guidelines (Bauer et
al. 1999; Frances et al. 1996, 1998; Hirschfeld et al. 1994;
Kusumakar et al. 1997; Motohashi 1999; Sachs 1996;
Yatham et al. 1997). The so-called European Algorithm
Project (based on the consensus of some European experts)
also reflects this tendency (Goodwin and Nolen 1997).

The recommendations published in the different papers
and guidelines are not identical but, with certain differ-
ences, they follow a similar general direction: avoid the use
of antidepressants in mild, possibly also in moderate, de-
pression, and in general only use antidepressants if they are
“clinically necessary”’, whatever the latter term, which is
not defined or operationalized in any way, means.

Possibly the risk of mania and risk of rapid cycling in-
duced by antidepressants has been overestimated in com-
parison to the risk of suicidal acts and chronicity. Of
course, it is difficult to make the right decision between
Scylla and Charybdis. Nevertheless, suicidality seems to
be the more critical outcome. Coming from this position,
the questions have to be posed: Have we lost a well-bal-
anced view? Have we gone too far in the restriction of anti-
depressants?
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Apparently, the restriction of antidepressants in the
guidelines and experts’ recommendations is based on the
following arguments, which are either clearly expressed in
the respective publications or are more or less latent in the
argumentation:
 The risk of switching into mania/rapid cycling induced
by antidepressants is an important clinical phenomenon in
bipolar depression.

* The risk of suicidality, suicide attempts and suicide in
bipolar depressive patients is of minor clinical relevance.

» The antidepressive efficacy of antidepressants in bipolar
depression is insufficiently proven.

¢ The antidepressive efficacy of mood stabilizers in bipo-
lar depression is sufficiently proven.

* Conclusion: avoid antidepressants, except in severe
cases; give priority to mood stabilizers for the treatment of
bipolar depression.

The aim of the following paper is to discuss these argu-
ments, which are apparently the principal basis for the
guidelines and recommendations mentioned above, in the
light of the existing empirical evidence.

Argument 1: The risk of switching into mania/rapid
cycling is an important phenomenon in bipolar
depression

The risk rate of switching into mania shows a broad spec-
trum in the literature, from about 10 to 70 % (Akiskal et
al. 1977; Altshuler et al. 1995; Bunney Jr 1978; Prien et
al. 1984; Quitkin et al. 1981; Wehr and Goodwin 1979a).
The early studies, which are mostly retrospective and re-
lated to tricyclic antidepressants (TCA), seem to overesti-
mate the switch risk, possibly due to selected samples
(Grunze et al. 1999). A meta-analysis of 80 publications
covering a total of about 4,000 patients with bipolar de-
pression or unipolar depression, not showing a bipolar his-
tory or feature at the time of the study, found a switch rate
of 9.6% for tricyclic antidepressants and for MAO in-
hibitors (Bunney Jr 1978). In his meta-analysis on all avail-
able data from clinical trials comparing SSRIs, TCA and
placebo, Peet (1994) differentiated between unipolar and
bipolar depressive patients; while the switch rate of the
unipolar patients under tricyclic antidepressants amounted
to less than 1 %, the switch rate among bipolar patients was
about 10-fold higher (11.2%). Peet also differentiated in
his analysis between different treatment groups of bipolar
depressive patients. While the risk rate of switching into
mania under TCAs amounted to 11.2 %, the respective risk
rate under SSRIs was 3.7 %, and under placebo 4.2 %.

In a study comparing fluoxetine, imipramine and
placebo (Cohn et al. 1989) in a smaller sample of acute
bipolar depressive patients, the switch rate under
imipramine was 9.5 %, under placebo 7.7 %, and under flu-
oxetine 0 %. Other modern antidepressants like the selec-
tive and reversible MAO-A inhibitor moclobemide
(Baumhackl et al. 1989) or the dopamine angonist bupro-
prione (Sachs et al. 1994) also showed a more favorable
switch rate risk compared to tricyclic antidepressants.

In some of the studies mentioned above, the concomi-
tant treatment with a mood stabilizer was not considered,
which might lead to an underestimation of the switch rate
under antidepressants. Thus, the study by Himmelhoch et
al. (1991), in which concomitant mood stabilizers were not
allowed, is of interest: this group found a switch rate of
38 % for anergic bipolar I patients treated with antidepres-
sants (imipramine or tranylcypromine) over a 16-week pe-
riod.

In a naturalistic study on 29 bipolar I patients, Boerlin
et al. (1998) found that switches to hypomania occurred in
28% of the overall number of episodes. Depressive
episodes treated with tricyclics or MAO inhibitors showed
a higher risk for switching than those treated with fluoxe-
tine. Based on a within-subject analysis between patients
who received mood stabilizers and those who received
mood stabilizers plus an antidepressant, Boerlin concluded
that mood stabilizers may reduce the risk for switching. Pa-
tients who were treated with an antidepressant and a mood
stabilizer as a co-medication had no higher a risk of switch-
ing into mania than patients who were treated with a mood
stabilizer alone. The protective function of mood stabiliz-
ers, in this case lithium, can also be derived from long-term
studies on bipolar depression in which patients were
treated with imipramine and lithium (Prien et al. 1984;
Quitkin et al. 1981).

Rouillon et al. (1992) provided an overview of 15 long-
term placebo-controlled studies in depressive patients. In
patients specifically diagnosed as bipolar (n = 158), the in-
cidence of maniform states was 51 % in 49 patients treated
with imipramine alone, 21 % in 60 patients treated with
lithium alone, 28 % in 36 patients treated with lithium and
imipramine, and 23% in 13 patients receiving only
placebo.

In our switch study, we collected the data from the
records and investigated the switch rate of 158 bipolar I de-
pressive inpatients of the Psychiatric University Hospital,
Munich (Bottlender et al. 1998). In addition, we used the
sociodemographic, anamnestic and psychopathological
data from our routine documentation system (see above).
Thirty-nine patients (25%) of the sample switched to a
maniform state during the treatment period in the hospital.
Among that group, the phenomenon occurred in 23 pa-
tients (15 % of the total sample) as a hypomania and in 16
patients (10 % of the total sample) as mania. This switch
rate has to be interpreted under the aspect that the majority
of the patients were treated with tricyclic antidepressants.
Differentiating for the different kinds of antidepressants,
the switch rate for TCA was 33.7 %, for SSRIs 12 % and
for MAO inhibitors 8.3 %. According to the naturalistic
data set, mood stabilizers can reduce the risk of switching,
especially in patients treated with tricyclics; however, the
protection does not seem sufficient in all patients, since
59 % of the switched patients received mood stabilizers. It
is of great interest that apparently the switch into hypoma-
nia or mania has no significant influence on the duration of
hospital treatment. However, under international perspec-
tives, this finding is probably related to the long duration of
hospital stay of about 60 days, which is not unusual for a



German university psychiatric hospital, and which demon-
strates, on the one hand, the quite luxurious treatment con-
ditions in German psychiatry and, on the other hand, gives
a hint towards a selection of partially treatment refractory
patients. The following variables were tested and not found
to be significantly associated with the risk of switching:
gender, age, duration of illness, number of prior episodes
of mania, number of prior episodes of depression, severity
of the depressive syndrome at admission, hallucinatory
syndrome at admission. However, low basal TSH serum
levels appeared to be a risk factor for switches into hypo-
manic/manic states (Bottlender et al. 2000a).

Contradictory to such findings, which show a link espe-
cially between treatment with tricyclic antidepressants and
switch into mania/hypomania on the basis of a retrospec-
tive analysis of patient records, Lewis and Winokur (1982)
found that a switch into mania occurred in 23 % of patients
when tricyclics were used, and in 34 % of patients when no
treatment was given. Based on these findings the authors
concluded that tricyclics do not increase the risk of switch-
ing into mania, and that the so-called switch effect due to
tricyclics represents random manifestations of bipolar ill-
ness. Angst’s (1985) findings concerning patients admitted
to the Zurich psychiatric university hospital between 1920
and 1982 go in the same direction. After the introduction
of antidepressants in 1958, there was no significant in-
crease of switches of unipolar or bipolar patients compared
to the earlier treatment periods.

The hypothesis that antidepressants can induce switch
into hypomania/mania is closely related to the hypothesis
that antidepressants can induce rapid cycling (Wehr and
Goodwin 1979a), and possibly also mixed states (Akiskal
and Mallya 1987). In a retrospective study published by
Altshuler et al. (1995), the longitudinal course of 51 pa-
tients with treatment refractory bipolar disorders was ex-
amined. The switch rate of patients in depressive episodes
undergoing antidepressant treatment was 35 %. Cycle ac-
celeration was likely to be associated with antidepressant
treatment in 26 % of the patients.

Another naturalistic study described an increase of the
frequency of episodes up to the rapid cycling phenomenon
(> 4 episodes per year) under antidepressant treatment
(Ghaemi et al. 1998). This tendency to an increased fre-
quency of episodes was also found in some other studies
(Reginaldi et al. 1982; Tondo et al. 1981; Wehr et al. 1988;
Wehr and Goodwin 1979a).

Several authors (Kukopulos et al.1980; Wehr and
Goodwin 1979b) concluded that the best treatment against
rapid cycling is the immediate withdrawal of the antide-
pressant medication.

However, there are also critical findings. Coryell et al.
(1992) compared 919 patients with and without rapid cy-
cling. The rapid cyclers were more frequent in those pa-
tients of female gender, with a depressive index episode or
with an initial hypomania I fast switch from depression to
hypomania. A causal relationship between the use of anti-
depressants and rapid cycling could not be demonstrated in
this sample. To explain the results of other authors con-
cerning the risk of antidepressants for inducing rapid cy-
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cling, the authors state that rapid cycling is significantly
more often preceded by depression, which leads to therapy
with an antidepressant, which leads in the end to the wrong
causal attribution between antidepressant therapy and
rapid cycling.

To summarize: there is a large body of evidence that an-
tidepressant treatment can induce a switch into hypomania
or mania (Grunze et al. 1999). According to recent studies,
the risk of switching into hypomania/mania is lower than
described in earlier studies. It apparently amounts to about
10-30 % under tricyclics, depending on the sample selec-
tion. Seemingly, tricyclics have the highest risk of induc-
ing switch phenomena, while the risk under MAO in-
hibitors, and especially SSRIs, seems to be lower, for
example, in the range of about 4—12 % for SSRIs. Lithium
and other mood stabilizers apparently have a protective ef-
fect concerning the antidepressant-induced switch risk.

There is empirical evidence for a special risk of rapid
cycling under antidepressant treatment. Due to the open
and naturalistic manner of the studies, the results are not to-
tally clear and leave some questions unanswered. If the in-
duction of switching into mania and the induction of rapid
cycling are related phenomena, it could be supposed that
drugs like the tricyclics with a higher risk rate of inducing
switch into mania also have a higher risk rate concerning
rapid cycling. Altogether, argument 1 seems meaningful.

Argument 2: The risk of suicidality, suicide attempts
and suicide in bipolar depressive patients is of minor
clinical relevance.

It is common clinical knowledge that suicidality is a fre-
quent problem in depressed patients, which can lead to se-
vere damage in the case of suicide attempts, or even to a fa-
tal outcome in the case of suicide. Guze and Robins (1970)
were the first to review the extent of suicide risk in primary
affective disorders, collecting data from studies available at
the time. In nine studies on patients who were diagnosed as
having manic depressive illness according to the diagnos-
tic rules applicable at that time, 12% to 19 % of deaths
were due to suicide, and in eight studies the suicide rate
ranged from 35 % to 60 %. The reviewers concluded that by
the time all the patients in the studies they had examined
had died, about 15 % would have committed suicide, which
would make the rate in manic-depressive illness at least 30
times higher than that in the general population. In 1990,
Goodwin and Jamison found in a review of 30 studies that
19 % of the patients with manic depressive illness had died
due to suicide.

An adequately calculated lifetime risk of suicide would
be estimated by following cohorts until all members of the
cohort are dead. The data mentioned are not based on such
sophisticated studies, which have not been performed hith-
erto on an adequately defined cohort of patients suffering
from an affective illness. Nevertheless, a lifetime suicide
risk of 15 % for patients with primary affective illness or
major depression has been widely accepted for decades,
based on the studies mentioned above.
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More recent studies with a more sophisticated epidemi-
ological methodology and the inclusion of computerized
modeling techniques, for example, the study by Inskip et
al. (1998), resulted in a lower risk rate. Inskip et al. (1998)
selected 27 mortality studies of affective disorder from an
earlier meta-analysis which assessed the suicide risk in all
mental disorders (Harris and Barraclough 1997) and used
mathematical modeling techniques to re-assess the lifetime
risk of suicide in patients with affective disorder. The life-
time risk of suicide in affective disorder was estimated at
6 %. Higher percentages of suicide risk are seen soon after
the onset of the disorder, when only a small proportion of
the cohort has died: for example, when only 10 % of the co-
hort had died, suicide accounted for 27 % of the deaths.

The discrepancy between this comparatively low sui-
cide rate and the usually quoted rate of 15 % may partially
be the result of sampling biases (Simpson and Jamison
1999). For example, most of the earlier studies on suicide
risk were based on severely depressed inpatients, while the
great majority of patients with major depression are treated
as outpatients. Some of the earlier studies also focus on pa-
tients with endogenous or melancholic features, who are at
higher risk of suicide.

Most of the studies on the suicide risk of affective dis-
order did not distinguish between unipolar and bipolar dis-
order. It is an open question whether the suicide risk for
bipolar patients is similar to that of unipolar patients
(Lester 1993). The findings in the literature are conflicting.
In arecord-linkage, follow-up study on about 2000 patients
with affective disorder, Black et al. (1988) found a lower
suicide rate for bipolar patients compared to unipolar pa-
tients. This result was generally supported by two long-
term follow-up studies of former inpatients (Angst et
al. 1979; McGlashan 1984a), a follow-up study of 500 out-
patients (Martin et al. 1985), and a case-control study
(Winokur and Black 1987). Contrarily, two other studies
reported a higher suicide risk for bipolar suicides than for

unipolar suicides (Dunner et al. 1976; Morrison 1982).
Four other studies reported similar risks in unipolar and
bipolar affective disorders (Fawcett et al. 1987; Perris and
d’Elia 1966; Tsuang 1978; Weeke and Vaeth 1986). Ap-
parently, different designs and methods, in particular also
sampling biases — e. g., inpatients versus outpatients, pro-
portion of manic index episodes compared to depressive
index episodes — are possible reasons for the different re-
sults.

A meta-analysis of suicide risk among patients with
bipolar disorder, based on a combined population of 3700
bipolar patients from 14 studies in seven countries (Table
1), was performed by Harris and Barraclough (1997). The
researchers also tried to avoid overestimating suicide risk,
among others by not including papers with less than a min-
imum of a two year follow-up, and by excluding those pub-
lications reporting more than 10 % loss of subjects at fol-
low-up. Based on these data, the total suicide risk was
estimated to be 15 times higher than expected. At special
risk were, among others, bipolar patients with a history of
suicide attempts and with co-morbid alcohol abuse, and pa-
tients recently discharged from hospital. Sharma and
Markar (1994) also found that suicide was a major cause of
mortality early in the course of bipolar illness, with the
mortality ratio for suicide being 23.4 times higher than in
the general population: 15.7 % of patients died from sui-
cide compared to only 0.67 % expected suicides.

The risk rates for suicide attempts are much higher than
those for suicide. At least 25% to 50 % of patients with
bipolar disorder attempt suicide at one or more times in
their lifetime (Goodwin and Jamison 1990). Commonly,
suicide attempts/parasuicide are seen as less problematic
than suicide. This is basically true, by definition. However,
the relevance of suicide attempts, especially severe suicide
attempts, should not be underestimated, given the fact that
at least severe suicide attempts can lead to severe damage
resulting in a life-long, embarrassing handicap.

Table 1 Suicide in bipolar dis-

order* (Simpson and Jamison Suicides (N)
1999; for literature see source) ~ Report Date Country Observed Expected
Angst 1986 Switzerland 13 1.36*
Black et al. 1987 USA 7 0.48
Bratfos and Haug 1968 Norway 4 0.09
Carlson et al. 1974 USA 2 0.032
Coppen et al. 1991 England 0 0.12
Dunner et al. 1976 USA 8 0.06*
Friis et al. 1991 Norway 2 0.02¢
Kay and Petterson 1977 Sweden
Prelithium 3 0.412
Postlithium 0 0.15*
Lundquist 1945 Sweden 18 1.00*
* Standardized mortality ratio Miiller-Oerlinghausen et al. 1992 Germany 3 0.05*
= 1505 (95% CI, 1225-1844), Newman and Bland 1991 Canada 19 1.38
total observed suicides = 93; Noreik 1975 Norway 6 0.14*
expected total suicides =6.18.  Perris and d’Elia 1966 Sweden 3 0.23
4 Expected mortality ratio calcu- Tsuang 1978 USA 5 0.66

lated by the authors.




Based on the data of the Epidemiologic Catchment Area
(ECA) study, Chen and Dilsaver (1996) calculated the life-
time rates of suicide attempts among patients with bipolar
and unipolar disorders. Lifetime rates of suicide attempts
were 29.2 % in bipolar disorder, 15.9 % in unipolar disor-
der, and 4.2 % in all other DSM-III-defined axis I disorders.
The odds ratio of patients with bipolar disorder having a
history of suicide attempt relative to subjects in the control
group was 6.2; the respective odds ratio for patients with
unipolar disorder was 3.1 %. It was hypothesized that the
higher rate of suicide attempts in bipolar patients may be
related to the adverse developmental effects of an early age
of onset, longer duration of illness and deterioration of
hope due to an earlier mean age of onset, total number of
episodes of affective illness, and the frequency of episodes.

The findings from the ECA study are in concordance
with two follow-up studies on patients with affective dis-
orders, which found a higher incidence of attempted sui-
cide in bipolars, and are opposed to one study which found
a higher incidence of attempted suicide in unipolars
(Coryell et al. 1987; Dunner et al. 1976; McGlashan
1984 a, 1984b).

In our own study on about 4500 inpatients (episodes of
inpatient treatment) suffering from a unipolar or bipolar
depression (according to ICD-9), suicidality of every kind
was very frequent according to the respective item of a
comprehensive rating instrument, the AMDP system (As-
sociation for Methodology and Documentation in Psychi-
atry) (Bottlender et al. 2000b). There were no significant
differences between bipolar and unipolar depressive pa-
tients: 39 % of the bipolar and 38 % of the unipolar patients
suffered from minor to major suicidal problems.

Suicidal behavior of bipolar patients is usually assumed
to be associated with the depressive phase of the illness
rather than with mania. This general clinical view is also
supported by recent studies (Dilsaver et al. 1994; Isometsa
et al. 1994). Of 31 bipolar I patients in the Finnish suicide
study (Isometsa et al. 1994), suicide occurred during a ma-
jor depressive episode in 79 % of the patients. The risk of
suicidal behavior in mania, especially pure mania, is quite
low. For example, the risk was 11 % in psychotic mania in
the Finnish study. In the study by Dilsaver et al. (1994), sui-
cidality of 93 patients who met the Research Diagnostic
Criteria for bipolar disorder were rated by using the Sched-
ule for Affective Disorders in Schizophrenia (SADS) sui-
cide subscale. Only 2% of the 49 patients who had pure
mania were suicidal, compared to 55 % of the 34 patients
with depressive (mixed) mania, thus, demonstrating that
mixed states have a much higher risk than pure mania.

Based on their psychological autopsy study on suicide
by patients suffering from a unipolar or bipolar disorder,
Isometsa et al. (1994) came to the conclusion that suicides
seem to occur significantly earlier in the course of bipolar
illness among males than among females, and the propor-
tion of late suicides in bipolar disorders is higher than pre-
viously thought. Co-morbid alcohol dependence was com-
mon among male but not female bipolar suicide victims.
Bipolar suicide victims differed from the unipolar victims
mainly in marital status (greater proportion of divorces)
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and treatment history (more frequent contacts). The major-
ity of completed suicides in both bipolar and unipolar af-
fective disorders seemed to be associated with recent psy-
chological stress; however, the stresses (life events) are
commonly likely to be dependent on the victim’s behavior
(Isometsa et al. 1995).

There is a great body of evidence that the treatment with
antidepressants in an acute depressive episode not only
leads to the remission of depressive symptoms of every
kind, but also reduces suicidality (Moller 1992a, 1994,
1995; Moller and Steinmeyer 1994). As to tricyclics, the
time course of the latter effect seems to follow the time
course of the evaluation of depression, while selective sero-
tonin re-uptake inhibitors (SSRIs) possibly have an earlier
onset of the antisuicidal effect compared to the general an-
tidepressive effect. However, this point is not consistent in
the literature (Montgomery et al. 1981; Moller and Stein-
meyer 1994; Muijen et al. 1988). In our own naturalistic
study, mentioned above, on unipolar and bipolar patients
undergoing treatment with antidepressants of several
kinds, a remarkable reduction of suicidality, assessed with
the respective item of the AMDP system, was observed. Al-
together, there is no question that antidepressants exhibit
not only a general antidepressive effect but also an antisui-
cidal effect in the acute phase of depression.

Similar data concerning the acute phase of depression
are not available for the mood stabilizers. However, based
on naturalistic studies, the finding that lithium reduces the
frequency of suicide and suicide attempts during long-term
treatment of unipolar or bipolar patients is becoming more
and more robust. This antisuicidal effect is apparently not
only associated with the relapse-preventing effect, but
seems to a certain degree to be an effect of its own
(Baldessarini et al.1999; Miiller-Oerlinghausen et al.
1992, 1996; Tondo et al. 1998). Apparently this antisui-
cidal effect, like the prophylactic effect, needs time to de-
velop. The majority of data concerns patients who were
treated with lithium for at least two years (Simpson and
Jamison 1999). In contrast to these more robust findings,
not much is known about the effects of other mood stabi-
lizers on suicidal behavior. Hitherto, there are no clear hints
that carbamazepine or valproate have an acute or long-term
antisuicidal effect in unipolar or bipolar patients (Thies-
Flechtner et al. 1996).

Undertreatment seems to be a great problem in bipolar
patients who have committed suicide (Rihmer et al. 1990;
Schou and Weeke 1988), as indicated in particular in the
study by Isometsa et al. (1994). They found that although
three quarters of the bipolar victims in their study were re-
ceiving psychiatric care at the time of death, the treatment
that victims had received for the current illness episode was
only adequate in some cases. Although lithium was indi-
cated for all of the 31 persons with bipolar disorder, only
one third were taking lithium, half with suboptimal serum
levels, and poor compliance was reported for all but three.
Of the depressed bipolar victims, only about one half were
receiving antidepressants, and only a small minority (11 %)
at probably adequate doses. The authors concluded that
most suicides of persons with bipolar disorder seem to oc-
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cur in cases in which adequate treatment for the current ill-
ness episode is not received or is inadequate.

The importance of adequate drug treatment of unipolar
or bipolar depressive patients with suicidal tendencies was
pointed out recently in the review by Hartmann (1996). He
suggested that depressed patients with suicidal tendencies
should be closely monitored and given full doses of anti-
depressant medications. The SSRIs lessen suicidal tenden-
cies and, importantly, are markedly safer than the tricyclic
antidepressants. Furthermore, they are less likely to cause
rapid cycling in bipolar disorder.

To summarize: the risk of suicidal behavior associated
with bipolar depression is substantial and of greatest clini-
cal importance. The group of bipolar patients at highest
risk of suicide are young men who are in the early course
of their illness, especially those who have previously at-
tempted suicide, those abusing alcohol, and those recently
discharged from the hospital. As to bipolar disorders in
general, the risk of suicide is greatest in bipolar depression
and mixed states, but very low in pure manic states. Anti-
depressants reduce suicidality in a similar time course as
they reduce depressive symptoms. SSRIs may possibly
have a faster onset of the antisuicidal effect. In addition,
they are much safer with respect to overdosing. Lithium ap-
pears to provide protection against suicidal behavior under
long-term treatment conditions, an effect which was not
demonstrated for other mood stabilizers like carba-
mazepine or valproate. Generally, patients with acute bipo-
lar depression should be treated with antidepressants to re-
duce the risk of suicide attempts or suicide.

Altogether, argument 2 does not concur with the high
frequency of suicidality in bipolar depression and its severe
clinical, psychosocial and often fatal outcome.

Argument 3: The antidepressive efficacy of
antidepressants in bipolar depression is insufficiently
proven

Antidepressants were extensively studied in patients with
unipolar depression and in mixed groups of patients with
unipolar and bipolar disorder during the first few decades
after the introduction of the tricyclic antidepressants. At
that time, the efficacy of antidepressants in episodes of
acute bipolar depression was not generally evaluated sepa-
rately. For a long time it did not seem relevant or necessary
to prove the efficacy of antidepressants in separate samples
of bipolar depression. However, the situation is currently
changing and arguments have been made that this view
possibly does not hold true (Hirschfeld et al. 1994; Sachs
1996) and that the efficacy of antidepressants in bipolar de-
pression has to be questioned. In this context, differences
in the underlying biological processes in unipolar and
bipolar depression should be mentioned (Soares and Mann
1997; Souery et al. 1996).

Proceeding from this position, over the last few decades
bipolar depressive patients were excluded from phase II
and phase III studies testing the efficacy of the newer anti-
depressants, to restrict variance of the efficacy data and to

avoid the risk of switch and rapid cycling phenomena. In
addition, this led to a small number of controlled trials on
antidepressants in samples of acute bipolar depressive pa-
tients (Baumhackl et al. 1989; Cohn et al. 1989; Katz et
al. 1987; Zornberg and Pope Jr 1993).

Apparently, the skeptical view that antidepressants
might not be effective in acute bipolar depression, which
seems to be very extreme, or the position that they might
not be as effective as in unipolar depression, or that the in-
duced risk of switch into mania and rapid cycling might
override the benefits of a good antidepressive response,
which were expressed in this very skeptical and maybe
over-critical tendency especially in the last few years, is not
supported by empirical evidence.

Zornberg and Pope (1993) reviewed seven controlled
studies that examined the efficacy of tricyclic antidepres-
sants in the treatment of bipolar depression. In general, the
data indicate that tricyclic antidepressants are more effec-
tive than placebo for patients with bipolar depression. The
relative efficacy compared to other antidepressants is not
so clearly established. Their efficacy when combined with
lithium or alternatively with mood stabilizers has not been
systematically studied, although this is the manner in
which antidepressants are increasingly used in acute bi-
polar depression. Two controlled studies have tested
monoaminoxidase inhibitors in patients with bipolar de-
pression. One study found the reversible MAOA inhibitor
moclobemide to be equivalent to imipramine in a hetero-
geneous group of depressed patients, including 33 bipolar
patients (Baumhackl et al. 1989). The other study showed
that the classical MAO inhibitor tranylcypromine was sig-
nificantly superior to imipramine in the anergic subtype of
bipolar depression in patients with bipolar I and bipolar II
disorder (Himmelhoch et al. 1991). SSRIs have not been
well studied in a controlled manner in the treatment of
acute bipolar depression. One controlled study found that
fluoxetine was superior to imipramine and placebo in the
treatment of acute bipolar depression (Cohn et al. 1989).
Two clinical trials suggested buproprione as effective in the
treatment of episodes of bipolar depression (Fogelson et
al. 1992; Sachs et al. 1994).

All of these studies have methodological limitations:
most of them were conducted in only a small number of pa-
tients, a placebo control group was rarely used, and the risk
and especially differential risk of a switch into mania was
apparently of greater interest in some of the studies than the
proper evaluation of the antidepressive efficacy. Neverthe-
less, altogether the data appear to support to a certain de-
gree the hypothesis that antidepressants are effective not
only in acute unipolar depression but also in acute bipolar
depression.

It has to be admitted, as already pointed out, that the
database from controlled clinical trials is limited. Never-
theless, it gives no hint that antidepressants might not be ef-
fective in acute bipolar depression. Under this aspect, it
seems questionable whether we really need more formal
studies on the efficacy of classical or new generation anti-
depressants in bipolar disorders, with all the associated
risks for the patients, or whether we should continue to be-



lieve in the traditional hypothesis that a drug which has
shown efficacy in unipolar depression is also effective in
bipolar depression. Based on the theoretical assumption
that most psychoactive drugs are syndrome-orientated in
their efficacy and not cause related, we not only suppose
the efficacy of antidepressants in unipolar as well as in
bipolar functional depression but even in organic depres-
sion. Especially the broad clinical experience from many
years of treatment with antidepressants seems to validate
this approach. Therefore, in the following section our own
study based on controlled clinical experiences in the rou-
tine treatment conditions of a large sample of inpatients,
which definitely shows that acute bipolar depressive pa-
tients respond as well as acute unipolar depressive patients,
will be presented. The results are even more convincing be-
cause, given the fact that the sample was an inpatient sam-
ple, most of the patients suffered from a severe unipolar or
bipolar depression. Thus, we avoided the uncertainty
which is a risk when studying antidepressive efficacy in
mild or moderate depression, where it has been shown that
anxiolytics or other drugs can also turn out as “antidepres-
sants” (Laakman et al. 1986; Laakman et al. 1995; Moller
et al. 1991).

In this study (Moller et al. 1999), the data from 2032 in-
patients with unipolar or bipolar I depression, who had
been consecutively admitted to the Psychiatric University
Hospital, Munich, were compared concerning efficacy of
antidepressants in both groups under naturalistic treatment
conditions. The outcome was assessed by the Global As-
sessment Scale (GAS), the duration of hospitalization, and
the depression, apathy and mania syndrome subscale of a
comprehensive rating instrument, the AMDP system
(AMDP = Association for Methodology and Documenta-
tion in Psychiatry) (AMDP System 1982; Pietzcker et
al. 1983). The study is based on the routine documentation
in the Psychiatric University Hospital in Munich, which
has been performed since the late 1970s and which in-
cludes sociodemographic data, anamnestic data, treatment
and psychopathological data. In those patients with multi-
ple hospitalizations, only the first stay in our hospital was
considered for this study. Due to the fact that the cohort un-
der investigation was treated in the years 1980 to 1992, the
great majority of the patients were treated with tricyclics or
tetracyclics, monoaminoxidase inhibitors were adminis-
tered to a much lesser degree, while SSRIs were seldom
used.

The cohorts of unipolar and bipolar depressive patients
were comparable with respect to psychosocial parameters,
the severity of depression at admission and treatment regi-
mens. At discharge, there were no statistically significant
differences between bipolar I and unipolar depression for
the outcome criteria depressive syndrome, GAS score and
days in hospital. Bipolar patients showed a slightly de-
creased apathy score at discharge, and a slightly elevated
score of the manic syndrome. In addition to the main analy-
sis on the outcome of unipolar and bipolar depressed pa-
tients, several additional analyses were performed:

* Outcome in unipolar and bipolar depressed patients sub-
divided into four year cohorts (1980-1984, 1985-1988,
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1989-1992), reflecting potential changes in treatment reg-
imens.

* Qutcome in unipolar and bipolar depressed patients
grouped for different degrees of severity of depression.

* Outcome in unipolar and bipolar depressed patients for
different age groups.

* QOutcome in unipolar and bipolar depressed patients for
different gender groups.

* Outcome in unipolar and bipolar depressed patients with
and without neuroleptic treatment as add-on to antidepres-
sant treatment.

None of these sub-analyses revealed any significant dif-
ferences between the response of unipolar or bipolar de-
pressed patients, and especially there was no difference be-
tween more or less severely depressed groups of patients.

These results seem to reject the hypothesis that antide-
pressants — in the case of this study predominantly tri-
cyclics — may be less effective in the acute treatment of
bipolar I depressed patients compared to unipolar de-
pressed patients. The large sample size of this study sup-
ports a high validity of this conclusion. This study did not
check for differences in unwanted effects, such as switch-
ing or rapid cycling, which are commonly attributed to the
use of tricyclics antidepressants in bipolar patients. Appar-
ently these unwanted effects, for which data are available
from a subgroup of 158 bipolar I depressed patients (Bott-
lender et al. 1998), did not lead to a prolongation of the av-
erage duration of the hospital stay in the bipolar patients
compared to the unipolar patients.

To summarize, when all the evidence is taken together,
there does not seem to be any question that antidepressants
are effective in acute bipolar I depression, and that appar-
ently the efficacy is equal to the response in unipolar de-
pression. The argument that the antidepressive efficacy of
antidepressants in bipolar depression is insufficiently
proven is apparently a very formalistic argument, which
has its background in the unproven hypothesis that antide-
pressant treatment is disease-specific and must be tested in
each specific disease entity. However, it is much more
likely that antidepressant treatment is syndrome oriented
and that antidepressants are effective in functional depres-
sion of the unipolar or bipolar subtype (as well as in ex-
ogenous depression). An overwhelming amount of clinical
experience seems to confirm this hypothesis.

Apart from this positive statement for the use of antide-
pressants in bipolar depression, it should be considered that
the use of antidepressants has its special limitations in
bipolar depressions in rapid cycling conditions, and also in
mixed mania or mixed depression. In the case of rapid cy-
cling, treatment with an antidepressant should be generally
stopped soon after remission to avoid the induction of fur-
ther rapid cycling. In mixed mania/mixed depression, anti-
depressants have to be avoided because they are contra-in-
dicated in the presence of manic symptoms (Calabrese and
Woyshville 1995; Sachs 1996). In cases of acute bipolar
depression with psychotic symptoms like delusions etc.,
co-medication with a neuroleptic is necessary in most
cases.
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Argument 4: The antidepressive efficacy of mood
stabilizers in bipolar depression is sufficiently proven

Several experts and guidelines recommend mood stabiliz-
ers as the treatment of first choice in acute bipolar depres-
sion (Frances et al. 1996, 1998; Hirschfeld et al. 1994;
Sachs 1996; Yatham et al. 1997). This recommendation has
to be questioned as long as there is no definite proof that
mood stabilizers have antidepressive efficacy in unipolar
and/or bipolar depression, and that this efficacy is compa-
rable to the antidepressive efficacy of traditional or modern
antidepressants.

Traditionally, lithium is the most intensively evaluated
mood stabilizer with respect to antidepressive efficacy (Adli
et al. 1998; Mendels 1976; Souza and Goodwin 1991). In
controlled studies, lithium showed a certain antidepressive
activity. Altogether, the total number of patients included in
these studies is very small. In most studies, no differentia-
tion is made between unipolar and bipolar depression. Sev-
eral of the controlled studies are not randomized, parallel
group studies, but followed cross-over designs with all their
known problems and limitations, including the problem of
hangover and withdrawal phenomena. Most of the random-
ized, parallel group studies compare lithium with a standard
antidepressant, without a placebo arm. The sample size is
extremely low in each of these studies, in general less than
twenty patients per treatment group. The conclusion of
equal efficacy is completely misleading under these condi-
tions, given the fact of an enormous B-error problem. Fur-
thermore, in most of the studies the daily dose of the stan-
dard comparator was inadequate, e.g. 100 mg/day of a
tricyclic or less. Without mentioning the other methodolog-
ical problems from a modern perspective, the essence of
these studies with respect to efficacy is extremely weak, a
critical position which can not even be softened by positive
sounding meta-analytical approaches or review papers.
Lithium seems to have some antidepressive efficacy — for
example, as shown in the very small placebo-controlled
study by Khan et al. (1987) —however, the power strength of
the antidepressive effects compared to antidepressants is
widely unclear but generally the data indicate an inferior ef-
ficacy. In a head-to-head comparison of lithium with
imipramine under controlled treatment conditions, lithium
was inferior to imipramine (Fieve et al. 1968). Many pa-
tients require lithium treatment for 6-8 weeks before a
“full” antidepressive response becomes evident (Zornberg
and Pope Jr 1993). A recent study presented by Nemeroff et
al. (1997), in which the combination of lithium with
placebo, with paroxetine and with imipramine in the treat-
ment of bipolar depression were compared under double-
blind conditions, demonstrated that co-medication with an
antidepressant led to a significantly higher responder rate
compared with monotherapy with lithium. To avoid misun-
derstandings, these statements are only related to the ques-
tion of acute antidepressive effects of lithium and not to the
efficacy of lithium augmentation.

The respective database giving hints of an antidepres-
sive property of carbamazapine is even worse. A meta-

analysis of several open and controlled studies, all of which
had a small sample size and often made no differentiation
between unipolar and bipolar depressives, found a re-
sponse rate of 56 % for depressed patients in open trials and
44 9% for patients in the controlled studies (moderate and
good response) (Post et al. 1997). Apparently, the respon-
der rates between unipolar and bipolar depressive patients
are not different, as demonstrated in the studies of Svestka
et al. (1991) and Dilsaver et al. (1996), for example. In two
double-blind studies (Ballenger and Post 1980; Post et
al. 1986), evidence for a good treatment response was not
found in patients under carbamazepine mono-therapy.

As to valproate, the database is even weaker. In an open
study, Calabrese and Delucchi (1990) found a marked im-
provement in 57 % of the patients. In the study with the
largest sample of 103 patients, however, a moderate im-
provement was only found in 22 % of the patients (Lambert
1984).

With respect to the current methodological standards in
the field of the evaluation of antidepressive efficacy of
mood stabilizers, the placebo-controlled study on lamo-
trigine, involving 195 patients, seems paradigmatic (Ca-
labrese et al. 1999). The study was based on positive find-
ings of some open clinical studies and observations giving
a hint to an antidepressive property of lamotrigine. In this
study, 200 mg lamotrigine per day was compared to 50 mg
lamotrigine per day and to placebo. Lamotrigine 200
mg/day demonstrated antidepressant efficacy on different
outcome parameters like the total score of the Hamilton
Depression Scale (HAM-D), the total score of the Mont-
gomery-Asberg Depression Rating Scale (MADRS), the
score of the item depressive mood of the HAM-D and the
Clinical Global Impressions (CGI) compared to placebo.
Lamotrigine 50 mg/day demonstrated some efficacy com-
pared to placebo but was inferior to the higher dosage of
lamotrigine. Responder rates (CGI) were 51 % in the la-
motrigine 200 mg/day group, 41 % in the 50 mg lamotrig-
ine group and 26 % in the placebo group. These positive
findings need replication, hopefully, in a three-arm study
comparing 200 mg/day lamotrigine with placebo and an
antidepressant, preferentially an SSRI or another modern
antidepressant known for a low switch-rate risk. Under tac-
tical aspects it should be mentioned that lamotrigine must
be increased very slowly, due to its known risk of severe
dermatosis, not reaching the final dose of 200 mg/day be-
fore 6 weeks. This might limit the possibility of inducing
an antidepressive response as soon as possible.

To prove the antidepressive efficacy of lithium or other
mood stabilizers, at least two adequately designed, posi-
tive, double-blind, randomized, parallel group studies in
comparison to placebo are necessary. In trials comparing a
mood stabilizer to standard antidepressants, the B-error
problem has to be considered very carefully before the con-
clusion of equal efficacy can be made. The antidepressive
property of mood stabilizers has to be proven in severe de-
pression before a final judgement on the antidepressive ef-
ficacy can be made (Laakman et al. 1986; Montgomery and
Lecrubier 1999; Moller 1992b).

To summarize: overall the antidepressive efficacy of



mood stabilizers is not well proven, at least not following
the same methodological standards as are commonly used
for establishing the efficacy of antidepressants. Although
there are some hints for an antidepressive efficacy of mood
stabilizers, especially for lithium, and also for lamotrigine,
the question remains open whether this antidepressive effi-
cacy is comparable to that of antidepressants. There are at
least some data showing a lower efficacy of lithium com-
pared to antidepressants or the co-medication of lithium
with antidepressants. Especially this question needs further
evaluation before a final conclusion can be drawn whether
antidepressants should be replaced by lithium or other
mood stabilizers generally, or under certain conditions, in
the treatment of acute bipolar depressions. Of course, the
tolerability of traditional and modern antidepressants com-
pared to the recommended mood stabilizers also has to be
taken into consideration. Some of the mood stabilizers
have an unfavorable side-effect profile, at least compared
to modern antidepressants.

In all, argument 4, that the antidepressive efficacy of
mood stabilizers in bipolar depression is sufficiently
proven, must be rejected.

Discussion

As shown in this critical review, the risk of mania and risk
of rapid cycling induced by antidepressants has been over-
estimated in comparison to the risk of suicidal behavior. Of
course, it is difficult to make the right decision between
Scylla and Charybdis. Nevertheless, suicidality seems to
be the more critical outcome. Coming from this position
the question has to be posed: Have we lost a well-balanced
view concerning the use of antidepressants in acute bipolar
depression?

The general need of antidepressant treatment in bipolar
depression, at least in moderate and severe cases, has to be
stressed in this context to avoid the risk of suicidal behav-
ior and chronic depression (Hlastala et al. 1997). To date,
there are no data available which show comparable efficacy
of drugs other than antidepressants in acute bipolar de-
pressive patients. The opposite is true — most of the mood
stabilizers have not been investigated in an adequate way,
i.e., in double-blind, randomized, parallel group studies in
comparison to placebo and/or standard antidepressants in
acute unipolar or bipolar depression, and the evidence of
antidepressive efficacy is generally weak.

Most experts’ recommendations and guidelines differ-
entiate between different classes of antidepressants con-
cerning the risk of inducing mania. There seems a broad
consensus that SSRIs, and possibly other modern antide-
pressants, have a much lower risk than the tricyclics, pos-
sibly close to that of placebo. If this holds true, is it really
acceptable that the treatment recommendations are so re-
strictive concerning the use of modern antidepressants as
mentioned above? As recommended in some of the guide-
lines, the SSRIs or possibly other modern antidepressants,
should be the first choice in the treatment of acute bipolar
depression.
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In spite of the lack of evidence of efficacy, some mod-
ern treatment guidelines define mood stabilizers as the first
line treatment in acute bipolar depression. It should be gen-
erally considered that mood stabilizers are neither licensed
by the US-American nor by the European drug authorities
for the indication acute bipolar depression. Under this as-
pect, the recommendation of mood stabilizers in acute
bipolar depression is quite an unusual situation, meaning,
among other things, that these treatment guidelines might
be very premature and not covered by the official regula-
tions of the drug authorities, and therefore have a risk of in-
surance problems, among others, for example, if a patient
suffering from an acute bipolar depression commits suicide
without having had the chance to receive proper treatment
with antidepressants. All experts and consensus groups
should take this aspect into serious consideration.

The recommendation that antidepressants should be
used in co-medication with a mood stabilizer, common in
most of the recommendations and guideline papers, seems
plausible and clinically meaningful. However, as de-
scribed before, the databases for this recommendation
need additional studies. Of greatest importance is the
question when the antidepressant should be withdrawn. In
some of the guidelines, there is the tendency to withdraw
the antidepressant as soon as possible, e.g., after 6-12
weeks (Sachs 1996). This proposal is in contrast to the
convention — accepted up to now at least for the treatment
of unipolar depression — that a continuation therapy of 6,
or better 12 months is necessary to avoid early relapse. Ap-
parently, the divergent recommendation for bipolar disor-
ders is again based on an over-consideration of the risk of
inducing mania compared to the risk of inducing relapse,
and on the other side on the assumption, which is not
proven at all, that a mood stabilizer might be effective
enough in the continuation phase to avoid early relapse of
depression. A more classical and possibly more effective
approach would be to continue the co-medication of a
mood stabilizer and an antidepressant for at least 6-12
months, with the exception of rapid cycling patients. Al-
though this strategy has not been tested sufficiently, at
least the available data seem to give the impression that
the risk of inducing mania is markedly reduced by this co-
medication with lithium.
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