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Dr. Calabrese began the meeting by saying that in the management
of bipolar disorder the guidelines available for treating mania are fairly
standard worldwide. However, the guidelines for treating bipolar de-
pression vary, sometimes substantially, from country to country. There-
fore, the primary aim of the consensus group was to discuss the treat-
ment of bipolar | depression across different countries and develop a
consensus on international treatment guidelines for this phase of the
illness. The group sought to formul ate its recommendations on the basis
of the available clinical evidence, rather than relying on expert opinion
as is the case with some guidelines, given the numerous agents being
studied for bipolar depression in well-designed clinical trials.

Barriers to Effective Treatment for Bipolar I Depression

Unrecognized Bipolar I Depression

During their discussion, the group
recognized several impediments to
effective treatment for bipolar | de-
pression and to the adoption of treat-
ment guidelines. One reason patients
with bipolar | depression do not get
effective careisthat this diagnosis has
long been overlooked. In the study of
bipolar disorder, maniaappearsto have
received more attention, so that, ac-
cording to Dr. Kasper, only now is
bipolar depression emerging asan area
of interest. Consequently, clinicians
tend to recognize mania more readily
than bipolar depression. Drs. Young
and Tajimasaid that in their respective
countries, Britain and Japan, bipolar
depression is generally underdiag-
nosed or misdiagnosed as unipolar de-
pression. In Japan, psychiatrists typi-
cally concentrate on the prevention of
mania, mixed mania, or manic relapse,
which means treatments for mania
have recently dominated the market
there.

Antidepressant Therapy
in Bipolar I Depression

Since manic episodes have been
most often studied in bipolar disorder,
recognition and treatment of depressive
episodes has lagged behind. As Dr.
Y atham pointed out, the advances in
treatment for bipolar depression have
been fairly recent, which meant that,
until a few years ago, little evidence
existed about what agents would treat
bipolar depression. Therefore, clinicians
treated depressive symptoms with what
they knew worked—antidepressants—
giving little consideration as to whether
the depression was unipolar or bipolar.
Although medications to treat specifi-
cally bipolar depression are today more
readily available, antidepressant mono-
therapy, according to the consensus
group, continues to be the most com-
mon treatment for bipolar | depression
in their respective countries, despite
little to no clinical evidence proving
its efficacy asatreatment. For example,
in a survey completed by over 3000
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Table 1. Blinded, Controlled Trials of Long-Term Antidepressant Treatment in Bipolar I Disorder*

Study N Treatments

Duration (mo) Outcome

Results

Prien et al, 1973? 44

Wehr and Goodwin, 5 LivsLi+DMI
1979°
Quitkinet al, 1981* 75 LivsLi+ IMI

Prien et al, 1984° 117

Sachs et al, 1994° 15

Li vs IMI vs PBO

Li vsLi + IMI vsIMI

Li + BUP vsLi + DMI

Upto 24 Hospitalized or new treatment
27 (mean) Nurse ratings

19 (mean) RDC episodes

Upto 24 RDC episodes

Upto 12 DSM-I111-R episodes

Depression: Li > IMI = PBO
Depression: Li + DMI > Li
Switch and cycling rate:

Li + DMI >> Li
Depression: Li =Li + M|
Mania: Li + IMI > Li (women)
Depression: Li =Li + IMI =Ml
Mania: Li = Li + IMI > IMI
Depression: Li + BUP=Li + DMI
Mania: Li + BUP>Li + DMI

2Adapted with permission from Ghaemi et al.*

Abbreviations: BUP = bupropion, DMI = desipramine HCI, IMI = imipramine HCI, Li = lithium carbonate, PBO = placebo, RDC = Research Diagnostic Criteria.
Symbols: > = more effective than, >> = much more effective than.

Table 2. Commonly Held Misbeliefs About Bipolar Depression Treatment Not

Supported by Research Evidence

augmentation if manic symptoms appear

than a mood stabilizer alone

Bipolar disorder is not alifelong illness, so treatment of only acute episodes is necessary
Antidepressant monotherapy should be first-line treatment, with mood stabilizer

An antidepressant—-mood stabilizer combination has a more rapid onset of action

Recent episode frequency is not important in treatment selection

individuals in the United States, anti-
depressant monotherapy was the most
frequently received treatment as re-
ported by people who screened positive
for bipolar disorder according to the
Mood Disorder Questionnaire (M. A.
Frye, M.D., JR.C., M. Reed, Ph.D., et
al., manuscript submitted).

In areview of the literature on long-
term antidepressant treatment in bipolar
disorder, Ghaemi et al.* found studiesin
this treatment area to be sparse—only 5
blinded, long-term controlled trial s in
bipolar | patients—and to offer inad-
equate support for the efficacy of anti-
depressant treatments (Table 1). Rather,
what the available data did support was
that antidepressants, either alone or in
combination with lithium, may induce
mania or rapid cycling. A more recent
study by Gyulai et al.” adds weight to
this review by providing randomized,
blinded maintenance data that indicate
not only is antidepressant monotherapy
significantly less effective in prevent-
ing breakthrough depression in bipolar
disorder than an antidepressant—mood
stabilizer combination (p=.003), but
antidepressant monotherapy also wors-
ensthe overall course of theillness.

Many treatment guidelines, like
those of the American Psychiatric
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Association,® recommend avoiding an-
tidepressant monotherapy for bipolar
depression, but the frequent use of
these treatments indi cates a disconnect
between guidelines and clinical prac-
tice. Dr. Yatham proposed that clini-
cians may be more comfortable pre-
scribing antidepressants because,
historically, these were the available
drugs. Dr. Vieta added that patients
themselves may al so be another reason
for the popular use of antidepressants
in bipolar depression. The patients may
have been previously treated with anti-
depressants because they were misdi-
agnosed and/or they may have experi-
enced a switch to mania or hypomania
and found it pleasant. Therefore, some
doctorsmay feel pressure from patients
to treat them with antidepressants. Dr.
Yatham suggested that if warnings
about antidepressants in bipolar disor-
der are repeated often, clinicians will
use more appropriate treatments. He
cited theincreased use of atypical anti-
psychotic monotherapy for acute ma-
niain bipolar patients as an exampl e of
clinical evidence changing treatment
practices. whereas atypical antipsy-
chotic monotherapy for bipolar pa-
tientswas once unthinkable in Canada,
now, with the availability of long-term

data, clinicians are beginning to use
this drug class as monotherapy.

Misbeliefs About Bipolar I
Depression Treatment

In addition to the misconception
that antidepressant monotherapy
should be afirst-line treatment for bi-
polar | depression, the group identified
other commonly held misbeliefs about
bipolar depression treatment that have
little research evidenceto support them
(Table 2).

The group agreed that bipolar dis-
order is a chronic illness that requires
lifelong treatment, i.e., clinicians need
to treat the disease and not just the
presenting episode. The whole ill-
ness—rather than simply acute manic
or depressive episodes—must be con-
sidered to ensure success when mak-
ing treatment decisions. Dr. Vieta
offered that the acute episode must be
treated while weighing the long-term
treatment outcome, and Dr. Young
added that in practice clinicians often
continuethe acute treatment for amini-
mum of 6 months after the symptoms
have resolved. Dr. Yatham suggested
that although the growing recognition
that bipolar disorder is a chronic ill-
ness should facilitate the use of medi-
cation with documented long-term ef-
ficacy, asking physiciansto look at the
efficacy of both acute and long-term
treatments will require a paradigm
shift. The group concluded that both
acute and long-term safety and effi-
cacy data should be considered when
selecting first-line treatments for bi-
polar depression.

J Clin Psychiatry 65:4, April 2004



ACADEMIC HIGHLIGHTS

Figure 1. International Consensus Guidelines on the Treatment of Bipolar I Depression®

On the basis of randomized, placebo-controlled, acute and long-term data, which compounds
should be used as first-line treatments in the management of bipolar depression?*

Lithium or lamotrigine (category 1 evidenceP), olanzapine or olanzapine/fluoxetine
combination (category 2 evidenceC)

Nonresponse with

depressive symptoms

| Nonrapid cycling | | Rapid cycling

| | Psychotic |

Breakthrough mania

Response

Optimize first-line Combine 2 first-line
treatment treatments

Combine 2 first-line Add valproate
treatments Add olanzapine

Add olanzapine or
olanzapine/fluoxetine
combination or
electroconvulsive

Add an antidepressant
(avoid tricyclics and
monoamine oxidase
inhibitors)

therapy

evidenced)

Optimize first-line treatment

Consider adding lithium
(category 1 evidenceP);
olanzapine, valproate,
risperidone, quetiapine,
aripiprazole, or ziprasidone
(category 2 evidence®);
or clozapine (category 3

Continue long-term treatment

depression.

*Treatment guidelines in which no categories of evidence are given are not supported by category level evidence.

“Category 1 evidence = randomized placebo-controlled trial(s) in treatment of acute bipolar depression (or breakthrough mania) and long-term treatment for both
poles of illness in both recently depressed and recently manic patients.
“Category 2 evidence = randomized placebo-controlled trial(s) in acute phase for which patient is being treated or randomized placebo-controlled trial(s) in long-
term treatment from 1 pole of illness that suggest no mood destabilization.

dCategory 3 evidence = randomized controlled trial(s) in any phase of bipolar disorder treatment.
*The authors reached the consensus that the presence of long-term safety and efficacy data should impact medication selection for the acute treatment of bipolar

Developing Treatment
Guidelines

The group decided to prioritize its
treatment recommendations on the
basis of clinical evidence (Figure 1).
Therefore, agents meeting category 1
evidence had to have randomized
placebo-controlled trial(s) in the treat-
ment of acute bipolar depression (or
breakthrough mania) and in the long-
term treatment for both poles of illness
in both recently depressed and recently
manic patients. Agents meeting cat-
egory 2 evidence had to have random-
ized placebo-controlled tria(s) in the
acute phase for which the patient is
being treated or randomized placebo-
controlled trial(s) in the long-term
treatment from 1 pole of illness that
suggest no mood destabilization. Fi-
nally, agents meeting category 3 evi-
dence had to have randomized con-
trolled trial(s) in any phase of bipolar
disorder treatment.
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First-Line Treatments for the Management

of Bipolar I Depression

Lithium

The group acknowledged that al-
though many of the studies of lithium
in bipolar | depression were poorly
designed crossover trials, the number
of studies that found lithium to be ef-
fective for bipolar depression is too
great to ignore. The group’ s consensus
about lithium is echoed in a review
by Zornberg and Pope® on the use of
lithium in acute bipolar depression.
These authors concluded that, despite
methodol ogic limitations, the research
supported the efficacy of lithium over
placebo in the treatment of bipolar
depression.

A common study practice in early
acute research was to compare acute
lithium response in patients with bi-
polar depression with lithium response
in patients with unipolar depression.
Goodwin et al.* identified depressed

patients as bipolar (either | or II,
N =40) or unipolar (N = 12) and gave
them lithium for at least 2 weeks fol-
lowed by placebo for at least 6 days.
The outcome measure was the mean
depression rating for the 4 days prior to
theinitiation of lithium treatment com-
pared with the mean depression rating
for the last 4 days of lithium treatment.
Of the patients who responded to lith-
ium, 40% had a complete remission of
symptoms. The difference between the
bipolar patients and unipolar patients
who had some symptom improvement
with lithium treatment was statistically
significant (p < .02) (80% versus 33%,
respectively).

Later, Mendels, " inareview of lith-
ium as adepression treatment, reported
the results of his study of lithiumin 21
moderately-to-severely depressed hos-
pitalized patients (N = 13 for bipolar
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Figure 2. Bipolar Patients With
Affective Episodes After Acute or
Prophylactic Treatment With Lithium,
Imipramine, or Placebo®

807 mLithium
§ 704 Olimipramine
- g— 60- OPlacebo
%8 504
%LE 40
&2 307
D'E 20+
< 107
0_
1to4 mo 5to 24 mo

3Data from Prien et a.? For 1 to 4 months, N = 18
for lithium, N = 13 for imipramine, and N = 13
for placebo. For 5 to 24 months, N = 17 for
lithium, N = 9 for imipramine, and N = 9 for
placebo.

and N =8 for unipolar). Placebo was
given to the patients for 7 to 15 days;
lithium was then titrated to optimal or
maximum doses, which were main-
tained for 21 days. After the lithium
treatment, patients were again given
placebo for 7 to 22 days. Outcome
measures were symptom relief that re-
quired no treatment other than lithium
and areturn to premorbid functioning,
aswell as several rating scales. Of the
13 patients who improved, 9 were bi-
polar and 4 were unipolar. From this
group of responders, 6 with bipolar de-
pression and 1 with unipolar depres-
sion relapsed during placebo treatment.
Dr. Young pointed out that a similar
relapse outcome had been reported™
after discontinuation of lithium for
mania and warned that abrupt discon-
tinuation of lithium, especially after
acute treatment, may make patients
symptoms worse than if they had no
treatment at all.

The prophylactic efficacy of lith-
ium in recently depressed bipolar pa-
tients has been reported by Prien et al.2
Patients (N = 122) were admitted to the
study after being hospitalized for an
acute depressive episode and were di-
agnosed as bipolar or unipolar on the
basis of a history of mania. They were
randomly assigned to receive lithium
(median dose = 1250 mg/day), imipra-
mine (median dose = 125 mg/day), or
placebo and were scheduled to receive
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this treatment for 2 years. The authors
analyzed the episodes that occurred in
thefirst 4 months of prophylactic treat-
ment, which may have been relapse
episodes, separately from the episodes
that occurred in the remaining 20
months of treatment; in general, how-
ever, the number of episodes did not
substantially differ acrosstime.
Throughout the study,? lithium was
significantly more effective than the
other treatments in the prevention of
depressive or manic episodesin bipolar
patients (Figure 2). Further, of the bi-
polar patients who actually completed
the study, 9 taking lithium remained
episode-freefor theentire 2 years, com-
pared with 2 taking imipramine and 1
taking placebo who remained episode-
free. In the last 20 months, among
bipolar patients treated with lithium,
12% experienced depressive episodes
and 12% had manic episodes. During
this same period, depressive episodes
occurred in none of the imipramine-
treated bipolar patients and 55% of the
placebo-treated patients, while manic
episodesoccurred in 67% intheimipra-
mine group and 33% of the placebo

group.

Lamotrigine

In adouble-blind placebo-controlled
trial, Calabrese and colleagues® stud-
ied the efficacy of lamotrigine in the
acute treatment of bipolar | depression.
Patients (N = 195) who were diagnosed
with DSM-IV bipolar | disorder and
were experiencing a major depressive
episode lasting from 2 weeks to 12
months were randomly assigned to la-
motrigine, 50 or 200 mg/day, or pla-
cebo for 7 weeks. Outcome measures
included the Hamilton Rating Scale for
Depression (HAM-D), Montgomery-
Asberg Depression Rating Scale
(MADRYS), and Clinical Global Impres-
sions scales for Severity (CGI-S) and
Improvement (CGI-1). Lamotriginewas
significantly more effective than pla-
cebo on most, but not all, outcome mea-
sures. Patients receiving 200 mg daily
exhibited significant improvement on
al efficacy endpoints using both LOCF
and observed case analyses, except

the LOCF analysis of the 17-item
HAM-D and both analyses of the 31-
item HAM-D total score. Over 50% of
patients given 200 mg daily met re-
sponse criteriaon the 17-item HAM-D,
MADRS, and CGI-I. For MADRS and
CGl-I, this rate of improvement was
significantly higher and nearly twice
that observed for those given placebo.
Compared with the lamotrigine 200-
mg/day group, the lamotrigine 50-mg/
day group showed significant efficacy
on fewer measures and the proportion
of responderswas somewhat lower. As
early asweek 3, lamotrigine-treated pa-
tients, who were all given < 50 mg/day
for the first 3 weeks, showed signifi-
cant improvement (p<.05) on the
HAM-D Item 1, MADRS, CGI-S, and
CGil-I. These results demonstrated the
efficacy of lamotrigine for the treat-
ment of acute bipolar | depression.

After an 8- to 16-week open-label
trial with lamotrigine, patientswho met
DSM-IV criteria for bipolar | disorder
and who were recently depressed were
randomly assigned to lamotrigine (50,
200, or 400 mg/day; N = 221), lithium
(titrated to serum levels of 0.8-1.1
mEg/L; N = 121), or placebo (N = 121)
monotherapy for up to 18 months of
maintenance treatment.™* Timeto inter-
vention (e.g., pharmacotherapy or elec-
troconvulsive therapy [ECT]) for any
mood episode was the primary outcome
measure. At 1 year, almost 60% of pa-
tientstreated with 200 mg/day of lamo-
trigine were intervention-free for de-
pressive episodes compared with 45%
of patients treated with placebo (Table
3). Overall, lamotrigine was more ef-
fective at delaying intervention for de-
pressive episodes than placebo, while
lithium was more effective at delaying
intervention for manic episodes than
placebo. The same results were ob-
served in a separate study™ of similar
design in which bipolar | patients who
were recently manic or hypomanic
were assigned to lamotrigine (100400
mg/day, N = 59), lithium (titrated to se-
rum levels of 0.8-1.1 mEg/L, N = 46),
or placebo (N =70) monotherapy
for up to 18 months of maintenance
treatment.

J Clin Psychiatry 65:4, April 2004
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Table 3. Survival Data for Recently Depressed Bipolar I Disorder Patients Treated

With Placebo, Lithium, or Lamotrigine®

1 Year, 95%

Number Intervention-  Confidence p Vaue
Intervention for Depression of Events Free Rate (%) Interval vs Placebo”
Placebo (N = 119) 47 45 32, 57 N/A
Lithium (N = 120) 46 46 35, 58 .209
Lamotrigine 50 mg/d (N = 50) 20 49 33, 66 413
Lamotrigine 200 mg/d (N = 120) 40 58 48, 69 .028
Lamotrigine 400 mg/d (N = 45) 17 54 36, 71 .533
3Adapted with permission from Calabrese et al.*
"Difference in survival distributions between treatments tested using a log-rank test.
Abbreviation: N/A = not applicable.

Figure 3. Mean Change in
Montgomery-Asberg Depression
Rating Scale (MADRS) Total Scores
for Patients Treated With Placebo,
Olanzapine, or Olanzapine/Fluoxetine
Combination for 8 Weeks®

0 M Placebo Group (N = 355)

@ Olanzapine Group (N =351)

A Olanzapine/Fluoxetine Group
(N=82)

—54

-104

—15+

Change in MADRS Total Score, Mean

Week

*Reprinted with permission from Tohen et al.*®
Randomized patients with insufficient
postbaseline visits were not included in this
analysis. The change in MADRS scores of
patients treated with the active agents was
significantly greater than that of patients taking
placebo throughout the 8 weeks (p < .001). The
change in MADRS scores of patients treated
with olanzapine/fluoxetine combination was
significantly greater than that of patients taking
olanzapine in the final 4 weeks of the study
(p<.02).

Olanzapine and Olanzapine/
Fluoxetine Combination

Evidence from arecently published
randomized placebo-controlled 8-
week trial™® showed that olanzapine
and the olanzapine/fluoxetine combi-
nation were effective treatments for
bipolar | depression. Patients meeting
DSM-IV criteria for bipolar | depres-
sion, who a'so had a score of at least
20 onthe MADRS, were randomly as-
signed to placebo (N =377); 5 to 20
mg/day of olanzapine (N = 370); or 6
and 25, 6 and 50, or 12 and 50 mg/day

J Clin Psychiatry 65:4, April 2004

of olanzapine/fluoxetine combination
(N =86). Throughout the study, olan-
zapine and olanzapine/fluoxetine com-
bination were statistically superior
to placebo in the treatment of depres-
sive symptoms (p < .001) (Figure 3). At
week 8, MADRS scores had dropped
15 pointsfrom baseline for patients tak-
ing olanzapine and 18.5 points for pa-
tients taking olanzapine/fluoxetine
combination but only 11.9 points for
patientstaking placebo. The olanzapine/
fluoxetine combination-treated group
had statistically significantly higher
rates of response and remission than the
olanzapine-treated and placebo-treated
groups, while the olanzapine-treated
group had statistically significantly
higher rates of response and remission
than the placebo-treated group. The
rates of treatment-emergent maniawere
low for all 3 treatment groups.

Although double-blind evidence is
not yet available for the effectiveness
of olanzapine and the olanzapine/
fluoxetine combination as maintenance
treatments for bipolar | depression,
open-label data'’ are promising. Pa-
tients (N = 192) with bipolar depression
in remission after 8 weeks of random-
ized, double-blind treatment with olan-
zapine, olanzapine/fluoxetine combina-
tion, or placebo were switched from
their acute treatment to olanzapine. If
necessary, patients were then switched
to olanzapine/fluoxetine combination
after 1 week of olanzapine therapy. Ap-
proximately 60% of patients remained
in remission over the 6-month mainte-
nance period, but to which treatment
group most of these patients belonged
was not reported.

Treatment Nonresponse
With Depressive Symptoms

Nonrapid Cycling

The group agreed that optimizing
treatment should beclinicians' first re-
sponse for patients with bipolar | de-
pression who have not responded to
treatment and have nonrapid cycling.
Optimization includes ensuring that
the patient has received an adequate
dose of the agent for an adequate pe-
riod of time. If dose and duration ap-
pear to be acceptable, clinicians should
query patients about compliance,
checking serum drug levels if needed.
Clinicians may also find it necessary
to treat any comorbid conditions and
look for psychosocial or personality
problems.

If optimization is unsuccessful, the
group recommended combining 2 first-
line treatments for bipolar patients
with nonrapid cycling, athough they
acknowledged that to date there is
no category 1 or 2 evidence to support
the recommendation. The other option
when optimization fails is to add an
antidepressant. The group discussed
which antidepressants are most likely
to cause manic switches and deter-
mined that the available evidence sug-
gests tricyclic antidepressants (TCAS)
and monoamine oxidase inhibitors
(MAOQIs) are most known to induce
mania. For example, Peet™® pooled data
to compare the rate of manic switches
in bipolar patients treated with selec-
tive serotonin reuptake inhibitors
(SSRIs) with therate of patientstreated
with TCAsor placebo. The switch rate
was about the samefor patients treated
with SSRIs or placebo, but the differ-
ence in the switch rates for patients
treated with SSRIs or TCAs was sta-
tistically significant, with the percent
who switched being 3.7% for SSRIs
and 11.2% for TCAs. Inalater review,
Peet and Peters" indicated MAOIs
were also known to induce mania in
bipolar patients. In their review of the
literature, Wehr and Goodwin?
reached a similar conclusion about
maniainduced by TCAsand MAOQIs.
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Of relevanceto the treatment option
of adding an antidepressant to a first-
line treatment, the group concurred,
wasarecent article by Altshuler et al 2
on the frequency of depressive relapse
in a highly enriched sample of bipolar
patients who were selected for re-
sponse and toleration of antidepressant
treatment and then who did or did not
stop taking the antidepressant. In the
study, bipolar patients (N = 84) whose
depression remitted after an antide-
pressant (e.g., SSRI, bupropion, venla-
faxine, TCA, or MAOI) wasadded to a
mood stabilizer were followed for 1
year. During the follow-up period,
70% of patients who stopped antide-
pressant treatment within 6 months of
remitting experienced a depressive re-
lapse compared with only 24% of pa-
tients who continued to take anti-
depressants throughout the year after
remission. On the basis of these re-
sults, Altshuler et a. concluded that, in
those patients who respond to and tol-
erate antidepressant treatment, con-
tinuing antidepressant treatment for at
least a year after remission from a de-
pressive episode may decreasethelike-
lihood of future depressive episodes.
However, none of the patients with a
recent history of rapid cycling re-
sponded to treatment with antidepres-
sants (L. L. Altshuler, M.D.; JR.C,,
oral communication).

Rapid Cycling

Since the DSM-1V was published,
rapid cycling has been recognized as a
distinct course modifier for bipolar dis-
order, but most of the group members
opined that rapid cycling continues to
be unrecognized by many clinicians as
a serious issue that could affect treat-
ment selection. Clinicians may not ask
their patients about episode frequency
because they do not consider it an im-
portant factor in the management of
bipolar disorder (see Table 2).

At one time, rapid cycling was
thought to be a specific predictor of
nonresponse to treatment, but recent
evidence suggeststhat thisillness vari-
ant is actually a nonspecific predictor
of severity of illness.? Therefore, for
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patients who are not responding to
treatment and have rapid cycling, the
group recommended combining 2 first-
line treatments.

To test the hypothesis that rapid cy-
cling was a predictor of nonresponse
to lithium and positive response to di-
valproex, Calabrese and colleagues®
conducted a randomized controlled
long-term maintenance trial. A 20-
month, double-blind, parallel group
comparison was carried out in recently
hypomanic/manic outpatients who ex-
perienced a persistent bimodal re-
sponse to combined treatment with
lithium and divalproex. Sixty patients
were to be randomized to either lith-
ium or divalproex monotherapy in a
balanced design after stratifying for bi-
polar type | and Il. The rate of relapse
into depression was 34% with lithium
and 29% with divalproex. The rate
of relapse into hypomania/mania was
22% for both lithium and dival proex.
The hypothesis that divalproex mono-
therapy is more effective than lithium
monotherapy in thelong-term manage-
ment of rapid cycling bipolar disorder
was not supported by these data. The
findings raise concerns that lithium
may currently be underutilized as a
treatment for rapid cycling bipolar
disorder and underscore the impor-
tance of combination therapy (lithium
plus divalproex) in this subgroup of
treatment-refractory patients.

A double-blind placebo-controlled
prophylaxis trial* examined the effi-
cacy of lamotrigine in patients with
rapid cycling bipolar | or Il disorder.
Of the 60 patients stable for 6 months
of treatment, 41% (37/90) were treated
with lamotrigine monotherapy and
26% (23/87) weretreated with placebo,
which was a statistically significant
difference. However, the difference
between placebo and lamotrigine was
not significant for bipolar | patients.

In astudy by Sanger et al.% olanza-
pine and placebo were given to pa-
tients (N = 45) with a history of rapid
cycling for 3 weeks. The manic symp-
toms of the patients were reduced from
moderate-to-severe to mild levelswith
olanzapine therapy but not with pla-

cebo, whereas olanzapine and placebo
reduced depressive symptoms at a
similar rate. A long-term study® of
olanzapine as adjunctive therapy to
mood stabilizers, which included pa-
tients with rapid cycling, found statis-
tically significant reductions in manic
and depressive symptoms. Finaly, in
the trial®® of olanzapine and olanza-
pine/fluoxetine combination in acute
depression, 37% of the patients had
rapid cycling, but the effect of the treat-
ments on these patients was not explic-
itly discussed.

The group aso proposed valproate
as being beneficial for patients with
rapid cycling. A prospective, open-
label, long-term trial* found that acute
and prophylactic responses with val-
proate were most notable for patients
with mania and mixed states. In a re-
cent maintenance study® comparing
lithium with dival proex, approximately
half of patients were stabilized with
treatment.

As many of these studies show,
manic symptoms are more likely to
respond to treatment than depressive
symptoms in bipolar patients with
rapid cycling. In fact, for many pa-
tients with rapid cycling, depression
tends to be the most prominent pole.?®
Thus, clinicians may find themselves
faced with patients who are taking 2 or
3 of the recommended agents and till
have depressive symptoms. The group
agreed that when confronted with such
patients, clinicians could consider aug-
menting with an antidepressant (e.g.,
an SSRI) as alast resort.

Psychosis

The group accorded that for patients
who continue to have depressive symp-
toms and are psychotic, clinicians
should consider adding olanzapine,
olanzapine/fluoxetine combination, or
ECT. Narendran et a.° reported that 3
of 4 patients with psychotic bipolar
depression were much or very much
improved after at least 3 months of
olanzapine augmentation. Further, data
from 2 double-blind placebo controlled
olanzapine trials were pooled by
Baldessarini and colleagues® to test
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for differences among patient sub-
groups, which included patients with
psychotic features. Although the trials
analyzed were for the effectiveness of
olanzapine in acute mania, the pooled
data validated the efficacy of olanza-
pine over placebo for improving de-
pressive and psychotic features associ-
ated with mania. If properly studied,
other atypical antipsychotics are likely
to exhibit efficacy in patients with bi-
polar depression with psychosis as
well. In the trial®® of olanzapine and
olanzapine/fluoxetine combination in
the acute treatment of bipolar | depres-
sion, 12.5% of the patients had psy-
chotic features, although the effect of
the treatments on these patients was
not explicitly discussed. ECT has been
found to be efficacious for patients
with bipolar depression resistant to
treatment.®* Additionally, after review-
ing the literature on the treatment of
acute bipolar depression, Srisurapanont
et al.*? recommended ECT asapromis-
ing treatment for bipolar patients, es-
pecially for those patients who are psy-
chotic or treatment resistent.

The group emphasized that these
suggestions are not sequential and that
clinicians may find it necessary to use
one treatment in favor of another
depending on patient symptoms and
severity of symptoms. Members la-
mented the lack of data on effective
treatment in patients with mood-
congruent versus mood-incongruent
psychosis.

Breakthrough Mania

For patientswith bipolar depression
who experience breakthrough mania,
the group offered that clinicians should
initially optimize whatever first-line
treatment patients are taking. The
members suggested that if the mania
continued after optimization, several
agents with varying categories of evi-
dence are available to treat the break-
through symptoms. Again, the group
believed long-term studies in recently
depressed patients were necessary for
drugs to be classified as category 1.
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Category 1 Evidence

The medication with category 1
evidence for treating maniaislithium.
Asdemonstrated earlier, thisagent has
been found to be an efficacious treat-
ment for acute and long-term bipolar
depression.?** Lithium also has
proven efficacy in breakthrough ma-
nia as well as the long-term treatment
of mania.

Because lithium is a standard treat-
ment for mania, in most breakthrough
mania trials, lithium is the baseline
medication rather than the augment-
ing agent. However, in a 3-week ran-
domized placebo-controlled trial by
Chou et a.,* lithium was added to
haloperidol. Patients (N = 63) with
acute bipolar mania were randomly
assigned to a high (25 mg/day) or low
(5 mg/day) dose of haloperidol that
was augmented with placebo, standard
lithium treatment, or 4 mg/day of lora-
zepam. Patients who received low-
dose haloperidol and lithium were
markedly improved compared with
patients who received low-dose halo-
peridol and placebo. These outcomes
led the study’s authors to conclude
that lithium augmentation enhanced
antipsychotic treatment for acute
mania.

A long-term trial® compared lith-
ium and carbamazepine monotherapy
with the combination of the 2 agents.
Lithium and the combination were
found to be substantially more effec-
tive at preventing mania than carba-
mazepine, with approximately one
third of patients in the combination
group experiencing no mania. For pa-
tientswith rapid cycling, the combina-
tion was significantly (p < .05) more
effective than either monotherapy.

There is reason to believe that
long-term studies of lithium mono-
therapy also add support for itsuse in
breakthrough mania. Prien et al.* con-
ducted a 2-year randomized placebo-
controlled trial of lithium prophylaxis
in 205 bipolar patients who had been
recently hospitalized for mania. Of the
patientstreated with lithium (N = 101,
median dose = 1000 mg/day), 57% did
not relapse during the treatment pe-
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Figure 4. Treatment Qutcome for
Recently Manic Bipolar I Patients After
Prophylactic Treatment With Lithium
or Placebo®

807 mLithium (N=101)
70- EPlacebo (N=104)
60
50+
40+
30
20
10+
O_ _—

Patients, %

> » N
& S ey
& Sy " S
Qg} FF Qez
K S

®Data from Prien et a.*

*Patients with at least 1 moderate relapse but no
severe relapse.

**Patients with at least 1 severe relapse.

riod compared with only 19% of the
placebo patients (Figure 4). Severe re-
lapses were reported in 67% of the
placebo group and 31% of the lithium
group, which was a significant differ-
ence (p <.001). Manic relapses were
the most common type of relapse in
both treatment groups. The outcomes
of this study led the authors to con-
clude that lithium was effective and
safe for preventing relapse in bipolar
patients.

More recent research by Bowden
and colleagues™ confirmed these ear-
lier lithium findings. In a placebo-
controlled long-term trial comparing
lithium with lamotrigine in recently
manic or hypomanic patients, lithium
prevented the relapse or recurrence of
manic, hypomanic, or mixed episodes
statistically significantly better than
placebo.

Category 2 Evidence

The group allowed that several
atypical antipsychotics (Table 4) and
valproate should be considered as cat-
egory 2 evidence add-on agents in
breakthrough mania since each has
proven efficacy in mania.

Olanzapine. The efficacy of olan-
zapine in breakthrough mania was re-
searched by Tohen et al.* in a 6-week
double-blind randomized placebo-
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Table 4. Acute Evidence for the Use of Atypical Antipsychotics as Augmenting Agents in Bipolar Depressed Patients With

Breakthrough Mania

Study N Treatments Length (wk) Efficacy in Mania

Tohen et al* 344  OLA +(Lior VAL) vs 6 OLA + (Li or VAL) >PBO + (Li or VAL)
PBO + (Li or VAL)

Sachs et al*° 156 RIS+ (Li or DIV) vs 3 RIS+ (Li or DIV) = HAL + (Li or DIV) > PBO + (Li or DIV)
HAL + (Li or DIV) vs
PBO + (Li or DIV)

Y atham et al** 151 RIS+ (Li or DIV or CAR) vs 3 RIS+ (Li or DIV or CBZ) > PBO + (Li or DIV or CBZ)

PBO + (Li or DIV or CAR)

DelBello et al* 30 QUE + DIV vs PBO + DIV 6 QUE + DIV > PBO + DIV
Mullen et al*® 191  QUE + (Li or DIV) vs 3 QUE + (Li or DIV) >PBO + (Li or DIV)
PBO + (Li or DIV)

Mullen and 402 QUE + (Li or DIV) 3 QUE + (Li or DIV) > PBO + (Li or DIV)
Paul sson® PBO + (Li or DIV)

Keck et al* 262 ARI vs PBO 3 ARI >PBO

Bourin et al* 347 ARI vs HAL 12 ARI > HAL

Keck et al™* 210 ZIPvs PBO 3 ZIP > PBO

Abbreviations: ARI = aripiprazole, CAR = carbamazepine, DIV = divalproex, HAL = haloperidol, Li = lithium, QUE = quetiapine, OLA = olanzapine,
PBO = placebo, RIS = risperidone, VAL = valproate, ZIP = ziprasidone. Symbol: > = more effective than.

controlled trial. Olanzapine or placebo
was added to ongoing treatment with
lithium or valproate in patients
(N = 344) in amanic or mixed episode
who had not fully responded to at least
2 weeks of lithium or valproate prior
to the start of the study. The Young
Mania Rating Scale (Y MRS) scores of
patients in the olanzapine group
(N =229) decreased statisticaly sig-
nificantly more than the scores of the
placebo group (N =115). Response
rates were higher in the olanzapine
group as well. In addition to improv-
ing mania, augmenting with olanza-
pine improved depression symptoms
significantly morethan mood stabilizer
monotherapy (p < .001).

Similarly, in a randomized double-
blind placebo-controlled 12-month
trial,* olanzapine monotherapy was
found to significantly (p <.001) pro-
long time to relapse to a manic, de-
pressive, or mixed episode. About 47%
of patients treated with olanzapine
(N =225, 5 to 20 mg/day) relapsed
compared with approximately 80% of
placebo-treated patients (N = 136).
Depressive episodes were more com-
mon (35%) than manic episodes (16%)
in olanzapine-treated patients.

Valproate. Muller-Oerlinghausen
and colleagues® researched valproate
as an add-on treatment to neuroleptics
in acute mania in a 3-week random-
ized double-blind placebo-controlled
study. Patients meeting |CD-10 crite-
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ria for acute mania were randomly
assigned to valproate (mean daily
dose = 19.6 mg/kg, N = 69) or placebo
(N =67). Mean neuroleptic dose was
the primary outcome measure. In the
valproate group, neuroleptic doses de-
clined throughout the study, but only
minor changes in doses were seen in
the placebo group. In addition, statisti-
cally significantly more patientstaking
add-on valproate responded to treat-
ment, as assessed by the YMRS, than
did patients taking add-on placebo.
Divalproex was compared with
lithium and placebo in a randomized,
placebo-controlled 12-month trial.*
After an open-label phase, patients
(N =372) who had recovered from a
mani ¢ episode were randomly assigned
to 1 of the 3 maintenance treatments.
None of the treatments differed sub-
stantialy on the primary measure, time
to recurrence of any mood episode, but
divalproex showed a slight difference
over lithium. Further, dival proex treat-
ment proved to be more advantageous
than lithium and placebo on several
secondary measures, including discon-
tinuing treatment due to the recurrence
of amood episode and controlling sub-
syndromal depressive symptoms. The
authors of this study provided more
analyses of their findings in a later
article” and concluded that divalproex
improved the course of depressive
episodes and diminished occurrence of
depressive relapse in bipolar patients.

The effects of divalproex were seen
especialy in patients who responded
during manic episodes and who had
more severe bipolar disorder.
Risperidone. In a 3-week acute
mania trial,* risperidone was found to
be effective in combination with mood
stabilizers. Bipolar patients (N = 156)
currently experiencing a manic or
mixed episode were randomly assigned
to risperidone (mean modal dose = 3.8
mg/day), haloperidol (mean modal
dose = 6.2 mg/day), or placebo in addi-
tion to lithium or divalproex. At end-
point, patients treated with risperidone
and haloperidol had statistically sig-
nificantly lower Y MRS scores than did
placebo-treated patients. For patients
who had been taking a mood stabilizer
prior to entering thetrial but who none-
theless experienced a manic or mixed
episode, i.e., a breakthrough episode,
risperidone and hal operidol augmenta-
tion decreased their YMRS scores by
approximately 15 points, which was
twice as much as placebo. A study by
Y atham et al.** that compared the addi-
tion of risperidone or placebo to ongo-
ing mood stabilizer treatment had simi-
lar results. In this 3-week trial, bipolar
patients with a manic or mixed episode
who had been taking lithium, dival-
proex, or carbamazepine for at least 2
weeks were randomly assigned to add-
on risperidone (mean modal dose=4
mg/day, N =75) or placebo (N = 76).
At week 1, the Y MRS scores of risper-
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idone-treated patients had substantially
declined compared with the scores of
placebo-treated patients, and by end-
point, scores in the risperidone group
had dropped by about 14 points while
the scoresin the placebo group dropped
about 10 points.

Data concerning the long-term effi-
cacy of risperidone in bipolar patients
with breakthrough episodes are prom-
ising. Patients (N =12) were given
adjunctive risperidone (mean=2.75
mg/day) for amean of 6 months.”> One
third of patients discontinued treatment
due to lack of efficacy or adverse
events, but half of the remaining pa-
tients showed substantial improve-
ment. No patient reported a manic
episode, although 1 depressive episode
was reported. In a larger, open tria,
Vieta et al.*® added risperidone to on-
going mood stabilizer treatment in
patients (N =541) diagnosed with
DSM-IV schizoaffective disorder or
bipolar disorder who were currently ex-
periencing a mood episode. Through-
out the study, patients showed signifi-
cant (p<.0001) improvement on
outcome measures such as the YMRS
and HAM-D.

Quetiapine. Quetiapine was inves-
tigated as an adjunctive treatment for
acute maniain a 6-week double-blind,
randomized, placebo-controlled study
in adolescents with bipolar disorder
(N = 30).* Patientsaged 12 to 18 years
experiencing amanic or mixed episode
were given divalproex, 20 mg/kg, and
randomly assigned to receive quetia-
pine, titrated to 450 mg/day, or pla-
cebo. The decrease in YMRS scores
from baseline to endpoint was signifi-
cantly greater in the quetiapine group
compared with the placebo group
(p = .03). Responserateswere a so sig-
nificantly higher in the quetiapine-
treated patients than in placebo-treated
patients. More recent double-blind
placebo-controlled adult studies®™* in
which quetiapine was added to lithium
or divalproex for acute mania have
findings similar to those of thisadoles-
cent study.*

In an open long-term follow-up
study by Ghaemi and colleagues,”” 41
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bipolar | patients with rapid cycling
received quetiapine either with or
without a mood stabilizer for up to
1 year. Patients were assessed using
the HAM-D and YMRS, among other
scales. Depression and manic symp-
toms improved with quetiapine treat-
ment beginning at week 2, and the au-
thors of this study concluded that
quetiapine was an effective long-term
treatment for patients with rapid cy-
cling bipolar disorder.

Aripiprazole. Keck et al.*® re-
searched the efficacy of aripiprazole
in acute bipolar mania in a placebo-
controlled double-blind study. Patients
(N = 262) experiencing an acute manic
or mixed episode were randomly
assigned to aripiprazole, 30 mg/day
(dose could be halved for tolerability),
or placebo for 3 weeks. Mean change
in YMRS score and response (defined
as > 50% reduction in YMRS score
from baseline) were used as outcome
measures. The YMRS scores of
aripiprazole-treated patients dropped a
mean of 8.2 points while the scores of
placebo-treated patients dropped a
mean of 3.2 points. Thisdifferencewas
statistically significant. Almost twice
as many patients taking aripiprazole
as patients taking placebo responded
to treatment (40% versus 19%), which
was also a significant difference
(p < .005).

Aripiprazole was compared with
hal operidol in a12-week study of acute
mania.* Patients with bipolar disorder
(N =347) were randomly assigned to
aripiprazole, 15 mg/day, or haloperi-
dol, 10 mg/day. By study end, statisti-
caly significantly more aripiprazole-
treated patients had responded to
and continued with treatment than
hal operidol-treated patients.

Patients recently completing an
acute mania study of aripiprazole
or recently experiencing a manic epi-
sode entered a 26-week double-blind
placebo-controlled trial of aripipra-
zole.®® Time to relapse (i.e., hospital-
ization, change in medication, discon-
tinuation due to lack of efficacy) for
manic, mixed, or depressive symptoms
was the primary endpoint. Throughout
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the study, fewer patients treated
with aripiprazole relapsed than did pa-
tients treated with placebo. Of those
aripiprazole-patients who did relapse,
depressive relapse was most common,
followed by manic relapse and then
mixed relapse.

Ziprasidone. In a 3-week study,*
bipolar patients (N =210) currently
experiencing a manic or mixed epi-
sode were randomly assigned to zipra-
sidone, 40 to 80 mg/b.i.d, or placebo.
Ziprasidone-treated patients showed
substantial improvement as early as 2
daysinto the study and maintained that
improvement until study end.

Category 3 Evidence

Clozapine and some of the typical
antipsychotic agents meet criteria for
category 3 evidence and were there-
fore offered by the group as augment-
ing agents in breakthrough mania
In a trial by Suppes et al.,** patients
with treatment-resistant schizoaffec-
tive or bipolar disorder were randomly
assigned to adjunctive clozapine
(N =19) or treatment as usudl, i.e., no
clozapine (N =19). Patients taking
clozapine showed more clinical
improvement than those not taking
clozapine, and clozapine proved to
have substantial antimanic and mood-
stabilizing properties. The group ac-
knowledged that typical antipsychotics
have not been extensively studied in
breakthrough mania but are ex-
tensively used depending upon the
culture.

Response

The group agreed that, since bipolar
disorder is a lifelong illness, patients
who respond to their first-line treat-
ment should continue that treatment
for the long-term. Controlled evidence
is available for the efficacy and safety
of lithium for 2 years,? lamotrigine for
18 months,** olanzapine in recently
manic patientsfor 1 year,* and olanza-
pine and ol anzapine/fluoxetine combi-
nation in recently depressed patients
for 8 weeks.'®
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Effective Clinical
Management

The group concurred that clinicians
should consider the individual patient
when deciding what first-line agent to
use in bipolar depression as well as
deciding what treatment to use for pa-
tients whose response to treatment is
inadequate. For example, for bipolar
patients with a history of serious ma-
nia, lithium may be preferred because
of its efficacy for delaying manic epi-
sodes; whereas, for bipolar patients
with a history of serious depression,
lamotrigine may be preferred because
of its efficacy for delaying depressive
episodes.* For patients who are non-
responsive to treatment with severe
psychosis, the most effective option
may be ECT rather than another phar-
macologic treatment.

The group also emphasized that al-
though they focused their guidelines
mainly on drug therapy, al patients
with bipolar disorder should be treated
with psychological treatments in addi-
tional to any pharmacologic treatment.
Psychosocial treatments such as cog-
nitive therapy (CT) and psychoedu-
cation have been shown to prevent
bipolar relapse and improve social
functioning and treatment compliance.
In a 12-month randomized controlled
study, Lam et al.>® compared the effec-
tivenessof CT designed to prevent epi-
sode relapse with no CT treatment in
103 patients diagnosed with DSM-1V
bipolar | disorder. Throughout the
study, fewer patients treated with CT
than in the control group experienced
episode recurrence, and for those in
the CT group who did relapse, epi-
sodes were shorter than for controls.
Additionally, CT ameliorated mood
symptoms and improved social func-
tioning in these patients.

Psychoeducation increases compli-
ance in bipolar patients,* but this
psychosocial treatment clearly has
other benefits as well. A randomized
trial> of group psychoeducation for
relapse prevention had outcomes simi-
lar to those of the CT study. Bipolar
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patients (N = 60) who participated in
group psychoeducation had statisti-
cally significantly fewer episode re-
currences than bipolar patients in the
control group (N = 60) who received
no psychoeducation. Time to relapse
was increased and number of hospital -
izations decreased with psychoedu-
cation. In another study,*® the same
authors researched the efficacy of
psychoeducation in fully compliant pa-
tients. Again, relapse occurred statisti-
cally significantly less often in patients
treated with psychoeducation com-
pared with controls who received no
psychoeducation. Further, psycho-
educated patients had significantly
fewer total relapses and depressive epi-
sodes. Such evidencereiteratestheim-
portance of multimodal management
for bipolar treatment.
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Drug names: aripiprazole (Abilify), bupropion
(Wellbutrin and others), carbamazepine
(Tegretal, Epitol, and others), clozapine (Clozaril
and others), desipramine (Norpramin and
others), divalproex (Depakote), haloperidol
(Haldol and others), imipramine (Tofranil and
others), lamotrigine (Lamictal), lithium (Eskalith,
Lithobid, and others), lorazepam (Ativan and
others), olanzapine (Zyprexa), olanzapine/
fluoxetine combination (Symbyax), quetiapine
(Seroquel), risperidone (Risperdal), venlafaxine
(Effexor), ziprasidone (Geodon).
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