
Evidence is driving change
Bipolar treatment update

Texas Medication Algorithm Project

will weigh data on atypical 

antipsychotics in mania and

on continuing antidepressants

after bipolar depression remits.
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any well-controlled trials in
the past 4 years have evaluat-
ed new medications for treat-

ing bipolar disorder. It’s time to build a consensus
on how this data may apply to clinical practice.

This year, our group will re-examine the Texas
Medication Algorithm Project (TMAP) treatment
algorithms for bipolar I disorder. 

What makes TMAP unique? It is the first pro-
ject to evaluate treatment algorithm use in com-
munity mental health settings for patients with a
history of mania (see Box, page 24).1-5 Severely, per-
sistently ill outpatients such as these are seldom
included in research but are frequently seen in clin-
ical practice.

To preview for psychiatrists the changes
expected in 2004, this article describes the goals
of TMAP and the controlled study on which the
medication algorithms are based. We review the
medication algorithms of 2000 as a starting
point and present the evidence that is changing
clinical practice.

GUIDING PRINCIPLES OF TMAP
A treatment algorithm is no substitute for clinical
judgment; rather, medication guidelines and algo-
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rithms are guideposts to help the clinician and
patient collaboratively develop the most effective
medication strategy with the fewest side effects.

TMAP’s treatment manual (see Related re-
sources, page 40) describes clinicians’ preferred tac-
tics and decision points, which we summarize
here. The guidelines are an ongoing effort to
apply evidence-based medicine to everyday prac-
tice and are meant to be adapted to patient needs.
Treatment goals that guided TMAP algorithm
development are:

• symptomatic remission
• full return of psychosocial functioning
• prevention of relapse and recurrence.
Suggestions came from controlled clinical tri-

als, open trials, retrospective data analyses, expert
clinical consensus, and input from consumers.
Treatment selection. Initial algorithm stages rec-
ommend simple treatments (in terms of safety,
tolerability, and side effects), whereas later stages
recommend more-complicated regimens. A
patient’s symptoms, comorbid conditions, and
treatment history guide treatment selection.
Patients may enter an algorithm at any stage,
depending on their clinical presentation and
medication history.

The clinician may consider patient preference
when deciding among equivalent medications.
The algorithm strongly encourages patients and
families to participate, such as by keeping daily
mood charts and completing symptom and side-
effect checklists. When clinicians face a choice
among medication brands, generics, or forms
(such as immediate- versus slow-release), agents
with greater tolerability are preferred.
Patient management. When patients enter the algo-
rithm, clinic visits are frequent (such as every 2
weeks). Follow-up appointments address medica-
tion adherence, dosage adjustments, and side
effects or adverse reactions.

If a patient’s symptoms show no change after
two treatment stages, re-evaluate the diagnosis
and consider mitigating factors such as substance
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The Texas Medication Algorithm Project (TMAP)1-3

is a public and academic collaboration started in
1996 to develop evidence- and consensus-based
medication treatment algorithms for schizophrenia,
major depressive disorder, and bipolar disorder. 

TMAP’s goal is to establish “best practices” to
encourage uniformity of care, achieve the best
possible patient outcomes, and use mental health
care dollars most efficiently. The project includes
four phases, in which the treatment algorithms
were developed, compared with treatment-as-
usual, put into practice, and will undergo periodic
updates.4 The next update begins this year.

The comparison of algorithms for treating bipolar
mania/hypomania and depression included 409
patients (mean age 38 to 40) with bipolar I
disorder or schizoaffective disorder, bipolar type.
These patients were severely and persistently
mentally ill, from a diverse ethnic population, and
significantly impaired in functioning.

During 12 months of treatment, psychiatric
symptoms diminished more rapidly in patients in
the algorithm group—as measured by the Brief
Psychiatric Rating Scale (BPRS-24)—compared
with those receiving usual treatment. After the
first 3 months, the usual-treatment patients also
showed diminished symptoms. At study’s end,
symptom severity between the groups was not
significantly different; both groups showed
improvement.

Manic and psychotic symptoms—measured by
Clinician-Administered Rating Scale subscales
(CARS-M)5—improved significantly more in the
algorithm group in the first 3 months, and this gap
between the two groups was sustained for 12
months. Depressive symptoms declined, but no
overall differences were noted between the two
groups. Side effect rates and functioning were also
similar.

TMAP goals: Best patient outcomes,
best use of health care resources

Box
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abuse. Patients who complete acute treatment
should receive continuation treatment.
Documentation. Clinicians are advised to document
decision points and the rationale for treatment
choices made outside the algorithm package.

TREATING MANIA OR HYPOMANIA
After clinical evaluation confirms the diagnosis of
bipolar illness,4 the TMAP mania/hypomania
algorithm (Algorithm 1, page 26) splits into three
treatment pathways:

• euphoric mania/hypomania
• mixed or dysphoric mania/hypomania
• psychotic mania.
These pathways recognize the need for

differing approaches to initial
monotherapy and later two-drug
combinations. If a patient devel-
ops persistent or severe depressive
symptoms, the bipolar algorithm
for a major depressive episode
(Algorithm 2, page 36) is used dur-
ing depressive periods with the
primary mania algorithm.
Treatment recommendations. The key to using
mood stabilizers is to achieve the optimum
response—assuming good tolerability—before
switching to another agent. Adjust medication
dosages one at a time to allow adequate response
and assessment.

When switching medications, use an overlap-
and-taper strategy, assuming there is no medical
necessity to stop a drug abruptly. Add the new
medication, then gradually taper the one that is
being discontinued. Monitor serum levels.

Discontinue antidepressants when appropri-
ate in patients with hypomania/mania or rapid
cycling, and continually evaluate suicide and
homicide potential of patients in mixed or depres-
sive states.
Stage 1: Monotherapy. First medication choices are
lithium, divalproex, or olanzapine. For mixed or
dysphoric mania, the algorithm recommends

divalproex (preferred over valproic acid because
of tolerability and side effects) or olanzapine.6

Data suggest dysphoric manic patients are less
likely to respond to lithium.7 A Consensus Panel
minority expressed concern about using olanzap-
ine as first-line monotherapy for acute mania
because of limited data on the drug’s long-term
safety. Patients with partial response or residual
symptoms may move to stage 2 or switch to other
medication options within stage 1.

Patients with psychotic mania move directly to
stage 4 for a broader range of combination therapy.
Stage 2: Combination therapy. Combination thera-
py has become the standard of care in treating

most patients with bipolar
disorder. The algorithm recom-

mends using two agents:
• lithium or an anticonvulsant plus

another anticonvulsant ([Li or
AC]+AC)

• or lithium or an anticonvulsant
plus an atypical antipsychotic ([Li or
AC]+AAP).8

Recommended agents include lithi-
um, divalproex, oxcarbazepine, olan-

zapine, or risperidone. The experts recommended
oxcarbazepine as first choice because it is better
tolerated and interacts with fewer drugs than car-
bamazepine and does not require serum level
monitoring.9

A Consensus Panel minority expressed con-
cern that few studies had examined using oxcar-
bazepine in bipolar disorder. Carbamazepine was
also considered an option.
Stages 3 and 4: Other two-drug combinations. Other
two-drug combinations are tried at these stages,
drawing from the same pool of medication classes
described in stage 2.

Stage 4 broadens the choice of atypical
antipsychotic by adding quetiapine10 and ziprasi-
done11 to the recommended stage-2 agents olan-
zapine and risperidone. When the 2000 algo-
rithm was developed, limited data were available

When treating
bipolar mania, use an
overlap-and-taper
strategy to switch
medications
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▼

Li or DVP

or OLZ
DVP or OLZ

Li or DVP

or OLZ

Other (TPM, AAP + AAP, 
conventional antipsychotics, LTG)

Reprinted from reference 5. This material is in the public domain and can be reproduced without permission, but with appropriate citation.

Algorithm 1

Treating mania/hypomania in patients with bipolar I disorder

▼

▼

▼

▼

▼Continue

Continue

[(Li or AC) + AC] or [(Li or AC) + AAP]

Choose from: Li, DVP, OXC, OLZ, RIS

▼

▼

Continue

[(Li or AC) + AC] or [(Li or AC) + AAP]

Choose from: Li, DVP, OXC, OLZ, RIS
▼

▼

Continue

▼

▼

Continue

▼

▼

Continue

Continue

(Li or AC) + AAP 

Choose from: Li, DVP, OXC, OLZ, RIS, QTP, ZIP

Li + AC + AAP 

Choose AC from DVP or OXC
Choose AAP from OLZ, RIS, QTP, ZIP

ECT or add clozapine

Euphoric

mania/hypomania

Stage 1 
Monotherapy

Stage 2 
Two-drug combination

Stage 3 
Two-drug combination

Stage 4 
Two-drug combination

Stage 5 
Triple combination

Mixed or dysphoric

mania/hypomania
Psychotic

mania

Key
AAP Atypical antipsychotic
AC Anticonvulsant
DVP Divalproex
ECT Electroconvulsive therapy
Li Lithium
LTG Lamotrigine
OLZ Olanzapine
OXC Oxcarbazepine
QTP Quetiapine
RIS Risperidone
TPM Topiramate
ZIP Ziprasidone

Response
Partial response
or nonresponse

Response

Response

Response

Response

Response

Partial response
or nonresponse

Partial response
or nonresponse

Partial response
or nonresponse

Partial response
or nonresponse

Partial response
or nonresponse

Partial response
or nonresponse

Response

Stage 6

Stage 7

on using some newer atypicals in patients with
bipolar mania. Based on recent, high-quality
studies of mono- and combination therapy—
including quetiapine,10 ziprasidone,11 risperi-

done,12,13 and aripiprazole14—the 2004 algorithm
update panel will likely recommend using atypi-
cals earlier, including at stage 1.  
Stage 5: Triple-drug combination. Lithium, an anti-

cont inued on page 35
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convulsant (divalproex or oxcarbazepine), and an
atypical antipsychotic (olanzapine, risperidone,
quetiapine, or ziprasidone) is a recommended
triple-drug combination. In the 2004 update, the
choices will likely expand to include all the newer
atypicals and will list carbamazepine as an option.
Stage 6: ECT or clozapine. For patients with inade-
quate response to triple-drug combinations, the
algorithm recommends adding electroconvulsive
therapy (ECT) or clozapine.

ECT15 is recommended three times a week
until the patient achieves remission of manic
symptoms or fails to achieve a sustained
response over three to six treat-
ment cycles. Treatment resistance
is declared if no response is seen
after 6 to 10 treatment cycles.

Clozapine’s16 recommendation
at this stage is consistent with its
use in patients who fail to respond
to other atypical antipsychotics.
Blood monitoring for agranulocytosis
is required; other adverse effects include an
increased risk of seizures, myocarditis, and orthosta-
tic hypotension.
Stage 7: Other. Treatment options such as topira-
mate17,18 and lamotrigine19 are recommended at
this stage. These recommendations also will be
reviewed and likely revised.

TREATING BIPOLAR DEPRESSION
The TMAP algorithm for treating depression in
bipolar disorder (Algorithm 2) assumes that anti-
depressants will be used only with optimum
mood-stabilizer levels because of the risk of
inducing manic symptoms. The bipolar depres-
sion algorithm is always used with the primary
algorithm for mania/hypomania.

The patient’s clinical presentation guides
medication selection. For the “pure” bipolar I
patient with a major depressive episode but little
mood lability or hypomania, starting an antide-
pressant is a clear decision. On the other hand,

patients with predominant depressive symptoms
plus dysphoric hypomania, mood lability, and
irritability need a balance of mood-stabilizing
drugs and antidepressants.
Stage 1: Mood stabilizer. Initiate a mood stabilizer
and optimize the dosage. Choices are the same
mood stabilizers listed in the hypomania/mania
treatment algorithm.
Stage 2: Antidepressant. Adding an antidepressant
implies that depressive symptoms are severe
enough to change treatment. Antidepressant op-
tions include a selective serotonin reuptake inhib-

itor (SSRI), sustained-release
bupropion, or lamotrigine.20

Using SSRIs is supported by
widespread clinical experience and

offers the convenience of once-daily dos-
ing. Recommended SSRIs include fluox-
etine, paroxetine, fluvoxamine, sertraline,
and citalopram. The SSRI escitalopram
was introduced after the 2000 algorithms

were published; evidence for using it
and other newer medications will be

reviewed for the 2004 update.
The recommendation for sustained-release

bupropion is consistent with the algorithm princi-
ple to use medications in the most well-tolerated
form when accessible and available.

With lamotrigine, review with patients the risk
of serious rash. To minimize rash risk, start lamot-
rigine slowly and follow the recommended titra-
tion schedule. 
Stage 3: Multiple choices. At this stage, no defini-
tive studies, safety data, or tolerability issues are
available to rank the medication choices. The
algorithm suggests:

• adding lithium21 or a second antidepressant
• or switching to an alternate antidepressant
such as venlafaxine or nefazodone.
If a patient moves to stage 3 because of side

effects with one antidepressant class, a different
class—preferably with a contrasting side-effect
profile—is recommended.

Always use the
bipolar depression
algorithm with
the algorithm for
mania/hypomania

cont inued f rom page 26

cont inued
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Stage 4: Two antidepressants. To enhance clinical
response, the algorithm recommends combining
two antidepressants, preferably from different
classes. Monitor patients closely for side effects.
Stage 5. Antipsychotic or MAOI. At this stage, the
algorithm recommends adding an atypical
antipsychotic22 or switching to a monoamine oxi-
dase inhibitor (MAOI).

Early evidence supported the efficacy of

MAOIs in bipolar depression. However, the
panel ranked MAOIs lower in the algorithm
because they are associated with more bother-
some side effects than SSRIs and other antide-
pressants. When using MAOIs, provide patients
with dietary restriction guidelines.
Stage 6. Other therapies. Therapies such as ECT or
“other” interventions are recommended at this
stage. ECT has proven efficacy in bipolar depres-

Response

Response

Response

Response

Response

Algorithm  2

Treating depression in bipolar I disorder* 

▼

▼

Continue

Initiate or optimize (     dose)

of mood-stabilizing medications
Stage 1 

Stage 2 

Stage 3 

Stage 4 

Stage 5 

Use alternatives not used at Stage 5 or ECT or other

(inositol, dopamine agonists, stimulants, thyroid,
conventional antipsychotics, tricyclic antidepressants,
omega-3 fatty acids, acupuncture, hormones)

Stage 6

▼

▼

Continue

▼

▼

Continue
▼

▼

Continue

▼

▼

Continue

Switch AD2 to an MAOI or add AAP

Combination of two antidepressants

(choose from AD1, LTG, or AD2)

Add lithium or switch to alternate AD (AD1, LTG, or AD2)
or add additional AD (AD1, LTG, or AD2)

AD1 or LTG
➔

➔

* To be used in conjunction with Algorithm 1, the primary treatment algorithm for mania/hypomania.

Reprinted from reference 5. This material is in the public domain and can be reproduced without permission, but with appropriate citation.

Partial response
or nonresponse

Partial response
or nonresponse

Partial response
or nonresponse

Partial response
or nonresponse

Partial response
or nonresponse

Key
AAP Atypical antipsychotic
AD Antidepressant
AD1 Bupropion sustained-release

or selective serotonin reuptake
inhibitor

AD2 Venlafaxine or nefazodone
ECT Electroconvulsive therapy
LTG Lamotrigine
MAOI Monoamine oxidase inhibitor

cont inued on page 39
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sion and is appropriate for patients with limited
medication response. The panel gave ECT a low
ranking because of limited availability, lack of
patient acceptance, and newer options.

Medication options include experimental
treatments with limited evidence, such as inositol,
dopamine agonists, stimulants, thyroid supple-
mentation, conventional antipsychotics, and tri-
cyclic antidepressants.

ACUTE TO MAINTENANCE TREATMENT
Adjunctive treatments for agitation, insomnia, GI
upset, sedation, headache, and tremor are recom-
mended in the physician manual supporting the
TMAP guidelines (see Related resources). The
manual also suggests ways to
manage medication side effects
and modify the algorithms for
inpatients.

Patient and family psychoedu-
cation plays an important role in
helping the patient:

• identify prodromal bipolar 
symptoms

• understand the need to take medications as
prescribed.
Continuation treatment. After mania or hypomania
remits, continue medication(s) at the effective
acute-phase dosages for at least 3 months. Use fol-
low-up visits to enhance patient adherence, detect
early symptoms of relapse, and monitor for side
effects.

During the late continuation phase, after a
period of sustained stability, clinicians can try to
simplify the medications. When discontinuing a
medication, taper the dosage by no more than
25% per week. If symptoms recur, promptly return
to acute-phase treatment. Consider restarting
medications and titrating up to the dosage(s) that
resulted in remission.

In a depressive episode, continue the antide-
pressant(s) for 1 to 3 months at the effective acute-
phase dosage(s). Follow up frequently, and edu-

cate patients to watch for symptom recurrence
and to communicate with you to assess when
medication changes are needed.
Maintenance treatment. Relatively few well-con-
trolled studies on long-term management of bipo-
lar patients were available for the 2000 algorithm
update.23 In general, all patients need mood stabi-
lizer(s) to prevent relapse, using the lowest dosage
that maintains therapeutic efficacy. Based on new
evidence for lamotrigine and atypical antipsy-
chotics—including FDA approval of olanzapine
for bipolar maintenace therapy—we anticipate
recommendations will be expanded and more
delineated in the 2004 update. 

Discontinuing antide-
pressants after 3 to 6 months of

initial treatment is now recom-
mended. However, a recent retrospec-

tive case series suggests that continuing
antidepressants at least 1 year after initial
successful therapy may protect against
depressive relapse. During this study,
continuing antidepressants more than 3

to 6 months did not appear to increase
the risk of switching to mania.24

Should antidepressants be continued or dis-
continued after successful acute treatment of a
bipolar I depressive episode? This is an active area
of research and debate as to the most appropriate
strategy. The 2004 algorithm update panel will
consider recent evidence that supports continuing
antidepressants after symptom remission.24
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