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Background: The proce ?ﬂ'd outcome of a
consensus conference to develop reyised algo-
rithms for treatment of bipolar di
implemented in the public mental hed
of Texas are described. These medication algo-
rithms for bipolar disorder are an te 0 w
developed for the Texas Medication orit
Project, a research study that tested the ica

tem
()

and economic impact of treatment guidelines? ,Ok/p .
l@;o support the preparation of manuscripts based on the conference

2

major psychiatric illnesses treated in the Texas")
public mental health system (Texas Departmento

of Mental Health and Mental Retardation (?/

[TDMHMRY)).

Method: Academic clinicians and researchers,
practicing clinicians in the TDMHMR system,
administrators, advocates, and consumers parti-
cipated in a consensus conference in August
2000. Participants attended presentations
reviewing new evidence in the pharmacologic
treatment of bipolar disorder and discussed the
needs of consumers in the TDMHMR system.
Principles were enumerated, including balancing
of evidence for efficacy, tolerability, and safety in
medication choices. A set of 7 distinct algorithms
was drafted. In the following months, a subcom-
mittee condensed this product into 2 primary
algorithms.

Results: The panel agreed to 2 primary algo-
rithms: treatment of mania/hypomania, including
3 pathways for treatment of euphoric symptoms,
mixed or dysphoric symptoms, and psychotic
symptoms; and treatment of depressive symp-
toms. General principles to guide algorithm
implementation were discussed and drafted.

Conclusion: The revised algorithms are
currently being disseminated and implemented
within the Texas public mental health system. The
goals of the Texas initiative include increasing the
consistency of appropriate treatment of bipolar
disorder, encouraging systematic and optimal use
of available pharmacotherapies, and improving
the outcomes of patients with bipolar disorder.
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st of members of the Texas Consensus Conference Panel
on i ﬂ§?ntment of Bipolar Disorder appears at the end of this
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orfunding the consensus conference.
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I his article describes the pt%ﬁs of reviewing,

updating, and in some cases, greating treatment
algorithms for patients with bipolar I disordf ing treated
in the public mental health system of Texas (he revised
algorithms will be used in the Texas Implementation of
Medication Algorithms (TIMA) initiative, which mandates
the use of treatment guidelines for major psychiatric
disorders in state-funded inpatient and outpatient settings
in Texas. Consistent with past methodologies of the Texas
Medication Algorithm Project (TMAP), a consensus panel
format was utilized to update previous versions of the
algorithms.'™

A number of academic psychiatrists and clinical psy-
chopharmacology specialists in the area of bipolar disorder
were identified and invited to attend a 2-day conference in

288



Suppes et al.

Dallas, Texas, in August 2000. Additionally, administrators
of the Texas Department of Mental Health and Mental
Retardation (TDMHMR), physicians from community
mental health settings, advocates, patients, and family
members were invited to join the consensus panel. The first
day was devoted to structured presentations and panel dis-
cussions regarding the newest research on pharmacologic
treatment of bipolar disorder and the goals of various in-
terest groups regarding these algorithms. After conclusion
of these presentations, the panel met privately through the
evening an@oughout the second day to draft the medi-

cation algorithm

When possible, the consensus panel decision process
was based on evi rather than on expert opinion or
clinical consensus. \%ilsensus panel used a method
similar to that utilized Byythe Agency for Healthcare
Research and Quality (AH ormerly the Agency for
Health Care Policy and Resea\’é HCPR)) in the devel-
opment of depression guidelines. A ? system of A, B,
or C is used to evaluate the qualit é available to
support a recommendation: “A” represe ndomized,
blinded, and placebo-controlled tria@ “B¥_representing
open, controlled trials and/or large cas@ serieS§; “C»
representing early findings on smaller

€ and
T . 12}\
case series.”” Presentations on new, well-con@‘ll ?t-.

ment studies were made (including recently presente

in-submission studies) in order to provide the conSefisus—/
C %r patients with bipolar disorder. The adoption of treat-

panel with the most current evidence. O

Panel decisions were made after weighing various is'bvp
sues, including level of evidence in support of a treatment /))to

(both efficacy and effectiveness data), expert opinion, con-
sumer input, and safety and tolerability issues. In particu-
lar, safety and tolerability issues directly affected place-
ment of certain treatments in the algorithm. Therefore, for
example, the panel may have deliberated and determined
that because of safety concerns a “level A” treatment be
placed after a treatment with less robust evidence of treat-
ment efficacy. Where the panel could not reach consensus,
or there was inadequate evidence to reach a consensus, no
opinion was rendered. Rather, where potential treatments
had the possibility of equivalent efficacy, or there were no
data suggesting superiority, they were included as multiple
options within a single stage of treatment.

The panel did not work from a restricted formulary.
With the support of the administration of TDMHMR, they
were asked to consider all commercially available medi-
cations currently used in the treatment of bipolar disorder.
The algorithms are flexible so that when equally effica-
cious medications are available at a given stage, the prac-
titioner is able to make decisions on the basis of individual
patient preference, economics, or other practice priorities.

While the goal of this conference was to develop medi-
cation algorithms, it is not the intention of these authors to
minimize the potential necessity and impact of other thera-
pies, including psychotherapy, psychosocial interventions,
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and alternative and complementary treatments, in the
treatment of bipolar disorder. The value of these and other
interventions is recognized by this panel. Future guide-
lines will most likely include such recommendations as
data become available and include more comprehensive
treatment recommendations.

When asked to develop a set of algorithms for the treat-
ment of patients with bipolar disorder, the consensus panel
developed 7 distinct algorithms for different presentations
of the disorder. This article will discuss the initial algo-
rithms and the process by which they were condensed into
a summary product of 2 algorithms that are feasible for
broad-scale implementation in the public mental health
system, with few accompanying supports or resources.
General principles derived at the Consensus Conference
will first be presented with discussion regarding the philo-
sophy of guideline implementation, as well as specific
rules that govern application of these guidelines. The treat-
ment algorithms will then be presented.

TREATMENT ALGORITHMS
FOR BIPOLAR DISORDER

The goal of the consensus panel was to integrate avail-
able research information and clinical consensus into user-
friendly, hierarchical decision trees of medication options

mlent guidelines in the TDMHMR system is not intended
tute for clinician judgment or choice, but to pro-
e s%g‘natic guidance and structure to the array of
potgﬁtia ?ﬁtment options for this patient group. The fol-
lowi e rinciples are intended to disseminate the

algorithni phi @hy as well as specific implementation
strategies endarse the panel.

General Principles (?f

e The goals of treatment are (1) symptomatic remis-
sion, (2) full return chosocial functioning,
and (3) prevention of re I@S and recurrences.

e The algorithm development.%}gcess was guided
by the need to balance evidenc ,fci?ﬁﬁcacy, toler-
ability, and safety. These core pri s?es are also
expected to apply to clinical decisi @for indi-
viduals as well. .

e The treatment options recommended at the vari-
ous points in the algorithms are based on available
data from controlled clinical trials, open trials and
retrospective data analyses, case reports and ex-
pert clinical consensus, as well as expert opinion,
consumer input, and safety and tolerability issues.
The later stages in the algorithm involve more
complicated regimens, while the earlier stages
involve simpler treatments in terms of safety, tol-
erability, ease of use, side effect profiles, etc. The

J Clin Psychiatry 63:4, April 2002



treatment algorithms will be revised periodically
as more controlled scientific studies (level A), the
weight of open trials (level B), or new information
about a given medication argues for adjustment.

Choice of Treatment

« Eligibility and point of entry into an algorithm for
an individual patient should be determined by the
clinician on the basis of a review of relevant gen-
eral medical and psychiatric factors (e.g., symptom
sev@ suicidality, comorbidity), general medical
factors concomltant medications or illnesses,

age), an r treatment history.

o Ifa patlent%nded well to a specific pharmaco-
therapy duri vious mood episode, and it was
well tolerated, tha 53)ne treatment is recommended
again. Similarly, a lgorithm option should
be skipped if there is a history of intolerance
and/or strong patient pref@e. Clinicians are

requested to move, as much ible, linearly
down the algorithm. Patient hlStO preference

may dictate initiating treatme vanced
stage. It is also acceptable to mo @p t rithm
at a later time.
f-
Patient/Clinician Relationship
e An adequate discussion between the chmc1%/an9

the patient regarding available treatment optlg‘@
and specific medications (including target sym
toms, dosing strategies, side effect profiles, drug
interactions, potential toxicity, and safety in over-
dose) should occur. When medical considerations
make several medications equivalent, clinician
and/or patient preference may define which option
is selected.

* When possible, clinicians should develop a treat-
ment plan with the patient that involves critical
others in that person’s life. Family participation
is encouraged not only at initial assessment, but
also throughout the patient’s treatment, and may
be especially helpful in monitoring the patient’s
progress and response to medication treatments.

It is recommended that patients participate in their
treatment, in part by keeping a daily mood chart or
completing the symptom and side effect monitor-
ing forms included as part of the TIMA bipolar
disorder education package.

Visit Frequency
» At the beginning of entry into an algorithm, rela-
tively frequent (e.g., every 2 weeks) patient follow-
up appointments for further evaluation and assess-
ment should be scheduled in order to optimize
treatment outcomes by (1) encouraging patient
adherence with treatment, (2) making medication
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dose changes in a timely manner, and (3) rapidly
identifying and correcting potential problems or ad-
verse events associated with treatment.

Clinical Management

+ All patients with bipolar disorder who achieve a sat-
isfactory clinical response (and preferably symptom
remission) should receive continuation phase treat-
ment.

* Adequate documentation should be completed
for each algorithm stage and treatment choice
(i.e., critical decision points). If algorithm stages are
skipped or if treatment is different from the algo-
rithm(s), the rationale should be adequately docu-
mented.

e At baseline and throughout treatment, the patient
should be evaluated for possible psychosocial inter-
ventions, including psychotherapy.

 Use of the algorithms for treatment of patients with
bipolar disorder assumes that a thorough evalua-
tion and diagnosis has been made and that selec-
tion of these treatments is appropriate for a given
patient. If a patient completes trials of 2 stages of
the algorithm without observable positive out-
comes, it may be helpful to revisit the diagnosis
and perform another evaluation, as well as con-
sider mitigating factors such as substance abuse.

(?O * When there is a choice between brands, generic,

0)

or different forms (i.e., slow-release) of a recom-
(Ownded medication, always initiate treatment with

%orm that is most likely to be tolerated.
QOJ- ALGORITHMS

Due to tﬁz" m@, ity of bipolar illness, the consensus
panel first drz§@' eal” algorithms for treatment of
patients with bipolar d%, which resulted in 7 distinct
algorithms. The 7 algorithms yaried in the level of sup-
porting data, with some re@almost exclusively on
expert consensus. For this reas r@nd to increase utility
and feasibility of large-scale 1mple tion, a subset of
panel participants convened a meeting to condense these 7
algorithms into a form that could be 1mpi2d ted within
the limited resources of public mental healt @mcs The
condensed product was then circulated among panel par-
ticipants, and after several drafts, consensus was reached.
The final product consists of an algorithm for mania/
hypomania, which includes 3 pathways for the treatment
of euphoric mania/hypomania, mixed or dysphoric mania/
hypomania, and psychotic mania. A second algorithm for
treatment of a major depressive episode is used in con-
junction with the primary algorithm, if a patient develops
persistent or severe depressive symptoms. Algorithms for
treatment of rapid cycling and bipolar II disorder were
eliminated due to the need to simplify for implementation
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and the limited controlled evidence regarding best treat-
ments for rapid cycling or bipolar II disorder. Therefore,
the final product is intended for treatment of patients with
a diagnosis of bipolar I disorder.

All patients will receive treatment with the core algo-
rithm for mania/hypomania, with the intermittent use of
the depression treatment algorithm as needed in addition
to the algorithm for hypomania/mania. The panel clearly
recommended that all patients with bipolar I disorder
receive continuing treatment with an antimanic agent from
among tho@ncluded in the core algorithm for mania/
hypomania. Th lgorithms are intended for both out-

patients and inpatients. Early stages include monotherapy
with widely utili%edications; later stages quickly
move to more compleX ication combinations that may
involve greater risk of sid@écts and require closer moni-
toring and attention by t cian. Patients progress
through the stages if there is in Ezfuate response to treat-
ment or intolerance to medication s%affects. The stages,
along with critical research citation ,%\nsus opinion,
and issues regarding discussion of safet Qtolerability
for that treatment strategy, will be pr@ téd in turn. Con-
tinuation and maintenance phase treat&@t isd@ ill be
addressed after presentation of the algorét%s @ute
phase treatment. Ry
Clinicians should take into consideration the %ow

clinical caveats: (1) Severely ill patients should b@feen /

more often (i.e., weekly) than patients who are less(ib

tolerability are both evident. Measurement of serum drug
levels is recommended when applicable to ensure adequate
dosing is achieved prior to trying medication alternatives
and to provide a guide to when there may be room to
decrease the dose in a patient with good response but some
degree of intolerance. Serum levels may also be useful
in assisting with dosage adjustments necessary because
of potential drug interactions. Serum levels should be
obtained and available for applicable medications prior to
each decision point.

Algorithm for Mania/Hypomania

The algorithm for mania/hypomania (Figure 1) begins
with the assumption that the patient has received a thorough
evaluation and has received a diagnosis of bipolar I dis-
order. Additionally, symptoms are severe enough to war-
rant medication treatment. Medications that were deemed
appropriate for treatment of hypomania and mania at the
time of algorithm development (spring 2001) are included;
omissions are intentional. For example, benzodiazepines
are not included in the guideline for treatment of mania/
hypomania because the algorithm is focused on treatments
for the core symptoms of the disorder, although the clini-
cian may use them for treatment of adjunctive symptoms.

Stage 1. The options for Stage 1 include monotherapy

. with lithium, divalproex sodium, or olanzapine. These

agents will be discussed in turn. For patients presenting
ith euphoric mania/hypomania or psychotic mania, choice

Less ill but still symptomatic patients should be see{@vp Qf}o any of the 3 agents. For mixed or dysphoric mania,

more often (every 2 weeks is recommended) than patients
whose symptoms have remitted. (2) A single week of im-
provement may not represent a stable effect. Since the
recommendation to go to continuation phase assumes a
stable response, patients should be evaluated for at least 2
weeks following the first week of “response” to ensure
stability of improvement before progressing to the con-
tinuation phase of treatment. (3) In the continuation phase
for mania/hypomania, patients should be seen at least
monthly for the first 3 months, then every 2 to 3 months
thereafter.

The aim of treatment is symptom remission and normal-
ization of function rather than just symptom improvement.
Although not all patients obtain a remission, every effort
should be made to ensure the greatest maximal benefit for
each patient. Therefore, once a response is seen, further
tactical (e.g., dosage adjustment or augmentation) or stra-
tegic options (e.g., addition of medication, psychotherapy,
or rehabilitative services) should be considered before ac-
cepting a response that is short of remission.

Within a stage, all medication decisions are based on
clinician choice and patient preference. Throughout the
algorithm, the 3 elements for making medication choices
are efficacy or treatment response (change in symptoms),
tolerability (side effects), and serum drug levels (when ap-
plicable). The considerations of treatment response and
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he mendation is to choose between divalproex and

Qﬂﬂza iz.}
ee of lithium as an antimanic agent has been

well @(sgb i {d‘ However, there are data suggesting
that the p(%’en Q? dysphoric mania predicts poorer treat-
ment respo %to @én.“' Therefore, lithium is not rec-
ommended as fMono y for that pathway. Divalproex
is recommended as a r%erapy option for any presen-
tation of mania/hypomania-'>"’ Bivalproex is specifically
recommended, rather than valprOic acid, due to its more

(&“ability.14

favorable side effect profile and

Olanzapine monotherapy for ﬁgp toms of mania/
hypomania was added, based on placeboscontsolled double-
blind trials leading to recent U.S. Food am?w ug Admin-
istration approval of olanzapine for acute%ﬂia.1517 A
minority opinion of the Consensus Panel expressed concern
at putting olanzapine as a first-line monotherapy because
of relatively limited safety data on longer-term use of this
drug and recent data suggesting a higher risk for develop-
ment of diabetes.'*'

Generally, in the case of partial response with good
tolerance or response with residual symptoms, the recom-
mendation will be to add a medication (move to combina-
tion therapy, i.e., Stage 2) versus switching. If the patient
is intolerant in Stage 1, the recommendation will be to try
an alternative mood stabilizer within Stage 1.

J Clin Psychiatry 63:4, April 2002



Figure 1. Algorithm for Treatment of Mania/Hypomania in

Patients With Bipolar I Disorder

Mixed or
Euphoric Dysphoric
Mania/ Mania/ Psychotic
Hypomania Hypomania Mania
Li or DVP Li or DVP
Stage 1 oroLz ||PVPoroLz orOLZ
Monotherapy I_J
| Response

Pesponse
orN nrewe

[(Li or AC) + AC] or

Stage 2 [(Li or AC) + AAP]
Choose From:
Two-Drug Li, DVP, OXC, OLZ, RIS
Combination N R
&S Resp
QA

Partial Response
or Nonresponse

[(Li or AC) + AC] or
[(Li or AC) + AAP]
Choose From:

Li, DVP, OXC, OLZ, RIS

Stage 3

£

Two-Drug
Combination

Response

L Response
P CONT

or Nonresponse

Partial Response f‘
or Nonresponse &O
(Li or AC) + AAP O(?
Stage 4 Choose From: Li, DVP, OXC,
OLZ, RIS, QTPR, ZIP
Two-Drug
Combination

Partial Response
or Nonresponse

Response

Stage 5

Li+AC + AAP
Choose AC From DVP or OXC
Choose AAP From OLZ, RIS, QTP, ZIP

i

Triple
Combination

Partial Response
or Nonresponse \

L Response
CONT

EC
Stage 6

£

T
or
Add Clozapine

Partial Response

or Nonresponse

L Response
CONT

Stage 7

£

Other
(TPM, AAP + AAP,
Conventional Antipsychotics, LTG)

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

Partial Response

Li = Lithium
AC = Anticonvulsant
DVP = Divalproex
LTG = Lamotrigine
OXC = Oxcarbazepine
TPM =Topiramate
AAP = Atypical Antipsychotic
OLZ = Olanzapine
RIS = Risperidone
QTP = Quetiapine
ZIP = Xiprasidone
ECT = Electronconvulsive Th
CONT = continue

erapy
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Stage 2. Use of combination therapy essentially has
become standard care in the treatment of the majority of
patients with bipolar disorder,”>** as recognized through
clinical consensus and expert opinion versus controlled
data. Similar to other recently published algorithms for
treatment of bipolar disorder,”’ Stage 2 treatment includes
combination treatment with 2 agents. Clinicians may choose
from the following: lithium, divalproex, oxcarbazepine,
olanzapine, or risperidone. Therefore, the combination is
either lithium or an anticonvulsant plus an anticonvulsant,
or lithium or an anticonvulsant plus an atypical anti-
psychotic [(Li or AC) + AC, or (Li or AC) + AAP]. Oxcar-
bazepine and risperidone are added as options here. While
there are no double-blind, placebo-controlled trials support-
ing risperidone monotherapy, there is 1 small double-blind,
randomized, single-site trial,”® an add-on trial,” and open
reports that support its use in combination.** Oxcarbaze-
pine is structurally similar to carbamazepine, but does not
produce the epoxide metabolite, which is thought to be as-
sociated with much of the toxicity and intolerance associ-
ated with carbamazepine. Oxcarbazepine has been shown
to have comparable efficacy in studies of epilepsy and pre-
liminary work in bipolar patients. It is associated with in-
creased tolerability and fewer drug interactions and does not
require serum level monitoring.**** Therefore, consistent
with the general principle to use forms of medications as-
sociated with greatest tolerability, oxcarbazepine is recom-

Q%lded. While carbamazepine is not included as a mono-

apy option, it is recommended in combination with
e&limanic drugs.”>" A minority opinion within the

@el \@J}pt further efficacy data in bipolar patients were
nee@ﬁd b ?ﬁe including oxcarbazepine in the algorithm.
St tage 3, clinicians are asked to attempt

another €on n of medications, drawing from the
same groﬁ@cr in Stage 2. Preferably, they would
keep one agentffom revious combination and change
to a different second ag gain, the combination can be
either (Li or AC) + AC, oréi C) + AAP.

Stage 4. This stage also ir@s combination therapy,
but at this point, the clinician is' gfompted directly to use
an atypical antipsychotic agent in comp tion with lithium,
divalproex, or oxcarbazepine (i.e., [Li(g;)aAC + AAP). For
patients with psychotic mania, the reco dation is to
progress immediately to this combination if (g‘e 1 mono-
therapy with lithium, divalproex, or olanzapine ds ineffec-
tive or only partially effective. Quetiapine and ziprasidone
are added as additional choices here. Quetiapine has a num-
ber of open and double-blind trials supporting its utility
in combination with other medications for bipolar disor-
der”' Ziprasidone has one completed double-blind,
placebo-controlled, multicenter trial of monotherapy in
210 inpatients with mania, which supports its antimanic
properties.”’

Stage 5. Stage 5 includes “triple therapy,” with lithium,
an anticonvulsant (choose from divalproex or oxcarbaze-
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Figure 2. Algorithm for the Treatment of Depression in
Bipolar I Disorder (to be used in conjunction with the
primary treatment algorithm for mania/hypomania)

[Stage 1]

Initiate or Optimize (1| Dose)
Mood-Stabilizing Medications

Response
Partial Response CON
or Nonresponse
[Stage 2] AD1 or LTG
Response
@artial Response ¢ CONT
orgNGnresponse

Add Lithium or
Switch to Alternate AD
(AD1, LTG, or AD2)
or
Add Additonal AD
(AD1, LTG, or AD2)

Stage 3

A /) Response
Partial Response ‘
or Nonresponse ")

Combination of 2 Antidepressants
(Choose From AD1, LTG, or AD2)

[Stage 4]
[Stage 5]

Stage 6

Partial Response
or Nonresponse

Switch AD to an MAOI or

Add AAP Medication Gf‘ ,}
S d}'

Partial Response
or Nonresponse

or ECT or Other
(Inositol, Dopamine Agonists, Stimulants,
Thyroid, Conventional Antipsychotics,
Tricyclic Antidepressnats, Omega 3
Fatty Acids, Acupuncture, Hormones)

AAP = Atypical Antipsychotic
AD = Antidepressant

ECT = Electronconvulsive Therapy
MAOI = Monoamine Oxidase Inhibitor

AD1 = Bupropion Sustained Release or

Selective Serotonin Reuptake Inhibitor

without permission, AD2 =Venlafaxine or Nefazodone
but with appropriate LTG = Lamotrigine
citation. CONT = continued

This material is in the
public domain and
can be reproduced

pine), and an atypical antipsychotic medication (choose
from olanzapine, risperidone, quetiapine, or ziprasidone).

Stage 6. Electroconvulsive therapy (ECT) is an effec-
tive treatment for acute mania,*®* but safety, tolerability,
and patient acceptance issues led to its placement further
down in the algorithm at Stage 6. Many manic patients
will experience a relatively rapid response to ECT. Rec-
ommended frequency is 3 treatments per week, and ECT
should be terminated when patients are in full remission
or fail to sustain response over 3 to 6 treatments. At least 6
to 10 ECT treatments should be attempted before declar-
ing a patient resistant to treatment.

Alternatively, clozapine could be added to other medi-
cations as a treatment option here.®*® This is consistent
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Use Alternative Not Used at Stage 5 %

o

with clinical recommendations to attempt treatment with
other atypical antipsychotic medications before initiating
clozapine treatment due to potential tolerability difficul-
ties and the medical monitoring required.

Stage 7. This stage includes other options that may be
used as adjuncts to partially effective medication combi-
nations and medications with more limited data. It includes
topiramate,* %’ a combination of medications that includes
2 atypical antipsychotic medications, conventional anti-
psychotics, and lamotrigine.”*"*

Strategies to Treat Depression in Bipolar Disorder

The majority of the algorithm of strategies to treat
depression in bipolar I disorder (Figure 2) is based on
expert consensus, given the limited evidence for treatment
of depression in patients with bipolar disorder. Several
treatments that do have evidence supporting their effective-
ness are listed at advanced stages due to issues regarding
safety and tolerability (monoamine oxidase inhibitor
[MAOI] medications, electroconvulsive therapy [ECT]).
Within some stages (e.g., Stage 3), several options are pro-
vided because the evidence does not support a more spe-
cific order of those treatment strategies. It is assumed that
this algorithm will be utilized in conjunction with the pri-
mary treatment algorithm for mania/hypomania. If a patient
reports symptoms of depression significant enough to war-
rant intervention, the clinician is directed to utilize this

%jg‘:rithm as a concomitant treatment strategy in addition

ny, stage of treatment within the mania/hypomania
lg . As with any algorithm, if insufficient response

ive symptoms is achieved, the clinician should
e‘tﬂ}iugh the algorithm until satisfactory symptom
redugﬁ i@is:ved.

It is vmpor Q?to carefully consider the addition of
an antidep n e medication regimen of patients
with bipolar 1@frde§ decision is simplified when the
patient has a distinct { depressive episode, without
mood lability or hypomantia, the degree of suffering
justifies initiating an antidépitssant. However, many
patients will have significant @ssive symptoms, but
also periods of dysphoric hypomarﬁp ood lability, irri-
tability, and other more complicated stg‘gs?The balance
of optimizing mood stabilizers, possibly adding lithium, or
adding an antidepressant must be done on %\&—by—case
basis. Regardless, the consensus panel maintains that all
bipolar depressed patients should have mood-stabilizer
treatment optimized."

The algorithm to treat depression in bipolar disorder
assumes antidepressants will be used only in conjunction
with a mood-stabilizing medication, because of the risk of
inducing manic symptoms.®' If a patient develops hypo-
manic, manic, or mixed symptoms after initiation of an
antidepressant agent, the agent should be stopped and those
symptoms treated. It may be necessary to adjust the mood
stabilizer during treatment (i.e., increase dose with devel-
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opment of irritability or mood lability). In some cases, it
may be clinically indicated to switch or combine mood
stabilizers (i.e., an effective antidepressant is found and
continued need for an antidepressant is clear, but this tac-
tic is associated with mild mood lability). It is expected
that the clinician will continue to utilize recommendations
of the mania/hypomania algorithm even when prescribing
antidepressant treatment.

Selection of a specific antidepressant medication should
be made on-the basis of individual factors such as the
expected sffect profile, potential toxicity, and con-
comitant medi@oblems and medications. The initial
algorithm stag @us on antidepressant monotherapy
with medications @iated with favorable risk-benefit
ratios and for which'therg is evidence of efficacy in bipolar
patients. /'

Stage 1. The first stage s initiating and/or opti-
mizing mood-stabilizing me% # The recommenda-
tion is that all patients diagnoseg<l ith’bipolar I disorder
be prescribed antimanic medications the algorithm
for treatment of mania/hypomania. The ittee made
explicit the recommendation thatC%;iw zing. mood-
stabilizing medications might mean ei an&) se or
decrease in dosing, although no formal stddies 35 ail-
able to clearly direct tactics on this issue. In/'gne\-h;t a.
second mood stabilizer versus paroxetine wasyblin

Medication Treatment of Bipolar Disorder 2000

(1) little impact on sexual functioning, (2) relatively few
drug interactions, and (3) reasonably good tolerability.
Lamotrigine has a rare, potential side effect of medically
serious rashes (Stevens-Johnson syndrome or toxic epider-
mal necrolysis). The risk of rash is strongly associated with
rate of initial titration; thus, following the recommended
medication-dosing schedule is critical. Otherwise, lamotri-
gine is a generally well-tolerated drug, including single
daily administration and little impact on sexual function-
ing or body habitus.

Stage 3. At this point, the algorithm begins to rely more
heavily on clinical consensus and expert opinion, as only
limited data on treatment of bipolar depression are avail-
able following failure in Stage 2. The algorithm develop-
ment philosophy is that when there are several options
available, with little or no empirically derived reason to
rank them, offer choices so that the clinician and patient
may discuss and choose among them. Stage 3 offers the cli-
nician and patient several options, including addition of
lithium,”'~* switching to an alternative antidepressant medi-
cation (adding venlafaxine or nefazodone as additional op-
tions), or adding a second agent from the Stage 2 options
(e.g., an antidepressant or lamotrigine).

If Stage 2 treatment was unsuccessful primarily because
of intolerable side effects, consider selecting an antide-
. pressant from a different class with a contrasting side

added to the regimen of 27 patients taking elther(aﬁal / effect profile (e.g., if the patient experienced sexual dys-

proex or lithium and experiencing a depressive eplso
While clinical outcomes were similar in the 2 groups, the
was a higher number of noncompleters in the group treated
with 2 mood stabilizers, which was attributed to intoler-
ance of the combination of 2 mood stabilizers.

Stage 2. Patients entering Stage 2 of the algorithm
should have a major depressive episode of sufficient
severity to merit medication treatment. Stage 2 includes
the addition of a selective serotonin reuptake inhibitor
(SSRI), bupropion sustained release (SR), or lamotrigine
to existing medications. The SSRI options are open and
include fluoxetine, paroxetine, sertraline, fluvoxamine,
and citalopram.®*® Randomized controlled trials for uni-
polar major depression have consistently demonstrated
similar efficacy among this class of commercially avail-
able antidepressants. Bupropion is an additional option,*’
and the committee recommended the sustained-release
version of bupropion due to improved tolerability. On the
basis of an accumulating body of the best evidence to date,
including placebo-controlled blinded studies (level A evi-
dence) supporting the efficacy of lamotrigine for treatment
of bipolar depression, the consensus was to introduce
lamotrigine as a Stage 2 option.”>%%

Each of the Stage 2 antidepressants has specific advan-
tages and disadvantages. Particular advantages associated
with SSRIs include widespread clinical experience and
single daily administration (potentially enhancing com-
pliance). Particular advantages for bupropion SR include
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Q;»COUOH on treatment with an SSRI, consider bupropion

fazodone).
4. Stage 4 includes the combination of 2 antide-
'[??ﬁsa dications. Clinicians may select from the SSRI
group, b ion SR, lamotrigine (an anticonvulsant with
antid. ,rés {‘roperties), nefazodone, or venlafaxine.
In choosiﬁ%'a @tide ressant combination, it is recom-
mended t s%{n %ons from different classes (i.e., not
2 SSRIs). The @ﬁl nation antidepressant regimens
is to combine medlcatlgz( enhance clinical response. In
general, because of the pot ri1@r drug interactions, anti-
depressant combination treat ould be used carefully,
and patients monitored closely
Stage 5. Stage 5 includes changﬁ.ip he antidepressant
medication to an MAOI or adding an aé; fntlpsychotlc
medication.”® Studies on the use of M & (tranylcy-
promine) support their effectiveness for bipo atients in
a major depressive episode.’”* Because of potential health
risks and the need to follow special dietary restrictions and
avoid certain medications, MAOIs are located in Stage 35,
after medications and medication combinations with fewer
level A and B data. Diet restriction guidelines should be
provided to all patients receiving MAOI medications.
Stage 6. Recommendations at this stage include using
the alternative not used in Stage 5, ECT, or Other. The
“Other” list includes options that are exploratory, includ-
ing inositol, dopamine agonists, stimulant medications, thy-
roid, conventional antipsychotics, tricyclic antidepressants,

294



Suppes et al.

0 1

omega-3 fatty acids,'™ acupuncture,'” and hormones.
Despite evidence supporting a partial degree of efficacy in
bipolar depression,* """ tricyclic antidepressants (TCAs)
are included in Stage 6 “Other” due to (1) their relatively
less favorable side effect profile, (2) their narrow safety
margin, and (3) evidence suggesting increased switches
into mania relative to newer antidepressants (e.g., bupro-
pion or SSRIs).**!1%%1% However, TCAs are considered an
acceptable treatment strategy, especially if the patient has
a prior hist(@)f good response with no ill effects.

Additional Tre
The physicia

t Interventions

ual that supports implementation of
these guidelines in s recommendations for adjunctive
treatments, including intgrventions for insomnia, agitation,
and other associated sym&‘ ns. Additionally, the manual
includes recommendations effect management and
modifications that may be requ ?!for inpatient use of the

algorithms. 0)

Recommendations for Continuation P Qeatment
Algorithm for mania/hypomani ftéc_response (or
preferably remission), the medication(s @oulﬁ ntin-
ued for at least 3 months at the dose eff the
acute phase. Patients should be evaluated al{l’pa .
3 months during continuation treatment (if possi% ev&%\,
1-2 months). Frequent contact is critical to increase patien
medication adherence and to detect early symptompg

relapse. Importantly, once the medication regimen is stab@

lized during the latter portion of continuation phase, it is
recommended that efforts be made to simplify it. When one
of the ongoing medications is discontinued, the dosage
should be tapered no more rapidly than 25% per week and
not before 3 months of full remission has occurred.'*'%
Tapering and discontinuation usually can be completed over
a 1- to 2-month period. Patients should be educated con-
cerning the signs and symptoms of recurrence of an acute
manic/hypomanic or depressive episode. While little is sci-
entifically known about the relative need for combined
mood stabilizers long term, the expectation is that many, if
not most, patients will need combination treatment long
term. Related to this is the relatively unstudied area of
whether using combination treatment will allow somewhat
lower doses while maintaining mood stability. Once the
patient is stabilized, consideration of tapering a medication
associated with either side effects or limited partial re-
sponse, while continuing other medications, is reasonable.

If mood instability recurs, prompt treatment with the
medication previously effective should be initiated (i.e.,
initiate algorithm stage and tactic that previously resulted
in remission of symptoms).

If the patient received ECT during the acute phase, con-
tinuation phase treatment with antimanic medication(s) is
recommended after the initial treatment phase of ECT is
completed. Selecting an antimanic medication(s) that the
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patient has not previously received or one that the patient
has responded to during a previous episode is generally rec-
ommended. However, if necessary, a previously partially
effective antimanic medication may be used alone or in
combination with other medications. Dosing, duration of
treatment, monitoring, and medication tapering are as de-
scribed above. If a patient relapses during continuation
phase treatment, continuation ECT should be considered.

Algorithm for treatment of depression in bipolar dis-
order. After full response (or preferably remission), the anti-
depressant medication(s) should be continued for 1 to 3
months at the dose effective during the acute phase. Patients
should be evaluated at least every 3 months during continu-
ation treatment (if possible, every 1-2 months). Once again,
frequent contact is critical to increase patient medication
adherence and to detect early symptoms of relapse.

For initial episodes of bipolar major depression and
in all patients without a proven continued need for antide-
pressants, medication tapering and discontinuation should
be considered after the continuation period is completed.
If previous depressive episodes occurred upon antide-
pressant discontinuation, maintenance treatment should be
considered.

The risks and/or benefits of prolonged use of antidepres-
sant medications in this population are under debate, and
this decision should be made by the patient and physician
after weighing past history of depressive episodes and

%ical response to the medication. When discontinuing

antidepressant, the dosage should be tapered no more
api an 25% per week and not before 1 to 3 months of

@TCI@S:" on have occurred. Tapering and discontinuation

usual] completed over a 1- to 2-month period. In
majoé r@

sode iS OS]
medication 0
evaluated ever§/Z to

disorder (unipolar), a new depressive epi-

to occur within the first 8 months of
tion; therefore, patients should be
nths during that period. Patients
should be educated con ing the signs and symptoms of
recurrence of depressive symptoms.

If depression recurs, prompt tfeatment with the medica-
tion previously effective shoul @initiated (i.e., initiate
algorithm stage and tactic that previdtfs) resulted in remis-
sion of depressive symptoms). At this time, little is scien-
tifically known about the relative need for{cembined anti-
depressants long term. Thus, treatment decisi (skhould be
empiric, and once the patient is stabilized, consideration of
tapering one of the antidepressants is reasonable.

If the patient received ECT during the acute phase,
continuation phase treatment with mood stabilizers is rec-
ommended after the initial treatment phase of ECT is
completed. Selecting a mood stabilizer(s) that the patient
has not previously received, or one that the patient has
responded to during a previous episode, is generally rec-
ommended. However, if necessary, a previously partially
effective mood stabilizer may be used alone or in combi-
nation with other mood stabilizers. Dosing, duration of
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treatment, monitoring, and medication tapering are as de-
scribed above. If a patient relapses during continuation
phase treatment with an antidepressant, continuation ECT
should be considered.

Recommendations for Maintenance Phase Treatment

Guidelines are limited due to relatively few scientific
studies on the long-term management of bipolar patients.
In practice, essentially all patients will need antimanic
medication(s)_to prevent return of symptoms. The lowest
possible d@is recommended, while maintaining the
medication at tCapeutic levels. General practice at this
time is lifetime ication following 2 manic episodes,
or 1 episode if it \%severe episode and/or significant
family history of b %major depressive disorder is
present. For a first episo “bipolar mania with no fam-
ily history of bipolar or ma essive disorders, medi-
cation tapering and discontin may be considered
after the continuation period is completed (usually 6
months in remission), depending o verity of the
first episode, surrounding factors, and é al history.
Patients should be educated to deé%elg;gle t mood
symptoms and monitored periodically. < (6

For patients who received antidepress edé

jons
it is likely that some will need antidepressan@ong%m .
Gk
ent/
¢, @,

Active discussions regarding the initiation and dur 2

to prevent return of symptoms. The lowest possi
tive dose is recommended, while maintaining tre
with an antimanic agent(s).

tion of maintenance treatment are an important element in
the clinician-patient collaboration for this as well as other
phases of pharmacologic management of bipolar disor-
der. The patient’s risk factors for recurrence should be
considered in the decision process.

CONCLUSION

The algorithms reflect current recommendations for
treatment of bipolar I disorder from a panel of experts,
informed by TDMHMR physicians, advocates, and con-
sumers. The intention is that clinicians will use these
guidelines, with the accompanying manual (see http://
www.mhmr.state.tx.us/CentralOffice/MedicalDirector/
TIMA), to begin treatment with the often severely and per-
sistently ill patients with bipolar I disorder seen in most
public mental health settings.

The priority when developing the sequential algorithm
recommendations was to provide clinicians with a useful
tool to make evidence-based treatment decisions in the
often resource-poor environment of a public mental health
setting. The consensus panel was broad in scope and con-
tent of discussion, and 7 distinct algorithms were origi-
nally developed for varying presentations of bipolar dis-
order. The limits of the expert consensus approach and
evidence-based treatment of bipolar disorder are reflected
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in the inclusion of multiple choices within many algorithm
stages. When available data, safety, and expert consensus
judged options as relatively equivalent, they were included
as options within a stage. Similarly, in those areas where
almost no controlled data existed, and for which experts
were unable to provide evidence-based, ranked options, we
chose not to provide specific recommendations (e.g., rapid
cycling and bipolar II).

Importantly, throughout the consensus process, recog-
nition and use of available evidence was a priority. It is
encouraging to see active research programs underway to
expand our knowledge base on best treatment practices
for patients with bipolar I disorder. These algorithms pro-
vide a beginning to a sequential approach of medication
management for patients with bipolar I disorder. The re-
cently completed TMAP Phase 3 study found that patients
using the algorithm package (enriched treatment plus
patient and family education) showed significant im-
provement relative to patients receiving treatment as
usual in a matched clinic.'”” Whether the use of treatment
algorithms alone will translate to better outcomes when
disseminated throughout the Texas public mental health
system is not known.

Guidelines must, of necessity, be revised and updated
on a regular basis. The versions presented here are being
disseminated throughout the Texas public mental health
system and will be reviewed and updated as needed in

02. The algorithms and a manual supporting implemen-
tafion are available on the TDMHMR Web site at http://
wwymhmr.state.tx.us/centraloffice/medicaldirector/

ﬁprion (Wellbutrin and others), carbamazepine

(Tegret: eg? citalopram (Celexa), clozapine (Clozaril and
others), div X SAdt (Depakote), fluoxetine (Prozac and others),
fluvoxamine (Egvo ers), inositol (Amino-Cerv and others),

lamotrigine (Lamietal), done (Serzone), olanzapine (Zyprexa),
paroxetine (Paxil), quetiapig? roquel), risperidone (Risperdal), ser-
traline (Zoloft), topiramate (To x), tranylcypromine (Parnate), val-
proic acid (Depakene and others), waxine (Effexor), ziprasidone

(Geodon). j‘
Q

Drs. Suppes, Swann, Bowden, Calabrese, HifSbhfeld, Keck, Sachs, and
Crismon have financial associations with many col that produce
psychoactive pharmaceutical agents. The associati inelude receipt of
research grants and honoraria, consultancies, an%ation on
speakers' bureaus and advisory boards. In addition, ppes has
received clinical grants from the National Institute of Méntal Health
(NIMH) the Robert Wbod Johnson Pharmaceutical Research Institute, and
the Sanley Foundation and has served as a consultant for Pharmaceutical
Research Ingtitute (PRI). Dr. Bowden has received research grants from
NIMH, the Robert Wobod Johnson Pharmaceutical Research Institute, and
the Sanley Foundation. Dr. Calabrese has received clinical grants from
NIMH, the MacArthur Foundation, the National Alliance for Research in
Schizophrenia and Affective Disorders, the Robert Wood Johnson
Pharmaceutical Research Ingtitute, and the Sanley Foundation and has
served as a consultant for the Robert Wood Johnson Pharmaceutical
Research Ingtitute. Dr. Crismon has served as a consultant for Merck
Medco Managed Care, Inc., Radiant Research-Austin, and Magellan
Behavioral Healthcare and isa partner in Texas Research Associates. Drs.
Dennehy, Toprac, and Shon have no affiliation or relationship to report
relative to the subject matter in thisarticle.

296



Suppes et al.

REFERENCES

pharmacotherapy for refractory mood disorders: 22 years of study. J Clin
Psychiatry 2000;61:9-15

1. Gilbert DA, Altshuler KZ, Rago WYV, et al. Texas Medication Algorithm 24. Levine J, Chengappa KN, Brar JS, et al. Psychotropic drug prescription
Project: definitions, rationale, and methods to develop medication algo- patterns among patients with bipolar I disorder. Bipolar Disord 2000;2:
rithms. J Clin Psychiatry 1998;59:345-351 120-130

2. Crismon ML, Trivedi MH, Pigott TA, et al, and the Texas Consensus Con- 25. Bauer MS, Callahan AM, Jampala C, et al. Clinical practice guidelines for
ference Panel on Medication Treatment of Major Depressive Disorder. bipolar disorder from the Department of Veterans Affairs. J Clin Psychi-
The Texas Medication Algorithm Project: report of the Texas Consensus atry 1999;60:9-21. Correction 1999;60:341
Conference Panel on Medication Treatment of Major Depressive Disor- 26. Dennehy EB, Suppes T. Medication algorithms for bipolar disorder.
der. J Clin Psychiatry 1999;60:142-156 J Pract Psychiatry Behav Health 1999;5:142-152

3. Hughes CW, Emslie GJ, Crismon ML, et al. The Texas Children’s Medica- 27. Sachs GS, Printz DJ, Kahn DA, et al. The Expert Consensus Guideline
tion Algorithm Project: report of the Texas Consensus Conference Panel Series: medication treatment of bipolar disorder 2000. Postgrad Med
on Medication Treatment of Childhood Major Depressive Disorder. J Am 2000;April:1-104
Acad Chil, lesc Psychiatry 1999;38:1442-1454 28. Segal J, Berk M, Brook S. Risperidone compared with both lithium and

4. Miller AL, es JA, Chiles JK, et al. The Texas Medication Algorithm haloperidol in mania: a double-blind randomized controlled trial. Clin
Project (TMAP)gSchigophrenia algorithms. J Clin Psychiatry 1999;60: Neuropharmacol 1998;21:176-180
649-657 29. Sachs G, Ghaemi SN. Efficacy and tolerability of risperidone versus

5. Rush AJ, Rago W\@'l on ML, et al. Medication treatment for the placebo in combination with lithium or valproate in acute mania [poster].
severely and persisteﬁ ntally ill: the Texas Medication Algorithm Presented at the 13th annual meeting of the European College of Neuro-
Project. J Clin Psychiatry 1999;60:284-291 psychopharmacology; Sept 9-13, 2000; Munich, Germany

6. Suppes T, Swann AC, Denn B, et al. Texas Medication Algorithm 30. Keck PE Jr, Wilson DR, Strakowski SM, et al. Clinical predictors of acute
Project: development and feasibility testing of a treatment algorithm for risperidone response in schizophrenia, schizoaffective disorder, and psy-
patients with bipolar disorder. J hiatry 2001;62:439-447 chotic mood disorders. J Clin Psychiatry 1995;56:466-470

7. Depression Guideline Panel. Clinic ctice Guideline Number 5: 31. Tohen M, Zarate CA, Centorrino F, et al. Risperidone in the treatment of
Depression in Primary Care, vol 1. Detection ahd Diagnosis. Rockville, mania. J Clin Psychiatry 1996;57:249-253
Md: US Dept Health Human Services, Age alth Care Policy and 32. Ghaemi SN, Sachs GS, Baldassano CF, et al. Acute treatment of bipolar
Research; 1993. AHCPR publication 93-0550 disorder with adjunctive risperidone in outpatients. Can J Psychiatry 1997;

8. Clinical Practice Guideline Number 5: Depression imary Care, vol 2. 42:196-199
Treatment of Major Depression. Rockville, Sgﬂ Ith Human 33. Ghaemi SN, Sachs GS. Long-term risperidone treatment in bipolar disor-
Services, Agency for Health Care Policy and arch;@ HCPR der: 6-month follow up. Int Clin Psychopharmacol 1997;12:333-338
publication 93-0551 34, Kalviainen R, Keranen T, Riekkinen PJ Sr. Place of newer antiepileptic

9. Dilsaver SC, Swann AC, Shoaib AM, et al. The man‘%wdr : Qctors drugs in the treatment of epilepsy. Drugs 2000;46:1009-1024
which may predict a patient’s response to lithium, carbam(@pi (jﬁ;l— . 35. McCabe PH. New anti-epileptic drugs for the 21st century. Expert Opin
proate. J Psychiatry Neurosci 1993;18:61-66 Pharmacother 2000;1:633-674

10. Frye MA, Altshuler LL, Szuba MP, et al. The relationship be%‘?{o ® 36. Hummel B, Stampfer R, Grunze H, et al. Acute anti-manic efficacy and
manic agent for treatment of classic or dysphoric mania and lengtlif hos- / safety of oxcarbazepine in an open trial with an on-off-on design. Pre-
pital stay. J Clin Psychiatry 1996;57:17-21 C (? sented at the 4th annual meeting of the International Conference on

11. Swann AC, Bowden CL, Morris D, et al. Depression during mania: tre: %}Bipolar Disorder; June 14-16, 2001; Pittsburgh, Pa
ment response to lithium or divalproex. Arch Gen Psychiatry 1997;5 :VL Y Reimstein MJ, Sonnenberg JG, Chasanov MA, et al. Oxcarbazapine and
37-42 @ @oex sodium: a comparison of efficacy and side effects for mania.

12. Bowden CL, Brugger AM, Swann AC, et al. Efficacy of divalproex vs lith- (? In: Research Abstracts of the 2001 Annual Meeting of the American
ium and placebo in the treatment of mania. The Depakote Mania Study j Psyc 1@3 ssociation; May 5-10, 2001; New Orleans, La. Abstract
Group. JAMA 1994;271:918-924 %54: j

13. Pope HG Jr, McElroy SL, Keck PE Jr, et al. Valproate in the treatment of 38. Emr}&H ies with oxcarbazepine (Trileptal) in acute mania. Int
acute mania: a placebo-controlled study. Arch Gen Psychiatry 1991;48: ClinPsychoph 1 1990;190(5, suppl):83-88
62-68 39. Emrich g@ 08 Zerssen D. The use of sodium valproate, carba-

14. Zarate CA Jr, Tohen M, Narendran R, et al. The adverse effect profile and mazepine a © ipe in patients with affective disorders. J Affect
efficacy of divalproex sodium compared with valproic acid: a pharma- Disord 1985;8:243-25
coepidemiology study. J Clin Psychiatry 1999;60:232-236 40. Muller AA, Stoll KD. Car ine and oxcarbazepine in the treatment

15. Tohen M, Sanger TM, McElroy SL, et al, and the Olanzapine HGEH of manic syndromes: studies mé‘m . In: Emrich HM, Okuma T, Mul-
Study Group. Olanzapine versus placebo in the treatment of acute mania. ler AA, eds. Anticonvulsants in ive Disorders. New York, NY:
Am J Psychiatry 1999;156:702-709 Elsevier Science Publishing Co; 1984:1345-147

16. Tohen M, Jacobs TG, Grundy SL, et al. Efficacy of olanzapine in acute 41. Velikonja M, Heinrich K. Effect of oxc pine on affective and schizo-
bipolar mania. Arch Gen Psychiatry 2000,57:841-849 affective symptoms: a preliminary report. Tri; Emrich HM, Okuma T, Mul-

17. Berk M, Ichim L, Brook S. Olanzapine compared to lithium in mania: a ler AA, eds. Anticonvulsants in Affective Disorders. New York, NY:
double-blind randomized controlled trial. Int Clin Psychopharmacol 1999; Elsevier Science Publishing Co; 1984:208-210 ¢
14:339-343 42. Van Parys JA, Meinardi H. Survey of 260 epilepti@f ts treated with

18. Melkersson KI, Hulting AL, Brismar KE. Different influences of classical oxcarbazepine (Trileptal) on a named-patient basis. Ep@{(es 1994;19:
antipsychotics and clozapine on glucose-insulin homeostasis in patients 79-85
with schizophrenia or related psychoses. J Clin Psychiatry 1999;60: 43. Reinikainen KJ, Keranen T, Halonen T, et al. Comparison 6f oxcarbaze-
783-791 pine and carbamazepine: a double-blind study. Epilepsy Res 1987;1:

19. Lindenmayer J-P, Nathan A-M, Smith RC. Hyperglycemia associated with 284-289
the use of atypical antipsychotics. J Clin Psychiatry 2001;62(suppl 23): 44. Dam M, Ekberg R, Loyning Y, et al. A double-blind study comparing ox-
30-38 carbazepine and carbamazepine in patients with newly diagnosed, previ-

20. Allison DB, Casey DE. Antipsychotic-induced weight gain: a review of ously untreated epilepsy. Epilepsy Res 1989;3:70-76
the literature. J Clin Psychiatry 2001;62(suppl 7):22-31 45. Ballenger JC, Post RM. Therapeutic effects of carbamazepine in affective

21. Sernyak MJ, Rosenheck RA, Leslie D. Association of diabetes mellitus illness: a preliminary report. Commun Psychopharmacol 1978;2:159-175
with atypical neuroleptics. In: New Research Abstracts of the 154th 46. Okuma T, Inanaga K, Otsuki S, et al. Comparison of the antimanic efficacy
Annual Meeting of the American Psychiatric Association; May 2, 2001; of carbamazepine and chlorpromazine: a double-blind controlled study.
New Orleans, La. Abstract NR506:137-138 Psychopharmacol Bull 1979;66:211-217

22. Freeman MP, Stoll AL. Mood stabilizer combinations: a review of safety 47. Lerer B, Moore N, Meyendorff V, et al. Carbamazepine versus lithium in
and efficacy. Am J Psychiatry 1998;155:12-21 mania: a double-blind study. J Clin Psychiatry 1987;48:89-93

23. Frye MA, Ketter TA, Leverich GS, et al. The increasing use of poly- 48. Small JG, Klapper MH, Miketein V, et al. Carbamazepine compared

297 J Clin Psychiatry 63:4, April 2002



with lithium in the treatment of mania. Arch Gen Psychiatry 1991:48:
915-921

49. Small JG, Klapper MH, Marhenke JD, et al. Lithium combined with car-
bamazepine or haloperidol in the treatment of mania. Psychopharmacol
Bull 1995;31:265-272

50. Denicoff KD, Smith-Jackson EE, Disney ER, et al. Comparative prophy-
lactic efficacy of lithium, carbamazepine, and the combination in bipolar
disorder. J Clin Psychiatry 1997;58:470-478

51. Ghaemi SN, Katzow JJ. The use of quetiapine for treatment-resistant
bipolar disorder: a case series. Ann Clin Psychiatry 1999;11:137-140

52. Sajatovic M, Brescan DW, Perez D, et al. Quetiapine fumarate in
neuroleptic-dependent mood disorders. In: New Research Program and
Abstracts of the 1999 Annual Meeting of the American Psychiatric Asso-
ciation; 20, 1999; Washington, DC. Abstract NR456:194

53. Dunayevi trakowski SM. Quetiapine for treatment-resistant mania.

Am J Psychiatry, 57 1341

54. Zarate CA Jr, Ro c A, Fletcher KE, et al. Clinical predictors of acute
response with queti psychotic mood disorders. J Clin Psychiatry
2000;61:185-189 &

55. Chisholm K, Dennehy EB,
on for treatment refractory bi
International Conference on Bi
burgh, Pa

56. DelBello MP, Rosenberg HL, Hudep , et al. Quetiapine as adjunc-
tive treatment for adolescent mania. Poster pre)anted at the 4th Interna-
tional Conference on Bipolar Disorder; Jun 2001; Pittsburgh, Pa

57. Versiani M, Keck PE, Potkin S, et al. for the Z‘ﬁ'e in Mania Study
Group. Ziprasidone in the acute treatment of double-blind,
placebo-controlled, randomized trial. Present th annual meeting
the International Conference on Schizophrem arcl& ; April
28-May 2, 2001; Whistler, British Columbia, Can

58. Small JG, Klapper MH, Kellams JJ, et al. Electr 1s1 mem
compared with lithium in the management of manic state
chiatry 1988;45:727-732

es T. Clinical response to quetiapine add-
aisorder [poster]. Presented at the 4th
D order; June 14-16 2001; Pitts-

59. Mukherjee S, Sackeim HA, Schnurr DB. Electroconvulswe
acute manic episode: a review of 50 years’ experience. Am J Ps 1alry /
% Nemeroff CB, Evans DL, Gyula1 L, et al. Double-blind, placebo-

1994;151:169-176

60. McElroy SL, Dessain EC, Pope HG Jr, et al. Clozapine in the treatment
psychotic mood disorders, schizoaffective disorder, and schlzophrema
J Clin Psychiatry 1991;52:411-414

61. Zarate CA Jr, Tohen M, Banov MD, et al. Is clozapine a mood stabilizer?
J Clin Psychiatry 1995;56:108-112

62. Frye MA, Ketter TA, Altshuler LL, et al. Clozapine in bipolar disorder:
treatment implications for other atypical antipsychotics. J Affect Disord
1998;48:91-104

63. Suppes T, Webb A, Paul B, et al. Clinical outcome in a randomized 1-year
trial of clozapine versus treatment as usual for patients with treatment-
resistant illness and a history of mania. Am J Psychiatry 1999;156:
1164-1169

64. Chengappa KN, Rathore D, Levine J, et al. Topiramate as add-on treat-
ment for patients with bipolar mania. Bipolar Disorders 1999;1:42-53

65. Gordon A, Price LH. Mood stabilization and weight loss with topiramate
[letter]. Am J Psychiatry 1999;156:968-969

66. Normann C, Langosch J, Schaerer LO, et al. Treatment of acute mania
with topiramate [letter]. Am J Psychiatry 1999;156:2014

67. McElroy SL, Suppes T, Keck PE, et al. Open-label adjunctive topiramate
in the treatment of bipolar disorders. Biol Psychiatry 2000;47:1025-1033

68. Calabrese JR, Keck PE, McElroy SL, et al. A pilot study of topiramate as
monotherapy in the treatment of acute mania. J Clin Psychopharmacol
2001;21:340-342

69. Grunze HCR, Normann C, Langosch J, et al. Antimanic efficacy of topira-
mate in 11 patients in an open trial with an on-off-on design. J Clin Psychi-
atry 2001;62:464-468

70. Bowden CL, Calabrese JR, McElroy SL, et al. The efficacy of lamotrigine
in rapid cycling and non-rapid cycling patients with bipolar disorder. Biol
Psychiatry 1999;45:953-958

71. Calabrese JR, Bowden CL, McElroy SL, et al. Spectrum of activity of la-
motrigine in treatment-refractory bipolar disorder. Am J Psychiatry 1999;
156:1019-1023

72. Calabrese JR, Suppes T, Bowden CL, et al, for the Lamictal 614 Study
Group. A double-blind, placebo-controlled, prophylaxis study of lamotri-
gine in rapid-cycling bipolar disorder. J Clin Psychiatry 2000;61:841-850

73. Suppes T, Brown ES, McElroy SL, et al. Lamotrigine for the treatment of

J Clin Psychiatry 63:4, April 2002

Medication Treatment of Bipolar Disorder 2000

bipolar disorder: a clinical case series. J Affect Disord 1999;53:95-98

74. Ichim L, Berk M, Brook S. Lamotrigine compared with lithium in mania: a
double-blind randomized controlled trial. Ann Clin Psychiatry 2000;12:
5-10

75. Akiskal HS. The prevalent clinical spectrum of bipolar disorders: beyond
DSM-1IV. J Clin Psychopharmacol 1996;16(2, suppl 1):4S-14S

76. McElroy SL, Keck PE, Pope HG, et al. Clinical and research implications
of the diagnosis of dysphoric or mixed mania or hypomania. Am J Psychi-
atry 1992;149:1633-1644

77. Freeman MP, McElroy SL. Clinical picture and etiologic models of mixed
states. Psychiatr Clin North Am 1999;22:535-546

78. Akiskal HS, Bourgeois ML, Angst J, et al. Re-evaluating the prevalence of
and diagnostic composition within the broad clinical spectrum of bipolar
disorders. J Affect Disord 2000;59(suppl 1):S5-S30

79. Suppes T, Kupka R, McElroy S, et al. Stanley Foundation Bipolar Net-
work, USA. Incidence of co-occurrence of hypomania and depressive
symptoms in the Stanley Foundation Bipolar Network. Presented at the
2nd European Stanley Foundation Conference on Bipolar Disorder; Sep-
tember 21-22, 2000; Amsterdam, Holland

80. Young LT, Joffe RT, Robb JC, et al. Double-blind comparison of addition
of a second mood stabilizer versus an antidepressant to an initial mood sta-
bilizer for treatment of patients with bipolar depression. Am J Psychiatry
2000;157:124-126

81. Wehr TA, Goodwin FK. Can antidepressants cause mania and worsen the
course of affective illness? Am J Psychiatry 1987;144:1403-1411

82. Altshuler LL, Post RM, Leverich GS, et al. Antidepressant-induced mania
and cycle acceleration: a controversy revisited. Am J Psychiatry 1995;152:
1130-1138

83. Coryell W, Endicott J, Maser JD, et al. Long-term stability of polarity
distinctions in the affective disorders. Am J Psychiatry 1995;152:385-390

84. Nolen WA, Bloemkolk D. Treatment of bipolar depression, a review of the
literature and a suggestion for an algorithm. Neuropsychobiology 2000;42
(suppl 1):11-17

85. Cohn JB, Collins G, Ashbrook E, et al. A comparison of fluoxetine imipra-
mine and placebo in patients with bipolar depressive disorder. Int Clin
Psychopharmacol 1989;4:313-322

ontrolled comparison of imipramine and paroxetine in the treatment of
bi depression. Am J Psychiatry 2001;158:906-912
&S, Lafer B, Stoll AL, et al. A double-blind trial of bupropion versus
(? desl@)ine for bipolar depression. J Clin Psychiatry 1994;55:391-393
%&;ﬁn@ , Yatham LN. An open study of lamotrigine in refractory bi-
depe€ssion. Psychiatry Res 1997;72:145-148
89. Calab e@ den CL, Sachs GS, et al, for the Lamictal 602 Study

Gro p.Aybub d placebo-controlled study of lamotrigine monother-
apy in o }en%po]m I depression. J Clin Psychiatry 1999;60:
79-88

90. Frye MA, KctthA

TA, et al. A placebo-controlled study of la-
motrigine and gabapentin therapy in refractory mood disorders.
J Clin Psychopharmacol 2001 ;@07 14

91. Prien RF, Caffey EM, Klett CJ. Proj tic efficacy of lithium carbonate
in manic-depressive illness: repor of{e Veterans Administration and
National Institute of Mental Health co a@tive study group. Arch Gen
Psychiatry 1973;28:337-341

92. Fieve RR, Kumbaraci T, Dunner DL. Lithium Q‘Bhylaxis of depression in
bipolar I, bipolar II, and unipolar patients. AmpJ Psyehiatry 1976;133:
925-929

93. Ebert D, Jaspert A, Murata H, et al. Initial lit%gmentaﬁon
improves the antidepressant effects of standard TCA tr€atment in non-
resistant depressed patients. Psychopharmacology 1995:118:223-225

94. Post RM, Leverich GS, Denicoff KD, et al. Alternative approaches to re-
fractory depression in bipolar illness. Depress Anxiety 1997;5:175-189

95. Bauer M, Dopfmer S. Lithium augmentation in treatment-resistant depres-
sion: meta-analysis of placebo-controlled studies. J Clin Psychopharmacol
1999;19:427-434

96. Shelton RC, Tollefson GD, Tohen M, et al. A novel augmentation strategy
for treating resistant major depression. Am J Psychiatry 2001;158:
131-134

97. Himmelhoch JM, Thase ME, Mallinger AG, et al. Tranylcypromine versus
imipramine in anergic bipolar depression. Am J Psychiatry 1991;148:
910-916

98. Thase ME, Mallinger AG, McKnight D, et al. Treatment of imipramine-
resistant recurrent depression, IV: a double-blind crossover study of tran-

298



Suppes et al.

99.

100.

101.
102.

103.

104.

105.

106.

107.

299

ylcypromine for anergic bipolar depression. Am J Psychiatry 1992;149:
195-198

Ketter TA, Post RM, Parekh PI, et al. Addition of monoamine oxidase
inhibitors to carbamazepine: preliminary evidence of safety and anti-
depressant efficacy in treatment-resistant depression. J Clin Psychiatry
1995;56:471-475

Stoll AL, Severus WE, Freeman MP, et al. Omega 3 fatty acids in bipolar
disorder: a preliminary double-blind, placebo-controlled trial. Arch Gen
Psychiatry 1999;56:407-412

Allen JB, Schnyer RN, Hitt SK. The efficacy of acupuncture in the treat-
ment of major depression in women. Psychol Sci 1998;9:397-401

Peet M. Induction of mania with selective serotonin re-uptake inhibitors
and tricyclic antidepressants. Br J Psychiatry 1994;164:549-550
Calabre apport DJ, Kimmel SE, et al. Controlled trials in bipolar
I depres focus on switch rates and efficacy. Eur Neuropsycho-
pharmacol 1999{9(suppl 4):S109-S112

Suppes T, Baldessarini RJ, Faedda GL, et al. Risk of recurrence follow-
ing discominuatio ithium treatment in bipolar disorder. Arch Gen
Psychiatry 1991;48:@ 88

Faedda GL, Tondo L, B

gradual discontinuation of li
Gen Psychiatry 1993;50:448

Montgomery S, Van Zwieten—ét)‘ SAngst J, et al. ECNP Consensus
Meeting: March 2000. Nice guidelr ?r investigating efficacy in bi-
polar disorder. Eur Neuropsychopharmacol 2001;11:79-88

Suppes P. Results from the Texas Medication A 4@ thm Project (TMAP)
Bipolar Disorder Treatment Module. In: Syllabus roceedings Sum-
mary of the 2001 Annual Meeting of the Americansychiatric Associa-
tion; May 5-10, 2001; New Orleans, La. N D:’&)

arini RJ, et al. Outcome after rapid vs
ity treatment in bipolar disorders. Arch

Acknowledgment: The Texas Consensus Conference Panel
on Medication Treatment of Bipolar Disorder 2000

Trisha Suppes, M.D. (Chair), UT Southwestern Medical Center,
Dallas, Tex.; Alan C. Swann, M.D. (Co-chair), University of
Texas Mental Sciences Institute, Houston; Diane Batchelder,
M.P.A., Texas Depressive and Manic Depressive Association,
Austin; Charles Bowden, M.D., The University of Texas Health
Science Center, San Antonio; Joseph Calabrese, M.D., Case
Western Reserve University School of Medicine, Cleveland,
Ohio; M. Lynn Crismon, Pharm.D., College of Pharmacy, The
University of Texas at Austin, Austin; Ellen B. Dennehy, Ph.D.,
UT Southwestern Medical Center, Dallas, Tex.; Clifford Gay,
M.B.A., Depressive-Manic Depressive Association of Texas,
Dallas; Robert M.A. Hirschfeld, M.D., University of Texas
Medical Branch, Galveston; Paul E. Keck, Jr., M.D., University of
Cincinnati College of Medicine, Cincinnati, Ohio; Joe Lovelace,
J.D., Alliance for the Mentally Ill, Dripping Springs, Tex.; Rose
Rodriguez, M.D., Center for Health Care Services, San Antonio,
Tex.; Gary Sachs, M.D., Harvard Medical School, Boston, Mass.;
Steven P. Shon, M.D., Texas Department of Mental Health and
Mental Retardation, Austin; Marcia Toprac, Ph.D., Texas
Department of Mental Health and Mental Retardation, Austin; and
Robert Ward, M.D., Kerrville State Hospital, Kerrville, Tex.

J Clin Psychiatry 63:4, April 2002



	Table of Contents

