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Part 1: Overview and Treatment 
of Acute Mania
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Teaching Points
1. The concept of bipolar disorder extends 

beyond DSM-IV.
2. Over time, most bipolar patients 

require combination therapy.
3. Treatment guidelines and algorithms 

abound.
4. There are 10 FDA-approved drugs for 

treating acute mania.  There is no clear 
“winner”.
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Outline
I. DSM-IV Bipolar Disorders Classification
II. The Bipolar Spectrum Concept
III. General Treatment Principles

A. Improving Adherence
B. Role of Psychotherapies
C. Choosing Medications
D. Combination Therapies

IV. Guidelines and Algorithms
V. Pharmacotherapy of Acute Manic and Mixed Episodes

A. FDA-Approved Drugs

B. Supportive Data for Efficacy
C. Texas Implication of Medication Algorithm (TIMA)
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Pre-Lecture Exam
Question 1

1. All of the following are FDA-approved 
for treating acute mania except:
a. Carbamazepine
b. Clorpromazine
c. Clonazepam
d. Divalproex
e. Aripiprazole
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Question 2
2. A patient with a history of hypomanic 

episodes and major depressive episodes 
would receive which DSM-IV 
diagnosis?
a. Cyclothymic disorder
b. Bipolar NOS
c. Bipolar I
d. Bipolar II
e. Bipolar III
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Question 3
3. Which of the following drugs has a 

recommended starting dose for acute 
mania of 25 mg/kg/day?
a. Divalproex ER
b. Carbamazepine ER
c. Risperidone
d. Divalproex
e. Quetiapine
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Question 4
4. Why is olanzapine not listed in 

Stage IA of the TIMA algorithm for 
acute mania monotherapy?
a. Issues about efficacy
b. Safety and tolerability
c. Cost
d. Complexity of use



9APA (1994), Diagnostic and Statistical Manual of Mental Disorders, 4th ed. Washington, D.C.: APA
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NOS
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Substance-
induced

Bipolar  
Disorders

Due to 
General 
Medical 

Condition

Depressive 
Disorders

Moderador
Notas de la presentación
DSM-IV divides mood disorders into two categories—idiopathic and other etiologies. Depressive disorders (unipolar depression) and bipolar disorders are idiopathic. Mood disorders caused by substance intake or a general medical condition are based on other etiologies. It is important to note that many times these mood disorders overlap, which may present challenges in choosing the most appropriate primary diagnosis. For example, depression may be diagnosed as unipolar, when it is more likely bipolar. Also, substance abuse may be a comorbid condition with bipolar disorder or depression.Depressive disorders include major depressive disorder (MDD), dysthymic disorder, and depressive disorder not otherwise specified (NOS). Depressive episodes are distinguished from bipolar disorders by the absence of any history of a manic, mixed, or hypomanic episodes.Bipolar disorders include bipolar I disorder (BPD I), bipolar II disorder (BPD II), and bipolar disorder NOS. These diagnoses require the current presence of, or a history of, manic episodes, mixed episodes, or hypomanic episodes, usually accompanied by a history of major depressive episodes (MDEs).�Diagnostic and Statistical Manual of Mental Disorders (DSM-IV). 4th ed. 1994. 
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Bipolar Disorders:  DSM-IV

• Bipolar I disorder
– Hypomanic, manic, mixed, depressed, 

unspecified
• Bipolar II disorder
• Cyclothymic disorder
• Bipolar disorder NOS (not otherwise 

specified)



11Tohen M, Angst J (2002), In: Textbook in Psychiatric Epidemiology, Tsuang MT, Tohen M, eds. New York: Wiley-Liss, pp427-444

Bipolar Lifetime Prevalence Rates
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Diagnosis
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Range of 
Rates (%)

BP-I:  0.8-1.6%,  BP-II:  0.5-5.5%

Moderador
Notas de la presentación
A large number of epidemiologic studies have addressed the lifetime prevalence of bipolar disorder.  These studies report a prevalence of approximately 1% for bipolar I, 1% for bipolar II, 1 ½% for cyclothymia and 3 – 5% for bipolar spectrum.  Because bipolar disorder is a lifetime disorder, relying on longitudinal course of illness, lifetime rather than point prevalence rates are relevant.ReferenceTohen M, Angst J (2002), In: Textbook in Psychiatric Epidemiology.  Tsuang MT, Tohen M, eds. New York: Wiley-Liss, pp427-444
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Mixed Bipolar Episode (DSM-IV)

• Criteria for both a major 
depressive episode and a manic 
episode

• For at least 1 week
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Bipolar Spectrum Disorders
• Bipolar I disorder: history of mania*

• Bipolar II disorder: history of hypomania and 
major depressive episodes*

• Cyclothymia*

• Hyperthymic temperament

• Secondary mania (to other illnesses or drugs)

• Antidepressant-induced mania and hypomania
*DSM-IV categories; American Psychiatric Association (1994), Diagnostic and Statistical Manual of Mental 
Disorders, 4th ed.  Washington, D.C.: American Psychiatric Publishing, Inc.

Moderador
Notas de la presentación
Although there is controversy about whether there is a “bipolar spectrum”, many clinicians consider this designation useful.  The core feature is a dysregulation of mood, requiring a periodic inappropriate elevation.ReferenceDiagnostic and Statistical Manual of Mental Disorders, 4th ed. (1994), Washington, D.C.: American Psychiatric Association
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Hyperthymic Temperament*
• Extroverted and people-seeking

• High energy level

• Extremely sociable to the point of intrusive

• Overconfident, boastful and grandiose

• Stimulus seeking

• Short sleeper (less than 6 hours per night)
*Habitual long-term functioning of the individual;                                                                    
Akiskal HS (1996), J Clin Psychopharmacol 16(2 suppl 1):4S-14S

Moderador
Notas de la presentación
Although not a DSM-IV diagnostic category, these people are always “on the go”—very extroverted, high energy and extremely self-confident. ReferenceAkiskal HS (1996) J Clin Psychopharmacol. 16(2 suppl 1):4S-14S
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Bipolar Spectrum

Angst and Cassano. Bipolar Disord 2005;7(Suppl 4):4-12
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Zurich Study Hypomania Criteria

Strict 
3 or more DSM-IV criteria                            
Minimum duration 1 day                   
Consequences                                   

Loose 
2 or more DSM-IV criteria                                      
No minimum duration                                      
No consequences

Angst and Cassano. Bipolar Disorders 2005;7(suppl):4-12
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General Treatment Principles

• Psychosocial interventions
• Pharmacologic interventions
• Promote education
• Enhance compliance
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Improving Treatment Adherence
• Therapeutic alliance
• Education
• Availability and support
• Psychotherapy
• Medication -- minimize side effects, 

complexity, cost
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Bipolar Psychotherapies

• Family Focused

• Interpersonal and Social Rhythm

• Cognitive-Behavioral

• Life Goals Program
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Choice of Medication(s)

• Phase of illness
• Prior response and tolerability 
• Medical and psychiatric comorbidities
• Side effects
• Drug interactions
• Patient preferences
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Polypharmacy is Not a Bad Word

• Monotherapy is the exception

• Combination therapy is effective

• Increased risk of side effects and 
drug interactions
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Algorithms and Guidelines

• Synthesize current evidence

• Add expert consensus

• Balance with safety and tolerability

• Not written in stone
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Bipolar Guidelines Abound
• APA Practice Guidelines 2002

• Br Assoc Psychopharmacol                    2003

• Expert Consensus Guidelines 2004

• WFSBP Guidelines 2004

• CANMAT Guidelines 2005

• TIMA Algorithms 2005
J Clin Psychiatyy 2005;66:870-886 (July)

Bipolar Disorders 2005;7(suppl 3):5-69

World J Biol Psychiatry 2002, 2003, 2004

Am J Psychiatry 2002;159(suppl):1-50 (April)

Postgrad Med Special Report 2004 (Dec)

J Psychopharmacol 2003;17:149-173
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“All guidelines have similar 
objectives, but they often reach 
different conclusions.”

Vieta et al., Bipolar Disord 2005;7(Suppl 3):73-76
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Acute Manic and Mixed Episodes
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Opium

“… it calms and sooths the Disorders
and Perturbations of the animal Spirits; 
which, when lulled and charmed by this 
soporiferous Drug cease their Tumults, 
and settle into a State of Tranquility”

Sir Richard Blackmore, 1725
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Acute Mania:  FDA-Approved

• 1970 Lithium
• 1973 Chlorpromazine
• 1995 Divalproex
• 2000 Olanzapine
• 2003      Risperidone
• 2004      Quetiapine
• 2004      Ziprasidone
• 2004      Aripiprazole
• 2004      Carbamazepine ER
• 2005      Divalproex ER

Moderador
Notas de la presentación
Talk:  Traditional Management of Bipolar Disorder Speaker: James W. Jefferson, M.D.Mtg: Anticonvulsants and Bipolar Disorder: An Update onTreatment Options and Their Implications for Women
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48% 49%

25%

(≥50% ↓ in Mania Subscale)

Bowden et al. JAMA. 1994;271:918-924

Acute Mania: Divalproex vs Lithium
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Notas de la presentación
2001 Psych Cong ISS 320
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Divalproex vs. Lithium for Mania

Time on Protocol (Days)
Bowden et al. JAMA. 1994;271:918-924

M
an

ia
 R

at
in

g 
Sc

al
e 

Sc
or

es 28

26

24

22

20

18

16

Baseline 5 10 15 21

Placebo

Divalproex

Lithium

Note:  Y-axis does not begin at zero

Moderador
Notas de la presentación
2001 Psych Cong ISS 320
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Divalproex ER for Bipolar Disorder
• FDA-approved 12/05 for acute manic and 

mixed episodes

• Bioequivalent to divalproex at ER dose 8 to 
20% higher

• Start 25 mg/kg/day (once daily)

• 250 mg and 500 mg tablets

• Target:  85-125 mcg/mL
Package insert 12/05
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Neuroleptics* plus Valproate or 
Placebo for Acute Mania

• European Valproate Mania Study Group (10 
sites, 3 weeks,  n=136)

• VPA (20 mg/kg) > placebo
- faster and better response (58% vs 30%)
- lower neuroleptic dose
- well tolerated

• What about VPA alone?
*Haloperidol or perazine

Müller-Oerlinghausen et al:  J Clin Psychopharmacol  20:195-203, Apr 2000



Atypical Antipsychotic + Mood Stabilizer 
(Lithium or Divalproex) for Acute Mania

• Effective vs. placebo (FDA-approved)
– Olanzapine 
– Quetiapine
– Risperidone

• Probably effective (pending studies)
– Others

Tohen M, Chengappa KN, Suppes T,  et al. Arch Gen Psychiatry. 2002(Jan);59(1):62-69; Sachs GS, 
Grossman F, Ghaemi SN, et al. Am J Psychiatry. 2002(July);159(7):1146-1154; Mullen JA et al. APA, May 2003

Moderador
Notas de la presentación
Arch Gen Psychiatry. 2002 Jan;59(1):62-9. Efficacy of olanzapine in combination with valproate or lithium in the treatment of mania in patients partially nonresponsive to valproate or lithium monotherapy.�Tohen M, Chengappa KN, Suppes T, Zarate CA Jr, Calabrese JR, Bowden CL, Sachs GS, Kupfer DJ, Baker RW, Risser RC, Keeter EL, Feldman PD, Tollefson GD, Breier A.�BACKGROUND: A 6-week double-blind, randomized, placebo-controlled trial was conducted to determine the efficacy of combined therapy with olanzapine and either valproate or lithium compared with valproate or lithium alone in treating acute manic or mixed bipolar episodes. METHODS: The primary objective was to evaluate the efficacy of olanzapine (5-20 mg/d) vs placebo when added to ongoing mood-stabilizer therapy as measured by reductions in Young Mania Rating Scale (YMRS) scores. Patients with bipolar disorder (n = 344), manic or mixed episode, who were inadequately responsive to more than 2 weeks of lithium or valproate therapy, were randomized to receive cotherapy (olanzapine + mood-stabilizer) or monotherapy (placebo + mood-stabilizer). RESULTS: Olanzapine cotherapy improved patients' YMRS total scores significantly more than monotherapy (-13.11 vs -9.10; P = .003). Clinical response rates (> or = 50% improvement on YMRS) were significantly higher with cotherapy (67.7% vs 44.7%; P< .001). Olanzapine cotherapy improved 21-item Hamilton Depression Rating Scale (HAMD-21) total scores significantly more than monotherapy (4.98 vs 0.89 points; P< .001). In patients with mixed-episodes with moderate to severe depressive symptoms (DSM-IV mixed episode; HAMD-21 score of > or = 20 at baseline), olanzapine cotherapy improved HAMD-21 scores by 10.31 points compared with 1.57 for monotherapy (P< .001). Extrapyramidal symptoms (Simpson-Angus Scale, Barnes Akathisia Scale, Abnormal Involuntary Movement Scale) were not significantly changed from baseline to end point in either treatment group. Treatment-emergent symptoms that were significantly higher for the olanzapine cotherapy group included somnolence, dry mouth, weight gain, increased appetite, tremor, and slurred speech. CONCLUSION: Compared with the use of valproate or lithium alone, the addition of olanzapine provided superior efficacy in the treatment of manic and mixed bipolar episodes.PMID: 11779284 [PubMed - indexed for MEDLINE] ---------------------------------------------------------------------------------Am J Psychiatry. 2002 Jul;159(7):1146-54. Combination of a mood stabilizer with risperidone or haloperidol for treatment of acute mania: a double-blind, placebo-controlled comparison of efficacy and safety.�Sachs GS, Grossman F, Ghaemi SN, Okamoto A, Bowden CL.�OBJECTIVE: The study assessed the efficacy and safety of risperidone as an adjunctive agent to mood stabilizers in the treatment of acute mania. METHOD: This 3-week randomized, double-blind, placebo-controlled study included 156 bipolar disorder patients with a current manic or mixed episode who received a mood stabilizer (lithium or divalproex) and placebo, risperidone, or haloperidol. The primary efficacy measure was the Young Mania Rating Scale. Other assessments used the Brief Psychiatric Rating Scale, the Clinical Global Impression scale, and safety measures. RESULTS: The trial was discontinued by 25 (49%) of the 51 placebo group patients, 18 (35%) of the 52 risperidone group patients, and 28 (53%) of the 53 haloperidol group patients. Mean modal doses were 3.8 mg/day (SD=1.8) of risperidone and 6.2 mg/day (SD=2.9) of haloperidol. Significantly greater reductions in Young Mania Rating Scale scores at endpoint and over time were seen in the risperidone group and in the haloperidol group, compared with the placebo group. Young Mania Rating Scale total scores improved with risperidone and with haloperidol both in patients with psychotic features and in those without psychotic features at baseline. Extrapyramidal Symptom Rating Scale total scores at endpoint were significantly higher in the haloperidol patients than in the placebo patients. Antiparkinsonian medications were received by 8%, 17%, and 38% of patients in the placebo, risperidone, and haloperidol groups, respectively. CONCLUSIONS: Risperidone plus a mood stabilizer was more efficacious than a mood stabilizer alone, and as efficacious as haloperidol plus a mood stabilizer, for the rapid control of manic symptoms and was well tolerated.�PMID: 12091192 [PubMed - indexed for MEDLINE] 
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All Antipsychotic Drugs Are Antimanic

Name one that isn’t!
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Divalproex vs. Olanzapine
for Acute Mania

Tohen et al., 2002 Zajecka et al., 2002

Start OLZ 15 mg OLZ 10 mg
DVPX 750 mg DVPX 20mg/kg/day

MRS OLZ -13.4 OLZ -17.2
DVPX -10.4 DVPX -14.8

↑ Weight OLZ > DVPX OLZ > DVPX

(p=.028) (n.s.)

Tohen et al. Am J Psychiatry 2002;159:1011-1017
Zajecka et al. J Clin Psychiatry 2002;63:1148-1155
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Olanzapine for Acute Mania
(pooled analysis – 2 studies)

• Response (> 50% ↓ YMRS) 55%      29.5%

• Euthymia (YMRS < 12) 50%      27%

• Remission (YMRS < 7, etc.) 18%       7%

Chengappa et al. Bipolar Disord 5:1-5, 2003

OLZ PBO
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Aripiprazole in Acute Mania
(3-week, double-blind, start 30 mg)

Trial 1      Response Rates          Trial 3 

Keck et al. AJP 160:1651-1658, Sep 2003.
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Jones M et al. APA New Research Abstracts, 2003
Trial 105-McIntyre et al., Eur Neuropsychopharmacol 15:573-585, 2005
Trial 105-Bowden et al., J Clin Psychiatry 66:111-121, 2005

Quetiapine for Acute Mania

Moderador
Notas de la presentación
Effects at day 21 are maintained over time to day 84.Source: T2.1.3.1Values shown are Least Square meansThe primary efficacy variable was change in YMRS total scores at day 21 and the primary comparison was between QTP and PLA.Baseline (Day 1) YMRS total scores: (mean values): �QTP = 32.7; PLA = 34.0; Li = 33.3P-values / point estimates (PE) and 95% confidence intervals (CI):Day 21: * QTP vs. PLA: P <0.0001,       † Li  vs. PLA: P = 0.0001QTP vs Li: PE = 0.6 CI = [-2.4 to 3.5] — Not significant (no P-values calc.) Day 84:* QTP vs. PLA: P <0.0001,       † Li  vs. PLA: P <0.0001, QTP vs Li: PE = 0.5 CI = [-3.2 to 4.1] — Not significant (no P-values calc.)
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Quetiapine vs. Divalproex in Adolescent 
Mania (4-week, double-blind, n=50)

• QTP:    400-600 mg/day (mean 412 mg)
DVPX: mean serum level 101 mcg/ml 

• YMRS change (primary outcome)
QTP 23
DVPX 19

• Response (CGI-I-mania 1 or 2)
QTP 72%
DVPX 40%

• Remission: QTP 60%, DVPX 28%  (p=0.02)

(n.s.)

(p=0.02)

DelBello et al. J Am Acad Child Adolesc Psychiatry 2006;45:305-313 (March)
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Risperidone in Acute Bipolar Mania

RIS-India

LOCF analysis. *P<.01; †P<.001 risperidone vs placebo.

Khanna S et al. Br J Psychiatry 2005;187:229-234 (Sept)
(included mixed)

LOCF analysis. *P<.001 risperidone vs placebo.

Hirschfeld RM et al. Am J Psychiatry 2004;161:1057-1065
(excluded mixed) 
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Moderador
Notas de la presentación
Risperidone (Risperdal®, Janssen Pharmaceutica Products, L.P.), an oral dopamine (D2) and serotonin (5HT2) antagonist, represents a milestone in the management of bipolar disorder. Approved by the FDA in December 2003, risperidone is the second atypical antipsychotic indicated as monotherapy or in combination with lithium or valproate for the short-term treatment of acute manic or mixed episodes associated with bipolar I disorder. The efficacy and safety of risperidone in treating acute manic or mixed episodes of bipolar disorder were established in 2 monotherapy trials and in 1 trial  in which risperidone was used in combination with either lithium or valproate. The first study, reported by Hirschfeld et al, was a 3-week, placebo-controlled trial in which 262 manic patients with or without psychotic symptoms were randomly assigned to receive either placebo or risperidone (flexible dose of 1 to 6 mg/d).1  On average, patients taking risperidone (mean 4.1 mg/d) experienced an 11-point reduction in YMRS total score compared with a 5-point reduction among placebo-treated patients (P<.001). Clinical response, as determined by a ≥50% reduction in total manic symptom scores, was 43% for patients treated with risperidone and 24% in those receiving placebo. Patients with and without psychotic features who received risperidone showed significantly greater improvements in YMRS total score than patients receiving placebo, suggesting that the antimanic effect of risperidone is independent of its antipsychotic effects. The second, similarly designed, monotherapy trial included 290 bipolar I patients with manic or mixed episodes.2   On average, patients receiving risperidone (median dose 6 mg/day) had a total reduction of 22.7 points in YMRS total score compared with a 10.5-point reduction in patients treated with placebo (P<.001). Compared with the placebo group, significantly greater improvements in YMRS total scores at weeks 1 and 2 were observed in the risperidone group. At the end of the 3-week study, 73% of patients receiving risperidone achieved a clinical response, compared with 36% taking placebo. The most common side effects experienced in both risperidone monotherapy studies included extrapyramidal symptoms, tremor, insomnia, somnolence, and headache.  The investigators concluded that risperidone effectively and safely  treats acute bipolar mania, with onset of action as early as week 1. The adjunctive therapy trial will be discussed shortly [refer to Slide 14].References:1. Hirschfeld RMA, Keck PE, Karcher K, Kramer ML, Grossman F. Rapid antimanic effect of risperidone monotherapy: a 3-week multicenter, randomized, double-blind, placebo-controlled trial. Abstract P.2.346. Presented at: 16th European College of Psychiatry; September 20-24, 2003; Prague, Czech Republic;  2. Khanna S, Vieta E, Lyons B, Grossman F, Kramer ML. Risperidone monotherapy in acute bipolar mania. Poster 108. Presented at:  Fifth International Conference on Bipolar Disorder; June 12-14, 2003;  Pittsburgh, PA.



Ziprasidone: Efficacy in Acute Mania

Study Day

Mean Change 
From Baseline (LOCF)

†ziprasidone = 26.19; placebo = 26.49; ‡p<0.05; 

Potkin et al.,J Clin Psychopharmacol 2005;25:301-310
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Moderador
Notas de la presentación
Am J Psychiatry. 2003 Apr;160(4):741-8. Ziprasidone in the treatment of acute bipolar mania: a three-week, placebo-controlled, double-blind, randomized trial.��Keck PE Jr, Versiani M, Potkin S, West SA, Giller E, Ice K; Ziprasidone in Mania Study Group.��Department of Psychiatry, University of Cincinnati College of Medicine, OH 45627-0559, USA. keckpe@email.uc.edu��OBJECTIVE: The study evaluated the efficacy and tolerability of ziprasidone, compared with placebo, in the treatment of adult patients with acute bipolar mania. METHOD: Patients with a primary DSM-IV diagnosis of bipolar I disorder and a current manic or mixed episode (confirmed by the Structured Clinical Interview for DSM-IV Axis I Disorders, Patient Edition) (N=210) were randomly assigned in a 2:1 ratio to 3 weeks of double-blind treatment with ziprasidone (40-80 mg twice daily) or placebo. Efficacy was assessed with the Schedule for Affective Disorders and Schizophrenia, Change Version (which contains the Mania Rating Scale), Positive and Negative Syndrome Scale, Clinical Global Impression (CGI) severity scale, CGI improvement scale, and Global Assessment of Functioning Scale. Primary efficacy variables were differences from baseline to endpoint (last observation carried forward) in mean Mania Rating Scale and CGI severity scale scores between the ziprasidone and placebo groups. Safety evaluations included monitoring of adverse events, vital signs, electrocardiogram results, and clinical laboratory values and assessment of movement disorders and akathisia. RESULTS: Ziprasidone produced rapid, sustained improvements relative to baseline and placebo on all primary and most secondary efficacy measures at endpoint. Significant improvements were typically observed within 2 days after treatment commenced and were maintained throughout the 3 weeks. Ziprasidone was well tolerated and associated with a low rate of extrapyramidal symptoms; neither weight gain nor clinically significant changes in vital signs or other safety parameters were observed with ziprasidone. CONCLUSIONS: Ziprasidone monotherapy was significantly superior to placebo in reducing symptoms of acute mania in patients with bipolar I disorder. Onset of action was rapid, and tolerability of ziprasidone was generally comparable to that of placebo.�PMID: 12668364 [PubMed - indexed for MEDLINE]
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Acute Mania: Monotherapy          
TIMA Stage IA

• Euphoric:   lithium, divalproex, aripiprazole, 
quetiapine, risperidone, ziprasidone

• Mixed:   divalproex, aripiprazole,  risperidone, 
ziprasidone           (not lithium or quetiapine) 

Suppes T et al. (2005), J Clin Psychiatry 66(7):870-886

TIMA: Texas Implementation of Medication Algorithms
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Why Not Lithium or Quetiapine for 
Mixed Episodes?

• Lithium-May be less effective for mixed

• Quetiapine:  Mixed excluded from pivotal trials, 
so not FDA-approved

• Divalproex ER, but not divalproex:  FDA-
approved for mixed
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Aripiprazole in Acute Mania
Manic and Mixed Episodes
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Risperidone in Mania
Manic vs. Mixed Episodes
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Ziprasidone in Dysphoric Mania: 
Mania Rating Scale Score

**The placebo line represents pooled placebo data; P values for haloperidol were calculated in comparison to 
placebo data only from 1 of 3 pooled studies; *p<0.001; Zajecka J et al. (2005), Presented at the 158th Annual 
Meeting of the APA.  Atlanta, Georgia; May 2005
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Carbamazepine ER  Reduces Manic 
Symptoms of Mixed Episodes

*P<.01 compared to placebo following analysis of covariance with baseline score as covariate.
1. Weisler RH, et al. 17th Annual US Psychiatric & Mental Health Congress; November 18-21, 2004; San Diego, Calif. (Abstract 24). 

-14

-12

-10

-8

-6

-4

-2

0
Baseline Day 7 Day 14 Day 21

Placebo CBZ-ER
n = 67
Baseline = 25.8
End Point = 17

n = 80
Baseline = 26.5
End Point = 14.1

*

– 1.6

– 3.3
– 3.6

M
ea

n 
C

ha
ng

e 
in

 Y
M

R
S 

Sc
or

e 
(L

O
C

F)
Pooled Analysis of YMRS Change (Mixed Episodes)1

*

47% Reduction
from baseline

Moderador
Notas de la presentación
Equetro™ Reduces Manic Symptoms of Mixed Episodes1 Shown are the mean pooled YMRS total scores by treatment group using the observed case analysis for the ITT population There was a trend of treatment effect of Equetro at 14 and 21 days postrandomization visit (P<.01)The Equetro daily dose at study completion for the entire Equetro-treated population was:200 mg for 4.7% of subjects400 mg to 600 mg for 30.6% of subjects800 mg to 1000 mg for 38.7% of subjects1200 mg to 1400 mg for 6.4% of subjects1600 mg for 19.6% of subjects
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Acute Mania: Monotherapy
TIMA Stage IB

• Euphoric and mixed

– Olanzapine, carbamazepine ER

• Both FDA-approved, why not Stage 1A? 

– Complexity of use and/or safety/tolerability

Suppes T et al. (2005), J Clin Psychiatry 66(7):870-886
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Consensus Development Conference
(Weight Gain, Diabetes, Dyslipidemia)

• Clozapine, olanzapine
--Increased risk

• Quetiapine, risperidone
--Some risk

• Aripiprazole, ziprasidone
--Little or no risk

• Diabetes Care 2004;27:596-601; J Clin Psychiatry 2004;65:267-272; 
Obesity Research 2004;12:362-368
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Carbamazepine-Drug Interactions

• CBZ decreases levels of:
– Clonazepam, clozapine, olanzapine, haloperidol, 

alprazolam, bupropion, oral contraceptives
• CBZ levels increased by:

– Cimetidine, macrolides, fluoxetine, valproate, 
isoniazid, verapamil, ketoconazole

An Incomplete Listing

Moderador
Notas de la presentación
Talk:  Traditional Management of Bipolar Disorder Speaker: James W. Jefferson, M.D.Mtg: Anticonvulsants and Bipolar Disorder: An Update onTreatment Options and Their Implications for Women
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Acute Mania: 2-Drug Combos

• Lithium, valproate, atypical 
antipsychotics

• But not aripiprazole, clozapine, 2 
atypical antipsychotics

• Why not aripiprazole?
– No combination trials yet

• Why not start at Stage 2? 
– Many clinicians do 

Suppes T et al. (2005), J Clin Psychiatry 66(7):870-886

TIMA Stage 2
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Acute Mania: TIMA

• Stage 3: less established 2-drug combinations

• Stage 4: ECT, clozapine, 3+ drug combinations, 
etc.

Suppes T et al. (2005) J Clin Psychiatry 66(7):870-886 
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Clozapine for Bipolar Disorder

• The ace in the hole

• Open label reports of benefit for mania, 
maintenance, and possibly depression

• No double-blind studies

Alphs and Campbell. Psychiatric Annals 32:722-729, Dec. 2002
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Post-Lecture Exam
Question 1

1. All of the following are FDA-approved 
for treating acute mania except:
a. Carbamazepine
b. Clorpromazine
c. Clonazepam
d. Divalproex
e. Aripiprazole
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Question 2
2. A patient with a history of hypomanic 

episodes and major depressive episodes 
would receive which DSM-IV 
diagnosis?
a. Cyclothymic disorder
b. Bipolar NOS
c. Bipolar I
d. Bipolar II
e. Bipolar III
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Question 3
3. Which of the following drugs has a 

recommended starting dose for acute 
mania of 25 mg/kg/day?
a. Divalproex ER
b. Carbamazepine ER
c. Risperidone
d. Divalproex
e. Quetiapine
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Question 4
4. Why is olanzapine not listed in 

Stage IA of the TIMA algorithm for 
acute mania monotherapy?
a. Issues about efficacy
b. Safety and tolerability
c. Cost
d. Complexity of use
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Answers to Pre & Post
Lecture Exams

1. C
2. D
3. A
4. B
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