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Epidemiology 
¥! Bipolar disorder is chronic, recurring and 

estimated to affect 3.7% of the US population 
¥! Disease onset at 15 to 24 years of age, but 

accurate diagnosis often delayed by 5 to 10 years 

¥! Approximately 31% patients are misdiagnosed as 
having major depression 

¥! Almost 50% of patients did not receive correct 
diagnosis until seeing the third professional 

 
Goodwin and Jamison. Manic-Depressive Illness. 1990. 
Woods. J Clin Psychiatry. 2000;61(suppl 13):38-41. 
Hirschfeld et al. J Clin Psychiatry. 2003;64:53-59. 
Hirschfeld et al. J Clin Psychiatry. 2003;64:161-174. 
Lish et al. J Affect Disord. 1994;31:281-294. 
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Genetics: Family Studies 
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Andreasen et al 1987; Gershon et al 1982; 
Kendler et al 1995; Kupfer et al 1988 & 89. 

Linkage Studies 

18q22 
21q21 
4p16 
12q24 

18p11 
13q32 
10p14 
22q11-13 

6p22 
6q21 
8p22 

Bipolar 
 Disorder Schizophrenia 

Barrettini Biol Psychiatry 47:245-251, 2000. 
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The Life 

¥! The course of bipolar disorder is typically complicated 
by consequences of impulsivity and poorly regulated 
affect and arousal 

¥! Functional impairment occurs during and between 
episodes and is abetted by systems problems such 
as family adaptation 

¥! Successful treatment must combine effective 
psychopharmacology with effective communication 
and adaptation to the illness 

The Life  

-Early onset 
-Susceptibility to recurrence 
-Tendency toward acceleration 
-Stressors, substance abuse 
-Childhood trauma: early onset, rapid cycling, 
suicide attempts 

Garno et al, Br J Psychiatry 186:121-125, 2005. 

Longitudinal Assessment of Mood  
Disorders Is Critical 

Hypomania 

Mania 

Depression  

Euthymia  

Depression  

Subsyndromal 
Depression  
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Normal Affective Variation  
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Affective Disorder: 
 Bipolar II  

M
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DSM-IV. Washington, DC. American Psychiatric Association, 2000. 

DSM-IV-TR Criteria for Mania  

Manic Episode  

Abnormally and persistent elevated, expansive, or 
irritable mood.  Presence of 3 or more of the following 
symptoms (4 if irritable only): 

¥! Inflated self-esteem or grandiosity 
¥! Decreased need for sleep 
¥! Increased or pressured speech 
¥! Flight of ideas / racing thoughts 
¥! Distractibility 
¥! Increased goal directed activity 
¥! Risk-taking behavior 

Signs and Symptoms: 
Hypomanic  episode  

¥!Abrupt onset, brief duration 
¥!Cheerfulness and jocularity 

¥!Gregariousness and people seeking 

¥!Increased sexual drive 
¥!Talkativeness 

¥!Confidence and optimism 
¥!Disinhibition and carefree attitude 

¥!Reduced need for sleep 
¥!Over-involvement in new projects 
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Case Study Bipolar  
Patient BC 

¥! 29 y.o. married X 2 woman, no children 
¥! Family hx of depression in mother, bipolar in 

sister 
¥! Abandoned by father age 2 

¥! Emotionally and verbally abused by stepfather 
¥! Married age 22, divorced age 25, remarried age 

27 

Patient BC 

¥! Developmental History 
Ð!Age 11-12: Elevated mood, giggly, ÒgoofyÓ, 

disorganized, distracted, failed to complete tasks, 
hyperactive, irritable, impulsive 

Ð!High school: Hypersexual with 17-20 partners, 
polysubstance abuse, SIB (burning and cutting), 
anorexia age 14 (wt down to 95 lbs), multiple 
hospitalizations 

Patient BC 

¥! Diagnoses over time: 
Ð!Depression, Borderline, Panic, ADHD, Social Phobia, 

Substance Abuse 
Ð!Bipolar diagnosed in 2003 

¥! Medical History: 
Ð!Hypothyroidism 

Ð!PCOS 
Ð!Genital warts 

Ð!Yoyo weight fluctuations (113-176 lbs past 7 years) 
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Patient BC 

¥! Clinical presentations: In 2 month span 
Ð!Mania: decreased sleep, irritability, hypersexuality, 

racing thoughts, drug craving, excessive cleaning, 
spending, fighting 

Ð!Depression : increased sleep with excessive fatigue, 
hopelessness, constant crying, loss of libido, 
excessive eating, suicide thoughts 

Ð!Mixed : tearful agitation, racing dysphoric thoughts, 
insomnia with excessive fatigue, irritability 

Patient BC 

¥! Medication History 
Ð!Antipsychotics : Abilify, Seroquel, Geodon, 

Risperdal, Invega, Mellaril, Navane, Saphris, Fanapt 
Ð!Mood Stabilizers : Lithium, Depakote, Tegretol, 

Trileptal, Lamictal 
Ð!Antidepressants : Zoloft, Prozac, Effexor, 

Amitriptyline 
Ð!Benzodiazepine : Klonopin 

Ð!Psychostimulants : Adderall, Ritalin 

Patient BC 

¥! Laboratory: 
Ð!Hypothyroidism  from Lithium 
Ð!Hyperprolactinemia  from Risperdal  and Invega 

Ð!Diarrhea  from Saphris 
Ð!Akathesia  from Abilify 

Ð!Ataxia, nausea, wt. gain from anticonvulsants 

Ð!Rash from Lamictal 
Ð!Weight gain from Seroquel 
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53% 32% 

9% 
6% 

Bipolar I Patients Are Symptomatic 
Almost Half Their Lives 

N=146  
12.8-year follow-up Judd et al. Arch Gen Psychiatry. 2002;59:530-537. 

Weeks 
depressed 

Weeks 
asymptomatic 

Weeks 
cycling/mixed Weeks 

manic/hypomanic 

Bipolar 
Disorder 

Manic mood and  behavior  
Euphoria 
Grandiosity 
Pressured speech 
Impulsivity 
Excessive libido 
Recklessness 
Social intrusiveness 
Diminished sleep 

Bipolar Disorder Symptom Domains  

Psychotic symptoms  
Delusions 
Hallucinations  

Dysphoric mood and 
behavior  
Depression 
Anxiety 
Irritability 
Hostility 
Violence or suicide  

Cognitive Symptoms  
Racing thoughts 
Distractibility 
Disorganization 
Inattentiveness  

Interepisode Impairment in  
Bipolar Disorder 

¥! Cognitive impairment 
Ð! Working memory, concentration, visuospatial 

impairments reported 

¥! Interepisode mood instability 
Ð! Also interepisode impulsivity if substance abuse 

history 

¥! Reduced social supports 
Ð! Erosion of support networks 
Ð! Occupational impairment 

¥! Reduced social adaptive skills 
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Restoration of Role Function  
in Bipolar Disorder 

¥! Studies document poor role function adjustment 
despite adequate mood stabilization1-4 

¥! 6 months after hospitalization for mania 
Ð!80% symptom-free 

Ð!Only 43% employed 
Ð!Only 21% working at expected level of employment1 

1Dion GL et al. (1988), Hosp Community Psychiatry 39(6):652-657; 2Harrow M et al. (1990), Arch Gen  
Psychiatry 47(7):665-671; 3Coryell W et al. (1989), Psychol Med 19(1):129-141; 4Tohen M et al. 
(1990), Arch Gen Psychiatry 47(12):1106-1111. 

Bipolar Depression 

¥!Associated with increased mood lability/hypomania 
¥!Motor retardation 

¥!Increased time sleeping 

¥!Patients with Bipolar Depression: 
Ð!Greater extraversion 
Ð!Perceiving 
Ð!Novelty seeking 
Ð!Impulsivity 
Ð!Disorderliness 

Complex Presentations: 
Acute Manic and Mixed Episodes  
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DSM-IV. Washington, DC. American Psychiatric Association, 2000. 

DSM-IV Criteria for Mixed Bipolar Episode 
Meets criteria A and B for at least one week 

A.! Major Depressed Episode 

Five or more of the following 
symptoms, including at least one 
marked with an asterisk (*) 
¥! *Depressed Mood or *Anhedonia 
 (Loss of interest in activities) 
¥! Weight loss or gain 
¥! Sleep disturbance (insomnia or 
 hypersomnia) 
¥! Psychomotor agitation 
¥! Fatigue (loss of energy) 
¥! Guilt / worthlessness 
¥! Inability to concentrate or 
 indecisiveness 
¥! Suicide ideation (recurrent thoughts of 
 death) 

B.  Manic Episode 

Abnormally and persistent 
elevated, expansive, or irritable 
mood.  Presence of 3 or more of 
the following symptoms (4 if 
irritable only): 
¥! Inflated self-esteem or grandiosity 
¥! Decreased need for sleep 
¥! Increased or pressured speech 
¥! Flight of ideas / racing thoughts 
¥! Distractibility 
¥! Increased goal directed activity 
¥! Risk-taking behavior 

Mixed Hypomania 

0

10

20

30

40

50

60

70

Men Women

YMRS < 12

YMRS !  12

P
at

ie
nt

s 
w

ith
 D

ep
re

ss
io

n,
 %

 *** 

*** p < 0.001 

Suppes et al., Arch Gen Psychiatry 62; 1089-1096, 2005. 

¥! 908 BP patients over 7 years 
¥! Of 1,044 visits with hypomanic symptoms, 57% met criteria for mixed 

hypomania 
¥! Mixed hypomania defined as Y-MRS ! 12 AND IDS > 15 

Prevalence of Mixed States 

Manic

Mixed

Swann et al., Arch Gen Psychiatry 54; 37-42, 1997. 

40% 

60% 
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Poorer Course and Outcome  
After Mixed Episodes  

 
¥! More severe course of illness 1,2 

¥! Less frequent remission/higher rates of 
recurrence 1,2 

¥! More frequent substance abuse 1,2 

¥! Poorer response to some medications 2 

¥! Increased potential for suicidality 3,4 

¥! More extensive comorbidities 4 

 
1 Shah et al., Psych Quart 75; 183-196, 2004. 2 Prien et al., J Affect Disord 15; 9-15, 1988. 
3 Hirschfeld et al., J Clin Psychiatry 64; 53-59, 2003. 4 Goldberg et al., J Affect Disord; 56: 
75-81, 1999. 

Mixed Episodes Suggest  
Chronicity of Symptoms 
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N = 155. 
Keller MB et al.  JAMA 1986;255:3138-3142. 

Index Episode 

Suicidality in Patients With Mixed 
Bipolar Episodes  
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* P < 0.001 

Past, current, and recurrent suicidality were significantly more common 
among patients with mixed mania than among those with pure mania 

 Goldberg JF, et al.  AM J Psychiatry.  1998;155(12):1753-1755. 

57.9% 
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Course of Illness:  
Unstable Episodes Ð Unstable Life 
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P < 0.05  
Mann-Whitney 
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Mania and Norepinephrine 

Noradrenergic activity is a basic component of 
manic episodes: 

¥! Increased in mania relative to euthymic or purely 
depressed patients, or controls  

¥! Correlates with severity 
¥! Returns toward normal with lithium treatment Ð but 

even if unsuccessful 
¥! Sensitivity to norepinephrine is also increased in 

bipolar depression 
Ð! Relationship to motor impairment, affect, stress reactivity, treatment 

response 
 

Swann et al Arch Gen Psychiatry 1987, Biol Psychiatry 1999. 

NE and Mixed States 
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¥! Mixed > pure manic 

¥! Reflects severe 
arousal, lability, and 
impulsivity 

¥! May also reflect 
increased substance 
abuse liability 

Swann et al, Biol. Psychiatry, 1994. 
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Goldberg et al., Compr Psychatry 4: 237-241, 2000.  

X2 53.3, p < 0.001 
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Lower Diagnostic Agreement Among 
Clinicians From Admission To Discharge 

In Mixed Than Pure Manias 

Time From Hospitalization to Arrest:  
Mood State at Arrest (n = 66)  

Quanbeck CD et al. J Clin Psychiatry. 2004;65:198-203. 
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Manic (n=35) Mixed (n=14) Depressed (n=17)

Spectrum of Bipolar Illness Course 

Purely episodic course : 
- interepisode stability 
- no mixed states 
- infrequent episodes 
- good recovery 
- low incidence of           
 complications 

Radical mood instability : 
- ÕinterepisodeÕ instability  
- mixed states 
- frequent episodes 
- incomplete recovery 
- high incidence of                       
 complications 

- early onset 
- stronger genetic loading? 

Episodic Unstable 

Course of illness dictates treatment strategies 
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Comorbidities   
in Bipolar Illness  

 
 

Axis I Comorbidities  

Bipolar Disorder and  
Substance Abuse 

BD II & 
Alcohol 
+ Drugs

12%

BD II & 
Alcohol

28%

BD II & 
Drugs

 9%

ECA=Epidemiologic Catchment Area Study; BD=bipolar disorder; SA=substance abuse. 
Weissman MM, Johnson J et al. N Y State J Med. 1991;91(suppl 11):S19-S23. 

Lifetime Community Prevalence (ECA) 

BD I & 
Alcohol 
+ Drugs

26%

BD I & 
Alcohol

20%

BD I & 
Drugs
15%

Bipolar II With SA Bipolar I With SA 

BD I 
Only 
39% 

BD II 
Only 
51% 
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Which Substances Are Abused? 

*No significant differences between BD I and BD II patients. 
McElroy SL et al. Am J Psychiatry. 2001;158:420-426. 

Lifetime Prevalence Rates in the  
Stanley Foundation Bipolar Network* 

Substance Use in Rapid Cycling  
Bipolar Patients (n = 105) 

Calabrese JR et al. Unpublished data. R01- MH-50165 Supplement. 

31 

21 17 

16 

6 
4 1 

Percentage 

*Odds ratio compared with the Epidemiologic Catchment Area (ECA) sample weighted by age,  
race, gender; BD !  OR = 2.8 (95% CI: 1.59 - 4.81); BD "  OR = 7.35 (95% CI: 3.32 - 16.26);   P < 0.0001. 

CI = confidence interval, GP = general population, BP =  bipolar disorder. 
Frye MA et al. Am J Psychiatry. 2003;160:883-889. 

Alcoholism in Men and Women 
With Bipolar Disorder 

¥! Rate of alcoholism 
¥! BD  (n=116) 

Ð!  49% vs. 15% GP 

¥! BD (n=151)  
Ð! 29% vs. 4% GP 

¥! Alcoholism in a woman 
is a marker for bipolarity 
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Substance Disorders Presentation and  
Treatment Response 

¥! Earlier age of bipolar 
illness onset  

¥! Higher rates 
Ð! Mixed states 

Ð! Rapid cycling  

Ð! Polysubstance abuse 
Ð! Impulsivity 

Ð! Aggressivity 

Ð! Suicidality 

Ð! Poor insight 

¥! Increased healthcare 
utilization 
Ð! ER visits 

Ð! Hospitalization (particularly 
1st several episodes) 

¥! Treatment response 
Ð! Slower time to recovery 

Ð! Decreased lithium 
response 

Ð! Increased nonadherence 
(particularly lithium) 

ER = emergency room 
Goodwin FK, Jamison KR. Manic-Depressive Illness. 1990; Goldberg JF et al. J Clin Psychiatry. 
1999;60:733-740; Brown ES et al. J Affect Disord. 2001;65:105-115. 

Alcohol Use and Manic Presentation 
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Patient evaluation was conducted using IEF, a semi-structured assessment instrument. 
EtOH=ethanol; IEF=Initial Evaluation Form. 

Salloum IM et al. Bipolar Disord. 2002;4:418-421. 

% 

Bipolar and Substance  
Disorders: Medical Implications 

¥! Often poor health in general 
Ð!Limited care 
Ð!Genetic predisposition 

¥! Hepatitis C and other hepatic dysfunction 
¥! AIDS 

¥! CAD and other cardiac disorders 
¥! CVA and other CNS insults 
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Anxiety Disorders 

¥! National Comorbidity Survey: 
Ð!92% of BP I disorder met criteria for a lifetime 

anxiety Disorder 
¥! Social phobia 42.7% 
¥! PTSD 38.8% 

¥! Anxious High School students were 7 times 
more likely to have comorbid bipolar disorder 
than students without anxiety disorder 

¥! In a longitudinal study of depressed 
adolescents, 50% of those with an anxiety 
disorder, but none of those without anxiety, 
developed Bipolar disorder 

 

Anxiety Disorders 

¥! ECA survey: 
Ð!28% of pooled BP I and II had lifetime panic 

compared to MDD (10.0%) and in the total 
population (0.8%) 

Ð!21% of BP patients had a lifetime diagnosis of 
OCD, compared to MDD (12.2%) and the total 
population (2.5%) 

Ð!OCD typically occurs after the onset of BP and 
patients with both were more likely than those 
without OCD to have high rates of thoughts of 
death, suicide attempts, and panic disorder 

 

Medical Comorbidities with BD 
¥! Cardiovascular disease 

Ð! Relative cardiovascular mortality in male inpatients with          
BD = 1.87 

¥! Obesity 
Ð! Central obesity more common, especially with patients on 

antipsychotics 

¥! Diabetes 
Ð! Prevalence = 9.9%; expected frequency = 3.4% 

¥! Neurological disorders 
Ð! Migraine: prevalence = 25% of men, 27% of women; rate in men 

is almost 5x general population. More common in BP II 

¥! Polycystic Ovarian Syndrome (PCOS) 

Elmslie JL et al. (2000), J Clin Psychiatry 61(3):179-184; Cassidy F et al. (1999), Am J Psychiatry 156
(9): 1417-1420; Weeke A et al. (1987), J Affect Disord 13(3):287-292; Mahmood T et al. (1999), J 
Affect Disord 52(1-3):239-241; Schiffer RB et al. (1986), Am J Psychiatry 143(1):94-95. 
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Psychosis in Acute Mania 

¥! Prevalence (! 1 psychotic symptom) 
Ð!55% by clinical evaluation 

Ð!90% by self-report 

¥! More common in mania than in depression 
¥! Stabilized bipolar patients with history of psychotic 

features have relapse rates 2 to 3 times higher than 
those without history of psychosis 

¥! Antipsychotics are frequently used for acute and 
maintenance therapy 

¥! Second-generation antipsychotics may play a 
 unique therapeutic role 

Tohen et al., J Affect Disord 19: 79, 1990. 

  
Special considerations of 

Bipolar Disorders in Women-
fertility and reproduction 

PCOS = Polycystic Ovary Syndrome 

Clinical Considerations in Women  
with Bipolar Disorder 

¥! Women with bipolar disorder have unique 
circumstances needing consideration: 
Ð!Reproductive changes/PCOS 

Ð!Effect on menstrual cycle/hormone levels/
hyperprolactinemia  

Ð!Drug interactions with oral contraceptives 
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Rasgon NL, et al. Bipolar Disord. 2003;5:48-52. 

¥! In a study by Rasgon et al: 
Ð! 59% of women treated for bipolar disorder had long menstrual periods 
Ð! 18% had oligomenorrhea 

¥! Findings are consistent with a previous report that menstrual 
abnormalities are common in women with bipolar disorder 
receiving mood stabilizers 

¥! Women with bipolar disorder have a high prevalence of 
menstrual disturbances independent of therapeutic agent 
used 
Ð! May indicate compromise in reproductive endocrine function prior to 

treatment 
Ð! May represent a marker for an underlying hypothalamic-pituitary-

gonadal axis dysregulation 

Women with Bipolar Disorder Have a  
High Rate of Menstrual Abnormalities 

Bauer J, et al. Epilepsy Res. 2000;41:163-167. Dunaif A, et al. Annu Rev Med. 2001;52:401-419. 
Franks S. N Engl J Med. 1995;333:853-861. 

PCOS Overview 
¥! PCOS 

Ð! Complex endocrine disorder affecting women of childbearing 
age 

Ð! Characterized by increased androgen production and ovulatory 
dysfunction 

¥! Leading cause of anovulatory infertility and hirsutism 

¥! Women with PCOS 
Ð! Increased risk profile for developing: 

¥! Type 2 diabetes 
¥! Cardiovascular disease 
¥! Endometrial cancer 
  

Do Mood stabilizers increase Risk? 

Rasgon NL, Altshuler LL, Gudeman D, et al. J Clin Psychiatry. 2000;61:173-178. 

Effect of Divalproex and Lithium on 
Development of PCOS in Bipolar Disorder 

¥! Twenty-two women with bipolar disorder 

Ð!None of the women treated with lithium, divalproex,  
or both developed symptoms of PCOS after  
> 12 months of treatment 

Ð!After a treatment range of 12 to 144 months, none  
of the women developed clinical or endocrinological 
symptoms of PCOS 

Ð!High rates of menstrual disturbances were reported, 
suggesting compromised hypothalamic-pituitary-
gonadal axis in some women with bipolar disorder 
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Patsalos PN, et al. Lancet Neurology. 2003;2473-481. Depakote/ER Package Insert. Lamictal PI 2004. 

AEDs  
That Increase  

Clearance of OCs 

AEDs  
With Clearance  

Increased by OCs 

AEDs That Do Not 
Adversely Impact 
Clearance of OCs 

Ð!Carbamazepine 

Ð!Lamotrigine* 

 

Ð!Lamotrigine Ð!Divalproex 

Drug Interactions of AEDs Used in 
Bipolar and Oral Contraceptives 

 OC levels decreased 

Lamotrigine levels 
       decreased by 40-65% 

  

AED= Antiepileptic drug 

* New data have demonstrated an interaction between combined oral 
contraceptives and lamotrigine which could lead to reduced effectiveness of 
hormonal contraceptives. 

Oral Contraceptives Decrease 
Lamotrigine Concentrations 

¥! During OC pill-free week, lamotrigine concentrations increased to 
approximately twice the concentration when OC present. 

¥! Monitor lamotrigine levels at initiation or withdrawal of OCs. 

Sabers A et al. Neurology. 2003;61(4):570-571. 

Lamotrigine  
Mean Dose 327 mg/day 

 without OC  

Lamotrigine  
Mean Dose 349 mg/day 

with OC*  
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*30mcg ethinylestradiol + 
150mcg levonorgestrel 

Non-Pharmacological 
Management of Bipolar Illness 
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Treatment Team 

¥! Mental health team 
Ð!Psychiatrist 

Ð! Individual and/or family counseling 

Ð!Case manager 

¥! Substance disorder team 
Ð!Psychiatrist or other physician specialist 

Ð! Individual or group clinician 

¥! Combined: dual diagnosis team 

Bipolar Disorder Burden to 
Families and Caregivers 

¥! 93% of care-givers reported moderate or 
greater distress: their beliefs about the illness 
contributed to burden independently of 
severity of patientsÕ illness  
(Perlick et al. 1999 Br J Psychiatry 175:56-62) 

¥! Family burden predicted poor outcome at 7 
and 15 months even if patientsÕ symptoms 
were mild (Perlick et al. 2001 J Merv Ment Dis 189:31-37) 

¥! Must educate and support families 

Role of Psychosocial Factors 
in Bipolar Disorder 

¥! Psychosocial stressors impact the course 
of bipolar disorder 

Ð!Family stress (Expressed Emotion)1 

Ð!Negative life events2 

Ð!Cognitive style3 

Ð!Sleep disruptions4 

1 Miklowitz et al, 1988 
2 Johnson & Miller, 1997; Ellicott et al, 1990 

3 Reilly-Harrington et al, 1999 
4 Malkoff-Schwartz et al, 1998  
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Cognitive Restructuring and Skill 
Acquisition 

Restructuring 

¥! Education (role and 
nature of thoughts) 

¥! Self-monitoring 
of thoughts 

¥! Identification of errors 

¥! Substitution of 
useful thoughts 

¥! Core beliefs and 
strategies 

Skill acquisition 

¥! Assertiveness 

¥! Communication skills 

¥! Problem solving 

Targets for Psychotherapy 

¥! Medication adherence 

¥! Early detection and intervention 

¥! Stress and lifestyle management 

¥! Treatment of comorbid conditions 

¥! Treatment of depression 

Medication Adherence  

 
 
 
 

 
 

  Modal length of adherence to mood 
stabilizers 

Johnson & McFarland, Am J Psychiatry 1996;153:993-1000 
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Medication Adherence  

¥! MotivationÑlink pill taking to desired 
outcomes 

¥! StrategiesÑlink pill taking to lifestyle 

¥! RehearsalsÑdo it and monitor 

Otto et al, J Affect Disord  In press 

Relapse Prevention 

¥! Patient as therapist  

¥! Treatment contract 

¥! Training in early detection 

¥! Use of treatment team 

Individualized Treatment Contract 

¥! Why contract? 

¥! Formulate a plan for the future 

¥! How I know I am depressed 
Ð!Plan during depression 

¥! I am manic whenÉ 

Ð!Plan during mania (include who initiates the plan) 

¥! Other modules 

Ð!Substance abuse, Bulimia, Gambling, Budget, etc. 

www.manicdepressive.org 
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Mood Charting 
¥! Enables early and accurate identification of 

changes in mood 

¥! Allows for early intervention prior to severe 
episodes 

¥! Tracks medication doses and adherence to 
psychologic treatment 

¥! Tracks hours slept and sleep/wake times 

¥! Notes daily psychosocial stressors that may 
serve as triggers for relapse 

www.manicdepressive.org 

Strategies for Hypomania 

¥! Explore medical solutions 
(e.g., dosage or medication changes) 

¥! Counteract impulsivity 
Ð!Give car keys or credit card to someone to hold 

Ð!ÒMake rulesÓ about staying out late or giving 
out phone number 

Ð!Avoid alcohol and substance use 

¥! Minimize stimulation 
Ð!Avoid confrontational situations 

Newman et al,  Bipolar disorder: A Cognitive Therapy Approach 2001 

Activity Management 

¥! Monitoring of current schedule 

¥! Scheduling of buffering activities and pleasant 
events 

¥! Productivity management 

¥! Sleep regularity 

¥! Lifestyle adjustments 
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Cognitive-Behavioral Therapy 
¥! Resembled pharmacological response in 4 studies of 

major depressive illness (DeRubeis et al 1999 Am J Psychiatry 
156:1007-1013) 

¥! Improved course in bipolar patients with unsuccessful 
lithium prophylaxis despite adequate compliance (Fava et 
al 2001 J Clin Psychiatry 62:556-559) 

¥! Added to medicine, improved psychosocial outcome 
when mood already stabilized (Patelis-Siotis et al 2001 J Affect 
disord 65:145-153) 

¥! Relapse prevention groups in bipolar disorder with 
substance abuse (Schmitz et al 2002; Weiss et al 1999 J Subs Ab 
Treatment 16:47-54) 

¥! Relapse prevention reduced recurrence in first 12 
months and (via improved rx compliance) also 
improved outcome over 30 months (Lam et al Am J Psychiatry 
162:324-329, 2005) 

1. Fava et al, J Clin Psychiatry 1997;58:278-282 
2. Thase ME et al, Behav Ther 1991;22:469-477 
3. Thase ME et al, Behav Ther 1991;22:457-467 

4. Zaretsky et al,  Can J Psychiatry 1999;44,:491-494 

Cognitive-Behavioral Therapy 
for Unipolar and Bipolar 

Depression 
Unipolar Depression 
¥! CBT can treat depression, even severe and 

medication-resistant depression1-3 

 

Bipolar Depression 
¥! No difference in CBT outcome between 

unipolar and bipolar patients with depression4 

Cochran S, J Consult Clin Psychol 1984;52:873-878 

Cognitive-Behavioral Therapy 
for Bipolar Disorder 

Relapse Prevention 
¥! 6 sessions of adjunctive CBT vs. standard 

clinical care 

¥! At end point and at 6-month follow-up, CBT 
patients had  
Ð!Greater medication adherence  

Ð!Lower hospitalization rates 
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Individual CBT for Bipolar 
Disorder 

Adjunctive CBT vs. Routine Pharmacotherapy 
¥! 25 Patients (Mean History: 7 manic & 9 

depressive episodes) 

¥! CBT - Mean 16 Sessions over 6 months 
Ð!Education 
Ð!Cognitive-restructuring 

Ð!Problem-Solving 
Ð!Routine & Sleep Management 

Lam et al, Cognitive Therapy and Research 2000 

Individual CBT for Bipolar 
Disorder 

CBT vs. Routine Care offered: 
¥! Fewer Episodes 

¥! Lower Depression 

¥! Lower Hopelessness scores 

Lam et al, Cognitive Therapy and Research 2000 

Individual CBT for Bipolar Disorder  

CBT vs. Treatment As Usual (42 patients)  
¥! Better functioning 

¥! Lower Depression 

¥! 60% reduction is historical rate of episodes 

Scott et al, Psych Med 2001;31:459-467 
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Family-Focused Treatment 

Elements 
Ð!Psychoeducation about bipolar disorder 

Ð!Communication-enhancement training 

Ð!Problem-solving training 

Outcome 
¥! Adjunctive FFT appears to effect 

Ð!Depressive symptoms 
Ð!Manic symptoms 

Ð!Rehospitalization times 
Miklowitz DJ et al,  Arch Gen Psychiatry 1988;45:225-231 
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Wilcoxon Test, �D2 (1) = 4.4, p = .035 

1-Year Survival Rates Among Bipolar 
Patients in Family-Focused Treatment 

versus Case Management  

Miklowitz DJ et al,  Arch Gen Psychiatry 1988;45:225-231 

Cognitive-Behavioral Therapy 
for Comorbid Disorders 

¥! Anxiety disorders 

¥! Eating disorders 

¥! Substance use disorders 



!"#!$#!!%

&,%

Summary 

¥! Psychotherapy 
¥! Case management 
¥! Social structureÉ  

Ð!All may be necessary to help optimize 
patient success in addition to 
medication!  

Psychopharmacology of Bipolar Illness 

Psychopharmacology 

¥! No two patients are alike 
¥! There are no perfect medications 
¥! Medication selection is an art and a 

science 

¥! Medication selection is a 
collaboration of patient and provider 

¥! Treatment options are constantly 
evolving 
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Jefferson JW, Greist JH. The American Psychiatric Press Textbook of Psychiatry. 1994. 

Principles of Bipolar Disorder Care  

¥!Treat the illness, not just the episodes 

¥!Help the patient learn about destabilizing factors 

¥!Be empathetic, but blunt, about illness denial 

¥!Use regimens that yield excellent tolerability and 

adherence 

¥!Make treatment regimens as simple as possible  

Impediments to Achieving  
Optimal Treatment 

¥! Disease complexity 

¥! Treatment complexity 

¥! Small number of comparative clinical trials 
in bipolar disorders  

Regularity is the Key 

¥!Regular Diet 
¥!Regular sleep 
¥!Regular medication 
¥!Regular exercise 

¥!Regular work 
¥!Regular monitoring & therapy 
¥!Regular avoidance of substances 
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Overview of Pharmacologic 
Treatment in Bipolar Disorder 

¥! Antidepressants 

¥! Antipsychotics 

¥! Mood stabilizers 

¥! Anxiolytics  

¥! Polypharmacy is the rule 
rather than the exception 

Bauer MS, et al. Clinical Practice Guidelines for Bipolar Disorder from the Department of Veterans Affairs. 
American Psychiatric Association. Practice Guideline for the Treatment of Patients With  

Bipolar Disorder. http://www.psych.org/psych/htdocs/clin_res/pg_bipolar.html 

 

Anticipating an Episode 
¥! Prodromal symptoms start weeks or months 

before episodes; consistent within individuals 
(Fava & Kellner 1991 Am J Psychiatry 148:823-830; Smith & Tarrier 
1992 Soc Psychiat Psychiat Epid 27:245-248) 

¥! Look for early changes in the underlying 
illness 
Ð!Motivated activity 

Ð!Sleep-activity cycle 

Ð! Impulsivity 
Ð! Interpersonal behavior 

Ð!Affect Ð often is a later indicator 

Three Phases of Treatment 

0-2 months               2-12 months                          Indefinite 
Symptomatic            Functional                           Stability/adaptive 

Episode Continuation Maintenance 

Each phase has specific goals 
Each phase has specific pharmacological and nonpharmacological rx 
Treatment must be harmonized across phases 
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Treatment: Three Phases 

Acute Continuation Maintenance 

Sachs et al. 1996 J Clin Psychopharm 16 (2suppl1):32s-47s; Swann J Clin Psychiatry 
66(suppl 1) 7-12, 2005; Tohen et al. 2000 Am J Psychiatry 157:220-228. 

0 Ð 2 months 2 - 12 months Indefinite 

Syndromal recovery Functional recovery Maximized function; 
stability 

Maximize mood-
stabilizers; adjunctive 
treatments 

Optimize tolerability; 
taper adjunctive 
when possible 

Optimize; anticipate 
prodromes 

Support/structure; 
education; involve 
family 

Behavioral; systems; 
institute monitoring 

Strategies to optimize 
adaptation 

Transition From Acute Treatment 
to Maintenance 

¥! First 1-6 months is crucial: from syndromal recovery 
to functional recovery 
Ð! Initially, adjust medicines for tolerability 

Ð! Continue successful treatments: the best way to prevent 
relapse is to continue successful treatments; the best 
way to bring relapse on is to change or withdraw them 
too early or too quickly 

Ð! Institute monitoring and other structural aspects of treatment 
including treatment for complications like substance use 
disorders 

¥! Transition to maintenance Ð as patient becomes able 
to handle normal living and working conditions 
Ð! Gradual taper of poorly tolerated or presumably nonessential 

treatments 

Ð! Reinstate medicine or interrupt taper if early signs of trouble 
 

Continuation Phase 
¥! Goal 

Ð! Functional recovery in a patient who has achieved 
symptomatic improvement 

Ð! This is a high-risk period for suicide, relapse and other 
complications 

¥! Pharmacological treatments 
Ð! Continue effective/necessary treatments, adjusting for 

tolerability and practicality 

¥! Nonpharmacological treatments 
Ð! CBT and similar treatments depending on clinical needs 

Ð! Attention to family and adaptive system 
Ð! Institution of monitoring for prodromes of episodes 

Ð! Establishment of reasonable and sequential goals 
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Maintenance Phase 
¥! Goals 

Ð! Prevent recurrence 

Ð! Maximize adaptive function 

¥! Pharmacological treatments 
Ð! Very gradual taper of problematic or less essential 

treatments 

Ð! Continuation with continual re-evaluation of effective 
treatments 

¥! Nonpharmacological treatments 
Ð! Continuation of earlier treatments as indicated 

Ð! Treatments designed to enhance adaptive function; 
collaborative mastery 

Ð! Development and maintenance of a long-term social and 
occupational network 

Importance of Maintenance Treatment 

¥! 90% of patients have subsequent mood 
episodes 

¥! Prior to the treatment era, episode frequency 
increased and euthymic interval decreased over 
time 

¥! Lifetime maintenance treatment is recommended 
after 1 manic episode 

Hirschfeld et al. Am J Psychiatry. 2002;159(suppl):1-50. 

Medication Selection 

¥! Symptom profile 

¥! Medical profile 

¥! Side effect profile 

¥! Personal and family 
history of response 

¥! Cost 

¥! Ease of administration 

¥! Onset of action 
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Secrets of Good Outcomes 

¥! Choose the RIGHT drug: The most severe toxicity is 
lack of effectiveness 
Ð! Wrong drug, poorly tolerated, improperly prescribed, not 

taken 

¥! The most expensive treatment is ineffective treatment 
¥! Choose ÔacuteÕ treatments with the realization that if 

successful they will become de facto long-term 
treatments 

¥! Treat the whole illness and the whole patient 
¥! Finding the right drug is only the beginning 

Considerations in Selecting  
a Psychotropic Medication 

  ! ! ! !Guidelines 
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THESE GUIDELINE 
RECOMMENDATIONS ARE 
SCIENTIFICALLY PROVEN TO 
WORK, RIGHT? 

THEY ARE 
100% 
EFFECTIVE 

Bouman TK, et al. J Affect Disord. 1986.  
Dunner DL, Fieve RR. Arch Gen Psychiatry. 1974.  

Gelenberg AJ, et al. N Engl J Med. 1989. 
Greil W, et al. J Clin Psychopharmacol. 1998. 

Maj M, et al. Am J Psychiatry. 1998.  
OÕConnell RA, et al. Br J Psychiatry. 1991.  

Tohen M, et al. Am J Psychiatry. 1992. 

Predictors of Response   
Lithium  

!  Few previous episodes 

!  Absence of rapid cycling 

!  Absence of substance abuse 

!  Absence of depressive 
symptoms during mania  

!  Absence of comorbidity or 
psychosis 

Divalproex Sodium 

!  Mixed dysphoric mania 

!  Rapid cycling 

!  Positive acute manic 
response to divalproex 

!  Substance abuse  

Calabrese JR, Delucchi GA. Am J Psychiatry. 1990. 
Goldberg J. J Clin Psych. 1999.  

Bowden CL, et al. Arch Gen Psychiatry. 2000;57:481-489.  
Brady, KT. J Clin Psych. 1995;56(3):118-121. 

0 125 45-50 100 
Serum Level (" g/mL)1 

In pivotal trials for bipolar disorder, divalproex was dosed on average at  
2,006 mg/day2 and at 2,402 mg/day3 

Clinical Response in Mania  
Based on Serum Valproate Levels  

Inadequate 
  dosage                   
     

1. Bowden, CL, et al. Am J Psychiatry. 1996;153:765-770.  2. Bowden, CL, et al. JAMA. 
1994;271:918-24.  3. Pope, HG, et al. Arch Gen Psychiatry. 1991:48;62-68.  4. Keck, PE, et al.  Int J 
Clin Prac Psychiatr. 2005;9(4):271-277.  5. Allen, MH, et al.  Am J Psychiatry. 2006;163:272-275. 

Therapeutic Efficacy 
 

* 

* Intersecting range of serum concentrations best to support efficacy4  and 
efficacy and tolerability3  
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Allen MH, et al. Am J Psych, 2006. Presented at APA 2004. Analysis of data from the following trials: Pope Jr. HG, et 
al. Arch Gen Psychiatr, 1991. 1991. Psychiatr 48: p. 62-68.  Bowden CL, et al. ia. JAMA, 1994. 271: p. 918-924. 
Abbott Laboratories. Data on file. 
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Significantly Greater Therapeutic Effect Size 
Observed at Serum Levels >94 mcg/ml 

The mean discontinuation rate for an adverse event across all groups was 3% 

  What do the guidelines say?  

Thou Shalt 
use a mood stabilizer 

in every phase of the illness 

What the Studies Tell Us 
Medication Mania Depression Maintenance 

Lithium Yes* Yes* 

Depakote Yes* Yes 

Tegretol Yes Yes 

Trileptal Yes 

Neurontin No No No 

Lamictal Yes* 

*FDA  approved!
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What the Studies Tell Us 

Medication Mania Depression Maintenance 

Zyprexa Yes* Yes 

Clozaril Yes Yes* Yes 

Risperdal Yes* Yes 
Seroquel Yes* Yes* Yes 

Geodon Yes* Yes 

Abilify Yes* Yes 

Saphris Yes Yes 

Atypical Antipsychotics  
Putative Mechanisms Relevant to  

Mood Stabilization 

Mechanism Psychotropic Effects 

5 HT2A Antagonism Antidepressant, Anti-agitation 

5 HT1A Partial Agonism 
Antidepressant, Procognitive, 
Anxiolytic, Anti-agitation/
impulsivity 

5 HT 1D, 2C, 6, 7 Antagonism Antidepressant, Anxiolytic 

D2 Antagonism Antipsychotic 

What the Studies Tell Us 

Medication Mania Depression Maintenance 

TCAs No Yes 

MAOIs No Yes 

SSRIs No Yes 

Topamax No No No 
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Long-Term Antidepressants in 
Bipolar Disorder 

¥! No evidence for relapse prevention in 7 controlled 
studies (Ghaemi et al. J Clin Psych 2001 Jul;62(7):565-569) 

¥! Naturalistic: Patients who required antidepressants 
for an acute episode (15-20% of patients) appeared 
to benefit from 6-12 months continuation (Altshuler L et 
al. Am J Psychiatry. 2003(July):160(7):1252-1262) 

Ð! No randomization or evidence on reasons for discontinuation 

¥! Pattern of poor response/loss of response (Sharma et al 
J Affect Disord 84:251-257, 2005) 

¥! Development of irritable dysphoria during long-term 
treatment (El-Mallakh & Karippot J Affect Disord 84:267-272, 2005) 

Antidepressants Added to Mood Stabilizers  
Do Not Hasten Recovery from  

Bipolar Mixed Depression 
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Taking Medicine 

¥! Over one-third of prescriptions written are 
never filled 

¥! Over two-thirds of prescriptions are taken 
incorrectly 

¥! Over 70% of all behavior health medications 
are never refilled (Missouri) 

¥! Yet - for behavior health patients adherence 
means fewer hospitalizations and better 
quality of life 
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Why Patients Stopped MedicineÉ  
 

¥! Reasons given by patients differed from those guessed by 
clinicians1  

Ð! Patients: Ò...the idea of a chronic illnessÉÓ 

Ð! Clinicians: loss of highs 

Ð! Communication is important 

Ð! Other reasons: depression, tolerability, weight gain 

 

¥! Complicated medication schedules /regimens 

 
¥! 24-month discontinuation rates: antipsychotics (75%) > 

antimanics (22%)2 

1Pope M, Scott J. J Affective Disord. 2003(May);74(3):287-291; 
 2Craig TJ et al. Bipolar Disord. 2004(Oct);6(5):406-415. 

Compliance is Crucial 
Reasons medications stopped 

Women 
weight gain 

 
Weight gain 

 
sedation 

!

Men 
Sexual dysfunction 

 
Sexual dysfunction 

 
Too tired for sex 
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Simulated Pharmacokinetics: 
Immediate Release vs Extended-Release 
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Time (h) 

 Immediate-release (tid) 

Therapeutic  
Zone 

Trough: Symptom breakthrough Extended-release (qd) 

0                 8               16              24              32               40             48 

Peak: Side Effects 

Cloyd JC, Remmel RP. Pharmacotherapy. 2000;20(8 Pt 2):139S-151S. 

Mood Stabilizer Safety  
and Tolerability Concerns  

Carbamazepine  
Gastrointestinal 

Rash 
Neurotoxicity 

Hepatic 
Thyroid 

Hematologic 
Cardiac 

Teratogen 
Hyponatremia 

Divalproex  
Gastrointestinal 

Weight gain 
Tremor 
Hepatic 

Coagulation 
Hair Loss 

Pancreatitis 
Teratogen  
? PCOS 

Lithium  
Gastrointestinal  

Weight gain  
Neurotoxicity  

Renal  
Thyroid  

Hair Loss  
Cardiac  

Teratogen  
Acne, Psoriasis 

Adapted from: Ketter TA (ed). Advances in the Treatment  
of Bipolar Disorders. Am Psychiatric Press, Inc. 2005:11-55."

Antipsychotic Safety and  
Tolerability Concerns 

Adapted from: Ketter TA (ed). Advances in the Treatment of  
Bipolar Disorders. Am Psychiatric Press, Inc. 2005:11-55."

Second-Generation  

Weight gain 
Sedation 

Hyperglycemia, Diabetes* 
Cardiac 

± Akathisia 
± Hyperprolactinemia 
± Cerebrovascular* 

± Tardive dyskinesia* 
± Neuroleptic malignant* 

Cardiac/pneumonia in elderly* 

First-Generation  

Depression 
Akathisia 

Acute dystonia 
Tardive dyskinesia*  

Weight gain 
Sedation 
Cardiac 

Hyperprolactinemia 
± Neuroleptic malignant* 

± Cardiac/pneumonia in elderly? 
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Tolerability of Approved  
Treatments for Bipolar Disorder 

Modified from Strakowski SM, DelBello MP, Adler CM. CNS Drugs. 2001;15(9):701-718; Strakowski 
SM, DelBello MP, Adler CM, Keck PE. Exp Op Pharmacother. 2003;4(5):751-760 (Review). 

Drug 
Weight 
Gain CNS EPS Derm GI PRL 

Lithium ++ +++ 0 ++ ++ 0 

Divalproex ++ ++ 0 + ++ 0 

Carbamazepine +/- +++ 0 +++ + 0 

Lamotrigine +/- + 0 +++ + 0 

Olanzapine +++ ++ + + + + 

Risperidone ++ + ++ + + +++ 

Ziprasidone +/- + + + + 0 

Quetiapine ++ ++ 0 + + 0 

Aripiprazole +/- + + + ++ 0 

Step 1: Foundational Treatment 

¥!Start with mood stabilizer 
Ð!Valproate (Depakote) 
Ð!Lithium 

Ð! Atypical Antipsychotic 

Step 2: Dual Medication Treatment 

¥!Three combinations 
Ð!Li + VPA 
Ð!Li+ Atypical antipsychotic 

Ð!VPA+ Atypical antipychotic 
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Step 3:Three Medication 
Treatment 

¥!Three combinations plus Lamotrigine 
Ð!Li + VPA+ LTG 
Ð!Li+ Atypical antipsychotic+ LTG 

Ð!VPA+ Atypical antipychotic+ LTG 

Step 4:Four Medication Treatment 

¥! Previous combinations plus additional 
anticonvulsants or SSRIs 
Ð!Tegretol, Trileptal 

Ð!Paxil, Zoloft, etc. 
Ð!Avoid TCAs, may induce switch 

Step 5:Five Medication Treatment 

¥! Previous combinations plus benzodiazepine 
or other unproven medications Ex: 
Ð!Topamax 

Ð!Neurontin 
Ð!Omega 3 Fatty Acids (fish oil) 
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Studies Generally ShowÉ 
¥! Anticonvulsants show varied psychotropic effects; only 

divalproex, extended release divalproex and extended 
release carbamazepine have demonstrated acute antimanic 
efficacy relative to placebo 

¥! Broadened definitions of mixed states hold prognostic 
importance for anticipating comorbidities, suicidality, and 
treatment response 

¥! Atypical antipsychotics broadly possess antimanic efficacy.  
Database differs regarding efficacy on mixed states, 
combination therapies, tolerability profiles 

¥! Drug risk-benefits analyses must be tailored based on 
breadth of spectrum of efficacy and disease characteristics 
for a given patient 

Pharmacology Summary 

¥! All drugs used in bipolar disorder have 
specific side effects 

¥! Antipsychotics are commonly associated with 
movement disorders, endocrine changes, and 
metabolic dysregulation 

¥! Mood stabilizers can be associated with 
dermatological reactions, drug/drug 
interactions, and blood dyscrasia 

¥! Certain combinations used in bipolar disorder 
are metabolically neutral 

¥! Every patient will need unique medication 
solutions 

Final Thoughts 

¥! Eclectic, inclusive treatment 
modalities must be sought to 
manage Bipolar Illness 

¥! No one mental health 
specialty has all the answers 

¥! The most powerful drug we 
give our patients is: 
ourselves 


