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Learning Objectives

» Describe important considerations for the diagnosis of
bipolar disorder, including identification of prodromal
symptoms
Examine the evidence on the efficacy and safety of
pharmacologic and nonpharmacologic treatment
strategies in bipolar disorder management
Understand the economic burdens and barriers to care
associated with bipolar disorder

Lifetime and 12-Month Prevalence
of Bipolar Spectrum Disorder:
National Comorbidity Survey Replication

Nationally representative sample of 9,282 adults (= 20 years)

+ Direct interviews, Version 3.0 World Health Organization Composite
International Diagnostic Interview for assessment of DSM-1V lifetime
and 12-month Axis | disorders. February 2001-April 2003

Prevalence, Mean (SD)

Subthreshold
BPD

2.4 (23.3)

Subthreshold BPD is common, clinically significant, and underdetected

75% of subthreshold BPD lifetime cases received no medication

Merikangas KR, et al. Arch Gen Psychiatry. 2007,64:543-552.

National Trends in Increased Outpatient
Diagnosis of Bipolar Disorder

Based on the National Ambulatory Medical Care Survey (NAMCS)
Youth: 0-19 years; Adults: = 20 years

=
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Adults
Youth

Bipolar Disorder Visit Rate, %

1994-1995 1996-1997 1998-1999 2000-2001 2002-2003
Years
Diagnosis of bipolar disorder for ADULTS increased ~2x in the 10-year study period

Diagnosis of bipolar disorder for YOUTH increased ~40x in the 10-year study period

Moreno C, et al. Arch Gen Psychiatry. 2007;64(9):1032-1039




Criteria for Manic Episode

A. Requires a period of elevated, expansive, or irritable mood lasting at
least 1 week (less if hospitalization is necessary)

B. Along with 3 or more of the following persistent symptoms (4 if the
mood is only irritable):

. Grandiosity

. Decreased need for sleep

. Pressure to keep talking

. Flight of ideas or racing th

. Distractibility

. Psychomotor agitation

. Excessive involvement in activities that have high
potential for painful consequences

C. Symptoms do not meet mixed episode criteria
D. Severe enough to cause impairment
E. Not due to substance use or medical condition

American Psychiatric Association. Diagnostic and Statistical Manual of Mental Disorders, Fourth
Edition, Text Revision. Washington, DC: American Psychiatric Association; 2000.

Diagnostic Features of Depressive Episode

A.  Five (or more) of the following symptoms have been present during
the same 2-week period and represent a change from previous
functioning. At least one of the symptoms is either:

1) Depressed mood
OR

2) Loss of interest or pleasure (anhedonia)
3) Appetite/weight changes

4) Insomnia or hypersomnia

5) Reduced energy, fatigue

6) Difficulty with concentration

7) Inappropriate guilt

8) Suicidal preoccupation

9) Psychomotor changes

Symptoms do not meet criteria for a mixed episode
Associated with significant impairment
S{vmptoms not due to a general medical condition or direct effect
substance (drug abuse, medication)
E. Symptoms not accounted for by bereavement

American Psychiatric Association. Diagnostic and Statistical Manual of Mental Disorders, Fourth
Edition, Text Revision. Washington, DC: American Psychiatric Association; 2000.

Bipolar | vs Bipolar Il
Bipolar | Bipolar Il

Requires mania for diagnosis Recurrent hypomania + major
depression

Mixed states (mania + major
depression) occur in 40% Female:male = 2:1

Highly familial Diagnostic challenges:

— Hypomania not experienced as
“abnormal”

— Prior hypomania often not
reported

Suicide: 10-15% completed

Comorbid substance abuse in 60%

American Psychiatric Association. Diagnostic and Statistical Manual of Mental Disorders, Fourth
Edition, Text Revision. Washington, DC: American Psychiatric Association; 2000.




Bipolar Hypomanic Episode

. Increased mental/physical activity
. Decreased need for sleep Escalating
. Talkative and/or distinctly more social Irritability
. Mood irritable or elated or depressed ‘
. Tendency for impairment of

social judgment
. No adequate cause for symptoms

. Labile .
. Recurrent Euthymic Mood

am [hs

1-3 days modal
duration

Hypersomnic, Hypersomnic,
Retarded Retarded
Depression Depression

Manning JS, et al. Psychiatr Clin North Am. 1999;22:689-703.

Time Spent Depressed:
Bipolar | vs Bipolar Il

NIMH Collaborative = Depressed © Mane
Study, 13 years
* Bipolar |

— Depression:mania 3:1
* Bipolar Il

— Depression:mania 37:1

— Higher morbidity,
chronicity

Percent of Weeks

BPI 3:1 BP Il 37:1
(N = 146) (N=71)

Judd LL, et al. Arch Gen Psychiatry. 2002;59:530-537.
Judd LL, et al. Arch Gen Psychiatry. 2003;60:261-269.

Bipolar Disorder Is
Frequently Misdiagnosed
* Only 1 in 5 patients with bipolar disorder is correctly
diagnosed by a physician

— Those correctly diagnosed are likely to be more
impaired, female, and poorer

1in 3 is misdiagnosed as having unipolar depression,
perhaps due to the prevalence of the depressive
phase of the iliness

Data are from patients in the general population who screened positive for bipolar disorder

Hirschfeld RMA, et al. J Clin Psychiatry. 2003;64:53-59.




Mixtures of Manic and
Depressed Symptoms Are Commonly Seen

Mixed Mania Dysphoric Depressive
Mania Mixed States’

AL 2+ Mania

Symptoms

MDE = major depressive episode Agltated depreSSiOnSo 23
1. Benazzi F. Psychiatry Res. 2004;127:247-257.

2. Maj M, et al. Am J Psychiatry. 2003;160:2134-2140.

3. Akiskal HS, et al. J Affect Disord. 2005;85:245-258.

All Depressions Are Not the Same!

Clues That “Unipolar” Depression
May Be Bipolar Depression

Early age of onset

Postpartum onset of first major depression
Seasonal mood changes

Hypersomnia and/or psychomotor slowing
Severe anhedonia

Depression with catatonia and/or psychotic
features

Bipolar family history
Treatment-emergent mania or hypomania
History of recurrent but brief depressive episodes

Marchand WR. Hosp Physician. 2003;39:21-30.

Geller B, Luby J. J Am Acad Child Adolesc Psychiatry. 1997;36:1168-1176.
Akiskal HS, et al. J Affect Disord. 1983;5:115-128.




Screening for Bipolar Disorder With the
Mood Disorder Questionnaire (MDQ)

Derived from DSM-1V criteria and clinical experience

MDQ as screening tool
— Positive MDQ
» Greater than 7 “yes” responses
— Negative MDQ
» 7 orless “yes” responses
MDQ as a rapid screening tool
— Patients can self-administer MDQ while in the waiting area
— MDQ takes less than 10 minutes to fill out

Hirschfeld RMA, et al. J Clin Psychiatry. 2003;64:53-59.

Age of Symptom Onset

*Ages 15-19 = 27%
in 2000

*Ages < 5-14=33% *Ages 20-30 = 39%
in 2000 in 2000
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*Hirschfeld RM, et al. J Clin Psychiatry. 2003;64:53-59. (N = 600)
fLish JD, et al. J Affect Disord. 1994; 81-294. (N = 500)

Phenomenology of Initial Mania Prodrome

Sleep

Modifications Behavior/Others

Mood Symptoms

Lish et al; N = 500 Depressed mood Reduction of Functional impairment
Hopelessness sleep Anger
Mania/hyperactivity Irritability
Mixed symptoms
Mood swings

Egeland etal; N =58 | Episodic mood change | Decreased need | Anger dyscontrol, irritability
Depressed mood for sleep Changed energy level (1>])
Conduct problems
Episodic mood change | Decreased need | Anger dyscontrol, irritability
Elevated mood for sleep Changed energy level (1>])
Conduct problems

Elevated mood
Increased energy/activity
Anxiety

Thompson etal; N =3 | Mood swings Disturbed sleep Decreased functioning
Racing thoughts
Increased activity/energy
Perceptual changes
Adapted from Conus P, et al. Bipolar Disord. 2008;10:555-565. Findling R, et al. Bipolar Disord. 2005;7:623-634.
Lish J, et al. J Affect Disord. 1994;31:281-29¢ Yung A, McGorry P. Schizophr Bull. 1996;22:353-370.
Egeland J, et al. J Am Acad Child Adol Psychiatry. 2000;39:1245-1252. Thompson K, et al. J Affect Disord. 2003;77:79-85.




Characteristics of Increased
Vulnerability/Risk for Bipolar Disorder

» Risk Factors
— Family history of bipolar disorder, unipolar depression
— Obstetric complications, winter-spring births, early traumatic brain injury
— Childhood history of physical/sexual abuse
— Stressful life events — death of a close relative (especially suicide)
» Markers of Potential Vulnerability
— Biological markers
« Abnormal regulation of circadian system
* Response to sleep deprivation
« White matter hyperintensities
+ Response to psychostimulants
« Cholinergic sensitivity
— Neurodevelopmental features
« Delayed language, social, motor development
— Behavioral problems
— Temperament/Personality factors
« Dysthymic, cyclothymic, hyperthymic

Conus P, et al. Bipolar Disord. 2008;10:555-565.

Bipolar Prodrome: Differential Diagnosis

*Major depressive disorder
*Borderline personality disorder
*Agitated depression
*Substance use disorder
*Externalizing behavior disorder

Limitations of Operationalizing the Prodrome

Consider Robins & Guze Criteria for Diagnostic Validity in Mental lliness’:

1. Phenomenology

2. Family history

3. Course of iliness

4. Exclusion criteria/diagnostic boundary (e.g., treatment response/effects,
prodromal manifestations)

5. Biological studies

Additional limitations
Retrospective recognition of prodromal symptoms

Non-specificity, widespread nature of symptoms, such as anxiety,
depression

Psychiatric comorbidities

Difficulty in obtaining a complete accounting of symptoms, risk
factors, vulnerabilities; need for collateral informants

Guidelines do not provide treatment recommendations for prodromal
patients (prior to first manic episode)

1. Robins E, Guze S. Am J Psychiatry. 1970;126(7):983-987.




Initial Treatment of Bipolar Disorders
in the United States 2002-2003

Antidepressant monotherapy twice as common as mood stabilizers
70
60
50
40
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10

First Prescribed
Drug Class (%)

N = 7,760 patients with bipolar disorder; 69% BP |, 16% BP II, 14% BP NOS
Data from 2002-2003 US national MarketScan research databases

Baldessarini R, et al. Psychiatr Serv. 2007;58(1):85-91.

Antidepressants and Treatment-emergent
Mania/Hypomania

Antidepressants (particularly as monotherapy) may
induce behavioral dysregulation, mania, mixed states in
a subset of patients with misdiagnosed bipolar disorder
Bipolar mixed states are often characterized by suicidal
ideation and behavior

Link between antidepressants and suicide?
Antidepressant treatment in patients with minimal manic
symptoms (increased motor activity, distractibility, racing
thoughts) accompanying bipolar depression may be
predisposed to the development of treatment-emergent
mania or hypomania

McElroy S, et al. Bipolar Disord. 2006;8:596-617.
Frye M, et al. Am J Psychiatry. 2009;166:164-172.

Goals of Therapy

Functional
Recovery

Acute Treatment Continuation Treatment = Maintenance Treatment

Severity of complications correlates with the number of episodes
(specifically depressive episodes)

Swann AC. J Clin Psychiatry. 2005;66(suppl 1):7-12.




Monotherapy Treatment for Acute Mania
Category A Evidence*

et Wevsler = el e e
2004 999 2000 2005 2004 2005 2003 2003 2006

Monotherapy Response Rates

N=179 N=204 N=13 N=115 N=200 N=250 N=403 N=210 N=262 N=272
W Placebo Carbamazepine [ Quetiapine
Lithium Olanzapine W Ziprasidone
Divalproex Risperidone B Avripiprazole
*Category A Evidence: Derived from randomized,

double-blind, placebo-controlled studies with
Adapted from Sachs G. FOCUS. 2007;5(1):3-13. adequate sample size

Adjunctive Treatment for Acute Mania
Category A Evidence*

Muller- Sachs, Yatham, Tohen, Sachs, Yatham, Ketter,
Olinghausen, 2002 2003 2002 2004 2004 2005
2000
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N=136 N =156 N=151 N=344 N=191  N=402 N=934

M Neuroleptic + Placebo Risperidone** g Quetiapine**

Lithium or Valproate + Haloperidol**
Placebo

Valproate**

Overall Atypical
Olanzapine** Antipsychotic**

**Adjunctive Treatment “Category A Evidence: Derived from randomized, double-blind,

Adapted from Sachs G. FOCUS. 2007;5(1):3-13. placebo-controlled st with adequate sample size

Treatment for Acute Bipolar Depression
Category A Evidence*

W Placebo

m Lamotrigine (50 mg/day)
Lamotrigine (200 mg/day)
Olanzapine (5-20 mg/day)

Olanzapine Fluoxetine
Combination (6 + 25, 6 + 50
or 12 + 50 mg/day)

Response Rates

Quetiapine (300 mg/day)
Quetiapine (600 mg/day)

Calabrese, Tohen, Calabrese, Thase,
1999 2003 2005 2006

N =195 N =833 N =542 N =509

*Category A Evidence: Derived from randomized, double-blind, placebo-
Adapted from Sachs G. FOCUS. 2007;5(1):3-13. controlled studies with adequate sample size




Maintenance Treatment for Bipolar
Disorder Category A Evidence*

90
80

M Placebo
70 Valproate
60 Lithium
50 | Lamotrigine
40 Olanzapine
30 M Aripiprazolet
20
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Bowden, Goodwin, Tohen, Keck,
2000 2004 2006 2006

N =372 N =638 N =361 N =160

Recurrence Rates

*Category A Evidence: Derived from randomized, double-blind,
placebo-controlled studies with adequate sample size

Adapted from Sachs G. FOCUS. 2007;5(1):3-13. ‘tMaintenance of effect, based on 6-month data

Frequency of Adverse Events:
Atypical Antipsychotics
I

Decrease in
orthostatic blood
pressure

Symbols: dose related; (?) = not clearly established; + = no to minimal, + = occasional,
++ = frequent, +++ = substantial occurrence of side effect compared with placebo rates

Marder SR. J Clin Psychiatry. 2003;64:1386-1388.

Psychotherapy Reduces
Relapse Rate

Therapy Experimental  Control Effect Lower Upper P value
Y, 1.81 071 452 0.21
IPSRT 1
054 049 025
052 036
045 .19
041

Relapse prevent

Psychoeducation
0.54

ixed combined (5) o5 o3 o073 o000

Random

Logarithmic scale of odds ratio 0.1 1
Favors therapy

Significant reduction in relapse rate (40%) compared to standard treatment alone.

Scott J, et al. J Psychopharmacol. 2006;20:46-50. (FER e s gD Gy




Benefits of Psychotherapeutic Interventions

» Adjustment to diagnosis and treatment
» Enhanced adherence

* Improved self-esteem

* Reduced risky behaviors

» Modification of destabilizing biopsychosocial
factors

* Management of stressors

* Learning coping strategies

« Early recognition

* Modification attitudes/beliefs

Scott J, Gutierrez MJ. Bipolar Disord. 2004;6:498-503.

Economic Burden of Bipolar Disorder

* Direct and Indirect Costs
— Clinic visits
— Hospitalizations
— Drug costs
— Financial burden on caregivers
— Functional impairment
— Missed work hours, lost earnings
— Reduced productivity

* Delay between onset of illness and diagnosis/treatment
~8-10 years
— Increased illness burden
— Increased cost of care

Kleinman L, et al. Pharmacoeconomics. 2003;21(9):601-622.
Kessler R, et al. Am J Psychiatry. 2008;165:703-711.
Birnbaum H, et al. J Clin Psychiatry. 2003;64:1201-1209.

Economic Burden of Bipolar Disorder

* Prevalence-based analysis: total annual costs estimated at
(US, 1991 values)

* Incidence-based analysis: lifetime costs estimated at
(US, 1998 values)

» 2009 Mayo Clinic Study
- Review of health care claims over a 4 year period
- Patients with bipolar disorder had significantly higher
monthly costs than diabetes, depression, asthma
and coronary artery disease
- Only patients with both coronary artery disease and diabetes had
higher costs

Kleinman L, et al. Pharmacoeconomics. 2003;21(9):601-622.
Stimmel G. Psychiatr Serv. 2004,55(2):117-118.
Williams M, et al. APA Annual Meeting May 16-21, 2009 San Francisco, CA. Abstract NR7-062.




Barriers
Primary Care Physicians Reporting Difficulty Obtaining Mental Health Services'
Outpatient Mental Inpatient Mental Health

Type of Practice Health Services Services (N = 5,933)
(N = 6,319)

2004-2005 Community Tracking Study Physicians Survey (N = 2,900)?
. unable to get outpatient mental health services for patients
(> 2x rate reported for access to other specialists, imaging services, non-
emergency hospital admissions)

« Reasons given for not getting services (rated as very important)
= Lack of or inadequate insurance coverage - 59%
= Health plan barriers — 51.1%
= Shortage of providers — 58.9%

1. Trude S, Stoddard J. J Gen Intern Med. 2003;18:442-449.
2. Cunningham P. Health Affairs. 2009;28(3):490-501

Summary

Accurate diagnosis of bipolar disorder is the first step in
an effective treatment strategy
— Distinguish unipolar depression from bipolar depression

— Consider risk factors for bipolar disorder and symptoms of
bipolar prodrome

— Utilize tools for screening, monitoring response to therapy

Use clinical principles to select pharmacological and
non-pharmacological interventions based on sound
rationales and strategies

Carefully and consistently monitor outcomes, including
safety

The personal and economic burdens associated with
bipolar disorder are high; efforts to maximize access to
care and services are critical

Patient Interview




Jill - Present lliness

» Concern regarding panic “attacks”
— Feels like she can’t breathe
— Throat is closing up
— Vision out of focus
— Chest pain, heart pounding

— Started several months ago, getting progressively
worse

Jill’'s Genogram

Paternal Grandparents Maternal Grandparents

. Alcoholism D

‘i
Father I:I Mother O AunlO Uncle.

Jilr O

*Adopted by maternal aunt

History

 Social history

— Associate’s degree in marketing; works for local car
dealership

— Divorced, bisexual, currently living with female
significant other

— 1 pack of cigarettes daily; drinks occasionally
(intoxicated 3x in last year); prior experimentation with
illicit drugs

— Accomplished singer, self-taught guitarist; performs at
local nightclubs




History (cont)

» Medical history
— G,PA, (15t trimester abortions)
— Pelvic inflammatory disease at age 21 resulting in
infertility
— Total abdominal hysterectomy at age 30

History (cont)

* Psychiatric history
— Prone to extremes of mood
— Self-described “Eeyore” who becomes “Tigger”

— Hypomanic periods last 1-3 weeks; more irritability,
less expansive or elevated mood

— No psychiatric hospitalizations
— Tylenol PM overdose at age 17
— Benzodiazepine use without prescription

— Short-term treatment for depression with sertraline a
few years ago

Patient Health Questionnaire 9 (PHQ-9)
Name:__Ji DEICH isi

Over the last 2 weeks, how often have you been
bothered by any of the following problems?
(use “v” to indicate your answer)

1. Little interest or pleasure in doing things

2. Feeling down, depressed, or hopeless

3. Trouble falling or staying asleep, or sleeping too much

4. Feeling tired or having little energy

5. Poor appetite or overeating

6. Feeling bad about yourself—or that you are a failure or have let yourself or

our family down

7. Trouble concentrating on things such as reading the newspaper or watching
television

8. Moving or speaking so slowly that other people could have noticed. Or the
opposite-being so fidgety or restless that you have been moving around a lot
more than usual

10. If you checked off any problems, how difficult have these problems made it Not difficultatall —

for you to do your work, take care of things at home or get along with other Somewhat difficult
people Very difficult
Extremely difficult v




Generalized Anxiety Disorder 7 (GAD-7)
Name:__Jill Date:__ Visit 1

Over the last 2 weeks, how often have you been
bothered by any of the following problems?
(use “v ” to indicate your answer)

1. Feeling nervous, anxious or on edge

2. Not being able to stop or control worrying

3. Worrying too much about different things

4. Trouble relaxing

5. Being so restless that it is hard to sit still

6. Becoming easily annoyed or irritable

7. Feeling afraid as if something awful might happen

Mood Disorder Questionnaire - Jill

INSTRUCTIONS: Please answer each question as best you can. YES NO

1. Has there sver been a period of time when you were not your usual self and

you felt so good or so hyper that other people thought you ware not your normal . o
self or you wars so hyper that you got into troubla?

you wera so imitable that you shouted at people or started fights or argumants?

vou felt much mors self-confident than usual?

wou g0t much less sleap than usual and found that you didn't really miss it?

.. you wers more flkative or spoke much faster than usual?

.. theughts raced through your head or you couldn't slow your mind down?

you wera s sasily distracted by things around you that you had trouble
concentrating or slaying on rack?

you had much more ensrgy than usual?

... you were much more active or did many more things than usual?

you wera much more social or outgoing than usual, for example, you telephonad
friends in the mickle of the night?

- ¥OU were much mare interestsd in sax than usual?

you did things that were unusual for you or that other people might have thought
wers excassius, foolish or risky?

“lesaseee

spending monay got you or your family in troubla?

2. 1If you checked YES to more than one of the above, have several of these ever
happened during the same period of time?

0
0

3. How much of a problem did any of these cause you - like being able to werk;
having family, morey or legal troubles; getting into arguments or fights?

O Mo problem O Miner problem O Moderate problem .SeriouS problem

CIDI Part I. Stem Questions

1. Some people have periods lasting several days or longer when they feel
much more excited and full of energy than usual. Their minds go too fast.
They talk a lot. They are very restless or unable to sit still and they
sometimes do things that are unusual for them, such as driving too fast or
spending too much money.

Have you ever had a period like this lasting several days or longer?

Have you ever had a period lasting several days or longer when most of the
time you were so irritable or grouchy that you either started arguments,
shouted at people, or hit people?

Il. Criterion B Screening Question

People who have episodes like this often have changes in their thinking and
behavior at the same time, like being more talkative, needing very little sleep,
being very restless, going on buying sprees, and behaving in ways they
would normally think are inappropriate.

Did you ever have any of these changes during your episodes of being
excited and full of energy or very irritable or grouchy?




CIDI Part lll. Criterion B Symptom Questions
Think of an episode when you had the largest number of
changes like these at the same time. During that episode,
which of the following changes did you experience?

. Were you so irritable that you either started arguments, shouted
at people, or hit people?

. Did you become so restless or fidgety that you paced up and
down or couldn’t stand still?

. Did you do anything else that wasn’t usual for you — like talking
about things you would normally keep private, or acting in ways
that you’d usually find embarrassing?

. Did you try to do things that were impossible to do, like taking
on large amounts of work?

CIDI Part Ill. Criterion B Symptom Questions (cont)

5. Did you constantly keep changing your plans or activities?
6. Did you find it hard to keep your mind on what you were doing?
7. Did your thoughts seem to jump from one thing to another or
your head so fast you couldn’t keep track of
. Did you sleep far less than usual and still not get tired or

sleepy?

. Did you spend so much more money than usual that it caused
you to have financial trouble?




