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1. Diagnostic and Statistical Manual of Mental Disorders. 5th ed. 2013.

Bipolar Disorder Is Multidimensional

5

Depression
Subsyndromal 

depression

Subsyndromal mania 
(hypomania or hyperthymia) 

Mania Mixed
Hypomania

In
cr

ea
se

d
 m

oo
d

D
ec

re
as

ed
 m

oo
d

Define and 
Diagnose Pathophysiology Course of Illness Residual Symptoms Treatment 

Guidelines



The information provided by PsychU is intended for your educational benefit only. It is not intended as, nor is it a substitute for medical care 
or advice or professional diagnosis. Users seeking medical advice should consult with their physician or other health care professional.

1. Diagnostic and Statistical Manual of Mental Disorders. 5th ed. 2013.

Spectrum of Manic Symptoms
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 Elevated, expansive, 
or irritable mood

 Euphoric
 Excessively cheerful

 Inflated self-esteem
 Grandiosity
 Racing thoughts
 Flight of ideas
 Poor judgment
 Unrealistic beliefs
 Denial of illness

 Increased energy
 Increased activity at 

unusual hours of the 
day

 Decreased need for 
sleep

 Intrusiveness
 Aggressiveness
 Loud, forceful, rapid, 

and provocative 
speech

 Increased sociability
 Distractibility
 Restlessness
 Recklessness (eg, 

spending sprees, 
foolish investments, 
sexual promiscuity)

Feelings Thoughts Behaviors Physical health

Mood in an episode of mania is often described as euphoric but may rapidly shift 
between several labile states, including irritability and dysphoria

Define and 
Diagnose Pathophysiology Course of Illness Residual Symptoms Treatment 

Guidelines



The information provided by PsychU is intended for your educational benefit only. It is not intended as, nor is it a substitute for medical care 
or advice or professional diagnosis. Users seeking medical advice should consult with their physician or other health care professional.

1. Diagnostic and Statistical Manual of Mental Disorders. 5th ed. 2013.

Spectrum of Depressive Symptoms
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A major depressive episode often involves loss of interest and hopelessness and 
may be associated with a range of behavioral and health-related changes

 Depressed mood
 Excessive guilt
 Loss of interest
 Loss of pleasure
 Sadness/Emptiness
 Hopelessness

 Diminished ability to 
concentrate

 Recurrent thoughts of 
death

 Suicidal ideation
 Worthlessness

 Unintentional 
change in weight 

 Increase or decrease 
in appetite

 Sleep problems 
(insomnia or 
hypersomnia)

 Fatigue or loss of 
energy

 Restlessness
 Psychomotor 

retardation or 
agitation

 Tearfulness
 Indecisiveness

Feelings Thoughts Behaviors Physical health
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1. Judd et al. J Affect Disord. 2012;138:440-448.
2. Reddy et al. Neuropsychopharmacology. 2014;39:456-463.
3. Barbosa et al. J Affect Disord. 2012;137:151-155.
4. Brown et al. Am J Psychiatry. 2009;166:683-690.
5. Kerns. J Abnorm Psychol. 2006;115:418-427. 
6. Forbes et al. Psychol Med. 2009;39:889-905.
7. Pizzagalli et al. Biol Psychiatry. 2008;64:162-168. 

8. Berlim et al. J Nerv Ment Dis. 2004;192:792-795. 8. Williams et al J Affect Disord. 2006;91:189-194.
9. Farabaugh et al. Acta Psychiatr Scand. 2004;110:465-470.
10. Glahn et al. Biol Psychiatry. 2007;62:910-916.
11. International Schizophrenia Constortium. Nature. 2009;460:748-752. 
12. Santosh et al. Int J Biol Pharm Res. 2014;5:780-782. 
13. MacKinnon et al. Bipolar Disord. 2005;7:441-448.
14. Hor et al. J Psychopharmacol. 2010;24:81-90.

Symptom Overlap With Other Psychiatric Illnesses
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Bipolar Disorder Schizophrenia

Major Depression

Elevated mood1

Flight of ideas1

Pressured speech1

Risk-taking behavior1

Disorganized speech5

Disorganized behavior5

Working memory 
dysfunction6

Impulsiveness2

Executive dysfunction3,4

Psychotic symptoms
(hallucinations, delusions)11-13

Suicidality9,14,15

Depressed mood8

Appetite disturbance8

Psychomotor slowing/agitation9

Low energy/fatigue9

Negative 
symptoms

(eg, flat affect, 
social 

withdrawal)5,7

Sleep disturbance1,8

Anhedonia7,9

Irritability1,10
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*Criteria A-D under “Manic Episode.” †Criteria A-F under “Hypomanic Episode.” ‡Criteria A-C under “Major Depressive Episode.”
DSM, Diagnostic and Statistical Manual of Mental Disorders. 
1. Diagnostic and Statistical Manual of Mental Disorders. 5th ed. 2013.

DSM-5 Diagnostic Criteria for Bipolar I and Bipolar II Disorder
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Bipolar I Disorder 
• Criteria have been met for ≥1 manic episode*
• The occurrence of the manic and major 

depressive episode(s) is not better explained by 
schizoaffective disorder, schizophrenia, 
schizophreniform disorder, delusional disorder, or 
other specified or unspecified schizophrenia 
spectrum and other psychotic disorder

• Symptoms of depression cause clinically 
significant distress or impairment in social, 
occupational, or other important areas of 
functioning

• Symptoms of mania are sufficiently severe to 
cause marked impairment in social or 
occupational functioning or to necessitate 
hospitalization to prevent harm to self or others, or 
there are psychotic features

Bipolar II Disorder
• Criteria have been met for ≥1 hypomanic episode†

• Criteria have been met for ≥1 major depressive 
episode‡

• There has never been a manic episode
• The occurrence of the hypomanic and major 

depressive episode(s) is not better explained by 
schizoaffective disorder, schizophrenia, 
schizophreniform disorder, delusional disorder, or 
other specified or unspecified schizophrenia 
spectrum and other psychotic disorder

• The symptoms of depression or the unpredictability 
caused by frequent alternation between periods of 
depression and hypomania causes clinically 
significant distress or impairment in social, 
occupational, or other functioning

A “mixed features” specifier may be used for either bipolar I or bipolar II disorder when symptoms 
of mania or depression are also present but do not predominate in the clinical picture
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BD, bipolar disorder.
1. Merikangas et al. Arch Gen Psychiatry. 2011;68:241-251.
2. National Depressive and Manic-Depressive Association (NDMDA). http://www.dbsalliance.org/pdfs/bphowfar1.pdf. Accessed March 23, 2017. 

Bipolar Disorder: Prevalence and Diagnosis
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Disorder Prevalenc
e

Bipolar I 0.6%

Bipolar II 0.4%

Subthreshold bipolar 1.4%

Bipolar spectrum 2.4%

Lifetime worldwide prevalence
of BD1

• ~70% of patients with BD may be misdiagnosed, 
most commonly with depression

• Women are more likely to be misdiagnosed 
than men

• More than one-third of patients may seek help for 
≥10 years before being accurately diagnosed 

• Patients may receive >3 misdiagnoses and see 
4 physicians before a correct diagnosis is made

Misdiagnosis of BD is common2

Patients may remain undiagnosed for 
a lengthy period of time2
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1. McElroy et al. Am J Psychiatry. 2001;158:420-426.

Bipolar Disorder: Comorbidities
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*Data based on a 2003 national cohort study of 6.5 million Swedish adults, including 6618 with bipolar disorder (subtype not specified). †Data based on a review of 101 reports from 22 countries from 1976 to 2015 
(N=79,937 patients with bipolar I disorder or bipolar II disorder).
COPD, chronic obstructive pulmonary disease.
1. Crump et al. JAMA Psychiatry. 2013:70:931-939.
2. Tondo et al. Acta Psychiatr Scand. 2016;133:174-186. 
3. Maletic et al. Front Psychiatry. 2014;5(98)1-24.

Bipolar Disorder: Morbidity and Mortality
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Reduces life expectancy by an average of 8 to 9 years1,*

Increased mortality from cardiovascular disease, diabetes, COPD, influenza or 
pneumonia, and unintentional injuries1,*

Increased risk of suicide compared to general population2,†

Deterioration across multiple functional domains3

Bipolar disorder is one of the leading causes of chronic disability worldwide1
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1. Dilsaver SC. Journal of Affective Disorders. 2011;79-93.

Bipolar Disorder: Economic Burden
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Estimated costsa of bipolar I and bipolar II disorder in the United States 
(2009 USD)

Direct costs
$30.7 billion

Indirect costs
$120.3 billion

Total costs
$151 billion

Since estimated costs are based on assumptions of bipolar disorder 
prevalence in the United States and do not account for cases of subthreshold 

bipolar disorder,
this estimated total cost is likely a significant underestimate of the actual 

total cost 
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Pathophysiology of Bipolar disorder
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1. Kelsoe. J Affective Disord. 2003;73:183-197. 2. Bechdolf et al. J Affect Disord. 2010;127:316-20.

Risk of Developing Bipolar Disorder 
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1. Stahl. Stahl’s Essential Psychopharmacology: Neuroscientific Basis and Practical Applications. 4th edition. Cambridge University Press; 2013.

Proposed Anatomical Location of Manic Symptoms1
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1
2

4

5

3
6

Label Region Manic Symptom 

1 Prefrontal cortex • Racing thoughts
• Grandiosity
• Distractibility
• Talkative/Pressured 

speech
• Mood
• Risks

2 Basal forebrain • Decreased 
sleep/arousal

3 Nucleus 
accumbens

• Racing thoughts
• Goal directed
• Grandiosity

4 Striatum • Motor/Agitation

5 Amygdala • Mood 

6 Hypothalamus • Decreased 
sleep/arousal
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1. Stahl. Stahl’s Essential Psychopharmacology: Neuroscientific Basis and Practical Applications. 4th edition. Cambridge University Press; 2013.

Proposed Anatomical Location of Depressive Symptoms1
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1
3

7

4

2
5

6

Label Region Depressive Symptom 

1 Prefrontal cortex • Concentration
• Interest/Pleasure
• Psychomotor
• Fatigue (mental)
• Guilt
• Suicidality
• Worthlessness
• Mood

2 Nucleus 
accumbens

• Pleasure
• Interests
• Fatigue/energy

3 Striatum • Psychomotor
• Fatigue (physical)

4 Amygdala • Guilt
• Suicidality
• Worthlessness
• Mood

5 Hypothalamus • Sleep 
• Appetite

6 Cerebellum • Psychomotor

7 Spinal cord • Fatigue (physical)
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1. Maletic et al. Front Psychiatry. 2014;5:1-24.
2. Roberts et al. World J Biol Psychiatry. 2010;11:181-7. 
3. Manji et al. World Psychiatry. 2003;2:136-46. 
4. Malhi et al. Can J Psychiatry. 2004;49:813-9.

Theories of Bipolar Disorder Pathophysiology
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• Neurotransmitter dysregulation1 

• Immune system dysregulation1

• Dysregulation of glial-neuron 
interactions1

• Sodium and calcium ion dysregulation2

• Hypothalamic-pituitary-adrenal (HPA) 
axis hyperactivity3

• Altered prefrontal-striatal-thalamic 
circuitry4
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Course of Illness and 
Defining Outcomes

19



The information provided by PsychU is intended for your educational benefit only. It is not intended as, nor is it a substitute for medical care 
or advice or professional diagnosis. Users seeking medical advice should consult with their physician or other health care professional.

1. Judd et al. Arch Gen Psychiatry. 2008;65:386-394.
2. Diagnostic and Statistical Manual of Mental Disorders. 5th ed. 2013. 
3. Müller-Oerlinghausen et al. Lancet. 2002;359:241-247.
4. Lee et al. Br J Psychiatry. 2010;196:217-225.

Frequency of Episode Recurrence

20

Bipolar disorder is a chronic illness
characterized by frequent recurrent affective episodes1

90% of patients who have a single manic episode will have future 
episodes2

Up to 15% of patients will have more than 10 episodes in their lifetime3

More than 30% of patients meet the criteria for rapid cycling4
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1. Tohen et al. Bipolar Disord. 2009;11:453-473.

Defining Relapse (Manic Episode)
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1. Tohen et al. Bipolar Disord. 2009;11:453-473.

Defining Relapse (Depressive Episode)
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1. Tohen et al. Bipolar Disord. 2009;11:453-473.

Defining Response
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Syndromal response Symptomatic response

Bipolar 
depression

• ≥50% improvement on each of the core 
symptoms of depression

‒ Symptoms defined by DSM criteria and 
evaluated using a symptom severity scale

‒ Only symptoms with baseline scores >4 (on a 
scale of 1 to 7) should be evaluated

• Percentage improvement from 
baseline in severity of 
depression symptoms using 
HAM-D, MADRS, IDS, or BDRS 

• Exclude social and 
occupational functioning

Bipolar
mania

• ≥50% improvement on each of the core 
symptoms of mania

‒ Symptoms defined by DSM criteria and 
evaluated using a symptom severity scale

‒ Only symptoms with baseline scores >4 (on a 
scale of 1 to 7) should be evaluated

• Percentage improvement from 
baseline in severity of mania 
symptoms using YMRS or MRS

BDRS, Bipolar Depression Rating Scale; DSM, Diagnostic and Statistical Manual of Mental Disorders; HAM-D, Hamilton Rating Scale for Depression; IDS, Inventory 
of Depressive Symptomatology; MADRS, Montgomery-Asberg Depression Rating Scale; MRS, Mania Rating Scale; YMRS, Young Mania Rating Scale. 

Define and 
Diagnose Pathophysiology Course of Illness Residual Symptoms Treatment 

Guidelines

Click here for more information on rating 
scales used to assess bipolar disorder



The information provided by PsychU is intended for your educational benefit only. It is not intended as, nor is it a substitute for medical care 
or advice or professional diagnosis. Users seeking medical advice should consult with their physician or other health care professional.

1. Tohen et al. Bipolar Disord. 2009;11:453-473.

Defining Remission
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Syndromal remission Symptomatic 
remission

Bipolar 
depression

• Sad mood and/or loss of interest/pleasure may not be present, 
and fewer than 3 of remaining core criteria meaningfully 
present (ie, scoring >3 on a scale of 1 to 7)

• CGI ≤2 (on a scale of 1 to 7)

• HAM-D17 ≤5 or ≤7

• MADRS ≤5 or ≤7 or 
BDRS ≤8

• Excludes daily 
functioning 

Bipolar
mania

• Criteria focus on core affective symptoms and 7 criterion 
symptom domains identified in the DSM to diagnose a manic 
episode. Per DSM-IV criteria, with severity measured on a 
scale of 1 to 7

‒ Criterion A for mania rated ≤2

‒ No B criterion rated >3

‒ Fewer than 2 B criteria rated 3

• Patients with an initial mixed episode need to fill recovery 
criteria for both manic and depressive episode

• CGI severity of mania and depression both ≤2 (on a scale of 1 
to 7)

• YMRS <8 or <5

BDRS, Bipolar Depression Rating Scale; CGI-BP, Clinical Global Impression for Bipolar Illness; DSM, Diagnostic and Statistical Manual of Mental Disorders; 
HAM-D, Hamilton Rating Scale for Depression; MADRS, Montgomery-Asberg Depression Rating Scale; YMRS, Young Mania Rating Scale. 
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ISBD, International Society for Bipolar Disorders.
1. Tohen et al. Bipolar Disord. 2009;11:453-473. 2. Substance Abuse and Mental Health Services Administration. http://www.samhsa.gov/recovery. Accessed October 4, 2016.

Defining Recovery
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≥8 consecutive weeks of virtual 
absence of depressive and manic 
or hypomanic symptoms1

ISBD Task Force definition 

Four major dimensions support a life in 
recovery2

Health Home

Purpose Community
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1. Tohen et al. Am J Psychiatry. 2003;160:2099-2107.

Functional Recovery
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2-Year recovery after index manic or mixed episode in patients with bipolar I 
disorder (N=166) after first hospitalization for manic or mixed episode
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1. Tohen et al. Am J Psychiatry. 2003;160:2099-2107.

New Illness Despite Syndromal Recovery
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• Within 2 years of first hospitalization, 
40% of patients with bipolar I disorder 
experienced new episodes of mania or 
depression

• Majority of patients with bipolar I 
disorder who experienced new illness 
switched into an episode of depression

Onset of new illness without recovery 
from index manic or mixed episode 
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Total, 19.3%
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*Patients with bipolar I disorder only. †Patients with bipolar I and bipolar II disorder.
1. Judd et al. Arch Gen Psychiatry. 2002;59:530-537.
2. Judd et al. Arch Gen Psychiatry. 2003;60:261-269.

Percentage of Follow-up Weeks Spent in 
Symptomatic Status
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Patients (N=146) with bipolar I disorder 
were symptomatic 47.3% of the time 

followed (median follow-up, 14.2 years) 

Patients (N=86) with bipolar II disorder
were symptomatic 53.9% of the time 

followed (median follow-up, 16.0 years)a
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Asymptomatic Manic* or hypomanic† Depressed Cycling or mixed symptoms

52.7%

5.9%

31.9%

9.3%

50.3%46.1%

1.3%

2.3%
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1. Tohen et al. Am J Psychiatry. 2003;160:2099-2107.

Time to Onset of New Episode of Mania or Depression
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Weeks from recovery from index episode

Time to a new episode of mania is shorter 
following index manic vs index mixed episodes 
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Mixed index episode

Manic index episode

Weeks from recovery from index episode
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Mixed index episode

Manic index episode

Time to a new episode of depression is 
much shorter following index mixed vs index 

manic episodes 
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*Psychosocial outcomes include occupational and residential status.
1. Tohen et al. Arch Gen Psychiatry. 1990;47:1106-1011. 
2. Tohen et al. Am J Psychiatry. 2003;160:2099-2107.

Risk Factors Influencing Recurrence and Other 
Outcomes

30

Outcome of 
interest

Identified predictors

Psychosocial
outcomes1,*

• Occupational status
• History of ≥1 previous episodes
• Residential status

• History of alcoholism
• Psychotic features during index 

episode
• Male sex

Syndromal 
recovery2

• Shorter hospitalization for index episode
• Female sex
• Age

• Lower baseline depression 
ratings

• Marital status

Functional
recovery2

• Increasing age
• Race

• Shorter hospitalization for index 
episode

• Marital status

Time to relapse1 • History of alcoholism
• Psychotic features during index episode

• Occupational status
• Depressive symptoms during 

index episode

Mania
recurrence2

• Initial mood-congruent psychosis
• Lower premorbid occupational status

• Initial manic presentation

Depression 
onset2

• Occupational status
• Initial mixed presentation

• Comorbidities
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Effect of Residual 
Symptoms On Outcomes

31
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BDRS, Bipolar Depression Rating Scale; HAM-D, Hamilton Rating Scale for Depression; MADRS, Montgomery-Asberg Depression Rating Scale; MRS, Mania Rating Scale; YMRS, Young Mania Rating Scale. 
1. Tohen et al. Bipolar Disord. 2009;11:453-473. 
2. Marangell. J Clin Psychiatry. 2004;65(Suppl 10):24-27.

Subsyndromal Symptoms Are Highly Prevalent

32

• Estimated lifetime prevalence of subsyndromal manic/hypomanic symptoms is 
approximately 5%2

– Lifetime subsyndromal manic symptoms may be 3 times more common than full 
manic or hypomanic symptoms

• Subthreshold bipolar spectrum disorder may be ≥5 times more prevalent than 
DSM-based syndromal bipolar disorder2

State1 Upper boundary1 Lower boundary1

Subsyndromal 
depression

• Score of 14 on HAM-D or MADRS 
and score of 16 on BDRS

• Total score of 8 on HAM-D or 
MADRS and score of 9 on BDRS

Subsyndromal 
mania

• Score of 14 on MRS or YMRS • Total score of 8 on MRS or YMRS
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aIncludes patients diagnosed with BD I, BD II, cyclothymia, BD not otherwise specified, or schizoaffective disorder, bipolar subtype.
BD, bipolar disorder; STEP-BD, Systematic Treatment Enhancement Program for Bipolar Disorder (STEP-BD).
1. Perlis et al. Am J Psychiatry. 2006;163:217-224.

Residual Symptoms Predict Manic or Depressive 
Recurrence: STEP-BD
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Residual manic symptoms and time to recurrence in subjects with BD over 2 yearsa
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BD, bipolar disorder; MDE, major depressive episode.
1. Judd et al. Arch Gen Psychiatr. 2008;65:386-394.

Residual Symptoms Shorten Time to Recurrence: 
NIMH Collaborative Depression Study
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• Risk of recurrence
– 3.4 times higher if residual symptoms 

were present vs absent (P<0.001)

• Time to recurrence
– 5 times faster if residual symptoms were 

present vs absent (24 weeks vs 123 weeks)

• History of ≥4 affective episodes 
correlated with time to next major 
affective episode (P=0.007)

– Not significant after Bonferroni correction
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Functional 
impairment

1. Samalin et al. Bipolar Disord. 2016;18:164-173.

Residual Symptoms Affect Overall and Domain-Specific 
Functioning

35

In a noninterventional study of patients with bipolar I disorder or bipolar II disorder in  France, 
residual depressive symptoms affected overall functioning in nearly all domains 

Odds ratio

Autonomy
Residual depressive symptoms

Residual manic symptoms
Occupational stigma

Occupational functioning
Residual depressive symptoms

Emotional inhibition

Cognitive functioning
Residual depressive symptoms

Perceived concentration impairment

Financial issues
Residual manic symptoms

Interpersonal relationships
Residual depressive symptoms

Family stigma

Leisure time
Residual depressive symptoms

Sexual dysfunction
Occupational stigma

3.0 4.0 5.0 6.02.01.0
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BD, bipolar disorder 
1. Cullen et al. J Affect Disord. 2016;205:165-181. 
2. Martínez-Arán et al. Am J Psychiatry. 2014;161:262-270. 
3. Robinson et al. Bipolar Disorders. 2006;8:103-116.
4. Bora et al. Eur Neuropsychopharmacol. 2016;26:1338-1347. 

Cognitive Deficits in Bipolar Disorder

36
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• May be more common in patients with bipolar I vs bipolar II 
disorder1

• May help explain functional impairment2

• May be correlated with3

‒ Duration of illness
‒ Number of episodes and hospitalizations

• Deficits in processing speed and executive function; attention; 
and episodic, working, and verbal memory are common3,4

• Manic episodes are more strongly linked to deficits in verbal 
memory vs depressed episodes3
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1. Martino et al. J Affect Disord. 2009;116:37-42. 

Effect of Subsyndromal Depression and Cognitive 
Deficits on Functional Outcomes
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Patients with bipolar disorder I or II perform poorer than healthy controls in 
measures of executive function, attention, and verbal memory

• Impairments in verbal memory, attention, and 
subsyndromal depression predict score on the General 

Assessment of Functioning (GAF)

• Impairments in attention and executive function predict 
scores on the Functioning Assessment Short Test (FAST)
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aBipolar disorder I, bipolar disorder II, or bipolar disorder not otherwise specified.
NS, not significant.
1. Bauer et al. Soc Psychiatry Psychiatr Epidemiol 2009;44:515-522.

Subsyndromal Symptoms and Work Disability
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Mean percentage of days with subsyndromal symptoms 
by employment status in patients with bipolar disordera

Disabled 
(n=75)

Full-time 
(n=135) P value

Subsyndromal depression 29% 15% <0.001
Subsyndromal mania 9% 7% NS
Severe subsyndromal depression 8% 4% NS
Severe subsyndromal mania 1% 1% NS
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Treatment Guidelines
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1. Lim et al. Bipolar Disord. 2001;3:165-173. 
2. Dennehy et al. Psychol Med. 2005;35:1695-1706. 
3. American Psychiatric Association. Practice Guidelines for the Treatment of Patients with Bipolar 

Disorder. 2nd ed. 2010.

4. Texas Department of State Health Services. Texas Medication Algorithm Project Procedural 
Manual: Bipolar Disorder Algorithms. 2007.

5. Yatham et al. Bipolar Disord. 2013;15:1-44. 
6. Goodwin. J Psychopharmacol. 2016;30:495-553.

Bipolar Treatment Guidelines
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• Numerous practice guidelines and treatment algorithms have been developed1

‒ Many have not received an update in recent years
• Provider adherence to medication guidelines used in the Texas Medication Algorithm 

Project has been associated with symptom reduction2
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Example Guidelines and Algorithms Year

American Psychiatric Association
Practice Guidelines for the Treatment of Patients with Bipolar Disorder: 2nd Edition3 2002

Texas Medication Algorithm Project
Texas Medication Algorithm Project Procedural Manual: Bipolar Disorder Algorithms4 2007

Canadian Network for Mood and Anxiety Treatments (CANMAT) and International Society for 
Bipolar Disorders (ISBD)

Collaborative Update of CANMAT Guidelines for the Management of Patients With Bipolar 
Disorder5

2013

British Association for Psychopharmacology
Evidence-Based Guidelines for Treating Bipolar Disorder: Revised 3rd Edition6 2016
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1. Yatham et al. Bipolar Disord. 2013;15:1-44.

Pharmacologic and Psychosocial Treatments

41

Acute mania
Oral antipsychotic medications and mood 
stabilizers (MS) or combination of 
antipsychotic medication plus MS

Maintenance
Continuation of acute antipsychotic 
medication, MS, or combination 
treatment 

Intramuscular injections 
Used when oral medications are refused 
or cannot be administered reliably

Electroconvulsive therapy (ECT) 
Used in acute and maintenance phases

Psychoeducation

Cognitive behavioral therapy (CBT)

Interpersonal and social rhythm 
therapy (IPSRT) 

Family-focused treatments

Internet-based strategies 
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1. Yatham et al. Bipolar Disord. 2013;15:1-44.
2. Sachs et al. Int J Neuropsychopharmacol. 2014:17:1053-1061. 

Treatment Considerations

42

Individual patient characteristics, including age, sex, and possible comorbidities1

Medication adherence and level of treatment during maintenance1

Multidisciplinary management1 and polypharmacy1,2

Use of psychosocial interventions as adjunct to pharmacotherapy1

Several factors may inform selection 
of appropriate treatment for patients with bipolar disorder 
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Summary and Key Points

43

Bipolar disorder is multidimensional, characterized by frequent recurrent affective 
episodes, and may include a spectrum of manic and depressive symptoms

Anatomical correlates of specific manic and depressive symptoms have been 
identified, 
and several theories have been proposed to explain the complex pathophysiology of 
bipolar disorder 

Residual symptoms, which are highly prevalent in patients with bipolar disorder, may 
predict recurrence and affect overall and cognitive functioning 

Practice guidelines and algorithms have been developed to provide 
recommendations for pharmacologic and psychosocial treatments, a number of 
which may inform selection of appropriate treatment for individual patients
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Supplemental Materials: Rating Scales
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No problem          Minor problem          Moderate problem          Serious problem

• Levels of energy and activity 
• Irritability
• Self-esteem and grandiosity 
• Sleep hygiene
• Presence of racing thoughts 

• Distractibility
• Sociability
• Recklessness (eg, presence of spending 

sprees, foolish investments, sexual 
promiscuity)

1. Hirschfeld et al. Am J Psychiatry. 2000;157:1873-1875.

Mood Disorder Questionnaire 
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1. 13 yes/no questions to assess behaviors derived from DSM-IV criteria

2. If the patient answered “yes” to >1 of the 13 questions, a single yes/no question assesses 
whether these behaviors occurred during the same time period

3. The level of functional impairment caused by these symptoms is assessed 
using a 4-point scale 
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YMRS, Young Mania Rating Scale.
1. Young et al. Brit J Psychiatry. 1978;133:429-435.

Young Mania Rating Scale 
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• Rated on a scale of 0 to 4
• Elevated mood
• Increased motor activity-energy
• Sexual interest
• Sleep 
• Language-thought disorder
• Appearance
• Insight

• Rated on a scale of 0 to 8
• Irritability
• Speech (rate and amount)
• Thought content
• Disruptive-aggressive behavior

0     No elevated mood present
1 Mildly elevated mood
2 Definite subjective elevation; increase in 

optimism, self-confidence, and cheerfulness 
3 Elevated mood, increase in humor
4     Euphoric mood; may include inappropriate  

laughter  

0     No irritability present
2     Irritability subjectively increased
4 Intermittent irritability present during 

interview; patient reports recent episodes 
of anger or annoyance

6 Frequently irritable during interview
8.    Hostile or uncooperative; cannot complete  

interview

Example scoring of YMRS items 

Elevated mood

Irritability
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1. Spearing et al. Psychiatry Res. 1997;73: 159-171.

Clinical Global Impressions Scale: Bipolar Version
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Mania, depression, and overall bipolar symptoms are each assessed with 3 questions

1. Severity of illness: “Considering your total clinical experience with bipolar patients, how severely ill has the 
patient been during the assessment period?”

1
Normal, not 

ill

2
Minimally ill

3
Mildly ill

4
Moderately 

ill

5
Markedly ill

6
Severely ill

7
Very 

severely ill

8
Not 

applicable

2. Change from preceding phase: “Compared to the phase immediately preceding this trial, how much has 
the patient changed?”

1
Very much 
improved

2
Much 

improved

3
Minimally 
improved

4
No change

5
Minimally 

worse

6
Much 
worse

7
Very much 

worse

8
Not 

applicable

3. Change from worst phase of illness: “Compared to the patient’s worst phase of illness prior to the current 
medication trial or during the early titration phase, how much has the patient changed? 

1
Very much 
improved

2
Much 

improved

3
Minimally 
improved

4
No change

5
Minimally 

worse

6
Much 
worse

7
Very much 

worse

8
Not 

applicable
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