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“…from the brain, and from the brain 
only, arise our pleasures, joy, laughter 

and jests, as well as our sorrows, 
pains, griefs, and tears.”

Hippocrates Circa 400 BCE





Bipolar Disorder Fast Facts

• 50% with onset 
before the age of 25

• Among top 10 causes 
of disability worldwide

• Costs $200 billion 
per year



Bipolar Disorder Fast Facts

• Types

• Type I with manic episodes

• Type II with hypomanic episodes

• 90% have other problems

• Substance use disorders

• Anxiety disorders

• 1.5 to 2.1 times more likely to have chronic physical 

conditions

• Loss of 8 – 25 years of life

Scott et al. JAMA Psychiatry 2016;73:150-158



DSM-V Bipolar I Disorder Epidemiology

•Lifetime prevalence 2.1% 
•~4,884,000 

•12-month prevalence 1.5%
•~3,679,000

Blanco et al., Journal of Psychiatric Research 84 (2017) 310e317 



Phenomenology



Major Depressive Episodes: 
Psychological Symptoms

• Depressed mood

• Irritability

• Anxiety/nervousness

• Reduced concentration

• Lack of interest/motivation

• Inability to enjoy things

• Lack of pleasure

• Hypersensitivity to 
rejection/criticism

• Perfectionism/  Obsessiveness

• Indecisiveness

• Pessimism/hopelessness

• Feelings of helplessness

• Cognitive distortions 

• Feeling stressed

• Low self-esteem/feelings
of worthlessness

• Excessive guilt

• Thoughts of death or suicide

• Thoughts of hurting
other people

Adapted from: Cassano P, Fava M. J Psychosom Res. 2002;53(4):849-857.



Major Depressive Disorder: 
Behavioral Symptoms

• Crying spells

• Interpersonal 
friction/confrontation

• Anger attacks/outbursts

• Avoidance of anxiety-
provoking situations

• Reduced productivity

• Social withdrawal

• Avoidance of emotional and 
sexual intimacy

• Reduced leisure-time activities 

• Development of rituals
or compulsions

• Workaholic behaviours

• Substance use/abuse

• Self-sacrifice/victimisation

• Self-cutting/mutilation

• Suicide attempts/gestures

• Violent/assaultive  behaviour

Adapted from: Cassano P, Fava M. J Psychosom Res. 2002;53(4):849-857.



Major Depressive Disorder: 
Common Somatic/Physical Symptoms

• Fatigue

• Leaden feelings in arms
or legs

• Sleeping too little/insomnia

• Sleeping too 
much/hypersomnia

• Decreased appetite

• Weight loss

• Increased appetite

• Weight gain

• Reduced libido/
arousal difficulties

• Erectile dysfunction

• Delayed orgasm/inability to 
achieve orgasm

• Headaches

• Muscle tension

• Gastrointestinal upset

• Heart palpitations

• Burning or tingling sensations

Adapted from: Cassano P, Fava M. J Psychosom Res. 2002;53(4):849-857.



Bipolar Disorder: 
Manic/Hypomanic Symptoms

• Increased energy

• Euphoria

• Grandiosity

• Irritability/Decreased frustration 
tolerance

• Racing thoughts

• Rapid speech

• Decreased need for sleep

• Unconcerned with 
consequences

• Impulsive

• Cognitive impairment

• Poor judgement

• Unrealistic optimism 

• Increased libido

• Hallucinations or delusions

• Disorganized thinking

• Decreased productivity

• Increased productivity

• Sharper, clearer thinking

• Increased creativity

• Entrepreneurial



Response, Remission, Recovery, Relapse, Recurrence: 

Phases of Treatment of Bipolar Disorder

1Frank E, et al. Biol Psychiatry. 2000;48(6):593-604.



Vieta et al. Nature Reviews Disease Primer 2018



Vieta et al. Nature Reviews Disease Primer 2018



Bipolar: Real World - Highly Recurrent

Smedler et al., European Neuropsychopharmacology (2019) 29, 1152–1160

• N = 3074
• 1A all subjects 
• 2B those with at least 

five inpatient episodes.



DSM-V Bipolar I Psychiatric Comorbid 
Conditions
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DSM-IV Bipolar I Cardiovascular Comorbid 
Conditions
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http://www.theguardian.com/commentisfree/2015/mar/04
/bipolar-disorder-wouldnt-want-to-fix-mind

http://www.theguardian.com/commentisfree/2015/mar/04


Depressive Symptoms Predominate 
in BPI 
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Depressive Symptoms Predominate 
in BPII
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Suicide

Jimi Hendrix

Kurt Cobain

David Foster Wallace

Men:      36.6 per 100,000
Women: 21.7 per 100,000

Schaffer et al. ANZJP 49:785-802;2015



• Early age of onset

• More episodes (> 5)

• Probably Myth
• More atypical symptoms

• Hyperphagia and hypersomnia

• Probably True:
• More psychosis; More frequently postpartum;

• More psychomotor retardation

Bipolar  vs Unipolar Depression

Mitchell et al. The British Journal of Psychiatry (2011) 199, 303–309. 



Real World Outcomes

Behrendt‐Møller et al. Bipolar Disorders. 2019;21:350–360.



Duration of Mood Episodes

Solomon et al. Arch Gen Psychiatry. 2010 Apr;67(4):339-47.



Vieta et al. Nature Reviews Disease Primer 2018



Biological Psychiatry May 1, 2018; 83:720–721



Kato T. Psychiatry and Clinical Neuroscience  2019



Bipolar Treatment



Vieta et al. Nature Reviews Disease Primer 2018



More antipsychotics, less mood stabilizers

Rhee, Olfson, Nierenberg, Wilkerson.
AJP in Advance 
(doi: 10.1176/appi.ajp.2020.19091000)



Anti-manic Agents

Baldesarrini et al. Molecular Psychiatry (2019) 24:198–217



Baldesarrini et al. Molecular Psychiatry (2019) 24:198–217



Cipriani et al.
Lancet 2011; 378: 1306–15



• Olanzapine/Fluoxetine Combination (OFC)
• Zyprexa/Prozac

• Quetiapine - Seroquel

• Lurasidone – Latuda

• Cariprazine –Vraylar

• (Lamotrigine)

• (No antidepressants approved for bipolar depression)

• Electroconvulsive therapy

• Repetitive transcranial magnetic stimulation (rTMS)?

Bipolar Antidepressant Treatments



Antidepressant prescriptions persist

Rhee, Olfson, Nierenberg, 
Wilkerson.
AJP in Advance 
(doi: 10.1176/appi.ajp.
2020.19091000)



Mechanisms of Action Differentiates Effective from Non-Effective 
Treatments for BP Depression

Receptor Action Result

Alpha 1 Antagonist Increase NE

D1 Antagonist Decrease DA

H1 Antagonist Decrease Histamine

5HT2A Antagonist Increase 5HT

Muscarinic Antagonist Decrease 
Acetylcholine

D2 Antagonist Mixed effects

D3 Antagonist Increase DA

NE Reuptake Inhibition Increase NE

5HT1A Agonism Increase 5HT

Fountoulakas et al. Journal of Affective Disorders 138 (2012) 222–238



Psychotherapy

• Cognitive behavioral therapy (CBT)

• Mindfulness based cognitive therapy (MBCT)

• Unified protocol for emotional regulation

• Dialectical behavioral therapy (DBT)

• Lifestyle interventions



Potential new treatments

• Ketamine

• Pioglitazone

• Bezafibrate

• Minocycline

• N-acetylcysteine

• Pramipexole

• Nicotinamide riboside

• Candesartan



Summary

• Bipolar disorder
• Depressive and manic/hypomanic episodes

• Complex chronic course

• Comorbid conditions

• Complex pathophysiology

• Treatments
• Antimanic

• Antidepressant

• Maintenance


