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1899: Manic-Depression Separated from Schizophrenia



“This classification, 
apparently so simple, 
really encounters 
manifold difficulties.”



Karl Leonhard Jules Angst

1980: Bipolar I vs Unipolar Depression



What about the 
bipolar spectrum?

Hagop Akiskal, MD



1980

Bipolar I
Cyclothymic
Depression

1994

Bipolar I
Bipolar II
Cyclothymic
Depression

2013

Bipolar I
Bipolar II
Cyclothymic
Depression + brief hypomania
Depression + mixed features
Depression

Vazquez GH et al, J Affect Disord, 2018;225:756-760

25% of recurrent depressions have mixed features





Depression and 
bipolar are part of 

“a continuum, with 
variable expressions 
of vulnerability to 
hypomania or mania”
David Kupfer, Chair of DSM-5, 2013



DSM-5 Bipolar DSM-5 Unipolar



Subthreshold
Bipolar

10-15%

Bipolar I or II
30-40%



Hantouche EH et al, J of Aff Disorders 1998;50:163–173



Making the Diagnosis
Web quiz: vevox.app/126-111-834





Mania = Irreversible consequences









“Have you ever had a period of time when you
were feeling ‘up’ or ‘high’ or ‘hyper’

and so active or full of energy or full of yourself that 
you got into trouble, or that

other people thought you were not your usual self?”  

MINI Neuropsychiatric Interview 7.0







6 Ways to Miss 
Hypomania



1. Happiness Myth



“I felt infinitely worse 
[during mania] than when in 
the midst of my worst 
depressions…”

—Kay Redfield Jamison, 
An Unquiet Mind, 1996



Loss of control over your own mind





Energy, not emotions

Lability common; euphoria rare



2. State Dependent Memory

Feelings are difficult to recall.
Instead, look for behaviors.



Doing much more than usual...

Taking on risks...
Driving aggressively

Spending too much, breaking the law
Making major life decisions

Suddenly starting/ending relationships



3. Rationalizations

“Only when I have a lot to do”
“Just when good things happen”

“Having a good time with friends”

“Yes, but...”



the only way I can feel better when depressed”

“Retail therapy, porn, gambling, binge eating...



4. Ambiguous Answers



These may mean yes...

“Not really”
“Sort of”



“Not really”



These may mean yes...

“Very rarely”
“Not in a long time”



Judd LL et al, Int J Neuropsychopharmacol 2003;6(2):127-137

Manic/mixed = 4-15% of lifespan



5. “Yes... When I’m not depressed”



Parker G, Carlat Psychiatry Report, 19:11&12, 
Nov/Dec 2021



6. Missing Mixed States



Depression + Mania 

Euphoria, high energy
Irritability

Grandiosity
Decreased sleep
Hyper-talkative

Racing thoughts, Distracted
Hyperactive

Impulsive

Depressed mood
Anhedonia
Appetite change
Motoric slowing or agitation
Low energy
Worthlessness or guilt
Poo concentration
Thoughts of death







Bipolar Markers



Disease Validators
1. Symptoms
2. Course of illness
3. Exclusion of other disorders
4. Lab values
5. Genetics

Validated
1. Psych due to medical cause
2. Substance use disorders
3. Schizophrenia
4. Bipolar disorder
5. Major depressive disorder
6. OCD
7. Panic disorder & Phobias
9. Anorexia & Bulimia
10. Conversion & Somatization
11. Antisocial
12. Dementia & Delirium

Provisional
13. PTSD
14. Borderline Personality d/o

4. Treatment response



Bipolarity Index
1. Episode Characteristics
2. Age of onset
3. Course of illness, comorbidity
4. Treatment response
5. Family history

Aiken C et al, Journal of Affective Disorders 2015

Cut off = 50 out of 100
Sensitivity/Specificity = 0.9



0252530Recurrent subsyndromal hypomania (< 4 days or not enough symptoms)

Recurrent depression (≥ 3 episodes)

Onset age 17

Recurrent depression
Comorbid PTSD and OCD

Score



3035

Father also had a gambling problem

Worsened dysphoria after starting an antidepressant

Non reponse to ≥ 3 antidepressants 

Father has recurrent depression

404250
Score



Depression Mania
Julie Fast, BP Hope, 2017

Mental Status



Comparison N Sensit
ivity

Specifi
city Cut-off

BP vs. All outpatients 1903 0.91 0.90 50 Aiken et al 2015

BP vs. MDD 220 0.96 0.88 42 Ma et al 2016

BP-II vs. MDD-recurrent 389 0.74 0.72 22 Mosolov et al 
2014

BP vs Borderline 63 0.90 0.88 50 Apfelbaum et al 
2013

Conversion to BP from 
MDD over 9 years

1857 0.67 0.52 30 Meulen et al 
2020

Validation of BP Index





McIntyre RS et al, Curr Med Res Opin 2021;37(1):135-144



 Euphoric mania or hypomania
 Clear separation of mania, depression, and normal self
 Rare mixed states and rapid cycling
 Healthy personality with few comorbid conditions
 Very responsive to lithium

Classic Bipolar



 Dysphoric mania/hypomania
Mixed states, rapid cycling, rare recovery
 Comorbid: anxiety, bulimia, OCD, 
borderline personality

 Higher rates of trauma, head injury, 
substance abuse
 Responds better to: seizure meds and 
atypical antipsychotics

Atypical Bipolar



“The most noxious assumption that we 
can fulfill is the feeling by patients that 
we represent the “system,” the status 
quo of power and privilege. 

We will label the patient as sick, and 
then send them through a rigamarole
of diagnosis and treatment that will 
end up with his extrusion as a 
“patient,” often without an active and 
productive role in society or a strong 
sense of self-worth.” 

—Ghaemi and Havens, 
American Journal of Psychotherapy, 2005



Questions? caiken@thecarlatreport.com


