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A Brief History of Mood Disorders
Å Bipolar Disorder

ï 200 CE First reports

ï 1654  Jean Pierre Falret

Åñfolie circulaire"                   
(circular insanity) 

ÅFamilial illness 

ï 1913 Emil Kraepelin

ÅManic - Depressive

ï 1930ôs ECT first used

ï 1949 Lithium first used

ï 1950 Chlorpromazine first used

ï 1952 Genetic link recognized

ï 1979 NAMI established

ï 1980

ÅBipolar Disorder term 
adopted

ï 1995 Depakote approved for BP

ï 2003 

ÅFirst atypical approved       
for BP

Å Major Depressive Disorder

ï 300 BCE Hippocrates 

Åñmelancholiaò

ï 1665 Richard Baker

ÅDepression term first used
ïñDeprimereòïto press 

down

ï 1899 Emil Kraepelin

ÅDisease concept

ï 1917 Sigmund freud

ÅPsychological theories

ï 1930ôs ECT first used

ï 1952 

ÅPsychiatric illness concept

ï 1958

ÅMAOI first used

ÅImipramine first used

ï 1980

ÅMajor Depressive Disorder 

ï 1987

ÅFluoxetine released

ï 2007 

ÅAtypical approved as add on 
for depression treatment



Types of Mood Disorders

Å DSM IV

ïMajor Depressive Disorder

ïDysthymic Disorder

ïBipolar Disorder Type I

ïBipolar Disorder Type II

ïCyclothymic Disorder

ïNOS

Å Mixed Phase

Å Rapid Cyclers

Å Bipolar Spectrum (BPS)
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Lifetime Risk of Mood Disorders in          

General Population

ÅMajor Depressive Disorder

ïWomen - 20%

ïMen - 11%

ÅBipolar Disorder Type I

ïBoth sexes ï1-1.5%



Genetics of Mood Disorders

Å Major Depressive Disorder

ï 2-3 fold increased risk in first 
degree relatives

ï The younger the onset the 
higher the risk for family 
members

ï Children of MDD parents

Å2-3 fold increased risk

ÅEarlier onset

ï Fraternal twins

Å40-50% risk

ï Identical twins

Å70% risk

ï BP family history

ÅIncreases risk of 
depression

ÅIf parent BP, 25% risk     
of MDD in child

ï Genetic polymorphism

Å Bipolar Disorder
ï Familial

ï Incidence higher in 
maternal relatives

ï The closer the relationship 
the higher the risk

ï Identical twin

Å66-96% risk

ïOne BP Parent

Å30% risk

ï Two BP Parents

Å60% risk

ïMDD Family history

ÅDoes not increase risk 
for BP

ïGenetic polymorphism



Genetic Polymorphism

ÅA functional polymorphism is a genetic variant 

that appears in at least 1% of a population and 

alters the biological functioning of the individual

ÅSome types of polymorphisms in Mood Disorders

ïSerotonin transporter 

ïSerotonin 2A receptor

ïMTHF reductase

ïCatachol -o- methyl tranferase (COMT)

ïTyrosine hydroxylase 

ïCytochrome P450 metabolism of medications



Serotonin Transporter (5-HTTLPR)

Polymorphism

ÅThree type of genetic variations

ï2 long alleles (legs)

ï2 short alleles

ï1 short 1 long allele

ÅShort alleles predict risk for depression in the 

presence of repeated stressful life events
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