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Mood Disorder I and II 

Why do we need to know about Major Depression Disorder?

Common – 8-10% of men; 15-20% of women lifetime prevalence – 1 year prevalence 
about 6%; so 18 million Americans suffering 

Incidence and prevalence increasing with time – cohort of women born in the 1970’s 
– as high as 25% prevalence 

Burden of Disease – projected to be the 2nd leading cause of disability world wide by 
2020 (WHO study) – heart disease #1 – Costs the US 80 billion dollars (2003) – 
equivalent to cost of cardiovascular disease or cancer 

Treatable if someone seek help 

Effects those around you in many different ways 

Suicide a major health issue both in attempts >500,000 per year and actual 
completions 30-35,000 per year.  Most attempters depressed – effects people 
traumatically both physically and psychologically 

Criteria for Major Depression Disorder 
(DSM IV – Diagnostic and Statistical Manual) 

Five or more of the following must be present for two weeks and represent a change from 
previous functioning.  Must have 5 of the following 9 symptoms and include depressed 
mood and/or anhedonia.

(1) Depressed mood most of the day, nearly every day, as indicated by either 
subjective report or observation by others (In children and adolescents, can be 
irritable mood). 

(2) Markedly diminished interest or pleasure in all, or almost all activities most of the 
day, nearly every day (as indicated by either subjective account or observation 
made by others). 

(3) Significant weight loss when not dieting or weight gain or increased or decreased 
appetite nearly every day. 

(4) Insomnia or hypersomnia nearly every day.  
(5) Psychomotor agitation or retardation (Observable by others). 
(6) Fatigue or loss of energy nearly every day. 
(7) Feelings of worthlessness or excessive/inappropriate guilt. 
(8) Diminished ability to think or concentrate—or indecisiveness. 
(9) Thoughts of death or suicide. 

Above cannot be due to a general medical condition (see below), the direct 
physiological effects of a substance, or bereavement.
Must cause significant impairment or distress in social, occupation functioning 
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Definitions:  Mood is what the patient states they are feeling in general 
Affect is what we observe at the moment    Mood:Affect::Climate:Weather 

Many students use the pneumonic Sig. E. Caps to remember the above 9 criteria. 
S(adness)
I(nterest) 
G(uilt)
E(nergy)
C(oncentration)
A(ppetite) 
P(sychomotor agitation or retardation) 
S(uicidal thoughts) 

Risk Factors: 
- Women 2:1 men – ration narrows to 1:1 postmenopausal 
- Age onset: peak 20-30’s –this is decreasing with time –some studies suggest that 

10% of adolescents may now have depressive sxs 
- Family History – moderate genetic risk; if 1 parent 10-15%, 2 parents 20-30%; 

MZ twins 50%, DZ twins 15-20% - (if take into consideration “Affective 
Disorder Spectrum” – Major Depression, ETOH, Somatization, Antisocial 
personality then genetics more robust) Having a family history not only as a 
genetic base but also the psychological and environmental disruptions 

- Single, divorced, widowed > married (except in elderly males – high suicide 
group)

- Income, profession, religion, geography have minimal impact 
- Cultural: some trends – lower in Afro-American men, Asians; higher in Hispanic 

women and American Indians 
- Childhood major negative events are a big risk factor – loss, neglect, abuse 
- Onset of illness usually a series of negative life events, but can also be one 

catastrophic event – death, loss, medical illness, etc. 
- 50% of people with only 1 episode, but if 2 episodes 70% of another, if 3 episodes 

or more 95% chance of another – for most it’s a reoccurring chronic illness 
- Triggers to relapse over time are less and less (stress vulnerability model) 

How to people develop a Major Depression Disorder? 

1. Genetic predisposition – smaller hippocampus, abnormal serotonin transport 
protein, etc 

2. Poor psychological coping strategies or skills- secondary to trauma, loss, 
dysfunction, societal situations, etc (lack of resiliency) 

3. Triggering events – Biological (could be medicines, substances, diseases), 
psychological, environmental
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4. Change in brain processes – we do not process or interpret things in the same 
way- negative cognitions, pessimism, physical changes, withdrawal, retreat, lack 
of rewards 

5. These symptoms hinder are ability to reach our previous neurobiological 
homeostasis via neurogenesis through enrichment:   

- Social connection 
- Exercise 
- New learning 
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-

- Kupfer,DJ, et al; J Clinical Psychiatry 52(supplement), p 26-34, 1991 
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Major Depression is a neurodegenerative brain disorder, but we do not have a 
biological marker! – The closest marker we have is the theory of chronic low level 
increases in cortisol secondary to stress which causes a disruption in healthy 
neurogenesis and may add to neurodegeneration. 

The monoamines (norepinephrine, dopamine, and serotonin) have been widely implicated 
in depression.  All present antidepressant drugs affect changes in one or more of these 
systems, and there are multiple other lines of evidence of changes in the monoamine 
systems being associated with depression.  The data are particularly voluminous for 
serotonin.  A few examples:  Depressed patients show blunted responses to serotonergic 
agonists and higher densities of 5-HT2 receptors.  Dietary depletion of L-tryptophan, a 5-
HT precursor, brings about a recurrence of depressive symptoms in SSRI responders and 
some patients with histories of major depression.  A serotonin transporter gene promoter 
polymorphism has also been associated with major depression, suicide, and response to 
antidepressants.   

 There is also evidence for involvement of GABA, ACh, glutamate, somatostatin, 
endorphins, vasopressin, neuropeptide Y, substance P, and growth hormone.  There is 
also extensive evidence of endocrine abnormalities in depression (CRH 
hypersecretion, blunting of TSH response to TRH, blunting of ACTH response to 
CRH, hypersecretion of corticosterioids and downregulation of glucocorticoid 
receptors; in the 1980s, the dexamethasone suppression test was even used to 
diagnose depression—no longer used because lacking in specificity).  Various 
changes in sleep neurophysiology, including decreased REM latency, have been 
noted.   More recently, growth factors, particularly BDNF, have been also been 
implicated in depression 

Structurally – atrophy of prefrontal cortex, hippocampus, amygdala 

Physiologically  - decreased blood flow and glucose metabolism to prefrontal cortex, 
amygdala, hippocampus, increased blood flow to subgenual cingulate gyrus (a critical 
node for repair – where deep brain stimulation has its effect) 

The longer the depression the greater the chronicity of illness – if <6 months 60% 
chance of remission; if >24 months 10 –15 % of remission 

Depression leads to future risk factors for: 1) More Major Depression, 2) Other Co-
Morbid Psychiatric illnesses (60%) of the time – Etoh and anxiety disorders are most 
common; 3) cardiac events (cytokines and inflammation); 4) CVA’, Parksonism, 
dementias 

Should we treat Major Depression more aggressively? 

- How long does it take for permanent changes to occur? 

- Is degeneration related to severity of symptoms? 
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- How much is reversible with remission or treatment? (psychotherapy and 
medicines both promote neuronal growth and increased blood flow) 

Lets not forget other etiological theories 

Psychological: loss, abandonment, lack of nurturing, emptiness, anger turned inward, 
developmental arrest at a dependent stage with a disordered parent, low self esteem, 
failures, lack of self object stability and consistency 

Environmental: poverty, deaths, famine, wars, oppression, abuse, torture, drugs, 
learned helplessness, side effects of medications, chemical toxins, infectious diseases, 
medical conditions 

Conditions which may cause or  mimic major depression: 
• Infectious-- (Mononucleosis, tertiary syphilis, toxoplasmosis, influenza, viral 

hepatic, HIV) 
• Neoplasms—Abdominal malignancies (particularly pancreatic CA), brain tumors, 

lymphomas. 
• Endocrine—Hyper or hypothyroidism/parathyroidism, hyper/hypoadrenocortical 

function (Cushing’s and Addison’s), diabetes. 
• Metabolic/nutritional—Uremia, pellagra, anemia 
• Neurologic—Frontotemporal dementia, Parkinson’s, Huntington’s, subdural 

hematoma, temporal lobe epilepsy, strokes, MS, head trauma 
• Medications—

• Corticosteroids 
• Oral contraceptives 
• Antipsychotics 
• Interferons 
• Reserpine
• Isotretinoin(Accutane)
• Propranolol??
• Central acting antihypertensives 

A Medical work-up is always a good first step – history, physical exam, labs –even if the 
symptoms are quite definitive for Major Depression.  If there is an underlying medical 
condition its usually quite obvious from other signs and symptoms  - But remember to 
come back to the depression –“Whenever you hear hoof beats its most likely to be horses 
and not a Zebra” 
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Psychological explanations for depression – from Comprehensive Psychiatry – Kaplan 
and Sadock 



Mechanisms of Human Disease  Mood Disorders I & II 
Wednesday, January 11, 2012 – 8:30 – 11:00 am  Ralph Orland, M.D. 
  E-Mail:  Ralph.Orland@va.gov 

Bipolar Disorder 

 Individuals with Bipolar Disorder suffer a life long illness that can devastate their 
lives along with their families’ lives. Although the classic forms of Bipolar I are 
relatively uncommon, 0.8-1% of the general population, if Bipolar variants are included 
the prevalence may be as high as 4-6% of the population which makes this a significant 
national health issue.  

What is a Manic episode? 

DSM IV criteria: 
A. A distinct period of abnormally and persistent elevated, expansive, or 

irritable mood for at least 1 week duration 
B. During the period of mood disturbance at least 3 of the following are 

present (if the mood is only irritable then 4 need to be present) 

1. Inflated self esteem or grandiosity 
2. Decreased need for sleep 
3. More talkative than usual or pressure to keep talking 
4. Flight of Ideas or subjective experience of racing thoughts 
5. Distractibility 
6. Increase in goal-directive activities or psychomotor agitation 
7. Excessive involvement in pleasurable activities that have a high potential 

for painful consequences – buying, speeding, sexual indiscretions, foolish 
business ventures 

C. Marked impairment in functioning in job, social activities, or relationships 
with others 

D. Symptoms not caused by a substance or medical condition 

There is probably no such thing as a pure Manic Disorder. Inevitably these individuals 
will have a period of depression that for most looks similar to Major Depressive 
Disorder. Individuals usually cycle clearly from Mania to Depression over the course of 
weeks to months. Some patients will end up with a Mixed Bipolar state where they will 
have symptoms of both occurring at the same time. Often these individuals are very 
refractory to treatment. When you look at a cohort of bipolar individuals, a good 40-45% 
of time will be spent in a depressive phase, only 5-10% is spent in the hypomanic or 
manic phase, and the euthymic state occurs the other 45% of the time. Even when these 
individuals are euthymic there is evidence of brain function abnormalities. There math 
and reasoning functions are impaired. Verbal memory, attention, and executive 
functioning are less than baseline. Their insight into their illness is always suspect leading 
to issues of substance abuse, non-compliance with medications and treatment, and 
potentially challenging live courses. 
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Bipolar II disorder – a lesser variant of symptoms from Bipolar I – shorter duration (4 
days vs. 1 week), not severe enough to cause major life disruptions. Unfortunately the 
course of illness is often just as severe and the treatment outcomes are also similar  
Bipolar NOS – a wastebasket diagnosis that encompasses many potential patients who 
have some symptoms of mania and hypomania at times but never enough to meet full 
criteria. Anyone with significant mood fluctuations and irritability that are not induced by 
substances may fall into this area. This diagnosis is largely speculative but may 
encompass 4-6% of the population who often are never diagnosed. 

Bipolar Epidemiology:  
Bipolar I – lifetime prevalence 0.8-1% 
Bipoalr II – lifetime prevalence 0.5-0.8% 
Bipolar NOS – lifetime prevalence  4-6% 

Equal in men and women, age of onset – late teenage years – 1st episode usually begins 
with depression, childhood Bipolar is unusual unless there is significant genetic history, 
Highly hereditable – 65-85%; Concordant twins– 75-85%, Discordant twins – 15-20%, 
one parent with Bipolar – 10% chance of inheritance, two parents with Bipolar – 50% 
chance of inheritance. 

Unique amongst psychiatric illness as the only illness more prevalent in higher 
socioeconomic brackets. Having limited penetration of bipolar symptoms is a highly 
sought after set of traits – less sleep, more energy, expansive mind, creative,  talkative 
and these individuals tend to excess and are over represented in high functioning 
professions – physicians, researchers, lawyers, entertainers, business executives. There is 
a rich culture of creativity and madness (Bipolar) 

Individuals with Bipolar have a much greater chance of becoming psychotic 
(hallucinations, delusions, disorganized thoughts) than those with unipolar depression. 

The pathophysiology of the depressed phase of Bipolar looks surprisingly similar 
to Major Depressive Disorder on neuroimaging. The same cannot be said for the Manic 
phase that is very difficult to study (due to the pathology the patients are exhibiting) and 
has shown very mixed results other than an increased perfusion and glucose metabolism 
in all areas of the brain. Due to the efficacy of lithium, many researchers have speculated 
on the neurochemical basis of mania, but nothing in conclusive. With recent biological 
treatments focusing on anticonvulsant medications the theories have moved to calcium 
and sodium channel regulation, secondary messaging signaling, and possibly some 
variant on serotonin dysregulation. A Nobel Prize awaits.

Separating Unipolar Major Depression from Bipolar Depression is paramount in 
that treatment and courses are very different and much co morbidity can be avoided. 
Hints that an individual might be Bipolar include: 

Early age onset 
Psychotic Depression 
1st episode of depression is postpartum especially if psychotic 
Rapid onset and offset of depressive symptoms 
Recurrent depression with more than 5 episodes 
Bipolar family history 
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Hypomania associated with antidepressants 
Repeated loss of efficacy of antidepressant over time 
Trait mood lability, hyperthymic temperament 
Depression with mixed mood states 
Bipolar symptoms (hypomania) can at time be imitated by substances (i.e. 

cocaine, caffeine, prednisone) or general medical conditions (i.e. hyperthyroidism, closed 
head injury) and therefore a good medical work up is always a first step to diagnosis. 

Other Depression Disorders 

Dysthymic Disorder: (2-3%) – 2 years of duration – depressed mood for most of the day 
on more days than not- course tends to be non-remitting 
Two of the following Six: 

- poor appetite or overeating 
- low energy or fatigue 
- insomnia or hypersomnia 
- low self-esteem 
- poor concentration or difficult decision making 
- feelings of hopelessness 

Absence of enough criteria for Major Depression Disorder 

Substance Induced Mood Disorder – many of the symptoms of depression but clearly 
related to substance – cause and effect – i.e. Etoh, sedative use, heroin, etc 

Medical Induced Mood Disorder – clear cause and effect – much of the time the 
conditions become intermixed with time and chronicity will occur – Epstein Barr virus 
causes mononucleosis – looks like depression – but 6 months later pt still with depression 
symptoms – (trigger in vulnerable individual model) 

Other Variants of Major Depression 

With Melancholic Features—Though it sounds redundant call depression “melancholic,” 
this term refers to a specific constellation of symptoms which includes loss of pleasure 
and lack of reactivity to things usually enjoyed along with 3 or more of the following: 

(1) Distinct quality of depressed mood 
(2) Mood worst in mornings 
(3) Early morning wakening 
(4) Marked psychomotor retardation or agitation 
(5) Significant anorexia or wt loss 
(6) Excessive or inappropriate guilt 
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This has been shown in studies to be linked to non suppression in Dexamethasone 
Suppression Tests – indicating a strong disturbance in cortisol and the HPA axis – 
probably a common feature in all depressions but most clearly documented here 

With Atypical Features—This type of depression isn’t actually uncommon or atypical.
Patients’ moods are reactive to positive events (unlike melancholic) and two or more of 
the following are also present: 

(1) Weight gain or increase appetite 
(2) Hypersomnia 
(3) Leaden paralysis (heavy feeling in arms or legs) 
(4) Long-standing pattern of interpersonal rejection sensitivity 

With seasonal pattern—symptoms tend to occur at a particular time of year, usually fall 
or winter. Prevalence at Chicago’s latitude is about 20% - light therapy can be of help 
(50%)

With psychosis- Major Depression Disorder with hallucinations or delusions(about 10% 
of episodes) almost always in the context of depression (you’re no good; you have 
poisoned people, etc) 
Treat with antipsychotics or ECT – prognosis not as favorable as with non-psychotic 
depression

Bereavement – For the vast majority of people a normal life reaction – it is expected that 
someone will feel depressed, irritable, take some time off, not sleep well, etc. – much of 
grieving and mourning is cultural based- expectations are that by 3 months many of the 
symptoms have resolved and the person moves on with their life. However MDD can be 
imposed on top of Bereavement and one should not hesitate to treat as an MDD if 
symptoms are severe enough. Complicated (pathological) grief often involves many 
symptoms of PTSD on top of MDD and bereavement – these individuals get stuck on the 
loss and can’t progress – aggressive treatment is indicated 

Adjustment disorder with depressed features- some signs of depression that cause clinical 
concern but with an acute stressor that occurred within 3 months of the on set of 
symptoms. Criteria for other disorders are not met and the symptoms should abate by 6 
months after the ending of the stressor. Usually brief therapy or social interventions are 
all that is needed 

Special Populations: 
Elderly: often masked depression – irritable, angry, don’t care, often somatic in 
presentation, don’t try, may be confused with dementia – depression is treatable 

Teenagers: not familiar with what depression means, don’t trust adults, we may dismiss 
as adolescent angst, irritable common as sadness, look for behavioral changes – friends, 
grades, experimentation with drugs – look for withdrawal – engage with the family – 
controversy as to whether antidepressants are potentially harmful in younger patients – 
area largely unstudied. 


