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Affective or Mood Disorders

Reactive Depression.
Secondary: Medical

Neurological
Drugs

Major (Endogenous) Depression = Unipolar:
Depressed mood, decreased interest in normal 

activities, anorexia, weight loss, insomnia, fatigue, and 
decreased concentration.



When depression persists and impairs ones normal
activities of life, it may be an indication of a depressive
disorder.
The disease is a serious medical illness (and not a
weakness in character as some may contend) and is
associated with an increased rate of mortality (when
compared to the general population) as a result of
suicide, accidents and a variety of associated medical
illnesses



Affective or Mood Disorders

Mania:
Expansive mood, grandiosity, inflated self-
esteem, pressured speech, flight of ideas 
and poverty of sleep.

Manic-Depressive Psychosis = Bipolar



Major depression 
Causes:
• Idiopathic (i.e., the focus of this lecture)

• Endocrine and metabolic diseases (e.g., thyroid disorders)

• Some infections, cancer, cardiovascular disease

• A number of neurologic and psychiatric diseases (e.g.,

Alzheimer’s Disease, Huntington’s Disease,

Schizophrenia, etc.).

• The use of illicit drugs as well as many prescription (and

over-the-counter) drugs can also result in depression.



Disorder Epidemiology

The leading cause of disability in the U.S. for ages 
15-44 
Affects approximately 14.8 million American adults, 
or about 6.7 percent of the U.S. population age 18 
and older in a given year.
Can develop at any age, the median age at onset 32.5
More prevalent in women than in men.
Lifetime incidence 20% in women, 12% in men 



Signs and Symptoms
Cognitive Symptoms

�Negative thoughts: self-pity, emptiness, helplessness and 

anhedonia (an inability to experience pleasure)

�Pessimism

�Loss of memory

�Poor concentration

�Difficulty in making decisions

�Delusions

�Hallucinations



Behavioral Symptoms

�Poor job performance
�Avoidance of family and friends 

�Lethargy
�Depressed mood

�Anxiety
�Agitation
�Crying spells

�Inability to perform ““ADL’’s



�Poor appetite
�Nausea
�Dry mouth

�Constipation
�Fatigue

�Sexual difficulties
�Altered sleep habits

Somatic Symptoms



Complications

�Diminished functional status
�decreased productivity and absenteeism
�marital problems 

�difficulties with other interpersonal relationships
�Social isolation

�Suicide





Diagnostics and Statistics Manual IV 
DSM IV

1. Depressed mood on most days for most of each day. 
(Irritability may be prominent in children and adolescents). 

2. Sleep disorders either insomnia or excessive sleepiness 
nearly every day. 

3. Inability to think or concentrate occurring nearly every 
day (Patients will often score poorly on cognitive tests). 

4. Sense of guilt and worthlessness nearly all the time. 

5. Fatigue or loss of energy and a daily sense of tiredness.



6. Significant increase or decrease in appetite and/or 
significant weight changes (i.e., + 5% within one month). 

7. Total or very noticeable loss of pleasure most of the time. 

8. Feelings of agitation or a sense of intense slowness. 
Speech is halting and long pauses will occur before patient 
will answer questions. 

9. Recurrent thoughts of death or suicide.



Biogenic Amine Theory

Depression appears to be associated with changes in 
central serotonin and/or norepinephrine signaling in the 
brain with significant downstream effects.
Most antidepressant drugs cause changes in amine 
signaling. 



Biogenic Amine Theory

Deficiency in central serotonergic activity predisposes to an affective disorder.
If this is accompanied with decreased adrenergic activity, depression is observed.
If accompanied with increased adrenergic activity, mania is observed.



Neurotrophic hypothesis of major 
depression

Changes in trophic factors (especially brain-derived 
neurotrophic factor, BDNF) and hormones appear to 
play a major role in the development of major 
depression (A). 

Successful treatment results in changes in these 
factors (B).
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CERB=cAMP Response Element Binding Protein



Clinical Uses of Antidepressants
Depression

Anxiety Disorders:

Panic Attacks.

Social Phobia.

Obsessive-Compulsive Disorders.

Nocturnal Enuresis.

Chronic Pain.

Bulemia.

Premenstrual Dysthymic Disorder.

Attention Deficit Hyperactivity Disorder (ADHA).



Tricyclic Antidepressants
Tertiary Amines:

Imipramine…..1950s

Amitriptyline

Doxepine

Secondary Amines:

• Desipramine

• Protriptyline

• Nortriptyline





Heterocyclic Antidepressants

Maprotiline:

Less anticholinegic effects but enhances seizures.

Amoxapine:

Less cardiovascular effects but has more dopamine   
antagonistic activity.



.



Side Effects and Toxic Reactions of 
TCA

Very toxic TI=3, so drug monitoring.

Antimuscarinic Reactions:

Tachycardia, Blurring of vision, confusion, constipation, dry 
mouth, urinary retention, etc.

Cardiovascular:

Orthostatic hypotension, arrhythmias, conduction defects.

Sedation.

All these side effects appear early in the treatment before therapeutic 
effects are established





Side Effects and Toxic Reactions of 
TCA

Toxic delirium, seizures, withdrawal                  
syndrome.

Weight gain, sexual disturbances.

Involuntary movements, Lactation; 
Gynecomastia, neuroleptic malignant  syndrome.



Selective Serotonin Reuptake 
Inhibitors ”SSRI”

Very safe drugs.

No sedative or  anticholinergic or cardiovascular 
effects .

Can cause stimulation rather than sedation, N,V, D, 
and sexual dysfunction.
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Selective Serotonin Reuptake Inhibitors ”SSRI”

Mechanism of Action:
Selective inhibition of 5HT reuptake.
Desensitization of :
– 5HT1A  receptors leading to increased firing 

rate.
– 5HT1B receptors leading to increased 5HT 

release.
Consequently, 5HT neurotransmission is 

enhanced.



Selective Serotonin Reuptake Inhibitors ”SSRI”

Fluoxetine:
”Prozac”, 1987.
Greatly revolutionized the treatment of depression.
Highly bound to plasma proteins.
Inhibits P450 enzymes.

Fluvoxamine.



Selective Serotonin Reuptake Inhibitors ”SSRI”

Paroxetine:
Increases weight, more sedating

Sertraline.

Citalopram:
Least effect on P450 enzymes.



Monoamine Oxidase Inhibitors

Very effective.

Considered as old fashioned drugs.

Considered very toxic (headache, drowsiness, weight 
gain, postural hypotension, sexual disturbances).

Mostly cause CNS stimulation.

Hypertension due to dietary interactions.  

May still be used.



Monoamine Oxidase Inhibitors

Phenelzine:
Hepatotoxic.

Isocarboxamide.
Tranycypromine:

Increases weight.
Selegiline:

No liver toxicity or dietary-induced hypertension.



Miscellaneous Agents

Venlafaxine:

“Effexor”.
Decreases the reuptake of both 5HT& NE.
Elevates BP.

Bupropion:
Weak reuptake inhibitor.
Causes CNS stimulation, ? Convulsions.
No impotence.
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Miscellaneous Agents

Mitrazepine:
Inhibits α2 receptors leading to enhancement of both NE 
and 5HT transmission.

Trazodone:
Causes excessive sedation, dizziness, hypotension, 
nausea and priapism.

Nefazodone:
Less sedating.
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a noradrenergic and specific serotonergic antidepressant (NaSSA), 
it doesn’t have effects as monoamine reuptake inhibitor.

A significant feature is its effect as histamine 1 antagonist. This 
antihistamine effect is linked to sedation and weight gain.

Mirtazapine is commonly used in the elderly population. In this 
group of patients insomnia and low weight might benefit from 
sedation and weight gain.

Mirtazapine has no significant drug-drug interactions, this makes it 
attractive for use in combination with other antidepressants as 
augmenting option.

Mirtazapine:
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Electroconvulsive Therapy

Causes decreased β- receptor activity and number.

Highly indicated when depression is associated with 
suicidal attempts or thoughts.



Lithium Carbonate

Drug of choice for acute mania and bipolar 
depression.
No actions in normal people.
Blocks manic behavior in combination with 
phenothiazines and anxiolytics.
Inhibits release and increases reuptake of NE, 
does not interfere with 5HT.
High Na lowers Li and vice versa. ?Diuretics
Competes with Na causing altered neuronal 
function.
Competes with Mg on G-proteins.



Lithium Carbonate
Toxicity Reactions

TI = 2-3, so drug monitoring

Has delayed action(2-3 weeks), so do not increase 
the dose.

Mild toxicity:

N,V, abdominal pain, diarrhea, polyurea, thirst 
and edema.
Fatigue, muscular weakness, slurred speech, 

ataxia, sedation and tremor.
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Lithium Carbonate
Toxicity Reactions

Severe toxicity:
Impaired consciousness, confusion, rigidity, 

increased reflexes, tremor, seizures , coma and 
death.

Chronic toxicity:
Hypothyroidism(5%).
DI.
Leukocytosis.
Renal toxicity.
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Other Drugs
Lamotrigine, Carbamazepine and Valproic acid:

For maintenance and prophylaxis of  bipolar 
affective disorders.

Clonazepam and Lorazepam, alone or with 
neuroleptics:

For acute mania.
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