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MOOD DISORDERS

INTRODUCTION

Mood disorders (affective disorders) are a group of heterogeneous, typically recurrent illnesses that are characterized by pervasive mood disturbances, psychomotor dysfunction, and vegetative symptoms.

Current diagnostic practice emphasizes depression and elation as the core affective components of mood disorders. However, anxiety and irritability are equally common, explaining the continued popularity of the broader term “affective disorder,” the previous official designation.

Sadness and joy are part of everyday life and should be differentiated from clinical depression and morbid elation. Sadness, or normal depression, is a universal human response to defeat, disappointment, and other adverse situations. For instance, transient depression (“blues”) may occur as a reaction to certain holidays or significant anniversaries, during the premenstrual phase, and during the first 2 weeks postpartum. Such reactions are not abnormal, but persons predisposed to depression may break down during such times.
Depression is usually traceable to "exogenous" events, such as the death of a love one, this is a part of life and most people are quite resilient. When depression persists long after the event or no exogenous event exists, "endogenous" events within the mind or brain of the sufferer are suspected, such as a chemical imbalance 

Elation, usually linked to success and achievement, is sometimes considered a defense against depression or a denial of the pain of loss (e.g. a rare form of bereavement reaction in which elated hyperactivity may completely replace the expected grief). In predisposed persons, such reactions may lead to mania. 

Paradoxical depression may follow positive events, possibly because the associated increased responsibilities often have to be faced alone.

Depression or mania is diagnosed when sadness or elation is overly intense and continues beyond the expected impact of a life stressor or arises in the absence of a stressor. Symptoms and signs often cluster into discrete syndromes that typically recur or, less commonly, persist without remission. Clinical depression and mania, unlike normal emotional reactions, cause marked impairment in physical function, social function, and work capacity.

CLASSIFICATION OF MOOD DISORDERS

Mood disorders are classified as follows:

1. Bipolar Mood Disorder

i) Bipolar I and II

ii) Cyclothymia

2. Depressive Mood Disorders

i) Unipolar Major Depression

ii) Dysthymia

EPIDEMIOLOGY

Incidence:

Mood disorders are the most prevalent psychiatric disorders, accounting for 25% of patients in public mental institutions, 65% of psychiatric outpatients, and as many as 10% of all patients seen in nonpsychiatric medical settings.

Some type of mood disturbance, which may require clinical attention, affects 20% of women and 12% of men during their lifetime. These figures largely represent unipolar major depressive disorder and its variants. The incidence of bipolar mood disorders in the general population has been estimated at < 2%. 

Sex:

Depression affects twice as many women as men; female sex is the major demographic risk factor for depression. Bipolar disorder on the other hand affects the sexes equally, although studies suggest a slight preponderance of the disease among women (male-to-female ratio is 1.0:1.2). However, in bipolar disorder the depressive forms predominate in women and manic forms in men. 

Age of onset:

Unipolar disorders begin, on average, in the 20s to 40s. Bipolar disorder usually begins in the teens to 30s; the first episode of mania usually occurs before the age of 30. However, another group of patients first develop mania in their 40s. A first manic episode in someone older than 50 years is unusual, and in such cases an organic cause of mania should be suspected.

Socioeconomic status, culture, and race:

Although no strong or constant trends have been demonstrated, both depressive and bipolar mood disorders are somewhat more common in upper socioeconomic classes. However, cultural factors seem to modify the clinical manifestations of mood disorders. For example, physical complaints worry, tension, and irritability are more common manifestations in lower socioeconomic classes; guilty ruminations and self-reproach are more characteristic of depression in Anglo-Saxon cultures; and mania tends to manifest itself more floridly in some Mediterranean and African countries and among black Americans. Economic factors, such as unemployment and sudden financial reversals, have been linked to increased suicide rates in men.

AETIOLOGY

Heredity is the most important predisposing factor. Twin studies, family studies and surveys of general population implicate hereditary factors in both depressive and bipolar mood disorders. Most striking are the twin studies that show the concordance rates for bipolar disorder to be 68% for monozygotic twins and 23% for the same sex dizygotic twins. However, the precise mode of inheritance is uncertain and what is inherited is also unknown. 

Heredity may also increase the likelihood of depression by exposing children to the negative effects of their parent’s mood disorders (e.g., disruption of affective bonds).
Female sex as a risk factor for depression is customarily explained by women’s presumed more affiliative nature, dependency traits, and helplessness in controlling their destiny in male-oriented societies

Neurotransmitter imbalances Cholinergic, catecholaminergic (noradrenergic or dopaminergic), and serotonergic (5-HT) neurotransmission appears to be dysregulated in the brain. For instance in the catecholamine hypothesis, depression has been thought to be as a result of catecholamine deficiency while mania has been postulated to arise from catecholamine excess.

Childhood loss of a parent does not increase a person’s risk of developing a mood disorder. However, if such a person develops a mood disorder, depression tends to develop at a younger age and follow a chronically intermittent course, leading to marked personality disturbance and suicide attempts.

Stressors that provoke affective episodes can be psychological or biological. Traumatic life events, especially separations, commonly precede depressive and manic episodes; however, such events may represent the prodromal manifestations of a mood disorder rather than its cause (e.g., affectively ill persons often alienate their loved ones).
1. UNIPOLAR MAJOR DEPRESSION

SYMPTOMS OF DEPRESSION

Major depression is defined as depressed mood lasting for at least two weeks and characterized by the following symptoms: 

Affective Symptoms

Depressed mood

Anhedonia

Anxiety

Vegetative

Sleep disturbances

Appetite disturbances

Loss of energy (anergia)
Decreased libido

Psychomotor retardation

Psychomotor agitation

Motivational

Loss of interest in usual activities

Feelings of hopelessness and helplessness

Suicidal thoughts or acts

Cognitive


Sense of guilt, worthlessness, and low self esteem

Difficulty in concentrating

Psychosis

Somatic

Bodily complaints

DIFFERENTIAL DIAGNOSES

a) Dysthymia

b) Organic causes of depressive disorders:

a. Drugs e.g. reserpine, propranolol, steroids, methyldopa, oral contraceptives, ethanol, marijuana and hallucinogens. Withdrawal from amphetamines, benzodiazepines, and barbiturates can also produce a depressive syndrome.

b. Infections e.g. pneumonia, hepatitis and mononucleosis

c. Tumors e.g. carcinoma of head of pancreas

d. Endocrine disorders e.g. hypothyroidism, Conn’s syndrome, pituitary adenomas

e. CNS- Brain tumors and stroke

f. Nutritional deficiency and anemia
INVESTIGATIONS

Haemogram, Peripheral Blood Film and ESR

Urea/electrolyte/creatinine

Liver function tests

Thyroid function tests

Hormonal assays

Toxicology Brain CT Scan

TREATMENT OF DEPRESSION
a) General principles:

i. Most patients with depression are treated as outpatients. 

ii. Milder depression can be treated with psychotherapy. 

iii. Pharmacotherapy, delivered in the context of supportive therapy and psycho education, is the treatment of choice for moderate to severe depression; 

iv. Initially, the physician sees patients with depression weekly or biweekly to provide support and education about the disorder and to monitor progress. 

v. Treatment of depressive episodes with drugs should continue for at least the natural duration of an episode (i.e. 6 months).

vi. All patients with depression must be asked gently but directly about suicidal ideation, plans, or activity. All communication of self-destruction should be taken seriously.
b) Pharmacotherapy:

i) Tricyclic Antidepressants
Are the most widely used medication for major depressive disorder. They potentiate CNS actions of norepinephrine and serotonin. Between 60-80% patients improve when treated with TCAs

Examples: Imipramine, Amitriptyline, Clomipramine

ii) Selective Serotonin Reuptake Inhibitors (SSRI`s)
New class of antidepressant agents
Are also first- line in treatment of depression.
Have fewer side effects compared to TCAs and MAO inhibitors

Examples: Fluoxetine, Paroxetine, Sertraline

iii) Monoamine Oxidase Inhibitors
They decrease metabolism of catecholamines in CNS.

Are second-line management for depression because they are less effective than TCAs and SSRI`s and also because they are associated with more common adverse effects

Examples: Tranylcypromine and Phenelzine.

iv) Lithium

Though lithium is most widely used as an antimanic drug, recent studies have shown that it can prevent the recurrence of depressive episodes in unipolar depression. 
v) Antipsychotics

Useful in treatment of depression that is complicated by psychosis or overwhelming anxiety. They are often used in combination with TCAs, SSRI`s or ECT because psychotic depression does not generally respond well to antidepressants.

vi) Sedatives and minor tranquilizers

Benzodiazepines, barbiturates and other sedatives and antianxiety drugs are used to treat anxiety, insomnia, restlessness and irritability.

c) Electroconvulsive Therapy (ECT)

ECT is safe especially for older patients with cardiovascular disease. It also acts rapidly. It is the treatment of choice for severe depression that is life-threatening.
d) Hospitalization
Persistent suicidal ideation (particularly when family support is lacking), stupor, agitated-deluded depression, physical debilitation, and concurrent severe cardiovascular disease require hospitalization and often electroconvulsive therapy. Severe suicidal, agitated, or retarded depression during pregnancy is best treated with electroconvulsive therapy.
2. DYSTHYMIC DISORDER 
In dysthymic disorder, depressive symptoms typically begin insidiously in childhood or adolescence and pursue an intermittent or low-grade course over many years or decades; major depressive episodes may complicate it (double depression). In pure dysthymia, depressive manifestations occur at a subthreshold level and overlap considerably with those of a depressive temperament: habitually gloomy, pessimistic, humorless, or incapable of fun; passive and lethargic; introverted; skeptical, hypercritical, or complaining; self-critical, self-reproaching, and self-derogatory; and preoccupied with inadequacy, failure, and negative events.

Treatment 

SSRI`s are the treatment of choice. Secondary amine tricyclic antidepressants, especially desipramine, are also effective but may be more difficult to use because the dose should be high and adverse effects may compromise compliance. When the patient has a family history of bipolar disorder, lithium alone or with desipramine or bupropion is often effective. A trial with tranylcypromine may be worthwhile. Moclobemide, a reversible MAOI and the antipsychotic amisulpride, a dopamine agonist in low doses (25 to 50 mg/day) have been reported to be effective. The antipsychotic trifluoperazine 1 mg/day is roughly equivalent and may be used in refractory cases of severe dysthymia but only when its benefits outweigh the risk of tardive dyskinesia from long-term use.

Vocational counseling is important because many dysthymic persons are especially adept in work that involves dedication and painstaking attention to detail. Interpersonal and cognitive-behavioral psychotherapies are being increasingly used to combat the inertia and self-defeating mental set of these patients; such therapies are best combined with pharmacotherapy
 3. BIPOLAR DISORDERS

I. Bipolar I disorder: full-fledged manic and major depressive episodes alternate. Bipolar I disorder commonly begins with depression and is characterized by at least one manic or excited period during its course. The depressive phase can be an immediate prelude or aftermath of mania, or depression and mania can be separated by months or years.
II. Bipolar II disorder: depressive episodes alternate with hypomanias (relatively mild, nonpsychotic periods of usually < 1 wk). During the hypomanic period, mood brightens, the need for sleep decreases, and psychomotor activity accelerates beyond the patient’s usual level. Often, the switch is induced by circadian factors (e.g., going to bed depressed and waking early in the morning in a hypomanic state). Hypersomnia and overeating are characteristic. Insomnia and poor appetite occur during the depressive phase. For some persons, hypomanic periods are adaptive because they are associated with high energy, confidence, and supernormal social functioning. Many patients who experience pleasant elevation of mood, usually at the end of a depression, do not report it unless specifically questioned. Skillful questioning may reveal morbid signs, such as excesses in spending, impulsive sexual escapades, and stimulant drug abuse. Such information is more likely to be provided by relatives.
SYMPTOMS 

Symptoms of the depressive phase are similar to those of unipolar depression (see above), except that psychomotor retardation, hypersomnia, and, in extreme cases, stupor are more characteristic.
Symptoms of Mania and Hypomania
i. Mood disturbance e.g. euphoria and irritability

ii. Hyperactivity including motor restlessness and overinvolvement in sexual,   recreational, occupational, and other activities.

iii. Pressured speech

iv. Flight of ideas

v. Distractibility
vi. Inflated self-esteem

vii. Decreased need for sleep

viii. Mood lability
ix. Delusions and hallucinations (in mania) 

Objective assessment of mania is provided in the DSM-IV diagnostic criteria. Manic episodes are classified as mild, moderate or severe and as occurring with or without psychotic features (delusions, hallucinations, and catatonia).

DIFFERENTIAL DIAGNOSIS

i. Organic affective syndromes

ii. Schizophrenia

iii. Schizoaffective disorder

iv. Cyclothymic disorder
TREATMENT

Acute Mania
This includes the following measures:

i. Setting limits on manic behavior e.g. by use of seclusion and physical restraints

ii. Antipsychotic medication- aimed at both the rapid amelioration of symptoms and long-term reduction in the frequency, severity, and duration of manic episodes.  

iii. Lithium- in approximately 60-80% of patients it reduces manic symptoms in 10-14 days

iv. Anticonvulsants e.g. Carbamazepine and sodium valproate, are effective in treating acute mania either as an adjunct to the medications described above or as a substitute for them.
v. Electroconvulsive therapy- Used as second-line measure when antipsychotic treatment is either ineffective or, for some reason, contraindicated.

Acute Depression

i. Acute depression is managed as follows

ii. Suicide precautions

iii. Lithium

iv. Antidepressant medication

v. Antipsychotic medication

vi. ECT

Prevention of Further Episodes
i. Modes of pharmacotherapy mentioned above 
ii. Psychoeducation- this helps patients and their families recognize the signs and symptoms of incipient mania and depression so that they may seek treatment for acute episodes early and thereby increase the likelihood that a full affective disturbance can be prevented or ameliorated.
iii. Psychosocial Supportive therapy can be useful in helping people to cope with the devastating social and occupational effects of severe affective illness and in promoting compliance to taking medications. However, insight-oriented, exploratory psychotherapy has not been shown to be useful in treating bipolar disorder 
4. CYCLOTHYMIC DISORDER 

Less severe hypomanic and mini-depressive periods follow an irregular course, with each period lasting a few days. Cyclothymic disorder is commonly a precursor of bipolar II disorder. But it can also occur as extreme moodiness without being complicated by major mood disorders. In such cases, brief cycles of retarded depression accompanied by low self-confidence and increased sleep alternate with elation or increased enthusiasm and shortened sleep. In another form, low-grade depressive features predominate; the bipolar tendency is shown primarily by how easily elation or irritability is induced by antidepressants. In chronic hypomania, a form rarely seen clinically, elated periods predominate, with habitual reduction of sleep to < 6 h. Persons with this form are constantly overcheerful, self-assured, overenergetic, full of plans, improvident, overinvolved, and meddlesome; they rush off with restless impulses and accost people.

Although cyclothymic and chronic hypomanic dispositions contribute to success in business, leadership, achievement, and artistic creativity in some persons, they more often have serious detrimental interpersonal and social sequelae. Cyclothymic instability is particularly likely to be manifested in an uneven work and schooling history; impulsive, frequent changes of residence; repeated romantic or marital breakups; and an episodic pattern of alcohol and drug abuse.

Treatment 

Patients should be taught how to live with the extremes of their temperamental inclinations, although living with cyclothymic disorder is not easy because of the resulting stormy interpersonal relations. Jobs with flexible hours are preferred. Patients with artistic inclinations should be encouraged to pursue such careers because the excesses and fragility of cyclothymia are better tolerated in such fields.

The decision to use a mood stabilizer depends on the balance between the functional impairment produced by unpredictable mood swings and the social benefits or creative spurts the patient may receive from hypomanic swings. Divalproex (valproate) 500 to 1000 mg/day is better tolerated than equivalent doses of lithium. Antidepressants should be avoided because of the risk of switching and rapid cycling
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