BOX 41.8

MAJOR DEPRESSIVE DISORDERS

Feeling sad and blue are common and universal moods experienced in response to transient loss, stress, or disappointment. The clinical diagnosis of major depressive disorder (MDD) involves a persistent symptom complex that includes some combination of depressed mood, diminished interest or pleasure, changes in sleep and appetite, excessive guilt, agitation or retardation, loss of energy, diminished ability to think or concentrate, thoughts of death, and thoughts of suicide. These symptoms are recurrent and persistent and produce impairment. 

Major depression is highly prevalent in all cultures and countries studied, and it is the most common psychiatric condition in medical patients. The community lifetime prevalence is approximately 12 to 15%, with the lowest rates in Asian countries and the highest in the Americas, Europe, and Australia. Even in countries with lower rates, it is not rare. The rates are two- to threefold higher in women than men. MDD is uncommon before puberty, with a marked increase in females during adolescence and following childbirth, and a decrease in first onset after menopause. Major depression with a first onset in the 60s or later is often associated with dementia or a medical condition. 

Epidemiologic studies from the United States and elsewhere have documented higher lifetime rates of MDD in younger age groups. An analysis by birth cohort showed that rates of depression rose in cohorts born after World War II (the baby-boom generation). Numerous hypotheses noting the social changes that have occurred since that period have been considered, with no confirmed explanation. Follow-up epidemiologic studies carried out a decade or more later, in the 2000s, found the highest prevalence among the middle-age group (30–64 years), suggesting that the cohort born after WWII were carrying forth their high rates as they aged. 

Different subtypes of major depression have been identified, including depression with psychotic features and a typical depression. Efforts to understand the heterogeneity of MDD by subtyping symptoms, however, are inherently difficult, as patients’ symptoms may change with different episodes. Major depression in the context of a history of mania (bipolar disorder) has the most severe course and requires treatment that prevents both the depressive and the manic symptoms.

Depression is an extremely disabling disorder. About 75% of patients have recurrent episodes. Ten to 30% recover incompletely, with persistent residual symptoms. MDD also complicates the course of cardiovascular illness, diabetes, hypertension, and other chronic medical conditions. Suicide, accidents, and the risk of death from heart disease are highest among the depressed. Because onset is early, recurrence rates are high, and the years lived with disability are high, MDD is considered, according to the World Health Organization, to be among the most disabling medical conditions in the world, similar to ischemic heart disease. 

Rates of MDD are highest in persons who are divorced, separated, or widowed, and lowest in unmarried or never-married persons. These differences vary by country and are confounded by the difficulty in determining the sequence of divorce, separation, and depression. The one clear finding is that the ending of marriage, when it occurs, is associated with an increase in MDD. 

The increased risk of MDD in first-degree relatives of a depressed patient is approximately two- to six-fold, depending on the severity of the disorder. This pattern of transmission is found across cultures and countries. Early-onset recurrent MDD has the highest relative risk, with estimates as high as eightfold. The best replicated findings are the high rates of MDD, anxiety disorders, and conduct disorder found in the biological young offspring of depressed as compared to nondepressed parents. These studies have been carried out in three generations and show that grandchildren with two generations affected are at extremely high risk of developing MDD at a young age. 

The high familial rate of MDD across generations is supported by twin studies showing higher rates of depression in monozygotic twins, and an estimated heritability of 37 to 43%. These estimates are similar to those described for Type 2 diabetes. Several large-scale molecular genetic studies of MDD have been undertaken; most have focused on early-onset (<30 years) recurrent MDD, since this subtype has the highest familial rate. DNA and deidentified clinical information from these studies are stored in the National Institute of Mental Health (NIMH)’s national repositories for use by qualified scientists. As of 2012, a large Genome- Wide Association (GWA) study with participation by numerous investigators across the globe is underway. Many sequence variations in several genes have been reported, but no consistently replicated findings are yet available. 

Availability of families at high risk for MDD (by virtue of having a FDR with the disorder) and the numerous positive clinical trials of drugs for MDD have led to a search for biomarkers or “endophenotypes” for MDD. By identifying subjects at risk for depression but not yet ill, this approach allows the disentangling of processes that present prior to the illness and are therefore more likely to be true risk factors. One study using magnetic resonance imaging (MRI) found 30% cortical thinning in the second and third generations of high-risk, as compared to low-risk, families that was independent of presence of MDD in the subject. Cortical thinning in areas that regulate emotion and cognitive stress response may thus be a familial trait marker for vulnerability to MDD. The first large-scale study to develop a platform for biomarkers using MRI, electroencephalography, behavioral tasks, and genetics to predict treatment response to MDD using selective serotonin reuptake inhibitors was initiated in 2011. Other promising areas for depression research include studies of circulatory levels of peripheral/serum growth factors and cytokines, which are altered in patients with MDD and which may be normalized or reversed with antidepressant treatment. There is agreement that a single biomarker approach may not be useful. The development of biomarker panels that profile adiverse array of peripheral/serum growth factors, cytokines, hormones, and metabolic markersmay provide better coverage of the biologic abnormalities in MDD. 

There are numerous studies on the efficacy of both medications and psychotherapy for depression. Treatment can hasten remission, may reduce suicide risk, and, if continued, can prevent relapse. Many of the pharmacologic agents with effective antidepressant action amplify serotonin or neurepinephrine signaling by inhibiting reuptake. There are also several evidence-based psychotherapies developed for MDD. They target the distorted thinking of depression (cognitive therapy) or stressful life events (grief, disputes, transitions) that trigger an episode (interpersonal psychotherapy). Drugs and psychotherapy in combination have been shown usually to have the best outcome, but many patients do not have access to, cannot afford, or do not want both. Both classes of treatment need to deal with the delayed response rate (3 to 4 weeks) and the high recurrence rate. Continuation or maintenance therapy (drugs or psychotherapy) is usually indicated.
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