Major Depression Clinical Practice Guideline 

Satellite Introduction

Major Depressive Disorder (MDD) is one of the affective disorders, which means that it is manifested primarily by a disturbance of mood, rather than of thought processes as with the schizophrenic disorders.  It is one of the most common of mental disorders that may be found in a primary care setting, as it can develop in 15% of people during their lifetime.  Depressive disorders exist along a continuum based on severity and number of symptoms, and duration of symptoms.  Depressive disorders tend to be recurring with up to 75% recurrence within the first 3-4 years after the first episode without treatment.  Follow up naturalistic studies show that 1 year after a first major depressive episode, 40% of patients have no identifiable mood disorder, while 40% still meet criteria for MDD.  About 5-10% of individuals with a first episode of major depression go on to have mania, a manifestation of Bipolar Disorder.

MDD is a brain disorder attributable to an imbalance of central nervous system networks that control pleasure, pain, motivation, reward, biologic rhythms, appetite, sexuality, psychomotor function, cognition and other functions.  Changes in brain neurotransmitters, neuroendocrine and neuropeptide hormones, receptor functions, signal transduction, gene expression and other neurobiologic functions take place.

The diagnostic criteria for MDD include:


Depressed mood


Diminished interest or pleasure in activities

Significant weight loss or gain when not dieting


Insomnia or hypersomnia


Psychomotor retardation or agitation


Fatigue or loss of energy


Feelings or worthlessness or inappropriate guilt

Diminished ability to think or concentrate

Recurrent thoughts of death or suicidal ideation.

At least five of these symptoms must be present for two weeks, nearly every day, with the at least one of the first two symptoms prominent.

The presence of suicidal ideation is particularly important, as up to 15% of persons with MDD die by suicide.  In a 1991 study of suicide in veterans, 38.7% of completed suicides were associated with depressive disorders. Over 90% of suicides are in persons who are believed to have mental disorders.  In the 1991 veteran study, 13% of completed suicides were individuals who did not carry a psychiatric diagnosis before their deaths.  This was in an era that preceded our MDD Practice Guidelines and intensive screening activities.  

Depression can also occur in association with other disorders.  The association of substance abuse disorders with MDD is a danger sign because of the facilitating effect of drugs such as alcohol on suicidal behavior.  Other medical disorders associated with MDD include cancer and Chronic Obstructive Pulmonary Disorders.  Some medications, such as steroids can precipitate a major depressive syndrome.  Some medical disorders such as hypothyroidism can create a major depression.

The impact of MDD on a person can be devastating.  In addition to the risk of suicide noted above, costs of medical care can by up to 50% higher in persons with untreated MDD.  In addition to the burden on family and quality of life, untreated depression is associated with adverse medical outcomes, higher mortality rates (apart from suicide) and chronic decrements in functioning and well-being.

The good news is that MDD is highly responsive to treatment with response rates of 85% or more with biological treatments such as medications or ECT as well as with psychological treatments such as cognitive behavioral therapy.  The choice of treatments depends on the capabilities of available providers, patient history and preferences, and severity and nature of symptoms.

To summarize, we are dealing with a common, seriously disabling, potentially life-threatening disorder which is eminently treatable.  The purpose of our MDD Clinical Practice Guideline is to provide clinicians with evidence-based directions designed to improve the quality and efficiency of care.  The standard in health care delivery today demands that care follow the best possible scientific evidence based on the translation of basic biological findings into the most effective and efficient clinical care.  While this may be perceived by some as a development of recent years, pushed by the fiscal demands of managed care and the pressures of a litigious society distrustful of medical authority, in fact the drive for structured clinical guidance is driven by the desire for clinical excellence in diagnosis and treatment.  The Diagnostic and Statistical Manual of Mental Disorders, Third Edition, was published by the American Psychiatric Association in 1980, based on reviews of the clinical literature and expert consensus back by field trials in which I and hundreds of my psychiatric and psychologist colleagues participated.  The diagnostic criteria for MDD noted above are from the current DSM-IV, published in 1994.  The DSM is based on observable symptoms and behavioral manifestations as opposed to etiological theories which may not have a sound scientific basis.  They are increasingly reinforced with biological evidence as the technology of neuroscience improves.  

A similar situation exists with our Clinical Practice Guidelines.  VA has been a leader in the development of CPGs for medical disorders as well as mental disorders.  Our work on the translation of evidence based concepts identified in the CPGs, into actual practice through the Quality Enhancement Research Initiative (QUERI) has been acknowledged by many prestigious health care organizations including the Institute of Medicine.  Our first MDD CPG was created in 1996 and was revised into its current form in 2001, in collaboration with colleagues from the Department of Defense.  

Dr. Charles Engel of the U.S. Army will now address the revised MDD CPG in detail. 

