Depression can Disrupt, Disable, and Kill

Shattered and Lost Lives

In terms of human suffering, the consequences of untreated depression are beyond measure. They include loss of self-esteem, "self-medication" with alcohol and drugs, family and career disruption, chronic disability and, in many cases, death. Suicide is now the second leading cause of death among children and adolescents. 

It Costs Billions -- and Everybody Pays

Estimates of the cost range from 15 to 35 billion dollars a year and encompass the loss of time and productivity, personnel replacement, medical care, and loss of life. Not only affected individuals, but their families, friends, employers, colleagues, and the community-at-large share in these costs.

Urgent Attention Is Required

Two brief mentions of Affective Disorders in a national newspaper column stimulated almost 100,000 requests for further information. A network television program depicting Depressive Illness brought in 200,000 letters.

Despite the severity, magnitude, and cost of this problem, expenditures on public information, professional education, and research are minuscule in comparison with the efforts made on behalf of other, oftentimes less prevalent, disorders.

Symptoms of Depression and Manic Depression

The symptoms of Depressive Illness are highly recognizable, both to those affected and to those closest to them, once they are told what to look for. 

Here is a checklist of symptoms of Depressive illness: 

· Loss of energy and interest. 

· Diminished ability to enjoy oneself. 

· Decreased -- or increased -- sleeping or appetite. 

· Difficulty in concentrating; indecisiveness; slowed or fuzzy thinking. 

· Exaggerated feelings of sadness, hopelessness, or anxiety. 

· Feelings of worthlessness. 

· Recurring thoughts about death and suicide. 

If most of these symptoms last for two weeks or more, you probably have Depressive Illness. Sometimes depression alternates with "mania" and is called Manic-Depressive Illness. 

Manic Depression causes mood swings creating periods with the following symptoms: 

· A high energy level with decreased need for sleep. 

· Unwarranted or exaggerated belief in one's own ability. 

· Extreme irritability. 

· Rapid, unpredictable emotional change. 

· Impulsive, thoughtless activity, with a high risk of damaging consequences (i.e., stock speculations, sudden love affairs, etc.). 

Failure To Diagnose 

Studies have revealed that of those individuals who do eventually seek help, only a fraction seek out a specialist in the diagnosis and treatment of Depressive Illness.

More and more nonspecialists are learning to diagnose and treat depression, but too often, when medication is needed, it is not prescribed or is prescribed ineffectively. We are doing our best to educate professionals in depression's proper diagnosis and medical treatment. 

Correct Diagnosis, Wrong Treatment 

When Depressive Illness is diagnosed, minor tranquilizers and sleeping pills are prescribed twice as often as the right medication; and even when the right medication is prescribed, dosages are frequently lower than those needed to achieve an adequate level of therapeutic benefit. 

Correct Diagnosis and Correct Treatment Are Available

The principal medications used in treating Depressive Illness are cyclic antidepressants, MAO inhibitors, and newer "third generation" medications. Only patients with a Depressive Illness will experience a positive response, which may take up to six weeks. Lithium, a natural salt, is effective in the treatment of mania and, sometimes, of depression. On occasion, electroconvulsive therapy (ECT)is useful, particularly for individuals whose depression is incapacitating, severe, life-threatening, or for those who cannot take or do not respond to antidepressant medications. 

For proper diagnosis of Depressive Illness and administration of antidepressant medication, physicians expert in diagnosis and biochemical therapy must be consulted. All physical treatments incur the risks of side effects and make informed medical monitoring a mandatory part of all treatment.

Over 80 percent of those treated with these medications respond favorably, and most are able to resume normal activity. Many find psychotherapy or counseling useful as well. 
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Neurotransmitters are chemical messengers within the brain that facilitate communication between nerve cells.  Let's illustrate with serotonin.  Figure 1 depicts the junction between two nerve cells.  Packets of serotonin molecules are released from the end of the presynaptic cell (the axon)  into the space between the two nerve cells (the synapse).  These molecules may then be taken up by serotonin receptors of the postsynaptic nerve cell (the dendrite) and thus pass along their chemical message.  Excess molecules are taken back up by the presynaptic cell and reprocessed.
Several things might potentially go wrong with this process and lead to a serotonin deficit.  Just to enumerate a few possibilities:
· Not enough serotonin is produced, 

·  There are not enough receptor sites to receive  serotonin, 

· Serotonin is being taken back up too quickly before it can reach receptor sites,  

· Chemical precursors to serotonin (molecules that serotonin is manufactured from) may be in short supply, or 

· Molecules that facilitate the production of serotonin may be in too short supply. 

As you can see, if there is a breakdown anywhere along the path, neurotransmitter supplies may not be adequate for your brain's needs.  Inadequate supplies lead to the symptoms that we know as depression.
The Primary Players
There are three basic molecules, known  chemically as monoamines, which are thought to play a role in mood regulation:   norepinephrine, serotonin and dopamine. 
In the 1960s Joseph J. Schildkraut of Harvard University cast his vote with norepinephrine as the causative factor for depression in the now classic "catecholamine" hypothesis of mood disorders. He proposed that depression stems from a deficiency of norepinephrine  in certain brain circuits and that mania arises from an overabundance of this substance.1  There is indeed a large body of evidence2  that supports this hypothesis, however, changes in norepinephrine levels do not affect mood in everyone.  The implication is that medications such as reboxetine, which specifically targets norepinephrine, will work for some persons but not others.3  
Obviously there must be some other factor that interacts with norepinephrine to cause depression.  Serotonin has been found to be this other factor.  This molecule has taken center stage in the past two decades thanks to Prozac and other Selective Serotonin Reuptake Inhibitors (SSRI's), which selectively act on this molecule.  Serious investigations into serotonin's role in mood disorders, however, have been going on for almost 30 years, ever since Arthur J. Prange, Jr., of the University of North Carolina at Chapel Hill, Alec Coppen of the Medical Research Council in England and their co-workers put forward the so-called "permissive hypothesis". This view held that synaptic depletion of serotonin was another cause of depression, one that worked by promoting, or "permitting," a fall in norepinephrine levels.  So, although, norepinephrine still played a major role in depression, serotonin levels could be manipulated to indirectly raise norepinephrine.  Newer antidepressants like Effexor are actually targeted at both serotonin and norepinephrine.4  Tricyclics (TCAs) also affect both norepinephrine and serotonin, however, they have the added effect of influencing histamine and acetylcholine, which produces the side-effects that TCAs are known for, such as dry mouth or eyes, peculiar taste in mouth, sensitivity to light of the eyes, blurry vision, constipation, uninary hesitancy, and others.  SSRIs do not affect histamine and acetylcholine and thus do not have the same side-effects as the older medications.
A third substance that may play a role in mood is dopamine.  Dopamine is associated with the reward, or reinforcement, that we get which causes us to continue participating in an activity.   It has been implicated in such conditions as Parkinson's Disease and schizophrenia.  There is also some evidence that, at least for a subset of patients, dopamine plays a role in depression.6  Dopaminergic substances and stimulants have been used as antidepressants when other measures have failed.7  Some studies have investigated dopaminergic agents as a rapid method of relieving depression (in contrast to medications which may take up to six weeks to exhibit their full effect).8  
Although agents that work selectively on dopamine have the benefit of fast action, they have also exhibited some properties which have kept them from being as widely used as other antidepressants.  Dopamine is a neurotransmitter that is associated with addiction and it's production is stimulated by drugs such as cocaine, opiates and alcohol (which may explain why depressed persons choose to self-medicate with drugs and alcohol.9)  Drug specifically targeted at dopamine, for example amineptine (Survector), present the potential for abuse.10   For this reason, amineptine is not approved for use in the US or Britain at this time.
LOWERING BETA-AMYLOID LEVELS IN BLOOD MAY REPRESENT A NEW AND SAFER POTENTIAL TREATMENT FOR ALZHEIMER'S DISEASE 
WASHINGTON, D.C. January 7 – Agents that alter blood levels of beta-amyloid protein in mouse models of Alzheimer's disease represent a potential approach to treating the illness in humans that may be safer than the vaccine method of therapy, researchers report in a new study. 

Beta-amyloid protein is a component of the amyloid plaques that accumulate in the brains of people with Alzheimer's disease. Beta-amyloid is viewed by many researchers and clinicians as the underlying cause of the degeneration and dementia that characterize the illness. Alzheimer's disease is a progressive, degenerative brain disease and the most common form of dementia. There is no cure. Approximately four million Americans have the disease and some 14 million are expected to have it by 2050 unless a cure or preventive treatment is found. 

"Recent evidence suggests that this protein in the peripheral circulation outside the brain may contribute to its accumulation in the brain," says study co-author Karen Duff, PhD, of the Center for Dementia Research, Nathan Kline Institute/New York University. 
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