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Depression is one of the most preva-
lent conditions seen in clinical
practice today. It often occurs in

association with a plethora of comorbid
psychiatric conditions, such as general-
ized anxiety disorder (GAD) and sub-
stance abuse disorders, and a wide
variety of medical disorders, which may
make accurate diagnosis and effective
treatment challenging.

Over the past 3 decades, pharma-
cotherapy has been firmly established as
one of the cornerstones of treatment for
the depressive disorders. Unfortunately,
10% to 20% of depressed patients do not
tolerate an initial trial of antidepressant
medication,1,2 and 25% to 35% of those
who complete an adequate trial of an
approved antidepressant medication do
not show an acceptable response.1,2 

Two of the key topics in depression
research in the past decade have been the
problem of antidepressant nonresponse
and the identification of remission as a
key outcome measure. It is widely
accepted that an ideal treatment for
depression is one that is highly accept-
able to patients, predictably effective,
affordable, and associated with minimal
adverse effects. A medication that meets
these criteria would have the lowest like-
lihood of nonresponse and the highest
probability of resulting in sustained
remission.

In this supplement to The American
Journal of Managed Care, Andrew A.
Nierenberg, MD, presents a thorough
review of the diagnosis and treatment of
major depressive disorder, including diag-
nostic considerations, course and prog-

nosis, suicide risk, comorbidity, goals of
treatment, and current treatment per-
spectives. In addition, Dr. Nierenberg
provides an interesting assessment of the
impact of depression in the workplace.
Employers are playing an increasingly
influential role in determining the scope
and character of healthcare coverage in
the United States, and this is affecting the
treatment of depression.

Philip T. Ninan, MD,  gives a compre-
hensive summary of GAD, which is a rel-
atively common comorbidity in patients
with depression. More than 16 million
adults between the ages of 18 and 54
years suffer from anxiety disorders, rep-
resenting an overall economic burden in
excess of $46 billion annually.3 The over-
lapping continuum between depression
and anxiety is being recognized increas-
ingly as a potential barrier to treatment.
With the availability of antidepressants
that effectively treat both disorders, this
barrier can now, for all practical purpos-
es, be removed. Dr. Ninan also provides
an overview of the impact of depression
and anxiety on managed care, including
the overuse of healthcare services and
the ramifications of untreated depression
and anxiety. Dr. Ninan also discusses
methods of screening for GAD and the
importance of maintaining a good quality
of life (QOL).

I present an overview of the clinical
ramifications of remission including ini-
tial goals of therapy, phases of treatment,
methods to enhance treatment adher-
ence, methods of assessing remission,
possible reasons for the low remission
rates that have been observed in the past,
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and the importance of remission.
Remission has been identified as a key
therapeutic goal by numerous regulatory
bodies, yet most clinical trials still focus
on response as the primary efficacy end-
point. Patients who achieve remission
are significantly less likely to relapse
than those who do not,4,5 and they are
more likely to have normal occupational
and psychosocial functioning.6

I illustrate these points with provoca-
tive new data from a recently published7

pooled analysis of 8 double-blind studies
that compared venlafaxine, a “dual”
uptake inhibitor (ie, serotonin and nor-
epinephrine), with the selective sero-
tonin reuptake inhibitors (SSRIs)
fluoxetine, paroxetine, and fluvoxamine.
These data provide the strongest evi-
dence to date that there are differences
in the likelihood of remission observed
in controlled trials of the newer antide-
pressant medications.

Finally, Thomas J. Morrow, MD, pre-
sents a comprehensive overview of the
pharmacoeconomics of venlafaxine in
depression. Venlafaxine is a serotonin-
norepinephrine reuptake inhibitor that
has had a major impact on the treatment
of major depressive disorder with or
without comorbid anxiety. Not only have
clinical outcomes been favorable, but
also the agent has resulted in significant-

ly greater cost effectiveness than SSRIs
such as paroxetine. Healthcare utiliza-
tion decreases and both adherence and
QOL increase when venlafaxine is used
to effectively treat major depression.
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