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Use of Antidepressants:
Expansion Beyond Depression
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ABSTRACT: We investigated antidepressant
prescriptions and reasons for use. According
to our data, the top 10 molecules represent
~95% of total antidepressant prescriptions
for both primary care physicians (PCPs) and
psychiatrists. The primary difference between
PCPs and psychiatrists was the increased
use of buproprion and tricyclics/tetracyclics
by psychiatrists. The selective serotonin
reuptake inhibitors (SSRIs) and other newer
antidepressants such as venlafaxine (Effexor)
and buproprion (Wellbutrin) are used to treat
depression, anxiety, and bipolar disorders.
The noted exception is duloxetine
(Cymbalta), which looks like a blend between
the newer agents and the tricyclics where
there is use beyond the traditional central
nervous system (CNS) disorders into pain
and migraine.
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INTRODUCTION

To better understand prescription
patterns of antidepressants, we
conducted an analysis of
antidepressant prescribing by
primary care physicians (PCPs) and
psychiatrists. We also examined
reasons for antidepressant use and
looked for variation among different
molecules.
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psychiatrists. Sertraline (Zoloft) was the
molecule most commonly prescribed by

Figure 1. Top 10 antidepressants prescribed, July, 2007, through September, 2007 PCPs, while buproprion (Wellbutrin)

Source: Verispan VONA, Antidepressant Market, July, 2007, through September, 2007 topped the list for psychiatrists. Outside
of buproprion use, the other major
difference between PCPs and

psychiatrists was the increased use of
tricyclics/ tetracyclics by psychiatrists.
In Figure 2, we present a summary
of the most common reasons for
antidepressant use. As seen in Figure 2,
the selective serotonin reuptake
inhibitors (SSRIs) and other newer
antidepressants, such as venlafaxine
(Effexor) and buproprion (Wellbutrin),
are primarily used to treat depression,
anxiety, and bipolar disorders. The
noted exception is duloxetine
(Cymbalta) where 17 percent of uses
B 4— are in various pain syndromes as
compared to use of only one percent of
other SSRI/SNRISs in pain. The trend
8 : : . : i . toward use of antidepressants beyond
Fakkqrm Gerndrr: Fhnodnr: Ruproprin Wrkrn Thvcdim Mninpyie: depression, anxiety, and bipolar
| disorders is even more pronounced for
amitriptyline where only 25 percent of
uses were for these central nervous
system (CNS) conditions. Similar to
duloxetine, amitriptyline is used
significantly in various neuropathic and
muscular pain conditions (46%) and for
migraine (8%).
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Figure 2. Reasons for Use of Selected Antidepressants

Source: Verispan PDDA, ICD-9 diagnoses associated with selected antidepressants,
September, 2006, through August, 2007.
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EXPERT COMMENTARY
by Michael E. Thase, MD

The Trend Watch data confirm that
there are small, but meaningful
differences in the antidepressant
prescribing practices of primary care
physicians and psychiatrists, which to
some extent reflect the differences in
the types of patients seen by the two
disciplines. The data further
documents that a significant minority
of prescriptions for this class of
medications appear to be for illnesses
other than anxiety and depression. The
data also dramatically illustrate the
current “state of the marketplace” for
antidepressants, which no doubt will
figure prominently in the planning how
new antidepressants will be introduced
over the next decade.

With respect to the first point,
psychiatrists are much greater
prescribers of tricyclic antidepressants
(TCAs) and the norepinephrine
dopamine reuptake inhibitor bupropion
than their primary care colleagues. The
TCAs continue to be a time-honored
third line of therapy for patients who
do not respond to SSRIs, either alone
or in combination with a SSRI, which
no doubt explains their continued
greater use by psychiatrists.' Results of
the STAR*D study did not confirm that
TCA nortriptyline was superior to
mirtazapine after two courses of newer
therapies,® however, and measures of
treatment adequacy, including average
daily dose, raise concerns that when
TCAs are used, they made not be
prescribed vigorously enough.
Bupropion accounts for about 15
percent of the antidepressant
prescriptions written by psychiatrists,
as compared to only about nine
percent of those written in primary
care. There are several good reasons
for this: 1) Bupropion has been a
preferred drug for treatment of the
depressed phase of bipolar disorder for
more than 10 years® and these patients

are more likely to be under the care of
a psychiatrist; 2) bupropion is one of
the preferred medications for use in
combined antidepressant strategies for
treatment-resistant depressive
syndromes,' a practice used more often
by psychiatrists than primary care
physicians;* and 3) bupropion
continues to be used by some
physicians as an antidote of sexual
dysfunction during therapy with SSRIs
and SNRIs, which again is linked to
psychiatrists’ greater willingness to
combine antidepressants. Without a
doubt, bupropion is a useful medication
and is the only one of the widely
prescribed antidepressants that is
essentially devoid of sexual side
effects.” Ironically, some of the reasons
that psychiatrists preferentially use
bupropion have not been supported by
the results of recent controlled studies
of bipolar depression, in which its
efficacy and tolerability were
comparable to the SSRIs sertraline® and
paroxetine,” and no more effective than
placebo.” Likewise, superiority as an
adjunctive medication was not
demonstrated versus buspirone in
STAR*D for management of treatment-
resistant,® nor was the value as an
“antidote” for SSRI-induced sexual
dysfunction confirmed in one small
placebo-controlled study.’

With respect to prescription of
antidepressants for clinical indications
other than depression and anxiety, it
would appear that approximately one
fifth of antidepressant use is for some
other disorder. One is never sure to
what extent these numbers are
clouded by artifact (i.e., a physician
codes for a concomitant medical
disorder, such as irritable bowel
syndrome, even though he or she is
prescribing to lessen symptoms of
anxiety or depression to avoid
stigmatizing the patient). Nevertheless,
it is also true that two of the
antidepressants are truly outliers in this
respect: Duloxetine and amitriptyline
are both heavily prescribed for patients

with various pain syndromes, with
amitriptyline also prescribed for a
variety of other conditions in the
somatic/psychosomatic realm. As
duloxetine is the only one of the
modern antidepressants to have an
official FDA indication for pain
management (i.e., management of
diabetic neuropathic pain), this is not
too surprising, although it is
noteworthy that amitriptyline is
actually now prescribed far less for
depression and anxiety than for other
disorders. This perhaps reflects the fact
that there are many good alternatives
for treatment of uncomplicated anxiety
and depression, but few for the
common somatoform disorders.

With respect to the current
antidepressant marketplace, the data
confirm that we are now practicing in
an era in which generic medications
are prescribed first and, usually,
second, before branded medications
are considered; this observation is
equally true in primary care and
psychiatric settings. Indeed, the three
still patent-protected antidepressants
on the Trend Watch list—escitalopram,
venlafaxine XR, and duloxetine—
account for little more than a quarter
of all prescriptions. As the generic
SSRIs and the various generic
formulations of bupropion represent
reasonably safe and effective
inexpensive options, the manufacturers
of novel compounds still under
development have a relatively exacting
target to hit in order to reach
commercial success: We need
medications that are either significantly
more effective (and equally well-
tolerated), significantly better tolerated
(and equally effective), or effective for
an identifiable subset of patients who
are not effectively treated by existing
standards.
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