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Mergers and Acquisitions Among Psychotropics:
Antidepressant Takeover of Anxiety May Now Be Complete

Stephen M. Stahl, M.D., Ph.D.

Issue: Antidepressants are taking over the treatment of anxiety
disorders. Essentially all forms of anxiety can now be treated with
a variety of agents first introduced for the treatment of depression.

Antidepressant or Anxiolytic?

Original drug classifications from
the 1960s through the 1970s and into
the 1980s emphasized that there were
important distinctions between the
antidepressants (e.g., tricyclic antide-
pressants) and the anxiolytics (e.g.,
benzodiazepines and buspirone) avail-
able at that time.1 This emphasis
reflected the diagnostic notions preva-
lent at that time, which tended to di-
chotomize major depressive disorder
(MDD) from generalized anxiety dis-
order (GAD) while largely lumping all
anxiety disorder subtypes together in
the generalized anxiety disorder cat-
egory. As time has progressed, there
has been great interest in the middle
ground between the entities of depres-
sion and anxiety, with essentially all
antidepressants being recognized as
effective in treating patients with
MDD and symptoms of anxiety, and
with anxiolytics being recognized as

BRAINSTORMS is a monthly section of The
Journal of Clinical Psychiatry aimed at providing
updates of novel concepts emerging from the
neurosciences that have relevance to the
practicing psychiatrist.

From the Clinical Neuroscience Research
Center in San Diego and the Department of
Psychiatry at the University of California San
Diego.

Reprint requests to: Stephen M. Stahl, M.D.,
Ph.D., Editor, BRAINSTORMS, 8899 University
Center Lane, Suite 130, San Diego, CA 92122.

effective in treating patients with GAD
and symptoms of depression.1,2

SSRIs as Psychotropic Raiders of the
Anxiety Disorder Subtypes

The first hints of a breakdown in the
distinction between an antidepressant
and an anxiolytic came from in-
dications in the 1970s and 1980s
that certain tricyclic antidepressants
(TCAs) and monoamine oxidase in-
hibitors were effective in treating panic
disorder and one TCA (clomipramine)
was effective in treating obsessive-
compulsive disorder (OCD).1–3 This, in
turn, accelerated the trend to more pre-
cisely subtype anxiety disorders and
split them away from GAD. However,
raiding of anxiety disorder subtypes by
antidepressants did not come into full
force until the 1990s as selective sero-
tonin reuptake inhibitors (SSRIs)
acquired their broadened efficacy
profiles extending from depression
first to OCD, then to panic disorder,
now to social phobia, and perhaps
soon to posttraumatic stress disorder
(PTSD).1–3 Benzodiazepines have
fallen into the role of second-line treat-
ments or augmentation treatments for
these anxiety disorder subtypes in the
1990s. While buspirone continues to
be recognized as a first-line general
anxiolytic, it has not developed a con-
vincing efficacy profile for these anxi-
ety disorder subtypes.

Not all antidepressants, however,
are successful raiders of the anxiolytic
cupboard and thus have not taken over
an anxiety claim. For example, desip-
ramine and bupropion seem to be of
very little help in treating anxiety
disorder subtypes.3 Documentation of
efficacy for several antidepressants
other than SSRIs in treating anxiety
disorder subtypes is preliminary at
best, but some reports in individual
cases and small trials have shown
nefazodone, mirtazapine, and venla-
faxine to be efficacious for various
anxiety disorder subtypes, especially
panic disorder and PTSD.3

When Is an Antidepressant
an Antidepressant and
When Is It a Generalized Anxiolytic?

Recently, venlafaxine XR became
the first agent approved to treat both
mood in depression and anxiety in
GAD.4,5 Thus, the final gap in the
great divide between antidepressants
and anxiolytics has been bridged. Nu-
merous agents have attempted in the
past, but without success, to receive
approval both as antidepressants and
general anxiolytics. Early attempts to
show that TCAs were also effective as
general anxiolytics were promising
but came after the TCA era was al-
ready over.6 TCAs appear to be slower
in onset but perhaps more robust in ef-
ficacy even than benzodiazepines. In-
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dividual reports and small trials have
also shown mirtazapine, nefazodone,
and paroxetine to be efficacious for
GAD,7–9 but no approved antidepres-
sant other than venlafaxine XR is
widely recognized yet as effective for
GAD.

Get the Patient All the Way Well—
Do Not Just Convert Depression
With Anxiety Into Anxiety
Without Depression

Given the high degree of comor-
bidity of depression with generalized
anxiety as well as anxiety disorder
subtypes, the “holy grail” of a psycho-
tropic has been to combine antide-
pressant with anxiolytic action in the
same drug. Otherwise, patients treated
with an antidepressant that is ineffec-
tive for their comorbid anxiety states
will improve their symptoms of de-
pression and continue to suffer from
symptoms of anxiety. Alternatively,
two agents must be given concomi-
tantly, one effective for the depression
and the other effective for the anxiety
disorder.

In the SSRI era, prescribers are do-
ing a better and better job of treating
depression and anxiety disorder sub-
types simultaneously, and often with
only one drug. This is not always true,
however, for patients with comorbid
MDD and GAD. In such cases, de-
pression is often targeted first in the
hierarchy of symptoms, with the re-
sult that some patients may “respond”
by decreasing their overall symptoms
of depression, but continue to have
generalized symptoms of anxiety
rather than “remitting” completely to
an asymptomatic state of “wellness.”10

Given the recent good news about
venlafaxine XR and the promising
trends of other antidepressants, it may
now be possible, more than ever, to
eliminate symptoms of both mood and

Take-Home Points

◆ For the first time, a drug, venlafaxine XR, originally
approved as an antidepressant has also received dual
approval as a general anxiolytic for generalized anxiety
disorder.

◆ This brings full circle a trend started by the selective
serotonin reuptake inhibitors fluoxetine, sertraline,
paroxetine, fluvoxamine, and citalopram. These drugs were
first recognized as approved treatments for depression but
have now expanded their profiles as approved treatments
for various anxiety disorder subtypes including obsessive-
compulsive disorder, as well as panic disorder and,
potentially, social phobia and posttraumatic stress disorder.

◆ This trend of antidepressants merging with anxiolytics and
taking over the treatment of anxiety disorders looks to
be expanding as many agents originally launched as
antidepressants are showing promise for the treatment
of a broad spectrum of anxiety disorders.

and Abstracts of the 151st Annual Meeting of
the American Psychiatric Association; June 3,
1998; Abstract NR643:241

  6. Rickels K, Downing R, Schweizer E, et al. An-
tidepressants for the treatment of generalized
anxiety disorder: a placebo-controlled com-
parison of imipramine, trazodone, and diaze-
pam. Arch Gen Pyschiatry 1993;50:884–895

  7. Hedges DW, Reimherr FW, Strong RE, et al.
An open trial of nefazodone in adult patients
with generalized anxiety disorder. Psychophar-
macol Bull 1996;32:671–676

  8. Rocca P, Fonzo V, Scotta M, et al. Paroxetine
efficacy in the treatment of generalized anxiety
disorder. Acta Psychiatr Scand 1996;95:
444–450

  9. Sitsen JMA, Moors J. Mirtazapine, a novel
antidepressant in the treatment of anxiety
symptoms: results from a placebo-controlled
trial. Drug Invest 1994;8:339–344

10. Stahl SM. Why settle for silver, when you can
go for gold? response vs recovery as the goal of
antidepressant therapy [BRAINSTORMS]. J Clin
Psychiatry 1999;60:213–214

anxiety in the common situation
where patients have both MDD and
GAD and thus return them to a state of
“wellness” with neither depression
nor anxiety.10
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