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COMORBIDITY OF MOOD AND ANXIETY DISORDERS

Joan Kaufman, Ph.D."" and Dennis Charney, M.D.2

This article reviews data on the prevalence of panic, social phobia, generalized
anxiety, and posttraumatic stress disorder, and research documenting the
comorbidity of these disorders with major depression (MDD). These anxiety
disorders are frequently comorbid with MDD, and 50-60% of individuals
with MDD report a lifetime bistory of one or more of these anxiety disorders.
The anxiety disorders are also bighly correlated with one another, and ap-
proximately one-quarter to one-balf of individuals with each of the anxiety
disorders report a lifetime bistory of an alcohol or substance use disorder.
Anxiety disorders rarely exist in isolation, with several studies reporting that
over 90% of individuals with anxiety disorders bave a lifetime history of other
psychiatric problems. Implications for research are discussed, including the po-
tential benefit of using combined categorical and dimensional rating scale ap-
proaches in future genetic, biochemical, neuroimaging, and treatment studies.
The clinical implications of the findings are also discussed, and the results of
recent clinical trials summarized. Available data suggests selective serotonin
reuptake inbibitors are the first-line pharmacological treatment for these dis-
orders, and that newer serotonin and norepinephrine reuptake inhibitors show
significant promise, especially for comorbid cases. Comorbidity among depres-
sion and anxiety disorders is associated with greater symptom severity, and
a considerably bigher incidence of suicidality. Increased public awareness about
these disorders and the availability of effective treatments is sorely needed.
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INTRODUCTION

ajor depression (MDD) and the anxiety disorders
are highly prevalent and frequently comorbid diag-
noses [Breier et al., 1986; Kessler et al., 1996; Fava et
al., 2000]. Approximately 50-60% of individuals with
a lifetime history of MDD report a lifetime history of
one or more anxiety disorder, with the anxiety disor-
ders predating the onset of MDD in the majority of
cases [Kessler et al., 1996; Fava et al., 2000]. Several
studies have demonstrated that comorbidity among
depression and anxiety disorders is associated with
greater symptom severity and persistence, more severe
role impairment, increased help-seeking behavior, and
higher incidence of suicidality [Angst et al., 1999;
Roy-Byrne et al., 2000].

Advances in neuroscience and understandings of the
neural circuits that mediate behavioral states such as
fear and stress have provided new insights into the
likely pathophysiology of these disorders. They have
also provided a mechanism for understanding the high
rates of comorbidity that exist between mood and
anxiety states, and the comparable efficacy of common
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pharmacological agents in the treatment of these di-
verse conditions [Foote, 1999; Lopez et al., 1999;
LeDoux, 2000].

This paper reviews data on the prevalence of panic,
social phobia, generalized anxiety, and posttraumatic
stress disorder, discusses rates of comorbidity of each
disorder with MDD and other psychiatric disorders,
and presents data on the chronological relationship
among conditions. These data are summarized in
Table 1. Within each anxiety disorder section, natural-
istic longitudinal course data and data on the co-trans-
mission and heritability of each disorder are also
discussed. As the pure manifestation of each of the
anxiety disorders is quite rare [Goisman et al.,, 1995],
data on comorbidity among the anxiety disorders, and
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