Psychiatric and Somatic Markers of Anxiety:
|dentification and Pharmacologic Treatment

Alan J. Gelenberg, M.D.

Anxiety disorders are widely prevalent but
insufficiently recognized.and inadequately treated
in primary care practice. The annual costs of mor-
bidity and mortality of these.disorders approach
$50 billion, substantially more than costs for
schizophrenia or all affective disorders combined.
Somatization of anxiety contributes to the chal-
lenges of making an accurate diagnesis and to the
indirect costs associated with delaying appropri-
ate treatment. Pharmacologic interventions give
clinicians the necessary tools to treat anxiety
safely and effectively. Former therapeutic choices
were limited to benzodiazepines, buspirone, and
older antidepressants, but newer anxiolytic agents
have become available. The selective serotonin
reuptake inhibitors and agents with dual reuptake
inhibition, such as venlafaxine XR, are optimiz-
ing therapy and yielding less risk for serious ad-
verse events, greater safety in long-term therapy,
and opportunity for improved patient compliance.
These newer antidepressants provide substantial
efficacy in patients with comorbid anxiety and
depression, commonly seen in the primary care
setting.
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A nxiety disorders are a diverse range of psychiatric
conditions (Table 1) characterized by clinically
significant levels of worry, apprehension, or panic that
occur in the absence of or out of proportion to specific
causes (such as physical danger or public speaking) that
are normally associated with such feelifgsThe emo-
tional distress of anxiety is often accompanied by specific
physical symptoms associated with a state of autonomic
arousal, such as sweating, dizziness, and shortness of
breath (most notable in patients with panic attacks), or
more generalized somatic complaints, such as insomnia,
restlessness, and muscle aches (commonly found in pa-
tients with generalized anxiety disorder [GAD}j Other
primary anxiety disorders include phobic disorders (so-
cial or specific), obsessive-compulsive disorder (OCD),
posttraumatic stress disorder (PTSD), and acute stress
disorder. In addition, many medical conditions are associ-
ated with anxiety, particularly among older patients; these
include neurologic conditions, thyroid dysfunction, and
cardiovascular diseasé.Drug use or abuse, including
benzodiazepine (BZD) and alcohol withdrawal or intoxi-
cation, also’have been linked to clinically significant anx-
iety that,should.be distinguished carefully from medically
related causédefore a course of treatment is considered.

It is estimated that approximately 27 million Ameri-
cans have an‘anxiety.disorder at some time in their fives.
In a recent screening’ study conducted in the United
States’ the lifetime prevalence of a diagnosable anxiety
disorder was 23.9% in a primary care setting. This figure
concurs with data from the National Comorbidity Sur-
vey, which showed a lifetime-prevalence of 24.9%.
Among the categories of anxiety disordespecific pho-
bias appear to be the most common, with a lifetime preva-
lence of 9.8%, and OCD is the least common, with a life-
time prevalence of 2.3%In general, the prevalence of
anxiety disorders is higher in people younger than 65
years than in their older counterparts. Rates are also
higher in women than in men, although the difference is
much less pronounced for OCD, in which the rates in men
are almost equal to those in wonfen.

Appropriate screening, diagnosis, and treatment are
particularly important because a large proportion of pa-
tients with anxiety disorders will be seen initially by a
generalist physician in the primary care setfinthese
patients often present a number of clinical challenges. In
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Table 1. DSM-IV Classification of Anxiety Disorders®

Panic disorder (with or without agoraphobia)

Agoraphobia without a history of panic disorder

Specific phobia

Social phobia

Obsessive-compulsive disorder

Generalized anxiety disorder

Posttraumatic stress disorder or acute stress disorder

Anxiety disorder due to a general medical condition or
substance-induced anxiety disorder

Anxiety disorder not otherwise specified

aFrom the American Psychiatric Association.

pain, dyspepsia, chest pain, fatigue, dizziness, insomnia,
and headach&!** Such symptoms, occurring either
alone or in various combinations, are among the most
common reasons for nearly half of all primary care visits
among the general populati&hA study in 1000 primary
care patients found that at least 1 of these symptoms was
reported by 38% of the patients, but in only 16% did the
symptoms correlate with an organic disease over a 3-year
period** Other data, also derived from a primary care
population, suggested a strong association between the

number of medically unexplained symptoms experienced
by patients and the likelihood of a concurrent anxiety or

general, patients with anxiety fare substantially worse depressive disordétFor example, if 7% of patients with
than patients with-other psychiatric conditions, such as 2 or 3 physical symptoms were found to have a diagnos-
depression, even when they receive an accurate diagnosiable anxiety disorder, the incidence almost doubled (13%)
and appropriate treatmehBecause both anxiety and de- in those with 4 or 5 somatic complaints and increased to
pression commonly manifest'as nonspecific distress (e.g.,48% in patients with 9 or more physical symptdfs.
mild sleep or appetite disturbances), it is not unusual for  In the primary care setting, somatization of anxiety has
anxious patients seen in the primary care setting to re-important implications for identifying patients who have
ceive a misdiagnosis of depressféiThis finding is fur- an anxiety disorder. It has been estimated that as many as
ther complicated by the fact that ‘patients with long- 53% of patients who meet the criteria for a psychiatric
standing anxiety may develop symptoms of depressiondisorder may receive an incorrect diagnosis in this set-
over time? However, anxiety disorders,generally can be ting.*® Clinicians may falsely attribute the somatic com-
distinguished from depressive states. In‘anxiety states, in-plaints to an underlying medical condition or, when diag-
creased vasomotor responsiveness, as ‘well as/panic atrostic tests reveal no organic cause for the symptoms,
tacks, phobias, derealization, and perceptual ~dysfunc-may fail to look for a psychiatric cause. In a study con-
tions, are frequently seérin contrast, the general-affect - ducted in Great Britail, primary care physicians were
in depression is mostly negative, often associated. with-able to diagnose anxiety, depression, or both significantly
loss of interest and pleasure (anhedonia), hopelessnesanore often in patients who had psychiatric symptoms
emotional withdrawal, and fatigd®.However, as we "~/ than‘inpatients who had only somatic complaints. A simi-
shall see, the diagnostic distinction between anxiety dis- lar, study in _the United States showed that only 22% of
orders and depression has become less important as thanxious‘or-depressed patients with somatic manifestations
treatments have become more similar. received correct diagnoses by their family physicians,
compared with 77% of patients who had psychiatric
symptoms® These data suggest that patients’ somatic
complaints may.often:lead to an overlooked diagnosis of
anxiety as the primary source of the discomfort.

Somatization refers to the phenomenon in which pa-  Another confounding factor in the timely and accurate
tients experience and express their feelings or emotionsdiagnosis of anxiety is the high.rate of medical and psy-
through physical complaints and distrésghis phenom- chiatric comorbidity in patients with anxiety. Depression
enon may result from a variety of cultural, familial, and may occur in as many as 60% of patients with GAD or
personal circumstances, including biases against expresspanic disordet’ In some cases, this“comorbidity may
ing psychological discomfott. Patients may fear being manifest as mixed anxiety-depression, @ condition that is
stigmatized if they are labeled with a psychiatric disorder, characterized by subsyndromal levels of both anxiety and
or they may be concerned about their physician’s re- depression.Comorbid anxiety and depression'is associ-
sponse to nonsomatic complaittélthough the ternso- ated with significantly greater psychopathology and early
matizationis generally used, it needs to be differentiated withdrawal from treatment than either disorder albfig.
from somatization disorderyhich is recognized as a dis- addition, coexisting depression and anxiety portends a
tinct clinical psychiatric disordérA study in 425 primary ~ worse prognosis, with less robust responses to treatment
care patients found that anxiety disorders were associatecand a greater risk of suicide, than either disorder #téhe.
with a significantly higher rate of comorbid somatization Aside from the presence of unexplained somatic com-
disorder than that observed in the absence of anxiety dis-plaints and the high rate of psychiatric comorbidities,
orders® anxiety is also frequently associated with comorbid medi-

Symptoms typically associated with somatization of cal illnesses. Anxiety itself may be a factor in provoking
anxiety and other psychiatric disorders include abdominal or maintaining medical conditions or diseaSes survey

SOMATIZATION OF ANXIETY
AMONG PRIMARY CARE PATIENTS

50 Primary Care Companion J Clin Psychiatry 2:2, April 2000



Psychiatric and Somatic Markers of Anxiety

of primary care patients found that those who experiencedease of us&*>* The following sections review these
panic attacks had a significantly higher rate of hyperten- agents from a clinical perspective on dose-response po-
sion than those who did nbtLeft untreated, anxiety may  tential, drug-drug interaction profiles, and adverse effects.
prolong or worsen a medical illne¥s.

Not surprisingly, undiagnosed or misdiagnosed anxi- Traditional Anxiolytic Agents
ety is a major contributor to high use of health care re- BenzodiazepinesThe BZDs have a rapid onset of ac-
sources and excessive health care costs, even after adjustion, which becomes clinically apparent within the first
ing for comorbid medical conditio$Data collected in week of therapy® Many currently available BZDs appear
1990 indicated that the total costs of anxiety disorders in to have equivalent anxiolytic efficaéyHowever, many
the United States, including direct costs for hospitaliza- clinicians favor drugs with relatively short half-lives—
tions and \professional services and indirect costs relatedsuch as alprazolam, lorazepam, and oxazepam—over
to morbidity and-mortality, reached approximately $46 longer-acting agents because of their lower risk of seda-
billion, one third of the total cost for all mental disor- tion, psychomotor impairment (an effect that is enhanced
ders® These costs-associated with anxiety disorders wereby the intake of alcohol), and amnesic effects, probably as
higher than those“for  schizophrenia ($32 billion), affec- a result of less drug accumulati$i’ On the other hand,
tive disorders ($30 billion); ‘and other combined mental drugs with long half-lives are less likely to produce an in-
disorders ($38 billion). The greatest proportion of the cost tense discontinuation syndrome, a well-characterized re-
of anxiety (nearly three quarters) is attributed to lost or action in patients who stop therapy with BZDs, which
reduced productivity, and the remainder is attributed to may include symptoms such as rebound anxiety, nervous-
the direct costs of medical treatmént. ness, insomnia, restlessness, and depre¥stoiiThe du-

Somatization also contributes to the-high cost of anxi- ration of therapy and the rate at which the dosage is ta-
ety. Medical workups can be extensive’and delay treat- pered off appear to contribute to the likelihood or severity
ment of symptoms. Anxious patients;may undergo un- of withdrawal symptom& These effects substantially
necessary tests or procedures and be referred to variouimit the use of BZDs in the primary care setting. Physical
medical specialists before an appropriate-psychiatric con-dependence and pharmacologic tolerance are additional
sultation is sought or a diagnosis is m&ddigh users of risks of therapy with BZDs, particularly over the long
health care resources are substantially more likely to-haveterm. Therefore, continuous treatment with BZDs re-
an underlying anxiety disorder: as many as 40%"have-aquires clinical reevaluation for gradual reduction and dis-
lifetime history of GAD, and 20% have somatization dis- ‘continuation?”?°
order®* High medical-resource utilization and overall Aside from alprazolam, for which higher plasma con-
costs may be especially problematic in patients with panic centrations.correlate with improved clinical response, no
disorder because of the somatic symptoms such as tachyelear,dose-response has been demonstrated for the BZDs.
cardia and hypertension associated with a panic attack.Typical‘dosage.ranges for healthy adults are 0.75 to 4.0
These patients are often referred for costly cardiovascularmg/day for alprazolam (dosages of 1.5-10 mg/day are
or neurologic tests such as Holter monitoring, exercise often used.in-patients with panic disorder), 2 to 6 mg/day
testing, angiography, magnetic resonance imaging, orfor lorazepam, and 30 to 120 mg/day for oxazepam.
electroencephalograph¥.In addition, the use of health  Therapy should be.initiated at the lowest possible dosage,
care resources and loss of productivity are significantly to minimize the risk of adverse effects, and should be tai-
higher in patients with an anxiety disorder and a comorbid lored to patients’ clinical ‘and medication history, age,
medical or psychiatric conditici Therefore, prompt rec-  body size, and state of physical-health.
ognition and treatment of anxiety by the primary care  The duration of treatment and the"dosing pattern also
physician would help reduce the total cost associated withshould be individualized. Once-daily“dosing would en-

this disorder. courage patients to comply better with<treatment. Inter-
mittent therapy may be adequate in patients'with intermit-

TREATING ANXIETY: OPTIONS EOR tent symptoms or symptoms triggered by identifiable

THE PRIMARY CARE PHYSICIAN anxiety-provoking situations. Patients experiencing per-

sistent symptoms characteristic of an anxiety "disorder,

For many years, pharmacologic therapy for anxiety such as GAD, may require more sustained courses of
disorders was dominated by the use of BZDs, buspirone,therapy’ with an agent carefully selected for its efficacy
the older tricyclic antidepressants (TCAs), and mono- and safety properties for each individual patférear-
amine oxidase inhibitors (MAOIZy3* More recently, ticular care should be exercised when using BZDs in
newer types of antidepressants have emerged as promiselder patients and those with organ dysfunction. Drug
ing alternatives for the treatment of anxiety, as a result of clearance of longer-acting agents may be impaired with
their robust efficacy (particularly in patients with comor- age, hepatic disease, or the concomitant use of estrogens
bid anxiety and depression), improved safety profiles, and or cimetidine?®
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Buspirone. Since buspirone became available in the A growing body of data now suggests that venlafaxine
late 1980s, it has been used as an alternative to BZDs inextended release (XR), which acts by blocking the
certain patients. This agent appears to be somewhat moraeuptake of both serotonin and norepinephrine, is also
effective in reducing the psychological symptoms of anx- efficacious for treating patients with an anxiety disor-
iety than it is in treating somatic complaints, and it ap- der®*24¢-'and, possibly, mixed anxiety-depressfdft.
pears to have dose-related effects. The average therapeuShort- and long-term studies in patients meeting DSM-1V
tic dosage is 20 to 30 mg/d&y° Buspirone has a slow criteria for GAD showed venlafaxine XR to be more ef-
onset of action (as long as 4 weeks for full therapeutic ef- fective than placed®>' and, to a statistically significant
fect), and its anxiolytic efficacy is unclear in patients with degree, buspiror®® Venlafaxine XR appears to have one
panic disorder and reduced in those recently withdrawn of the most favorable drug-drug interaction profiles rela-
from BZD'therapy® tive to those of other antidepressants because it lacks any

However, buspirone is more suitable than BZDs for the significant inhibitory effect on the cytochrome P450
treatment of chronically anxious patients. The starting isoenzyme systefi.
dosage should be-low.(5 mg) and given on a 3-times-daily  In general, these newer antidepressants are consider-
schedule, with incremental increases every few days. ably safer than the BZDs in sedative effects, withdrawal
Generally, initial aggressive dosing may result in head- liability, and psychomotor impairment, and they lack
ache, dizziness, and nausea—common reasons why pathe anticholinergic effects and risk of overdosage of the
tients stop their medication prematur&ylthough bu- TCAs. Nausea, headache, insomnia, and somnolence
spirone has an overall more favorable safety profile than (usually transient) are among the most prominent adverse
the BZDs, drug discontinuation ratés-after 6 months are events noted with these ageft&>>*In addition to these
higher with buspirone, suggesting less patient satisfac- effects, some sexual dysfunction has been reported with
tion.22°Finally, as with the BZDs, care should be takento the use of many of the newer antidepress&Ats® On
avoid drug-drug interactions with buspirone: levels of di- the other hand, the use of some SSRIs, such as fluoxetine,
azepam or haloperidol may increase during concomitant has been associated with paradoxic anxiety, jitteriness,
therapy, and levels of buspirone may increase in.the pres-and nervousness, which may require a short course of
ence of cimetidine and in patients with renal-diséa%e: therapy with a BZP¥ or starting with a low dosage of the

Tricyclic antidepressants and monoamine .oxidase- SSRI.
inhibitors. The TCAs and MAOIs also have been used In efficacy, the SSRIs appear to be equivalent to the
successfully in patients with anxiety, particularly in panic ‘TCAs in treating anxiety?**As is the case with the TCAs
disorder and in those with coexisting depression. Their_and buspirone, the SSRIs are associated with a delay in
overall use in primary care, however, is limited by their as- the onset.of activity’*?**Evidence also indicates that the
sociated adverse events, safety issues in terms of lethalitySSRIs may reduce the psychological symptoms of anxi-
in overdosage, and, particularly with the MAOIs, signifi- ety without_improving the somatic symptofidn con-
cant adverse interactions with foods and dfagéThe trast, data from studies have shown that venlafaxine XR
TCAs are associated with notable anticholinergic side ef- significantly improves both psychological and somatic
fects such as dry mouth, blurred vision, and constipation, symptoms of-anxiety-in patients with GAD alone and in
which generally do not abate during ther&ppatients those with comorbid anxiety and depression, suggesting
often find these effects intolerable and may discontinue that this agent may be particularly useful in patients with
treatment as a resdf®® Because TCAs can cause agita- these types of anxiety disordéf$®>*"Both the SSRIs
tion in anxious patients, initial dosages should be very low. and venlafaxine XR can be taken once daily, which en-
In addition, their use in anxious patients with suicidal ten- hances convenience for patients, increasing their compli-
dencies should be avoided because of their potential forance and possibly increasing their ability to achieve re-
lethal overdosing—amounts as small as a 1-week’s sup- mission and full resolution of symptoms:
ply of amitriptyline or imipramine can be lethaf’

CONCLUSIONS
Newer Antidepressants in the Treatment of Anxiety

The selective serotonin reuptake inhibitors (SSRIs)  Primary care physicians have an ever-widening array
have been evaluated extensively in the treatment of anxi-of pharmacologic therapies to use in treating patients
ety disorders, particularly panic disoréféf and comor- with anxiety or mixed anxiety-depression. Compared
bid anxiety and depressidh®* although their accep-  with the standard anxiolytic agents, the newer antidepres-
tance by the clinical community preceded the results of sants offer a number of important advantages in this set-
formal research to demonstrate their anxiolytic efficdcy. ting. Agents such as the SSRIs and dual reuptake inhibi-
The more favorable safety and tolerability profiles of the tors are safer in overdosage, more pharmacologically
SSRIs are responsible for their preference over the TCAssuited to treating anxiety and mixed anxiety-depression,
and MAOIs?® and better tolerated than the older agents. The character-
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istics of individual agents that may help guide clinical de-
cisions about which agent to use for a particular patient
include the risk of drug-drug interactions, specific side ef-

fect profiles, and the presence of coexisting medical or 26.

psychiatric disorders.

Drug namesalprazolam (Xanax and others), amitriptyline (Elavil and  2g.

others), buspirone (BuSpar), cimetidine (Tagamet and others), diaze-

pam (Valium and others), fluoxetine (Prozac), haloperidol (Haldol and 29

others), lorazepam (Ativan and others), oxazepam (Serax and others),
venlafaxine XR (Effexor XR). 30
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