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This paper presents a clinical 
overview of syndromal anxiety and its 
treatment as seen in a family practice set-
ting, where many patients with anxiety dis-
orders are first seen. Panic disorder, so-
cial phobia, agoraphobia, and generalized· 
anxiety disorder are the ones most often 
seen by such physicians. Treatment op-
tions include psychotherapy, behavioral-
cognitive therapy, and pharmacotherapy. 
The primary care physician may choose 
from the benzodiazepines or the heterocy-
clic antidepressants or both. The mono-
amine oxidase inhibitors have also proved 
very useful in the treatment of panic dis-
order and social phobia, but probably 
should be used only by physicians with ex-
perience with this type of medication. 
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Recent epidemiologic surveys have revealed 
that primary care physicians see more patients 
with anxiety and depression than with diabe-
tes or asthma, and commonly see more than 
one patient per day suffering from anxiety dis-
orders.1·2 Anxiety can present as a primary pa-
thologic condition, a comorbid problem, or can 
exacerbate underlying medical illness. Anxi-
ety disorders can appear as discrete symptoms, 
or as full-blown syndromal dysfunction. Pa-
tients having these problems typically go to 
their family practitioner, not a psychiatrist, 
with somatic complaints3 (cardiovascular, gas-
trointestinal,4 musculoskeletal) that are eas-
ily misdiagnosed. The clinician should first 
rule out organic disease but be sensitive to the 
role that anxiety may play in primary care 
medicine. 

Most patients will not discuss their psychic 
complaints, either failing to appreciate the im-
portance of these problems, or believing it in-
appropriate to discuss emotional concerns with 
their family physicians. Patients often are re-
luctant to "air their dirty laundry," feeling that 
admitting to emotional symptoms is tanta-
mount to a "flaw in one's moral fiber." For 
these reasons, it is imperative that the family 
practice physician actively solicit information 
about the patient's emotional state, clarifying 
the importance of this information in develop-
ing an accurate differential diagnosis and ef-
fective treatment strategy. General practitio-
ners are routinely at the front lines of assess-
ment, often being the first and only access to 
appropriate care. 

For accurate diagnosis and treatment of 
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these conditions, the clinician must know what 
to look for. Evaluation, as in all clinical medi-
cine, begins with a baseline history and physi-
cal examination. A psychosocial history should 
be included in each office visit. Although anum-
ber of validated psychometric instruments are 
available for screening of office patients, one 
should never rely on the results of a pencil-and-
paper test to diagnose anxiety or depressive 
disorders. Similarly, no biologic marker has 
proved to be of significant clinical usefulness 
in diagnosing these conditions. An accurate 
diagnosis is made by listening to the patient 
and eliciting information about specific char-
acteristic symptom clusters, allowing a dis-
crete diagnosis and treatment plan to be de-
veloped. 

The anxiety disorders defined by the Diag-
nostic and Statistical Manual of Mental Dis-
orders, third edition, revised (DSM-III-R) 5 

include panic disorder, agoraphobia, social pho-
bia, generalized anxiety disorder, simple phobia, 
obsessive-compulsive disorder, and posttrau-
matic stress disorder. The present discussion 
will emphasize the first four disorders, those 
most commonly seen in a primary care setting. 

Panic disorder 
Diagnosis 
The DSM-III-R 5 defines panic disorder as in-
volving one or more discrete periods of intense 
fear or discomfort of an unexpected nature, not 
triggered by the patient's being the object of 
social scrutiny. Frequency criteria include the 
requirement for either four panic attacks in 
a 4-week period, or the occurrence of one or 
more panic attacks with at least a month of 
persistent worry of having another attack. Ac-
cording to DSM-III-R ,5 at least four of the fol-
lowing autonomic symptoms are required for 
the panic attack: 
• difficulty breathing, shortness of breath; 
• feelings of depersonalization or derealization; 
• nausea or other gastrointestinal distress; 
• a feeling of doom or imminent death; 
• palpitations and tachycardia; 
• sweating; 
• tremor and shaking; 
• choking sensations; 
• paresthesia; 
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• fear of losing control and going crazy; 
• flushes, feeling hot, or chills; 
• chest pain or chest discomfort (can mimic an-

gina); 
• dizziness, faintness, fear of fainting. 

Less than four symptoms are considered lim-
ited-symptom panic attacks. Panic attacks 
often develop over a period of 10 minutes, and 
may last from 15 to 20 minutes to several 
hours. Patients may have a history of going 
to emergency rooms with chest pain and other 
somatic symptoms, only to have normal find-
ings on an electrocardiogram. They often calm 
down with reassurance and benzodiazepines. 
A subset of these patients may be labeled as 
having hyperventilation episodes, but it is not 
certain whether the hyperventilation is the 
cause or the result of the panic episode.6-ll 

Once organic factors have been ruled out, 
the diagnosis can be made. Panic attacks can 
be related to cocaine, phencyclidine hydrochlo-
ride (PCP), or occasionally marijuana use, and 
these panic attacks can persist for years be-
yond the cessation of substance abuse. Other 
organic conditions that should be ruled out in-
clude pheochromocytoma, carcinoid syndrome, 
respiratory illnesses such as chronic obstruc-
tive pulmonary disease (COPD) and asthma, 
cardiac arrhythmia, and myocardial infarction. 
Mitral valve prolapse has been associated with 
panic disorder as well, 12•13 but the relationship 
remains controversial. 

Panic disorder may be uncomplicated or be 
associated with agoraphobia (literally, "fear of 
the market place"). If panic attacks are asso-
ciated with certain stimuli such as shopping 
in the supermarket, flying, riding the subway 
or bus, or driving the car, these activities may 
be avoided to one degree or another. 14 Some 
persons become totally housebound and may 
not seek treatment. Rarely, people come for 
treatment who have significant agoraphobia 
but do not recall a clear history of panic at-
tacks. 

Treatment 
Behavioral treatments such as systematic de-
sensitization via hierarchical imagery or in 
vivo treatments have been helpful in treating 
agoraphobic symptoms.l5 Usually, the panic at-
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tacks themselves do not respond to this type 
of treatment, particularly when the panic at-
tacks have the typical "out-of-the-blue" onset. 
One nonpharmacologic treatment has included 
breathing retraining with use of a metronome 
to pace respiratory rate . Though still un-
proved, such treatment may be helpful for 
those patients who hyperventilate readily.6 Re-
laxation training has also been helpful, but 
paradoxically can make some patients have 
panic attacks. Some patients have exercise-
induced panic attacks as well, and these pa-
tients may be very sensitive to the hypocapnia 
that can develop with an increase in minute 
ventilation.16 

Much has been written about the behavioral 
and pharmacologic treatment of panic disor-
der, with pharmacologic treatment being the 
mainstay.l7·20 One may choose from the anti-
depressants21·26 or the benzodiazepines or 
both.27 The benzodiazepine that may be the 
most effective, and is the best studied in the 
treatment of panic disorder, is alprazolam 
(Xanax).28-30 Alprazolam is a triazolobenzodi-
azepine that some clinicians have suggested 
is relatively specific for panic disorder in com-
parison to other benzodiazepines,31 although 
comparisons between alprazolam and other ben-
zodiazepines have been difficult to interpret 
because ofnoncomparable dosing. Alprazolam 
is the only medication that has a Food and 
Drug Administration (FDA) indication for the 
treatment of panic disorder.28 This drug has 
received a great deal of bad press (Washing-
tonian, April 1990). Patients and their phy-
sicians are often overly concerned about ad-
dictive potential; as a result, some patients 
have been treated with homeopathically low 
doses that are ineffective. In most persons, 5 
mg/d to 6 mg/d is required to remit the panic 
symptoms.31 Fears of endless tolerance are gen-
erally groundless. Some persons who have a 
history of recreational drug use may be at 
greater risk for abuse; for these persons, hetero-
cyclic antidepressants in general are pref~r­
able. 

Most patients will have some difficulty with-
drawing from alprazolam32-34 unless the with-
drawal is undertaken in a very gradual man-
ner, such as by decreasing the dose by 0.25 
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mg every week to 10 days. Abrupt withdrawal 
has produced significant side effects and rarely 
seizures.35-38 However, in the Cross National 
Study,39·41 which involved a large number of 
patients at multiple sites, withdrawal at the 
rate of0.5 mg per week resulted in no seizures 
or other significant side effects. Rebound anxi-
ety and recurrence of panic attacks are the 
most common symptoms. Adding carbamazep-
ine42,43 before withdrawing the alprazolam 
may be helpful, although this drug is not par-
ticularly effective in treating the panic disor-
der itself.44 Some have substituted the longer 
half-life benzodiazepine clonazepam with suc-
cess.45 Patients may need to continue taking 
alprazolam longer than the FDA's recom-
mended 12 weeks. 28 Often during times of low 
psychosocial stress, the dosage may be tapered 
more easily. 

The other pharmacologic agents for treat-
ment of panic disorder are the antidepres-
sants46 including the heterocyclic antidepres-
sants and the monamine oxidase inhibitors. 
Some investigators have suggested that 
monoamine oxidase inhibitors might be 
slightly more effective than imipramine,31 but 
they are the least used because of the need 
for the patient to avoid foods containing 
tyramine. Failure to avoid such foods can re-
sult in a severe hypertensive reaction. Al-
though the risk of significant side effects is 
low, most nonpsychiatric practitioners should 
refer patients to psychiatrists familiar with the 
use of these drugs, if other treatments have 
failed. 

The heterocyclic antidepressants should be 
used as they would in the treatment of depres-
sion.21 However, the treatment response may 
occur at a dose lower than 150 mg, or with 
serum levels less than 150 ng/mL. Indeed, pa-
tients with panic disorder seem to be more sen-
sitive to the side effects of heterocyclic antide-
pressants than are depressed persons. Early 
in the course of treatment, they may have the 
so-called jitters, which paradoxically seems to 
be an increase in their general anxiety level.47 

Titration must go slowly and often starts at 
10 mg/d to 25 mg/d, with gradual increases 
of 10 mg to 25 mg weekly. Response to hetero-
cyclic antidepressants takes longer than the 
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response to alprazolam. Often, to keep the pa-
tient in treatment, small doses of alprazolam 
(1 mg/d to 2 mg/d), can be used initially with 
the heterocyclic agent to ameliorate this in-
itial medication-related-anxiety. Then, once 
the patient is stabilized on the heterocyclic an-
tidepressant regimen, dosage of alprazolam 
can be tapered and the benzodiazepine used 
on an as-needed basis at low dose (less than 
1 mg/d) when patients must expose themselves 
to situations that cause anxious feelings, such 
as getting on a plane or going to the mall. As 
in the treatment of depression, one cannot be 
sure that the patient having panic has had an 
adequate trial with the drug unless a dose of 
150 mg or higher has been reached. 

The most commonly used and best studied 
tricyclic antidepressant is imipramine (Tofra-
nil). Some evidence indicates that imi-
pramine's metabolite desipramine (Norpramin) 
may work just as well, and it is better toler-
ated. Other tricyclic antidepressants probably 
are effective, though clinical trials have been 
fewer in number. The new antidepressant 
fluoxetine (Prozac), according to an early re-
port,48 appears effective in treating panic dis-
order, but additional double-blind clinical 
trials are needed to confirm its efficacy. Many 
patients having panic disorder cannot initially 
tolerate the 20-mg pulvule, which is the only 
size manufactured. Patients often complain of 
the jitters on this dose. Alternatively, a liquid 
form of fluoxetine (20 mg/mL) is now avail-
able, allowing more gradual titration of dos-
age increase (PDR Supplement 1991). Dosage 
for most patients should not increase above 20 
mg to 60 mg daily, on the basis of our present 
knowledge. 

In early 1990, Teicher and coworkers49 re-
ported several case studies in which it ap-
peared that depressed patients who were 
started on fluoxetine therapy developed suici-
dal ideation and intent. No causal relationship 
has been proved, and it should be kept in mind 
that depressed patients are far more likely to 
have suicidal ideation than those patients who 
are not depressed. Recently, the FDA50 re-
viewed the matter and concluded that there 
was no need to revise fluoxetine's labeling on 

· the basis of present evidence. 

98 • JAOA • Vol 92 • No 1 • January 1992 

Patients may need to take the antidepres-
sant for 6 to 12 months. The clinician must 
be aware of the potential for relapse, which 
may be greater than that observed in the treat-
ment of depression. Patients should be advised 
to significantly decrease their caffeine consump-
tion as methylxanthines, including most 
asthma medications, lower the threshold for 
panic. Indeed, caffeine at 480 mg by mouth 
(approximately equivalent to 4 to 5 cups of cof-
fee) has been used to induce panic attacks in 
various research protocols. 51-59 In many cases, 
the use of asthma medications necessitates a 
higher dose of alprazolam. f3-Blockers60 and bus-
pirone hydrochloride61-66 do not appear to be 
effective in the treatments of panic disorder, 
although the latter may have some usefulness 
in the treatment of generalized anxiety disorder. 

Generalized anxiety disorder 
Generalized anxiety disorder is characterized 
by persistent, nondiscrete anxiety such that 
the person worries about two or more life cir-
cumstances on a daily basis. Autonomic symp-
toms may persist but usually are less severe 
than in panic disorder. In general, alprazolam 
or heterocyclic antidepressants or both are 
used to treat this condition. Psychotherapy 
alone rarely may be effective. 

Neuroleptics generally have no place in the 
treatment of the anxiety disorders because of 
the risk of significant side effects such as park-
insonian-like symptoms,67<PP1411-1417l neurolep-
tic malignant syndrome67<PP1421-1430),68 (a feb-
rile illness with elevated creatinine phospho-
kinase, rhabdomyolosis, and potential renal 
failure), and tardive dyskinesia (involving 
choreoathetoid movements, tremor, and occa-
sionally significant disability). 67(pp1411-1417l 

The practitioner should be wary of the use 
of combination products that contain a tricyclic 
antidepressant and a neuroleptic (Triavil). It 
is perhaps a misnomer to refer to the neurolep-
tics as major tranquilizers, because this refer-
ence suggests that they be used in the treat-
ment of anxiety disorders. Rarely they are use-
ful, in low dose, in the treatment of psychotic-
like symptoms associated with anxiety disor-
ders. The practitioner should exercise extreme 
caution when prescribing these drugs, with fre-
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quent evaluation of dosage and side effects. 

Social phobia 
The anxiety disorder called social phobia de-
serves special comment. It is an underdiag-
nosed syndrome,69 often being erroneously per-
ceived as simple shyness. Social phobia is not 
ordinary shyness, however, but one that ex-
tensively interferes with social and occupa-
tional functioning. In social phobia, the pri-
mary fear is that one will be scrutinized and 
evaluated negatively. Some fear they will say 
something stupid, or act in some embarrass-
ing or humiliating manner in front of others. 

Common fears concern having others watch 
one eating or giving a speech, fear about us-
ing public restrooms, or fear of hand trembling 
while writing a check or filling out forms. 
There is the generalized type, and the more 
specific type. The latter usually relates to one 
specific fear such as public speaking and be-
comes a problem when the patient's job sud-
denly requires this action. Social phobic avoid-
ance is unlike agoraphobia, because, in the lat-
ter, the person is concerned about having a 
panic attack in a public place and not being 
able to get help. In agoraphobia, embarrass-
ment may be present, but it is not primary. 
With the social phobic, scrutiny and embar-
rassment are key issues, and not the fear of 
having a panic attack. 

A frequent treatment for social phobia has 
been in vivo desensitization15 to phobic social 
stimuli (toastmasters, for example). This is par-
ticularly useful for specific public-speaking 
fears. Some persons have so much phobic avoid-
ance they cannot be coaxed into exposure ther-
apy. It may be that most persons with social 
phobia never seek treatment, as many are fear-
ful around authority figures such as physicians 
and clergy. 

Medication is often helpful in allowing pa-
tients to expose themselves to these stimuli 
without fears oftrembling, sweating, heart rac-
ing, etcetera. ~-Blockers are helpful in decreas-
ing the autonomic symptoms associated with 
social anxiety.70•71 Effective dosage is 20 mg 
to 80 mg of propranolol a couple of hours be-
fore a social situation. Alprazolam and the 
monoamine oxidase in hi bi tor phenelzine (N ar-
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dil)72•73 have also shown some efficacy. Once 
exposure to certain social situations becomes 
routine, the medicine may be decreased, or dis-
continued entirely. Novel social stressors, how-
ever, may necessitate reinstitution ofthe medi-
cine. Heterocyclic antidepressants are not 
known to be helpful in social phobia, unless 
there is a primary or secondary major depres-
sion associated with the social phobic symp-
toms. Pharmacologic treatment for simple pho-
bia generally is unnecessary, and exposure de-
sensitization methods are preferred. 

The foregoing discussion has referred to pri-
mary anxiety disorders. Often, anxiety symp-
toms such as panic attacks, obsessions, and 
even social fears overlap with symptoms of ma-
jor depression. These disorders can coexist with 
major depression, but frequently the depres-
sion is secondary, and often in the case of panic 
disorder and agoraphobia is referred to as a 
"demoralization" type of depression. 74 The lat-
ter nevertheless can be quite severe. Alterna-
tively, a primary major depression can be ac-
companied by panic attacks or other anxiety 
symptoms. In both of these clinical situations, 
antidepressants, and perhaps benzodiazepines, 
may be indicated for the symptomatic treat-
ment of anxiety and depression. The term an-
tidepressant is based on the initial historical 
indication of these drugs, and the effective man-
agement of anxiety disorders with an antide-
pressant does not imply that the patient is clini-
cally depressed. The antidepressant will treat 
the patient's anxiety regardless of whether he 
or she is depressed. 

Comment 
The primary care physician is the first, and 
sometimes the only, physician to encounter a 
variety of patients with diverse anxiety symp-
toms. Many patients have elements of several 
of the anxiety disorders. For example, a pa-
tient with spontaneous panic attacks may also 
have a specific social or other phobia. Also, 
many patients have transient or mild symp-
toms, or both, but fall short of meeting the 
DSM-III-R criteria. Many of the latter may 
be treated successfully with counseling. The 
patients with more serious and chronic symp-
toms may require medication in addition to 
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counseling. When in doubt, a psychiatric con-
sultation may help clarify diagnostic or treat-
ment or both issues. 
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