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he comorbidity of
depression and
anxiety is a clini-
cally challenging
issue not just for psychia-
trists but for clinicians who
work with patients in a va-
riety of settings, including

ABSTRACT: Patients with comorbid depression and
anxiety are more debilitated than are patients with
either condition alone. Diagnosis can be established
by gathering a thorough symptomatic history, ob-
taining a full reproductive history, performing a
comprehensive mental-status examination, and in-
cluding a full differential diagnosis. It is important
to determine the type of anxiety disorder (eg, gen-
eralized anxiety disorder, panic disorder, obsessive-
compulsive disorder) because it will determine treat-
ment. Patients may benefit from pharmacotherapy
and cognitive behavioral therapy. (Women Health
Primary Care 2000;3(5):349-360)

PREVALENCE

Anxiety disorders: In epi-
demiologic studies, anxi-
ety disorders are the most
common psychiatric dis-
orders.” The National Co-
morbidity Survey'® showed
that in this country, the

primary care. Compared

with patients who have either depression or anxiety
alone, patients who have symptoms of both!”:

+ Exhibit greater overall psychopathology.

¢ Are more frequently chronically ill.

+ Have a higher statistical probability of suicide.

# Show greater social and occupational impairment.
+ Have poorer prognoses.

Anxiety disorders and depressive disorders are com-
mon in women, but they tend to be underdiagnosed or
approached as diagnoses of exclusion. The result may be
unnecessary medical workups and delays in treatment.
Furthermore, failure to establish the diagnosis of comor-
bid depression and anxiety promptly may result in in-
creased morbidity and mortality (from either the comorbid
depression and anxiety or a coexisting medical condition).®

This article will review the prevalence of comorbid
depression and anxiety, explain how to obtain a diag-
nosis of depression and/or anxiety, and examine the par-
ticular anxiety disorders that often appear with depres-
sion. Management strategies will also be discussed.

The authors are dffiliated with the Woman’s Board Depression Treat-
ment and Research Center at Rush-Presbyterian-St. Luke’s Medical
Center in Chicago, Illinois. Mr. Greco is clinical research coordinator,
and Dr. Zajecka is clinical director. Dr. ZajecRa is also an associate pro-
fessor of psychiatry at Rush-Presbyterian-St. Luke’s Medical Center.

chance of having an anxi-
ety disorder was 24.9% over a lifetime and 17.2% over
a 12-month period. Anxiety disorders include general-
ized anxiety disorder (GAD), panic disorder, obsessive-
compulsive disorder (OCD), phobic disorders, and
posttraumatic stress disorder.

Of the 27% to 48% of patients who present in the
primary care setting with a psychiatric disorder, up to
50% do not receive a proper diagnosis.!'"'” Fifer et al'®
found that 33% of 6,307 primary care patients screened
for psychiatric disorders met criteria for an anxiety dis-
order. Of positively screened cases, 56% had not been
previously diagnosed.!® Fifer et al'® further analyzed
647 screen-positive patients and found that 52% met cri-
teria for one or more anxiety disorders, and 28% met cri-
teria for multiple diagnoses (the rate of comorbid anx-
iety and depression was especially high in this study).

Depressive disorders: In the National Comorbidity
Survey,'° the lifetime prevalence for depression was
17.1%; the 12-month prevalence was 10.3%. In prima-
ry care settings, depression can take many forms, in-
cluding major depressive disorder and dysthymia. Any
depressive disorder can coexist with anxiety.

Comorbidity: In epidemiologic studies conducted be-
tween 1972 and 1985, 21% to 91% of patients diagnosed
with an anxiety disorder were also found to have a con-
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The Diagnostic and Statistical Manual of Mental
Disorders, Fourth Edition,* in conjunction with the
International Classification of Diseases (10th edi-
tion), defines mixed anxiety-depressive disorder as
a distinct clinical syndrome characterized by the
equal presence of anxiety and depression that lasts
for at least one month. Neither the anxiety symp-
toms nor the depressive symptoms meet the crite-
ria for anxiety or depression. The prevalence of
mixed anxiety-depressive disorder is between 1%
and 10%.*° Among primary care patients, preva-
lence may be as high as 4.1%.°° The majority of pri-
mary care patients who present with vague com-
plaints of anxiety and depression exhibit>4:
* Many unexplained somatic symptoms, which
leads to the overuse of medical services.
* Impaired social or occupational function.
+ Chronic suffering that rarely remits without prop-
er treatment.

Alack of controlled studies makes treatment of
mixed anxiety-depressive disorder challenging. Use
of any of the currently available antidepressants,
all of which have demonstrated both anxiolytic and

antidepressant effects, is appropriate. Benzodiaze-
pines alone are not first-line treatment because they
may not effectively treat moderate-to-severe depres-
sion. We recommend administration of both an anti-
depressant and a benzodiazepine, as well as psycho-
therapy. The benzodiazepine can be used until the
antidepressant begins to work; it may help in the
early relief of anxiety. Nefazodone may provide early
relief and eliminate the need for a benzodiazepine.

Treatment with the benzodiazepine and the
antidepressant should not be discontinued once
the patient reports symptomatic improvement; it
should be continued for 6 to 12 months. (In con-
trast, the acute treatment of comorbid depression
and anxiety disorder may take as long as 12 weeks,
and treatment may need to be continued for 6
to 12 months.) During this time, patients should
be frequently assessed for the development of a
full-syndrome anxiety-depressive disorder. Once
remission is achieved, maintenance treatment
should be continued for no less than six months.
Some patients may require extended or even life-
long treatment to prevent recurrence.

Table 1. Common medical conditions associated with depressive symptoms* | comitant major depressive disor-

Cancers®

Central nervous system
Lung

Pancreatic

Endocrine/metabolic disorders
Addison’s disease
Cushing’s disease
Diabetes mellitus
Electrolyte abnormalities

(eg, hypocalcemia, hyponatremia)
Hyperparathyroidism/hypoparathyroidism
Hyperthyroidism/hypothyroidism
Menses/menopause
Wilson'’s disease

Infections

Acquired immunodeficiency syndrome
Hepatitis (eg, amebic/viral)

Infectious mononucleosis

Tertiary syphilis

Tuberculosis

Neurologic disorders

Alzheimer’s disease

Cerebrovascular accident

Dementia

Huntington’s disease

Migraine headaches

Multiple sclerosis

Narcolepsy

Parkinson’s disease

Postconcussion (posttraumatic)
syndrome

Seizure disorders (eg, epilepsy)

Stroke

Rheumatologic*

Rheumatoid arthritis
Systemic lupus erythematosus

Other

Anemia

Uremia

Vitamin deficiency
(eg, B,,, C, thiamin)

*This table is not exhaustive. Rather, it illustrates the wide range of disorders that must be considered

when a patient presents with depressive symptoms.

t Including, but not limited to.

der.'” In the same reports, 33% to
85% of patients with a primary di-
agnosis of major depressive disorder
also met criteria for an anxiety dis-
order, most often panic disorder.!’
Similar results were found by Clay-
ton?: 66% of patients with panic dis-
order also had concomitant major
depression, and 60% of depressed
patients had some symptoms of anx-
iety (20% to 30% had distinct anxi-
ety attacks). The more concomitant
anxiety disorders are present, the
greater the chance that depression
will develop.?! A good rule of thumb
is: When you see anxiety, think de-
pression. The overlapping of anxiety
and depression symptoms tends to
make comorbidity the rule rather
than the exception in patients who
present with anxiety disorder.?!

An analysis of diagnoses based
upon the structured clinical inter-
view set forth in the revised third
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edition of the Diagnostic and Sta-
tistical Manual of Mental Disor-
ders?? found that the ratio of wom-
en to men is 1:1 for anxiety and
mood disorders in which there is
no secondary axis I diagnosis.?
However, the ratio of women to
men is 2:1 for a comorbid disorder
in which a mood or anxiety disor-
der is either the first or second di-
agnosis.?® Thus, sex differences in
comorbidity may be suggested.
Anxiety disorders and depres-
sive disorders share symptoms
such as dysphoria, sleep distur-
bance, appetite disturbance, im-
paired concentration, fatigue, irri-
tability, and somatic complaints.

DIAGNOSIS

Women not only experience depres-
sion more often than men do, but
they also have higher rates of psy-
chiatric and medical comorbidity,
which makes diagnosis difficult.?*
Accurate diagnosis and treatment
of women with comorbid depres-
sion and anxiety also can be com-

plicated by the physiologic changes
that occur throughout a woman’s
life. Hormonal changes that occur
with menstruation, pregnancy, child-
birth, and menopause can be triggers
for depressive episodes.?* A woman
may have had an undiagnosed first
bout with depression after a birth
or after a spontaneous or elective
abortion.?* Additionally, a woman’s
perceptions of the psychologic mean-
ing of reproductive milestones can
offer insight into her self-image.

In addition, women seem to be
more vulnerable to thyroid disor-
ders, migraines, fibrositis, polymy-
algia rheumatica, and rheumatoid
arthritis,** medical illnesses that
may make depression and anxiety
more difficult to diagnose. Howev-
er, early awareness, assessment,
and treatment of depression and/or
anxiety can improve the prognosis
of the medical disorder. Appropri-
ate antidepressant and anxiolytic
treatment can improve the symp-
toms of the medical condition and
alleviate depression and anxiety.

Table 2. Substances and medications associated with depressive symptoms

Substance intoxication

Alcohol

Barbiturates

Benzodiazepines

Cannabis

Opiates (eg, heroin, prescription
pain medications)

Substance withdrawal
Amphetamines
Cocaine

Analgesic/anti-inflammatory agents
Ibuprofen

Indomethacin

Nonsteroidal anti-inflammatory drugs
Opiates

Phenacetin

Antibacterial/antifungal agents
Ampicillin

Cycloserine

Ethionamide

Griseofulvin

Metronidazole

Nalidixic acid

Nitrofurantoin

Trimethoprim

Antihypertensive/cardiac agents
o-Methyldopa
R-Blockers (propranolol)
Bethanidine

Clonidine

Digitalis

Guanethidine
Hydralazine

Lidocaine

Prazosin

Procainamide
Reserpine

Antineoplastic agents
Asparaginase
Azathioprine
6-Azauridine
Bleomycin
Vincristine

Hormones/steroids

Corticosteroids (including adreno-
corticotropic hormone)

Danazol

Oral contraceptives

Prednisone

Triamcinolone

DIAGNOSTIC OBSTACLES
Patients may be reluctant to dis-
close anxious or depressive feelings
and to accept the diagnosis of a psy-
chiatric illness. They may feel em-
barrassed, afraid, and/or stigma-
tized by their symptoms. They may
erroneously consider anxiety and
depression a weakness of character
or a normal reaction to life events,
such as coping with a medical con-
dition. Patients may be fearful that
their clinician will dismiss feelings
of anxiety and depression as “not a
true medical problem.” Or they may
fear that their clinician will demand
they seek psychiatric treatment.
Clinicians must be aware of
their patients’ concerns. When anx-
iety or depression is diagnosed or
suspected, clinicians can reduce pa-
tients’ fear and resistance by ex-
plaining that these are common,
treatable medical conditions.

NARROWING THE DIAGNOSIS
The diagnosis of anxiety, depres-
sion, or both is similar to the diag-

Neurologic/psychiatric agents

Amantadine

Baclofen

Bromocriptine

Carbamazepine

Levodopa

Neuroleptics

Phenytoin

Sedatives/hypnotics (barbiturates,
benzodiazepines, chloral hydrate)

Miscellaneous
Acetazolamide
Choline
Cimetidine
Cyproheptadine
Diphenoxylate
Disulfiram
Methysergide
Stimulants (amphetamines, fenflur-
amine)
Streptomycin
Sulfamethoxazole
Sulfonamides
Tetracycline
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nosis of any other medical disorder.

The diagnosis can be approached

systematically (discussed below).

There are several possible di-
agnostic combinations. Diagnosis
will depend on the kind, number,
and duration of symptoms. Possi-
ble diagnoses include:
¢ A full syndromal anxiety disorder

and a full syndromal depressive
disorder.

+ Coexistence of an anxiety disor-
der and a depressive disorder,
with either or both of the disor-
ders subsyndromal. (Subsyndro-
mal refers to symptoms that do
not meet diagnostic criteria in
number or duration yet still cause
significant disability.®)

+ Comorbid disorders, including
substance abuse.

* Somatic symptoms that may or
may not be associated with a co-
morbid medical illness.

Major depressive disorder is
the most prevalent comorbid dis-
order associated with anxiety. In
the primary care setting, subsyn-
dromal anxiety and/or depression
are common (see “Mixed anxiety-
depression” on page 350). Counter-
intuitively, these subsyndromal
conditions are associated with more
severe impairment in psychosocial
functioning than are conditions
that meet full syndromal criteria.!

One of the most difficult diag-
nostic challenges when women pre-
sent with anxiety and/or depression
is to determine which somatic
symptoms are caused by the anxi-
ety and/or depression and which
are caused by other medical condi-
tions. Common somatic symptoms
of anxiety and depression include
fatigue, headaches, musculoskele-
tal pain, gastrointestinal symptoms,
dizziness, chest pain, palpitations,
breathlessness, and weight loss. Di-
agnoses that must be ruled out are
irritable bowel syndrome (IBS), car-
diovascular disease, chronic medi-
cal illness, acute medical illness, and
arthritis. (While there is a strong as-
sociation between IBS and anxiety,

Table 3. Commonly used psychiatric
instruments for diagnosis
and follow-up

Anxiety

Beck Anxiety Inventory

Covi Anxiety Scale (CAS)

Hamilton Anxiety Scale (HAM-A)

Primary Care Evaluation of Mental
Disorders (PRIME-MD)

Symptom-Driven Diagnostic System
for Primary Care (SDDS-PC)

Well-Being Life Chart

Zung Self-Rating Anxiety Scale

Depression

Beck Depression Inventory Primary Care

Beck Depression Inventory (BDI)
Hamilton Depression Scale (HAM-D)

Montgomery-Asberg Depression Rating

Scale (MADRS)
Primary Care Evaluation of Mental
Disorders (PRIME-MD)
Raskin Depression Scale (RDS)
Symptom-Driven Diagnostic System
for Primary Care (SDDS-PC)
Well-Being Life Chart
Zung Self-Rating Depression Scale

Mania
Mood Disorder Questionnaire (MDQ)
Young Mania Rating Scale (YMRS)

IBS is not a psychiatric condition.)

Patients with a serious medical
illness normally experience some
anxiety or depression. A common
misconception is that it is “normal”
to be depressed about acute, chron-
ic, or terminal illness. However, it
is not normal for the patient to
have persistent symptoms of anxi-
ety and depression associated with
an acute, chronic, or even terminal
illness.® When the patient’s quality
of life is affected by depression and
anxiety, symptoms need treatment.
If left untreated, persistent anxiety
and depression can worsen the
medical condition. Appropriate di-
agnosis and treatment of anxiety
and depression in a patient with a
medical disorder can prevent wors-
ening of symptoms and functioning.

DIFFERENTIAL DIAGNOSIS

Before a diagnosis of depression
and/or anxiety can be made, clini-

cians must rule out medical ill-
nesses, side effects of medications,
substance abuse, bipolar disorder,
and adjustment disorders.
associated
with depressive symptoms include
anemia, hepatitis, and sclerosis
(Table 1).
that may produce
depressive symptoms include cor-
ticosteroids and antihypertensives
(Table 2). If a patient’s depressive
symptoms may be related to medi-
cation, first determine if the medica-
tion can be changed. If the medica-
tion cannot be changed, the addition
of an antidepressant is warranted.
can
be associated with anxiety and de-
pressive symptoms (Table 2). Pa-
tients who use alcohol or marijua-
na are likely to have depressive
symptoms. Those undergoing am-
phetamine or cocaine withdrawal
are also likely to be depressed. A
cycle may be established as patients
with substance abuse disorders at-
tempt to treat anxiety or depression
with other substances, such as alco-
hol or other drugs (prescription or
illicit). Thus, substance abuse pa-
tients with anxiety and depressive
symptoms should be treated for such
symptoms. Clinicians may need to
treat the substance abuse and the
depression and anxiety together.
must be ruled
out in patients presenting with de-
pressive symptoms. The use of an
antidepressant alone in patients
with bipolar disorder can induce a
manic or hypomanic episode. The
clinician should determine if an
anxious or depressed patient has
any history of mania or hypoma-
nia. The criteria for bipolar disorder
are three or more of the following
symptoms lasting for at least one
week for a manic episode or at least
four days for a hypomanic episode?:
+ Inflated self-esteem or grandiosity.
¢ Decreased need for sleep.
# Greater talkativeness than usual
or a pressure to keep talking.
¢ Flight of ideas or a feeling that
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thoughts are racing.
+ Distractibility.
¢ Increase in goal-directed activity
or psychomotor agitation.
¢ Excessive involvement in plea-
surable activities that have a high
potential for unfortunate conse-
quences (eg, unrestrained buying
sprees, sexual indiscretions).
Symptoms of irritability and agi-
tation can be common in mania or
hypomania. Treatment of bipolar
disorder includes mood stabilizers,
such as lithium, valproate, or car-
bamazepine, administered with anti-
depressants. Other commonly used
treatments include antipsychotics
and anticonvulsants such as gaba-
pentin, lamotrigine, and topiramate.
may also

cause depression and anxiety. The
clinician should determine if a par-
ticular environmental stressor or life
event has triggered symptoms. This
disorder requires further study.

A SYSTEMATIC APPROACH

A patient interview and screening

instruments can provide a system-

atic approach to the diagnosis of

comorbid depression and anxiety.

To establish the diagnosis:

¢ Gather a thorough history, often
with collateral history from fami-
ly members or a significant other.
The history should include onset,
persistence, precipitating events,
and previous episodes. As depres-
sion may be familial, gathering a
family history can be helpful.

¢ Obtain a full reproductive histo-
ry. Ask if the patient has experi-
enced rape or incest. If she has,
a posttraumatic stress disorder
may be the primary diagnosis;
symptoms of depression may be
secondary. In cases of posttrau-
matic stress disorder, the clini-
cian should refer the patient to a
mental health professional.
¢ Perform a comprehensive men-
tal-status examination.
+ Include a full differential diagnosis.
In The Fifteen Minute Hour: Ap-
plied Psychotherapy for the Primary
Care Physician,? Stuart and Lieber-
man propose an interviewing tech-
nique to assess primary care pa-
tients for anxiety and depression.
Their technique asks about psycho-

GENERALIZED ANXIETY DISORDER AND DEPRESSION
Patients with generalized anxiety disorder (GAD)
experience excessive anxiety and worry that impair
social, occupational, or other important areas of
functioning and that last for at least six months.?®
Although GAD is defined by the revised third edi-
tion of the Diagnostic and Statistical Manual of
Mental Disorders* as an independent diagnosis,
research shows it is almost nonexistent in isola-
tion.! In one study of patients with GAD, only 26%
did not have a comorbid psychiatric illness, and
42% had experienced at least one lifetime episode
of major depressive disorder.>? Similar results of co-
morbidity have been found in other studies: Be-
tween 54% and 79% of GAD patients had a current
depressive, dysthymic, or other anxiety disorder.>*>*

Additionally, patients with primary depression
can show notable anxiety that may even predate the
depression. A study of 200 patients with diagnosed
major depressive disorder showed that 21% to 72%
had moderate-to-severe comorbid anxiety symptoms
of either psychic anxiety, somatic anxiety, or worry.>!->

PANIC DISORDER AND DEPRESSION

Patients with panic disorder experience recurrent,
unexpected panic attacks, which are discrete peri-
ods of intense fear or discomfort that may include
chest pain, nausea, and chills.?> Almost 70% of pa-

tients with panic disorder have either a past or pres-
ent history of depression. Half the time a depres-
sive episode will precede the onset of panic attacks,
and half the time it will follow. The longer the histo-
ry of panic disorder, the greater the likelihood the pa-
tient will have comorbid secondary depression.>*>7
Panic attacks are seen in 30% of depressed patients.*

OBSESSIVE-COMPULSIVE DISORDER AND DEPRESSION
Patients with obsessive-compulsive disorder (OCD)
experience recurrent and persistent thoughts, im-
pulses, or images that cause marked anxiety or dis-
tress.?® Current comorbid depression is seen in
31.7% of OCD patients; 66% of OCD patients have
experienced major depression.*® Additionally, 85%
have suffered secondary depression resulting from
chronic OCD, and 15% of patients with OCD have
depression as their primary diagnosis.>*

SOCIAL PHOBIA AND DEPRESSION

Patients with social phobia fear social performance
situations in which they may be exposed to unfa-
miliar people or to possible scrutiny by others. Ex-
posure to such a situation almost invariably pro-
vokes anxiety.?* Between 35% and 70% of patients
with social phobia also experience depression.®!2
The social phobia often manifests before the de-
pression does.¢!¢2
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Table 4. DSM-1V diagnostic criteria for major depressive episode

A. Five (or more) of the following symptoms have been present during the
same two-week period and represent a change from previous functioning;
at least one of the symptoms is either depressed mood or loss of interest or
pleasure. Note: Do not include symptoms that are clearly due to a general
medical condition or to mood-incongruent delusions or hallucinations.

1. Depressed mood most of the day, nearly every day, as indicated by either
subjective report (eg, feels sad or empty) or observation made by others (eg,
appears tearful). Note: In children and adolescents, can be irritable mood.

2. Markedly diminished interest or pleasure in all, or almost all, activities
most of the day, nearly every day (as indicated by either subjective ac-
count or observation made by others).

3. Significant weight loss when not dieting or weight gain (eg, a change of
more than 5% of body weight in a month), or decrease or increase in
appetite nearly every day. Note: In children, consider failure to make
expected weight gains.

4. Insomnia or hypersomnia nearly every day.

5. Psychomotor agitation or retardation nearly every day (observable by others,
not merely subjective feelings of restlessness or being slowed down).

6. Fatigue or loss of energy nearly every day.

7. Feelings of worthlessness or excessive or inappropriate guilt (which may
be delusional) nearly every day (not merely self-reproach or guilt about
being sick).

8. Diminished ability to think or concentrate, or indecisiveness, nearly
every day (either by subjective account or as observed by others).

9. Recurrent thoughts of death (not just fear of dying), recurrent suicidal
ideation without a specific plan, or a suicide attempt or a specific plan
for committing suicide.

B. The symptoms do not meet criteria for a mixed episode.

C. The symptoms cause clinically significant distress or impairment in social,
occupational, or other important areas of functioning.

D. The symptoms are not due to the direct physiologic effects of a substance
(eg, a drug of abuse, a medication) or a general medical condition (eg,
hypothyroidism).

E. The symptoms are not better accounted for by bereavement (ie, after the loss
of a loved one, the symptoms persist for longer than two months or are charac-
terized by marked functional impairment, morbid preoccupation with worth-
lessness, suicidal ideation, psychotic symptoms, or psychomotor retardation).

DSM-1V, Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition.

Adapted from American Psychiatric Association. Diagnostic and Statistical Manual of Mental Disorders.
4th ed. 19942

social issues in a brief, sequential,
logical approach. It allows clinicians
to gather and record information in
a typical medical model format.

SCREENING INSTRUMENTS

The use of systemized instruments
can aid in the routine screening and
follow-up of depression and anxi-
ety disorders. Systemized psychi-
atric screening instruments (Table 3)
are an easy, affordable, time-efficient
aid to the diagnosis of comorbid
depression and anxiety disorders
in women. Follow-up instruments

should be routinely administered
to patients with diagnosed depres-
sion and anxiety disorders.

With these instruments, clini-
cians can consistently and systemat-
ically assess symptoms of anxiety
and depression. These instruments
may also bring to consideration is-
sues that patients and clinicians
may not spontaneously discuss, and
they can improve communication
between patients and clinicians.
The use of screening instruments
can possibly decrease the need to
run costly and unneeded medical

workups. (Although they can be
helpful, screening instruments are
not a substitute for good clinical
judgment.) If the screening instru-
ment suggests depression and/or
anxiety but the diagnosis is still in
doubt, the clinician should consult
with a psychiatrist or refer the pa-
tient to a mental health professional.

DIAGNOSTIC CRITERIA

The diagnosis of comorbid depres-

sion and anxiety is contingent up-

on the existence of:

* Major depression or dysthymia
(Tables 4 through 6).

¢ One of the distinct anxiety dis-
orders (see “Anxiety disorders,”
page 355).

TREATMENT

Treatment of concomitant depres-
sion and anxiety will be dictated by
the type of anxiety disorder.

GAD AND DEPRESSION

Patients with comorbid GAD and
depression are treated primarily
with antidepressants and, possibly,
with adjunctive anxiolytics.

The selective serotonin reuptake
inhibitors (SSRIs) and venlafaxine
are quite effective, and their low side
effects make them a good first-line
choice in primary care. Nefazodone
may be promising for GAD as well.

Although any of the older anti-
depressants can be used, the mono-
amine oxidase inhibitors (MAOIs)
are more effective than the tricyclic
antidepressants (TCAs) in treating
patients with atypical depression—
that associated with significant
anxiety, hypersomnia, hyperpha-
gia, reversed diurnal variation, and
extreme mood reactivity.?”3® TCAs
can be used in patients who have
not adequately responded to SSRIs
and MAOIs.

In patients with GAD, antide-
pressants often must be combined
with an anxiolytic agent.?! Benzo-
diazepines are often briefly used for
early relief of anxiety. They are
gradually stopped once the antide-
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pressant takes full effect. Alterna-

tive anxiolytic agents include:

+ Sedating neuroleptics,*! which can
also aid in delusional depressions.

+ Divalproex sodium,*> which can
be useful in bipolar states.*

+ Antihypertensives, such as cloni-
dine or R-blockers.

+ Antihistamines.

Psychotherapy can be useful in
combination with pharmacothera-
py. If a patient does not respond to
treatment, potentiation strategies
include the addition of lithium, a
thyroid supplement, or stimulants.

PANIC DISORDER AND DEPRESSION
In research studies, antidepressants
have effectively treated panic dis-
order. First-line treatment should be
with an SSRI. Imipramine,* clo-
mipramine,** MAOIs,** and SSRIs*
are all treatment options for pa-
tients with comorbid panic disorder
and depression. (The American
Psychiatric Association recom-
mends that MAOIs be reserved for
patients who do not respond to
other treatment options.) Regard-
less of the antidepressant chosen,
pharmacotherapy must be initiated
gradually, possibly by using lower-
than-usual starting doses and gent-
ly titrating upward to avoid the side
effects occasionally experienced by
patients with panic disorder.
Other treatments often used in
conjunction with antidepressants
include benzodiazepines,* dival-
proex sodium,*?3” and cognitive be-
havioral therapy (CBT).*® Benzo-
diazepine treatment can be quite
helpful when acute, rapid relief of
panic attacks is needed or before
antidepressant effects have become
evident. The benzodiazepine may
be gradually discontinued once the
antidepressant begins to work.

OCD AND DEPRESSION

A number of antidepressants can
effectively treat OCD, including the
SSRIs.*#! Because the agents treat
both depression and OCD, mono-
therapy with or without behavioral

Table 5. DSM-1V diagnostic criteria for major depressive disorder, recurrent

A.

Presence of two or more major depressive episodes (see Table 4). Note: To
be considered separate episodes, there must be an interval of at least two
consecutive months in which criteria are not met for a major depressive
episode.

. The major depressive episodes are not better accounted for by a schizoaffec-

tive disorder and are not superimposed on schizophrenia, schizophreniform
disorder, delusional disorder, or psychotic disorder not otherwise specified.

. There has never been a manic episode, a mixed episode, or a hypomanic

episode. Note: This exclusion does not apply if all of the maniclike, mixed-
like, or hypomaniclike episodes are substance- or treatment-induced or are
due to the direct physiologic effects of a general medical condition.

DSM-1V, Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition.

Adapted from American Psychiatric Association. Diagnostic and Statistical Manual of Mental Disorders.
4th ed. 1994

Table 6. DSM-1V diagnostic criteria for dysthymic disorder

A.

H.

Depressed mood for most of the day, for more days than not, as indicated
either by subjective account or observation by others, for at least two years.
Note: In children and adolescents, mood can be irritable and duration must
be at least one year.

. Presence, while depressed, of two (or more) of the following:

Poor appetite or overeating.

Insomnia or hypersomnia.

Low energy or fatigue.

Low self-esteem.

Poor concentration or difficulty making decisions.
6. Feelings of hopelessness.

PN =

. During the two-year period (one year for children and adolescents) of the

disturbance, the person has never been without the symptoms in Criteria A
and B for more than two months at a time.

. No major depressive episode (see Table 4) has been present during the first

two years of the disturbance (one year for children and adolescents); ie, the
disturbance is not better accounted for by chronic major depressive disor-
der, or major depressive disorder in partial remission. Note: There may have
been a previous major depressive episode provided there was a full remis-
sion (no significant signs or symptoms for two months) before development
of the dysthymic disorder. In addition, after the initial two years (one year in
children and adolescents) of dysthymic disorder, there may be superim-
posed episodes of major depressive disorder, in which case both diagnoses
may be given when the criteria are met for a major depressive episode.
There has never been a manic episode, a mixed episode, or a hypomanic
episode, and criteria have never been met for cyclothymic disorder.

The disturbance does not occur exclusively during the course of a chronic
psychotic disorder, such as schizophrenia or delusional disorder.

. The symptoms are not due to the direct physiologic effects of a substance

(eg, a drug of abuse, a medication) or a general medical condition (eg,
hypothyroidism).

The symptoms cause clinically significant distress or impairment in social,
occupational, or other important areas of functioning.

Specify if:

Early onset: If onset occurs before age 21.
Late onset: If onset occurs at age 21 or after.

DSM-1V, Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition.

Adapted from American Psychiatric Association. Diagnostic and Statistical Manual of Mental Disorders.
4th ed. 1994.%
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therapy may be sufficient.
Medication should be given at
an appropriate dosage for an ample
amount of time. Unlike depression,
which may remit in four to six
weeks, OCD can require 12 weeks
of treatment at doses higher than
those recommended for depression.
To increase the response to mono-
therapy, potentiation strategies in-
clude the introduction of buspirone,
neuroleptics, TCAs, trazodone, lith-
ium, or benzodiazepines.*>* If treat-
ment with an SSRI improves symp-
toms of OCD but not those of
depression, options include chang-
ing to a different SSRI or adding a
low-dose noradrenergic antidepres-
sant, such as desipramine (of which
blood levels must be frequently mon-
itored).** Finally, electroconvulsive
therapy* or psychosurgery** may be
an option when other treatments fail.

SOCIAL PHOBIA AND DEPRESSION

Like the other comorbid depression
and anxiety disorders, social pho-
bia with depression is treated with
antidepressants. First-line treat-
ment should be with an SSRI** be-
cause they have few adverse reac-
tions. MAOIs treat social phobia
more effectively than do TCAs.*
Buspirone* is also effective. In
patients in whom monotherapy is
ineffective, benzodiazepines*” and
-blockers*”*¢ may be helpful addi-
tions. As with the other anxiety dis-
orders, treatment of social phobias
may include CBT, which can be used
to address significant misinterpre-
tations and cognitive distortions.3®
For intermittent phobias (eg, pub-
lic speaking), the clinician should
consider the use of -blockers or
benzodiazepines as needed. &
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