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Editor’s Note

Taking Stock

Maura Griffin

Ithough Wbmen’s Health in Psychiatry is a relatively new publication, we have received a
considerable amount of positive feedback from our readers. We are pleased to continue to
bring you practical advice about the diagnosis and treatment of a wide variety of disorders,
including conditions that are often underdiagnosed or undertreated in women.

Our goal is to help busy psychiatrists keep up-to-date on the clinical aspects of women’s
mental health. To that end, Wbmen’s Health in Psychiatry provides practitioners with current and
authoritative clinical information about the full spectrum of psychiatric conditions that affect
women throughout their lives.

The Editorial Board of Women’s Health in Psychiatry, comprising experts in the field, is integral
to the success of the journal. Members conduct peer reviews, write articles, and make suggestions for
article topics, authors, and new departments. Above all, the Editorial Board offers insight into the
challenges facing psychiatrists in today’s health care system and guidance on how to make \Women’s
Health in Psychiatry a valuable tool in your practice. We are truly appreciative of their efforts.

We would like to hear more from you. At Women’s Health in Psychiatry, we believe that our
readers can provide valuable insights and help us better meet your needs. Your suggestions are
important to us. If you have an opinion on something you read in Women’s Health in Psychiatry, why
not share it with us? Is there a psychiatrist that you would like us to interview in our “Meet the
Expert” column? Please feel free to send us your comments or suggestions; we can be reached at
Women’s Health in Psychiatry, 1515 Broad Street, Bloomfield, NJ 07003-3002; by e-mail at
whpsychedition@jobsonmedical.com; or by fax at (973) 954-9304.

We hope that you will enjoy this issue and future issues of WWomen’s Health in Psychiatry, which we
are able to bring to you through a complimentary subscription graciously arranged by Cephalon.
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Depression and Anxiety
in Cancer Patients

A Focus on Breast and Gynecologic Cancer

Pamela ]. Netzel, MD; Shirlene M. Sampson, MD; Maria 1. Lapid, MD;
Katherine M. Moore, MD; Teresa A. Rummans, MD

The misconception that depression is a normal reaction to having
cancer commonly results in untreated depression. Diagnosing
depression in the cancer patient is also complicated by the overlap
of symptoms of depression with somatic symptoms due to cancer and
the side effects of treatment. In addition, women with breast and
gynecologic cancer are faced with unique psychological and social
challenges, including issues related to sexuality and loss of fertility.
In this article, Dr. Netzel and colleagues review the many facets of
depression in cancer patients and the effectiveness of various

Female gender is a known risk fac-
tor for depressive and anxiety disor-
ders. The lifetime prevalence for any
mood disorder or anxiety disorder in
the general population is 21% and
29%, respectively. Women havea 1.5-
fold increased risk of a mood disorder
and a 1.6-fold increased risk of an anx-
iety disorder over their lifetime, com-

antidepressants and forms of psychotherapy for this population.

espite the increasing awareness of depression and
anxiety in the medically ill, diagnosis and treat-
ment of these disorders in the cancer patient con-
tinues to be a challenge. It is estimated that
depression goes unrecognized about 50% of the time
in hospitalized medical oncology patients.>2 In primary
care settings, depression fails to be recognized at simi-
lar rates.>® It is even more problematic in minority
women with breast or gynecologic cancer, a population
in which only 12% of patients with major depression
are receiving antidepressant medicationsand 5% are in
a cancer support group or receiving counseling.®
Even if a diagnosis of depression is made, the mis-
conception that depression is a normal reaction to hav-
ing cancer can result in depression remaining untreated.
Diagnosing depression in the cancer patient is also com-
plicated by the overlap of symptoms of depression with
somatic symptoms due to cancer and the side effects of
treatment. Patients’ reluctance to discuss emotional is-
sues with their physician and fear of stigmatization may
be an obstacle in recognizing psychi-

pared to men.” As measured in various
studies, the prevalence of depression
in breast cancer patients ranges from 10% to 32%, and
the difference in rates is likely due to factors including
study design, diagnostic criteria, stage of cancer, and
treatment type. Gynecologic cancer, including cervi-
cal, vulvar, uterine, and ovarian cancer, has received less
attention than breast cancer, and the literature is sparse
regarding psychiatric illness in gynecologic cancer pa-
tients. A review of 13 studies by Thompson and Shear
found rates as low as 4% for severe depressive symp-
toms and as high as 90% for mild symptoms.® The
prevalence of anxiety disorders is higher in women with
gynecologic cancer compared to the general popula-
tion, but specific rates have not been well studied.
The level of psychological distress associated with
a diagnosis of cancer depends on many factors, includ-
ing biological, psychological, and social variables (Table
1). In the medically ill population, the severity of the
iliness, regardless of the underlying cause, is the fac-
tor most closely correlated with the frequency of de-
pressive symptoms.® Patients with early-stage breast

atric illness, and practical concerns,
such as the increasing time constraints
of physicians, have become more per-
tinent in recent years.

The authors are affiliated with the Department of Psychiatry and Psychology, Mayo
Clinic, and are on the faculty of the Mayo Clinic College of Medicine in Rochester,
Minnesota. Dv. Rummans is Professor of Psychiatry; Drs. Netzel, Sampson, Lapid,
and Moore are Assistant Professors of Psychiatry. Dr. Sampson is also a member of
the Editorial Board of Women'’s Health in Psychiatry.
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PRIMARY

POINTS

Depression in Cancer Patients

» Mistaken beliefs about what constitutes a “normal’ reaction to a diagnosis of cancer can
interfere with recognition and treatment of depression.

« Diagnosis is further complicated by an overlap of somatic cancer and cancer-treatment
symptoms and depressive symptoms; evaluating for nonsomatic symptoms can be helpful.

« Untreated depression may impact cancer progression and disease-free survival.

» Antidepressant medication regimens must be carefully reviewed for potential drug
interactions with cytotoxic and hormonal chemotherapies.

physical distress associated with cancer.

« Individual and group psychotherapeutic interventions can reduce the psychosocial and

cancer have rates of depression similar to those of
women in the general population, but the rate increas-
es significantly as the disease progresses and the level
of disability increases.®*3 Women who require a sur-
gical oophorectomy may also be at higher risk for
depression due to the rapid cessation of estrogen pro-
duction.'* Other factors associated with an increased
risk for major depression in women with cancer
include a history of depression, substance use, age
younger than 50, and poor social support (Table 2).1°
Pain increases the risk for depression, although the
causality between depression and pain remains con-
troversial.*> A focus on pain relief is essential,
given that the majority of advanced cancer patients
will experience pain on an ongoing basis, resulting in
a significant reduction of quality of life.

DIAGNOSIS

Sadness, grief, fear, worry, and anger are normal reac-
tions to having cancer, but it is important to differen-
tiate an appropriate reaction from a mood or anxiety
disorder that requires intervention. Although the so-
matic symptoms outlined in the DSM-IV-TR are the
standard for diagnosing depression’ (Table 3), in can-
cer patients symptoms of depression such as fatigue, de-
creased appetite, weight loss, poor concentration, and
poor sleep may be directly related to the cancer and the
effects of treatment.*® Evaluating for nonsomatic symp-
toms, including a decline in interest, anhedonia, feel-
ings of irrational guilt, worthlessness, or hopelessness,
and suicidal ideation, may be especially helpful.*®

Various strategies have been developed to address
the challenge of diagnosing depression and anxiety in
the cancer patient, but there is not yet a standardized
method.™® One approach is “exclusive,” meaning that
it increases specificity by eliminating symptoms of fa-
tigue and anorexia from the list of nine symptoms for
adiagnosis of major depressive illness used in the DSM-
IV; thisapproach is used primarily for research. Anoth-
er approach is “inclusive” and recognizes any symptom
of depression even if it may be due to the underlying
disease. Clinically, the inclusive approach is the most
useful, since the sensitivity is high and there is less risk
of failure to recognize depression. Simply asking the
question “Are you depressed most of the time?” has
been shown to be about as reliable as self-report scales
and was found to correctly identify depression in all
patients in a study of 197 terminally ill cancer pa-
tients.®® This single question is not a replacement for
a thorough evaluation, but it serves as a useful screen-
ing tool.

A clinician evaluating a cancer patient with de-
pressive symptoms also needs to be alert to the poten-
tial medical causes of psychiatric symptoms, especially
given the medical comorbidities in this population.
Thyroid dysfunction, adrenal insufficiency, renal im-
pairment, anemia, electrolyte disturbances, infection,
and metastases to the brain should be part of the dif-
ferential diagnosis.

The list of medical illnesses that can mimic anxi-
ety disorders is extensive, but some of the more com-
mon causes in cancer patients include the toxic and

8 Women’s Health in Psychiatry
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withdrawal effects of drugs, neurologic disorders, car-
diac disease, hyperthyroidism, and pulmonary disor-
ders. As with depression, there may be overlap in
anxiety symptoms and cancer-related somatic symp-
toms such as gastrointestinal symptoms, poor concen-
tration, or sleep disturbance. Anxiety is often anormal
reaction to the emotional stress of receiving a diagno-
sis of cancer, the fear of undergoing cancer treatment,
and trying to cope with the progression of the illness.
Anxious mood, irritability, intrusive thoughts about
the future, insomnia, poor concentration, and loss of
appetite may be normal and transient reactions, but if
the symptoms persist or disrupt a person’s function-
ing, then intervention is important.

Some medications used to treat cancer and cancer-
related symptoms can produce depression and anxiety.
Among these are chemotherapeutic agents, cortico-
steroids, and opioid analgesics. Even a hormonal ther-
apy like tamoxifen may precipitate depression, although
the data on the association of tamoxifen with depres-
sion are mixed.%® Corticosteroids are well known for
their potential to create psychiatric symptoms, with
mood disturbances reported to occur in 3% to 50% of
patients treated with corticosteroids.?®?* Analgesics, in-
cluding narcotics, have also been associated with mood
changes in some patients. Eliminating these agents,
when possible, or reducing the dosage may be helpful.

Depression and anxiety may also be symptoms of
cancer itself, as seen in patients with pancreatic can-
cer, carcinoid tumor, or related paraneoplastic syn-
drome. In such cases, direct treatment of the cancer
may improve the depression and anxiety.

Psychosocial Issues and Sexual Dysfunction
Women with breast and gynecologic cancer are faced
with unique psychological and social challenges, in-
cluding issues related to sexuality, loss of fertility, and,
in some circumstances, concerns about familial inher-
itance. Social stigma may worsen the sense of social
isolation, and feelings of guilt and self-blame are not
uncommon, especially in patients with cervical cancer.
Multiple factors may interfere with sexual function-
ing, such as fatigue, pain, nausea, and vomiting. Surgi-
cal treatment for breast and gynecologic cancer often
results in permanent disfigurement with associated
changes in body image, reduced feelings of femininity,
and lowered self-esteem. When treatment for gyneco-
logic cancer requires a radical hysterectomy and pelvic

TABLE 1. FACTORS DETERMINING RESPONSE
TO THE DIAGNOSIS OF BREAST OR
GYNECOLOGIC CANCER

Biological

Cancer stage

Type of treatment

Presence of pain

Comorbid medical illness

Family history of psychiatric illness
Infertility due to treatment

Psychological

Psychiatric history

Coping mechanisms

Personality type

Premorbid level of functioning

Developmental stage and disruption of life goals
Sexual dysfunction

History of sexual or physical abuse

Social

Level of suppart from family, friends, and coworkers
Availability of medical care

Financial concerns

Recent losses

Dynamics of family relationships

Adapted from Somerset et al."

exenteration, the most extreme surgical intervention, all
areas of sexual functioning can be affected. Sixty-six per-
cent of women reported sexual dysfunction six months
after radical pelvic surgery, and 15% of women in one
study never resumed intercourse, while in another study
82% of women younger than 50 who were also treated
with radiotherapy reported sexual dysfunction.?22% Long-
term breast cancer survivors have also been found to have
poorer sexual functioning compared to women with no
history of cancer.? Overall, education of both the patient
and her partner regarding the potential sexual side ef-
fects of treatment may be beneficial. Antidepressants are
commonly associated with sexual dysfunction, but treat-
ment of depression and anxiety may also improve sexu-
al function, especially in patients who have decreased
libido secondary to their psychiatric illness.

Women’s Health in Psychiatry
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Cancer Incidence, Progression, and Survival

An ongoing debate exists regarding the association of
psychiatric symptoms with cancer incidence, progres-
sion, and mortality. Feelings of hopelessness and help-
lessness, lack of a “fighting spirit,” and depression have
been examined independently as variables in cancer risk
and progression. The lay media have given attention to
these issues, which has been beneficial in educating the
public regarding the importance of psychological fac-
tors in the treatment of cancer, but this has also left
some women feeling guilty that they are to blame for
their cancer or its progression because they have been
unable to maintain a positive attitude.

The scientific literature has defined helplessness
and hopelessness differently than the absence of a fight-
ing spirit. Patients who feel helpless tend to believe
their efforts at making change will have minimal im-
pact and feel a loss of control over their lives. Hope-
lessness is characterized by pessimism regarding the
future and a belief that nothing positive can occur,
which may then lead a patient to avoid situations where
a good outcome is expected.

The absence of a positive attitude or fighting spir-
it is not equivalent to hopelessness and helplessness.
In one study, feelings of helplessness and hopelessness
soon after diagnosis were shown to have a significant
negative effect on disease-free survival for women with
breast cancer at five- and 10-year follow-up. In con-
trast, having a fighting spirit was not associated with
any change in survival in the same group of patients.
These findings emphasize the importance of assessing
patients for feelings of helplessness and hopelessness.?®

The data regarding the effect of depression on can-
cer incidence and progression are mixed. The risk of
breast cancer was significantly increased among women

TABLE 2. RISK FACTORS FOR DEPRESSION IN
WOMEN WITH CANCER

e History of depression

e Substance use

¢ Age younger than 50

e Poor social or marital support
e Pain

¢ Advanced disease

e Poor level of functioning

e Surgical menopause

Adapted from Somerset'®and Chochinov.?

with major depression in an analysis covering a 13-year
period in Baltimore area residents, but no association
was found for cancer in general.?® The data are gener-
ally stronger supporting an association of depression
with cancer progression than with incidence, but a
comparison of studies is difficult because of method-
ologic differences.® The increased risk of poor compli-
ance with cancer treatment in depressed patients may
be one factor in the association of depression with can-
cer progression and survival. Biological mechanisms
have been proposed involving altered immune func-
tion secondary to dysregulation of the hypothalamic-
pituitary-adrenal axis, although a detailed discussion
is beyond the scope of this article.2?

Suicide
It is uncommon for cancer patients to commit sui-
cide, but their suicide rate is still twice that of the
general population rate of 12 per 100,000 in the Unit-
ed States.?” The risk is greatest in patients with ad-
vanced disease, uncontrolled pain, delirium, depression,
substance use, hopelessness, helplessness, or a sense of
loss of control. Women are at significantly lower risk
for suicide than are men, although the breast and gy-
necologic cancer population has not been specifical-
ly studied.?”-%® A mistaken belief is that it is normal
for a person with cancer to feel hopeless. However,
pervasive hopelessness and despair is of concern even
in a patient with terminal cancer. It is possible for a
person to remain hopeful about certain aspects of her
life even if she knows she will not survive her cancer.
Hopelessness is strongly linked to suicide risk and
has been found to be a stronger predictor of suicide
than depression.%0-32

If a patient expresses suicidal ideation or a wish
for a hastened death, the clinician should first perform
a thorough evaluation and treatment for a depressive
disorder and give attention to any symptoms that may
be exacerbating her mood, such as pain, nausea, fa-
tigue, dyspnea, or anxiety. The patient should be as-
sured that care will continue; maintenance of the
therapeutic alliance is essential. A second opinion may
be necessary, especially if the patient’s safety becomes
a concern.?’

TREATMENT
Treatment of depression and anxiety in patients with can-
cer may include antidepressant therapy, psychotherapy,

10 Women’s Health in Psychiatry

September 2006



Netzel et al: Depression and Anxiety in Cancer Patients

and interventions to remove or modify offending agents
or conditions contributing to psychiatric problems.

Choosing an Antidepressant

Choosing an antidepressant involves consideration of
multiple factors and needs to be tailored to the indi-
vidual patient, depending on any previous history of
antidepressant response, the side effect profile of the
proposed antidepressant, and the patient’s comorbid
medical illnesses. The patient’s medication regimen
needs to be carefully reviewed given the potential for
drug interactions, including patients taking cytotox-
ic and hormonal chemotherapies. For example, tamox-
ifen is metabolized by the 3A4 isoenzyme of the liver
cytochrome P-450 system, and antidepressants that do
not inhibit this isoenzyme—such as citalopram, esci-
talopram, paroxetine, venlafaxine, bupropion, and mir-
tazapine—may be preferred.®® The medication side
effect profile is an important factor in selection of a
medication, with particular attention given to avoid-
ance of side effects that exacerbate preexisting prob-
lems. Selection of an antidepressant that targets specific
symptoms such as anorexia, fatigue, hot flashes, or in-
somnia may also guide treatment.

Tricyclic antidepressants (TCAS) are the best studied
antidepressants in the cancer population, but they are
infrequently used because of adverse effects, especial-
ly in medically ill patients who may be more vulner-
able to anticholinergic side effects.

Selective serotonin reuptake inhibitors (SSRIs), which
include fluoxetine (Prozac), sertraline (Zoloft), parox-
etine (Paxil), citalopram (Celexa), and escitalopram
(Lexapro), have become first-line treatment. SSRIs may
be associated with nausea, sedation, insomnia, sexual
dysfunction, headaches, and akathisia but are general-
ly well tolerated and are relatively safe in overdose.

Serotonin-norepinephrine reuptake inhibitors (SNRIS)
including venlafaxine (Effexor) and duloxetine (Cym-
balta) are also effective in the treatment of both depres-
sion and anxiety and have the additional benefit of
treating neuropathic pain.

Mirtazapine (Remeron) often causes sedation and
increased appetite, although this can be a favorable side
effect in the cancer patient who has sleep disturbance
and anorexia. Agranulocytosis is a rare effect of mir-
tazapine but needs to be considered, especially in the
immunosuppressed population.

Bupropion (Wellbutrin) has been associated with in-

TABLE 3. SYMPTOMS OF DEPRESSION*

e Depressed mood
 Reduced level of interest or pleasure in most or all activities

e Difficulty falling or staying asleep, or sleeping more
than usual

e Change in appetite or weight

e Behavior that is agitated or slowed down (as observed
by others)

¢ Reduced energy or fatigue
e Feelings of worthlessness or guilt
¢ Reduced concentration or indecisiveness

e Thoughts of death, suicide, suicide plan, or suicide
attempt

*Criteria for major depressive episode: five (or more) of the symptoms above
(must have the first or second symptom on the list) present for at least two
weeks and causing significant impairment.

Adapted from Diagnostic and Statistical Manual of Mental Disorders—Text
Revision (DSM-IV-TR)."

somnia, tremor, headaches, and seizures and generally
is ineffective in treating comorbid anxiety disorders.
However, it is a good option for patients with depres-
sion who want to avoid sedation, weight gain, or sex-
ual dysfunction. All antidepressants are associated with
sexual dysfunction. However, bupropion and mirtaza-
pine have been reported to have the fewest sexual side
effects. The incidence of sexual dysfunction is already
high in this population, especially in gynecologic can-
cer patients, so choosing an antidepressant without ad-
verse sexual effects may be an important consideration
(Table 4).%

The treatment of hot flashes is an additional benefit
of some antidepressant medications. Chemotherapy;, ta-
moxifen, and surgical treatment involving oophorecto-
my result in premature menopause and hot flashes. These
are often disruptive to daily functioning, but the use of
hormone replacement therapy is no longer recommend-
ed, especially in patients with breast cancer.3* Venlafax-
ine, fluoxetine, paroxetine controlled-release, and
citalopram have been shown to be effective in reducing
hot flash symptoms.3>38 Some evidence suggests that
gabapentin (Neurontin), which is an anticonvulsant most
often used for seizures and neuropathic pain, or mirtaza-
pine may reduce hot flashes.3%4°

Antidepressants generally take three to six weeks

Women’s Health in Psychiatry
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ports the use of methyl-

TABLE 4. PSYCHOTROPICS COMMONLY UTILIZED TO TREAT CANCER PATIENTS phenidate for the treatment of
Drug Usual Daily Dose (mg)* depression, including im-

provement of energy, arousal,

Selective serotonin reuptake inhibitors

Fluoxetine
Sertraline
Paroxetine
Citalopram
Escitalopram

concentration, appetite, and

10-60 cognitive function.**3 A psy-
50-200 chostimulant may also im-
10-40 prove the analgesic effect of
20-40 narcotics in advanced cancer
5-30 patients.**4 \When using a

psychostimulant, monitoring

Serotonin-norepinephrine reuptake inhibitors

of blood pressure and heart
75-225 rate is important, especially in

response.
10ff-label use.
Adapted from Somerset'®and Chochinov.?”

*General dosing ranges are provided, but both lower and higher doses may be used based on tolerance and clinical

Venlafaxine . . .
Duloxetine 20-60 patients with hypertension or
an unstable cardiac rhythm.
Dopamine-norepinephrine reuptake inhibitors In the treatment of anxi-
Bupropion 100-300 ety (_Jllsorders, m_cludlng gen-
eralized anxiety, panic
Noradrenergic and specific serotonergic antidepressants disorder, posttraumatic stress
Mirtazapine 75.30 d_|sorqler, obsesswe-c_ompul-
sive disorder, and anxiety due
Serotonin antagonist reuptake inhibitors to a general medical condi-
Trazodone 50-200 t_|on, t_he SSRIsand SNRIs are
first-line agents. Among the
Tricyclic and related cyclic antidepressants newer antidepressants, mir-
Nortriptyline (monitor for therapeutic blood level) 10-100 tazapine also reduces anX|et_y
o : . symptoms. The benzodi-
Desipramine (monitor for therapeutic blood level) 25125 - . . .
Amitriptyline 25 175 azepines provide rapid relief
/ of anxiety and may be used
. antidepressants, either tem-
t - l
Methylphenidate >0 porarily or until the patient
Benzodiazepines has a therapeutic response to
the antidepressant. Long-
Lorazepam 1-3 . .
Cl 059 term use of benzodiazepines
onazepam - may also be necessary.
Alprazolam 0.5-3
Diazepam 10-30 Clinical Studies in

Cancer Patients

Despite the rapid increase in
availability of antidepressants
in recent years due to the in-

to exert a therapeutic effect, but if a more rapid re-
sponse is needed, a psychostimulant such as methyl-
phenidate should be considered. Although randomized
trials have not been conducted and use of methyl-
phenidate for depression is off-label, the literature sup-

troduction of novel agents,
few studies have examined the use of antidepressants
in the treatment of cancer patients. A recent study by
Roscoe et al randomized women with breast cancer to
paroxetine or placebo and found paroxetine to be sig-
nificantly more effective than placebo in the treatment
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of depression, but not fatigue.*® A double-blind place-
bo-controlled trial of fluoxetine and desipramine, which
included 40 women with depression and advanced can-
cer (75% had breast cancer), found both antidepres-
sants to be effective and well tolerated.*” Among the
SSRIs, fluoxetine has been examined in 163 advanced
cancer outpatients in a randomized, double-blind,
placebo-controlled trial and has resulted in overall im-
provement in quality of life and depressive symptoms.*
Paroxetine (Paxil) and amitriptyline have been found
to be equally effective in treating depressive symptoms
in breast cancer patients in a multicenter, randomized,
double-blind, parallel-group study.*® Alprazolam has
been compared to progressive muscle relaxation in the
treatment of depressive and anxiety syndromes in a
randomized nonblinded study in which both treat-
ments were found to be effective, but alprazolam pro-
duced a more significant and rapid response.>

Psychotherapeutic Interventions
Psychotherapeutic interventions using behavioral, sup-
portive, and educational approaches with individuals
and groups have been examined in the treatment of
cancer patients. Behavioral and educational approach-
esare structured interventions that teach patients ways
to improve their quality of life.>! Behavioral therapy
helps patients with symptom management and setting
goals, and it generally increases their sense of control
over their treatment. Educational groups give patients
a better understanding of their illness and treatment
through providing information.'° Supportive therapy
encourages patients to discuss their feelings, thoughts,
and the effects cancer has had on their lives. Group in-
terventions are often able to incorporate all of these ap-
proaches and have been the primary psychotherapeutic
modality used in the treatment of cancer patients.

A pivotal study by Spiegel et al in 1989 was the
first to show that group therapy resulted in a signifi-
cantly prolonged survival. Women with metastatic
breast cancer were randomized to receive either rou-
tine care or weekly supportive group therapy for one
year, and the participants in the group therapy sur-
vived 36 months, compared to 18 months in the con-
trol group.> A more recent study by Fawzy et al in
2003 demonstrated an improvement in survival among
malignant melanoma patients treated with a struc-
tured group intervention, but other studies have not
supported these findings, including several random-

ized trials with metastatic breast cancer patients.>*%

Evidence exists to support the use of both individ-
ual and group interventions to reduce the psychosocial
and physical distress associated with having cancer.
Improvement in anxiety and depressive symptoms, in
addition to improved adjustment to the illness, was
found in gynecologic cancer patients who received ei-
ther structured group or individual psychotherapy.®
Several randomized studies have shown similar results
with group therapy in breast cancer patients.>*57%8 |n
younger women with early-stage breast cancer, educa-
tional and nutritional interventions have resulted in
patients having fewer concerns regarding cancer recur-
rence and mortality, a decrease in intrusive thoughts,
and positive changes in self-perception.>® Although
cognitive behavioral therapy has been shown to be ef-
fective for depression in general, it has not been well
studied for depression in cancer patients. However, a
recent meta-analysis did find that cognitive behavioral
techniques were effective in reducing distress and pain
specifically in breast cancer patients.®

CONCLUSION

Depression and anxiety are frequently encountered by
women with breast and gynecologic cancer, but the di-
agnosis, unfortunately, is often missed. As a result, the
quality of the patient’s life suffers, and the ability to
cope with cancer and its treatment is diminished. Psy-
chotherapeutic interventions and medications that can
be effective in treating depression and anxiety exist and
should be aggressively pursued. ¢
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Excessive Sleepiness in \WWomen

Evaluating Complaints of
“I'mso tired...” in Clinical Practice

Mary O’Malley, MD, PhD

Although extremely common, excessive sleepiness is a challenge to
diagnose because several sleep disorders may be causing the problem.
A careful history and physical examination, along with sleep
questionnaires and polysomnography, may belp yield an accurate
diagnosis. The most common cause of excessive sleepiness is lack of
sleep, often due to a woman’s busy lifestyle. Another cause is
obstructive sleep apnea, which can in turn cause cardiovascular
disease. Periodic limb movement disorder also disrupts sleep and
contributes to sleepiness. Other culprits include narcolepsy and shift
work sleep disorder. Sleepiness can also occur during pregnancy or

menopause.

very day around the world, patients present with

complaints of feeling tired, and the variations on

the theme are seemingly endless. A recent sur-

vey found that one of every five women report-
ed significant problems with sleepiness, fatigue, or
both.12 Symptoms of sleepiness and fatigue greatly di-
minish the perception of good health and quality of
life.>® Indeed, both are common counterparts of un-
derlying sleep disorders and of medical and psychiatric
illnesses such as depression. Further, sleepiness and fa-
tigue have been shown to be risk factors for depressive
illness, alcohol abuse, and cardiovascular disease, among
other illnesses.*® Clinicians can identify the clinical-
ly significant symptoms more quickly and easily if they
understand the nature of sleepiness, fatigue, and the
spectrum of psychiatric symptoms that overlap with
these conditions.

USE THE RIGHT TERMS: SLEEPINESS OR FATIGUE?
Using clinically meaningful terms is essential to an ac-
curate diagnostic assessment of “I'm tired.” Sleepiness
is a universally understood feeling

sire, the need to sleep is experienced
regularly and clearly. Nodding off
while reading a book at bedtime isan
appropriate expression of the sleep
drive. In contrast, feeling drowsy every
time you sit down to read a book for
more than a few minutes—or while
driving a car—is not normal, but
rather, clinically significant excessive
sleepiness.

Sometimes the word tired is used
to indicate fatigue rather than sleepi-
ness. Fatigue, or the desire for rest, is a normal result
of sustained effort. Mental and emotional fatigue also
occur normally after a stressful experience and should
remit with time off. After climbing several flights of
stairs, you may need to pause to rest. Acute fatigue is
normal and resolves after an appropriate period of re-
cuperation. In contrast, symptoms of chronic fatigue
are not alleviated with rest—or sleep—and like exces-
sive sleepiness, chronic fatigue is a clinically signifi-
cant problem. Chronic emotional or mental fatigue is
evident when you feel drained or emotionally fragile
constantly. Though fatigue is one of the most common
presenting complaints in primary care practice, dis-
covering its etiology is often difficult. The majority of
medical and psychiatric illnesses can cause chronic fa-
tigue, and in some cases, the fatigue is the most debil-
itating aspect of the disease. Unfortunately, there are
no diagnostic tests that allow fatigue to be objective-
ly measured, and there are no medications that are in-
dicated specifically for symptoms of fatigue. There are
however, validated subjective rating scales that are use-

that accompanies the drive to sleep.
Just like thirst, hunger, or sexual de-

Connecticut.
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PRIMARY

POINTS

Excessive Sleepiness in Women

« Sleepiness refers to the drive to sleep, whereas fatigue refers to the desire for rest that
occurs after a sustained effort. It is important to distinguish between these two terms
when evaluating complaints of sleepiness.

« Sleepiness improves (is masked) with increased physical activity and is increased
(unmasked) during a sedentary state. Fatigue is exacerbated with physical activity
and improves with sedentary time.

* Assessment involves a careful sleep history, questionnaires about sleep habits and
sleepiness, and polysomnography.

* The most common cause of sleepiness is sleep deprivation.

« Sleep-disordered breathing, narcolepsy, shift work sleep disorder, and restless legs
syndrome are underlying sleep disorders that may cause excessive sleepiness.

ful screening tools in clinical practice, and these scales
may also provide a barometer of the patient’s response
to treatment. When fatigue is chronic, it often becomes
the most debilitating aspect of an illness such as mul-

monly held beliefs that people may use to dispel any
concern that their sleepiness symptoms are abnormal.
In fact, sleepiness is a physiologic drive that begins to
build from the moment you wake up (Figure 1).22 Our

tiple sclerosis or depression.
Treatments aimed at reducing
fatigue or its impact—med-
ications, physical activity,
adequate sleep—have been
developed out of necessity to
improve patients’ level of
functioning. This article will
focus on the assessment of
sleepiness in women. Treat-
ment will be discussed in a
future issue. For further dis-
cussion of the clinical manage-
ment of fatigue, the reader is
referred to reviews in the cur-
rent literature.01!

SIGNS AND SYMPTOMS OF
EXCESSIVE SLEEPINESS

A common and prevailing
myth is that situations or be-
haviors cause sleepiness. “I get
sleepy when I’'m bored” and “I
can’t stay awake when | ride
the bus/train/car” are com-

FIGURE 1. SLEEP AND WAKE DRIVES ACROSS THE 24-HOUR DAY
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The sum of these opposing drives determines the propensity for wakefulness. Sleep
drive is reduced by sleep in a time-dependent manner. Undersleeping will result in
residual sleep drive carried forward—the cause of “sleep debt.”

Adapted from Edgar DM."?
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circadian rhythm induces wakefulness throughout the
day. In well-rested, healthy adults, sleepiness is evi-
dent during the “siesta” period as the drive for alert-
ness dips for a few hours, and again at night when
sleepiness becomes increasingly pressing until sleep
occurs.*® The drive for sleep is satisfied by sleep, and
with a full night’s sleep, alertness will be restored by
morning. But, if sleep is too brief or is of poor quali-
ty, the sleep drive will not be satisfied. Under these cir-
cumstances, in relaxed and comfortable situations, the
underlying sleepiness will be able to assert itself fully.
For instance, after being awake all night on call, a physi-
cian may be aware of feeling tired, but it is not until
she is driving home that she begins to struggle to stay
awake. If she nods off and collides with a guardrail or
bumps the car in front of her, the resulting adrenaline
surge will guarantee almost instant, heart-thumping
arousal as she counts her blessings to be alive. This ex-
citement will allow her to rally and remain alert again
for a while longer. With enough time to relax again,
the underlying need to sleep will eventually surface
once more.

This scenario illustrates the insidious and often
dangerous nature of excessive sleepiness. It appears that
no matter what the cause, sleepiness manifests itself as
a spectrum of changes rang-

TABLE 1. CLINICAL SIGNS OF EXCESSIVE SLEEPINESS

e |rritability, moodiness, and disinhibition
e Diminished motivation, decreased productivity
e Frontal lobe signs:
Apathy, impoverished speech, flattened affect
Impaired working memory

Inflexible thinking and impaired planning skills—an
inability to be novel or to multitask

e |mpaired insight and judgment
e |ntrusive sleepiness:
“Micro sleeps” (5 to 10 seconds) cause lapses in attention
Nodding off when sedentary
The spectrum of symptoms that manifest with increasing
amounts of sleep drive (eg, after a night with less than four

hours of sleep). Note that cognitive changes precede the
onset of nodding off and are true symptoms of sleepiness.

ever, arecent survey demonstrated that 16.1% of women
experienced excessive sleepiness, and it was associated
with obesity, alcohol dependence, physical inactivity,
and smoking.! Though polysomnographic studies in-
dicate that women have a substantially slower age-re-
lated decline in slow wave sleep and less fragmented sleep

ing from impaired cognition
to intrusive sleep episodes TABLE 2. EPWORTH SLEEPINESS SCALE (ESS)
(Table 1). The most common Situation Chance of dozing (0 - 3)
cause of sleepiness is sleep Sitting and reading 0 1 2
deprivation. Excessive sleepi- Watching television 0 1 2
ness also develops when sleep Sitting inactive in a public place—
is fragmented due to a sleep for example, a theater or meeting 0 1 2 3
disorder, When_ h_ormo_ne As a passenger in a car
gP:aggetshgrér:gigfr?;hosn;e'gr; for an hour without a break 0 1 2 3
drive, or when sleep is at- Lying down to rest in the afternoon 0 1
tempted at the wrong time Sitting and talking to someone 0 1
relative to the underlying cir- | Sitting quietly after funch
cadian rhythm. (when you have not consumed alcohol) 0 1

Women report a greater In a car, while stopped in traffic 0 1
need for sleep than men do'*; \Total Score:
they thus may be more likely _
to experience the debilitating 0= Would never doze | 2= Moderate chance gf dozing
effects of undersleeping. These 1 =Slight chance of dozing 3 =High chance of dozing
gender differences do not ap- ESS total score > 10 indicates possible excessive daytime sleepiness or sleep disorder.
pear to be related to comorbid Johns MW."® Reprinted with permission from the American Academy of Sleep Medicine.
psychiatric disorders.™> How-
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TABLE 3. STRUCTURED SLEEP HISTORY*

Sleep Period Characteristics

Identify current sleep habits

e At what time do you usually go to bed at night and get up in the morning?
e How regular is your sleep schedule? Do you work odd shifts or hours?

e |s your room dark and quiet, conducive to good sleep? (Determine whether noise, light, pets, or children visiting during
the night intrude on sleep.)

Explore sleep onset

e How long does it take you to fall asleep at night? (Normal = 15 to 30 min; < 5 min strongly suggests excessive
sleepiness; > 30 min suggests insomnia.)

e Follow-up questions: How often do you have trouble falling asleep? What prevents you from falling asleep? How long
have you had trouble falling asleep?

Characterize the extent and content of awakenings
Do you have difficulty sleeping through the night?

¢ \What awakens you (pain, shortness of breath, etc)? How often and for how long are you awake? What keeps you from
falling back asleep?

¢ \What time do you wake up in the morning? What time do you get out of bed for the day? Do you usually feel refreshed
from sleep?

Screen for specific sleep disorders
Obstructive sleep apnea

* Do you snore? Has anyone else noticed that you snore very loudly? When did you first begin to snore?
(If snoring occurs, note whether it has been increasing in intensity, and for how long.)

 Has anyone noticed that you stop breathing in your sleep? Do you find yourself choking or gasping
at all during sleep?

¢ Do you have a dry mouth, sore throat, or headaches in the morning?

Restless legs syndrome and periodic limb movement disorder

Do your legs ever feel uncomfortable when you relax in the evening or prior to sleep?

¢ Does getting up to move, stretch, or walk around relieve the feeling?

e How often does it occur? Do you have trouble falling asleep because of the need to keep moving around?
¢ Do you or your bed partner ever notice that you tend to twitch or kick during sleep?

Narcolepsy

¢ Hypnagogic hallucinations: As you are falling asleep do you ever notice unusual sights, sounds, or other sensations,
like being in a dream even though you feel awake? How often does this happen? (Occasional events are likely normal;
frequent events are not.)

e Sleep paralysis: As you emerge from sleep, do you ever feel as if you are paralyzed or stuck and can’t move your body?

e Cataplexy: Have you ever noticed that after you get strongly emotional (eg, hear a funny joke, get angry), your muscles
get weak—your knees bend, or your arm or head drops, or you have trouble speaking?

Explore the quality of daytime alertness and energy

e The patient should complete the Epworth Sleepiness Scale.

Do you ever have trouble staying alert when driving, reading, or watching TV?
¢ Have other people commented that you seem tired or sleepy?

* Patients can complete a form that includes these questions and bring it with them to their office visit.

Adapted from Durmer JS, Dinges DF,"®and Rosekind MR.™
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compared with men, women report more sleep problems
and poorer sleep quality than men do across the life span.*®
Although there are some sex differences in the prevalence
of sleep disorders, the symptoms of the disorders are not
usually sex specific.

ASSESSMENT OF SLEEPINESS

A historical review of a patient’s tendency to become
drowsy in low-stimulus conditions (eg, reading, rid-
ing as a passenger) is the best first step towards iden-
tifying physiologic excessive sleepiness. Of course,
patients do not always agree on the terms used to de-
scribe the feeling of nodding off or dozing, or they
may not recognize the feeling as sleepiness but may
rather attribute their struggle to other causes (eg,
“My eyes were tired” or “I just zoned out for a bit”).
In fact, because one of the first changes in the brain
as it heads towards sleep is to deactivate higher cor-
tical areas that generate insight, it is common for
sleepy people to be unaware of or to greatly minimize
their condition.'’ For this reason—though it is help-
ful to use subjective screening tools for sleepiness (eg,
the Epworth Sleepiness Scale; Table 2)—a detailed
clinical history is essential .*® The latter is likely to be
more accurate than subjective screening in assessing
patients for this symptom.

There are many factors that contribute to sleep
quality or its demise. To identify specific sleep disor-
ders, the clinician must take a targeted sleep history
(Table 3).13° The initial element to identify is the pa-
tient’s sleep schedule and habits. Using sleep diaries
to graphically illustrate the pattern of sleep over sev-
eral days is often invaluable. There are many sources
of prefabricated sleep diaries available for distribution
(eg, at www.sleepfoundation.org).

It is important to discover when, if ever, the pa-
tient feels she has slept well and how much sleep was
usual per night at that time. Consider, too, that every-
one has an individual hardwired circadian rhythm
that defines the preferred sleep-timing relative to ex-
posure to morning sunlight. If the patient has a his-
tory of being a “night owl,” for instance, and this was
accommodated by her college schedule but not by her
current work schedule, her sleep complaints may be
due to misalignment with her underlying circadian
rhythm. The habitual amount of sleep is also a fun-
damental factor in evaluating sleep complaints. De-
spite most people’s perception that they can “get by”

with less sleep, chronic partial sleep restriction (eg,
sleeping six hours or less per night for most adults)
leads to an insidious rise in sleepiness and impaired
higher cognitive functioning.'” Of course, the biggest
problem for many people is managing their schedule
to allow enough time to sleep. The real-life constraints
for working parents, especially women, often lead to
short-changing their time for rest, let alone sleep. To
determine if chronic sleep debt is causing significant
sleepiness, patients need to increase their total night-
ly sleep time to the level they need on a regular
basis and maintain this new sleep schedule for a min-
imum of three weeks to alleviate sleep debt before
reassessment.

Sleep assessments target two aspects of the pa-
tient’s functioning: the quality and timing of sleep,
including unwanted or disruptive behavior during
sleep (eg, snoring or nightmares), and daytime con-
sequences of poor sleep (eg, excessive sleepiness, fa-
tigue, or effects on mood and health). Questioning
with specific sleep disorders in mind can help narrow
the differential diagnosis. A comprehensive medical
and psychiatric history and examination are neces-
sary to exclude illnesses such as hypothyroidism or
depression that may be provoking secondary sleep
disorders.

CONCLUSION

Sleepiness is an insidious cause of impaired performance
that reduces the ability to partake of and enjoy the de-
tails of everyday life. It also causes real risk to life,
whether from behind the wheel or at the workplace.
Understanding the signs and symptoms of sleepiness
and using appropriate assessment tools are necessary
aspects of standard clinical practice. Underlying sleep
disorders are readily treatable and can have a huge im-
pact on the treatment of the medical illnesses that they
provoke or exacerbate. @

Treatment will be discussed in the next
issue of Women’s Health in Psychiatry.
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