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1. Which of the following is false? Patients with major
depressive disorder and comorbid medical illnesses:

a. Are rarely seen in general medical practice
b. Are likely to have nonremitting depression
c. May experience increased pain

d. May have complex symptomatology
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ACADEMIC HIGHLIGHTS

Identifying and Managing Depression
in the Medical Patient

his Acapemic HIGHLIGHTS section of The
Primary Care Companion to The Journal of
Clinical Psychiatry presents the highlights
of the series of planning teleconferences
“Identifying and Managing Depression in the Medical
Patient,” which was held in August and September
2005. This report was prepared by the CME Institute
of Physicians Postgraduate Press, Inc., and was
supported by an educational grant from Eli Lilly
and Company.

The teleconference was chaired by Maurizio
Fava, M.D., Depression Clinical and Research
Program, Massachusetts General Hospital and
Harvard University, Boston. The faculty were Larry
Culpepper, M.D., M.P.H., Department of Family
Medicine, Boston University, Boston, Mass.; David A.
Fishbain, M.D., F A.P.A., Departments of Psychiatry
and Neurological Surgery and Anesthesiology, Miller
School of Medicine, University of Miami, and the
Rosomoff Comprehensive Pain and Rehabilitation
Center, Miami, Fla.; and James M. Martinez, M.D.,
Mood Disorders Center and Menninger Department
of Psychiatry, Baylor College of Medicine,

Houston, Tex.
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and Policies, the faculty for this CME article were
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Joining this activity. The CME Institute has resolved
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research support from Abbott, Lichtwer Pharma
GmbH, and Lorex; has received honoraria from Bayer
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Lundbeck, Sepracor, and Somerset; and has received
both research support and honoraria from Aspect
Medical Systems, AstraZeneca, Bristol-Myers Squibb,
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Roche, Sanofi-Synthelabo, Solvay, and Wyeth.
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Prevalence and Burden in the Medically IlI

Maurizio Fava, M.D., stated that
depression is the second most common
chronic condition (after hypertension)
treated in general medical practice,'
making the prevalence and burden of
depression in the medically ill a sub-
stantial clinical problem. Evidence
suggests that 1 of 10 primary care pa-
tients experiences major depressive
disorder (MDD), but many cases are
unidentified or improperly treated.'
This confusion could be related to the
fact that some of the symptoms of de-
pression may overlap with those of the
concomitant medical illnesses.

Diagnosis of Depression With
Comorbid Medical Illness

Dr. Fava related that it is often diffi-
cult to distinguish depression as a pri-
mary mood disorder in a patient with
a general medical condition because
it may be viewed as secondary to the
medical illness itself. Even when de-
pression appears to be secondary,
symptoms may not resolve after the
medical condition is treated.

Further complicating diagnosis is
the concept of depression as a reactive
condition, i.e., depression is the psy-
chological consequence of the medical
illness and, therefore, viewed as less
severe and more transient in nature
than a true depressive disorder. How-
ever, some clinicians have questioned
this theory and proposed that depres-
sion in the context of a medical illness
is not a psychological consequence but,
instead, the medical illness may ex-
pose an existing, underlying mood dis-
order or may trigger a recurrence of a
preexisting mood disorder.

Dr. Fava stressed that accurate diag-
nosis can also be a challenge because

of the overlap of symptoms, such as
weight loss and fatigue, which occur in
depression as well as in many medical
illnesses such as diabetes, cancer, and
thyroid disease. The common psycho-
logical, behavioral, and physical symp-
toms associated with depression in-
clude, but are not limited to, anxiety,
low self-esteem, reduced concentra-
tion, lack of interest or pleasure, re-
duced productivity, social withdrawal,
headaches, gastrointestinal problems,
and heart palpitations (Table 1).2

Many roadblocks hinder the diag-
nosis and treatment of depression in
the medically ill, one being that pa-
tients may have certain thoughts or as-
sumptions about their depression that
may cause them to minimize the symp-
toms or not seek treatment for them.
For example, patients may think it is
normal to feel sad after developing a
specific medical condition (i.e., “Of
course you are depressed after you are
diagnosed with a tumor.”). Similarly,
clinicians may focus more on the
medical illness and view it as the only
cause of the depression. Therefore, cli-
nicians may not provide treatment for
the depression (i.e., “Treat only the
medical illness since it caused the
depression.”).

Prevalence of MDD in Patients With
General Medical Illness

Dr. Fava asserted that there is a
higher prevalence of MDD** in med-
ically ill subjects than in the normal
population.” Conversely, medical ill-
ness is a risk factor for MDD.*" Also,
the presence of depression is associated
with lower recovery rates and poorer
function in individuals with medical
illnesses.®
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Table 1. Common Psychological, Behavioral, and Somatic Symptoms of Unipolar Depression®

Psychological Symptoms

Behavioral Symptoms

Somatic Symptoms

Depressed mood

Irritability

Anxiety/nervousness

Lack of interest/motivation

Reduced concentration

Inability to enjoy things

Lack of pleasure

Hypersensitivity to rejection/criticism
Perfectionism/obsessiveness
Indecisiveness
Pessimism/hopelessness

Feelings of helplessness

Cognitive distortions

Feeling stressed

Low self-esteem/feelings of worthlessness
Excessive guilt

Thoughts of death or suicide
Thoughts of hurting other people

Crying spells

Interpersonal friction/confrontation

Anger attacks/outbursts

Avoidance of anxiety-provoking situations
Reduced productivity

Social withdrawal

Avoidance of emotional and sexual intimacy
Reduced leisure-time activities
Development of rituals or compulsions
Workaholic behaviors

Substance use/abuse
Self-sacrifice/victimization
Self-cutting/mutilation

Suicide attempts/gestures
Violent/assaultive behaviors

Fatigue

Leaden feeling in arms or legs
Sleeping too little/insomnia
Sleeping too much/hypersomnia
Decreased appetite

Weight loss

Increased appetite

Weight gain

Reduced libido/arousal difficulties
Erectile dysfunction

Delayed orgasm/inability to achieve orgasm
Headaches

Muscle tension

Gastrointestinal upset

Heart palpitations

Burning or tingling sensations

“Adapted with permission from Cassano and Fava.’

Table 2. Medical Conditions Associated With a High Rate of Depression

Alzheimer’s dementia

Cancer

Cardiac disease

Chronic fatigue syndrome

Chronic obstructive pulmonary disease
Chronic pain

Cushing’s disease

Deficiency of B,, folate, iron, or minerals
Diabetes mellitus

End-stage renal disease

Fibromyalgia

Gastrointestinal diseases

HIV/AIDS
Hyperprolactemia
Hypertension
Hyperthyroidism
Hypoadrenalism
Hypothyroidism
Illness related to medication
Multiple sclerosis
Neurological illnesses
Parkinson’s disease
Rheumatoid arthritis
Stroke

A study conducted by Wells et al.’
in 1988 showed that both the 6-month
prevalence and lifetime prevalence of
affective disorders in patients with any
medical illness were almost twice that
of individuals without medical illness.
Another study, by Koike et al.,” corrob-
orates this evidence. Patients with de-
pression and comorbid medical illness
were more likely to still have depres-
sion at 6- and 12-month follow-up than
those with only depression and no
medical illness.

Table 2 illustrates the medical con-
ditions associated with depression. Dr.
Fava highlighted the prevalence of de-
pression in individuals with cardiac
disease, especially after myocardial in-
farction (32%),'° after the first docu-
mentation of coronary artery disease
by coronary angiography (18%),"" in
the first year after heart transplant
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(17%)," and in those with congestive
heart failure (50%)." Similarly, pa-
tients with type I and type II diabetes
mellitus may have a 20% to 30%
prevalence of MDD, which is 2 or 3
times that of the general population.'*
Studies also indicate that there is a
clear association between depression
and hyperglycemia,” which may be
related to complications in diabetes
itself.'®

Findings from the Sequenced Treat-
ment Alternatives to Relieve Depres-
sion (STAR*D),"” the largest study
ever conducted on depression, showed
that a comorbid medical condition was
present in 52.8% of the 1500 patients
with MDD. This comorbidity was as-
sociated with older age, lower income,
unemployment, limited education,
longer duration of index depressive
episode, and an absence of self-

reported family history of depression.
From a clinical standpoint, Dr. Fava
acknowledged that somatic symptoms
of depression appear to be reported
at a higher rate in patients with de-
pression who have general medical
conditions than in those without such
conditions.

The Burden of MDD

The presence of depression, Dr.
Fava reinforced, has clear psychologi-
cal, behavioral, and physical effects
on patients. Psychological symptoms
may affect one’s ability to cope ef-
fectively with the medical illness; be-
havioral symptoms may interfere with
treatment adherence, nutrition, and
self-care; and somatic symptoms may
complicate the clinical picture and fur-
ther reduce physical functioning. Ac-
cording to the Medical Outcomes
Study,'® physical functioning in indi-
viduals with depressive symptoms
was better than in those with heart
disease but was worse than in those
with back problems, arthritis, diabe-
tes, and hypertension. In all patients, a
higher number of physical symptoms
increased the likelihood of having
poor physical functioning and mood
and/or anxiety disorders (Figure 1)."

According to the Global Burden of
Disease Study,” major depression is
the fourth highest cause of burden

Prim Caré-CompanionJ Clin'Psyichiatry-2005;7(6)



Figure 1. Number of Physical Symptoms Associated With Psychiatric Disorders®
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worldwide and is projected to be sec-
ond highest by the year 2020. Dr. Fava
stated that the key contributors to the
burden of depression are increased
morbidity and mortality, decreased
productivity, increased suffering by
friends and family, impaired personal
relationships, increased risk of vio-
lence toward significant others, and a
greater use of medical resources.

The morbidity of hospitalized pa-
tients reflects a direct relationship be-
tween depression and health status.”!
In a study? of acutely ill hospitalized
older patients with depression, the
patients with 6 or more depressive
symptoms were more likely to decline
in health and less likely to improve
during and after hospitalization than
the patients with fewer symptoms of
depression.

In a 16-year prospective study® of a
general population sample, an in-
creased risk of death has also been as-
sociated with the effects of depression.
This increase is especially evident in
elderly individuals with MDD, with
23.1% to 59.3% greater mortality risks
than in men and women (respectively)
without MDD.*

The Medical Outcomes Study'®
showed that patients who meet the cri-
teria for MDD, dysthymic disorder, or
both function more poorly than other
primary care patients in that they have
greater limitations in physical activi-

Prim,Car¢[CompaniomJ Clin‘Rsychiatry 2005;7(6)

ties, social activities, and occupa-
tional roles. Dr. Fava noted that
disability may be more severe in pa-
tients with depression and comorbid
conditions.

Depressive disorders affect not
only patients but also their friends,
family members, and employers.
Depressive symptoms may hinder re-
lationships by creating apathy, social
withdrawal, and libido changes and
may impair a patient’s ability to raise
children or fulfill other roles within
the family structure. Dr. Fava also
recognized the economic burden on
society, such as the diminished ability
to support oneself and others. The so-
cial effects of depression may lead to
shame and stigmatization for the pa-
tient and his or her family.

From the health care cost perspec-
tive, primary care patients with de-
pression have almost twice the annual
health care costs of patients without
the disorder.” Furthermore, a study®®
conducted in the California Medicaid
population revealed that in patients
with treatment-resistant MDD, the
health care costs were approximately
$1,000 more than in those patients
who did not experience resistance.

Conclusion

Dr. Fava emphasized that depres-
sion is a common condition among
the medically ill. Those who suffer

ACADEMIC HIGHLIGHTS

from this debilitating disorder in
addition to a medical condition are
often underdiagnosed and under-
treated. Patients who suffer from de-
pression have not only psychological
symptoms but also behavioral and
physical symptoms. These symptoms
lead to increased morbidity and mor-
tality rates, decreased productivity and
psychosocial functioning, decreased
ability to function normally with fam-
ily and friends, and an increased use
of medical resources. The burden
of depression is especially great in
patients with comorbid illness, and
conversely, the addition of medical
comorbidities in individuals with de-
pression may lead to more somatic
symptoms and more persistent depres-
sive symptoms.
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Identifying, Evaluating, and Monitoring Depression
in Patients With Medical Conditions

Larry Culpepper, M.D., M.P.H.,
said that not only is depression com-
mon among medically ill patients, but
it can be a risk factor for medical ill-
ness. One of the most consistent indi-
cators of depression is the develop-
ment of a serious medical condition.
For example, an individual who expe-
riences depression as a young adult
is twice as likely to develop cardiac
disease in late adulthood.' Likewise,
the presence of depression is also likely
to increase the risk for diabetes,’
Parkinson’s disease, and rheumatoid
arthritis; the likelihood of a first stroke
with the onset of cancer; and an overall
vulnerability to chronic medical ill-
nesses in general.’ Dr. Culpepper em-
phasized that patients with a comorbid
medical condition and major depres-
sive disorder are at a high risk of rapid
progression of the medical illness re-
sulting in a severe outcome. Therefore,
patients with medical illnesses should
be screened for depression. Physicians
should also consider several other pa-
tient characteristics besides the medi-
cal illness that may alert them to a risk
for developing depression.

Risk Factors for Depression
Besides Medical Illness

A potential risk factor for depres-
sion is an individual’s or family’s low
income. There is a consistent relation-
ship between low income and in-
creased risk for major depressive epi-
sode in communities around the world.
In a study* of 60 metropolitan or eco-
nomic areas of the United States, the
depression rate in the poorest fifth of
the population (14.9%) was more than
twice that of the wealthiest fifth (5.5%)
(Figure 2).

Family history is also an important
contributor to the risk of developing
depression. Dr. Culpepper stated that
the risk of developing major depres-
sion, anxiety, or conduct disorders in

early adulthood is 3 to 8 times higher
in people with a parent or grandparent
with depression than in those without
such a family history.” Similarly, the
early onset of a parent’s major depres-
sion (at less than 30 years old) in-
creases a child’s odds of developing
the same disorder either as a child or in
early adulthood by 7 to 13 times.’

Married individuals seem to have
twice the risk of developing major de-
pression if their spouse is depressed
than if their spouse is not depressed.®
This effect has been consistently dem-
onstrated.®®

Abuse, physical and/or sexual, is a
high risk factor for depression in
women. Dr. Culpepper noted that there
is a gradient across abuse history.
Women who have had no abuse are at
the lowest risk for developing major
depression; women with abuse in ei-
ther childhood or adulthood have a
slightly higher risk; and women who
have suffered abuse both as a child and
as an adult are at the most serious risk
for major depression across the course
of their adult life.’

Indicators of Depression

The presence of physical symptoms
is an indicator of possible depression.
Kroenke et al.'’ conducted a landmark
3-year survey of 1000 primary care
patients in the Midwest. The results
show an increased risk of mood disor-
ders being the underlying source of
symptomatology in patients with a
high number of physical symptoms.
For example, patients with 0 or 1
physical symptom have a 2% risk and
patients with 9 or more symptoms have
a 60% risk.

Evaluating Depression

Some variables must be taken into
consideration to accurately evaluate
the level of depression in the patient
and also to distinguish it from other

Prim Caré-CompanionJ Clin'Psyichiatry-2005;7(6)



Figure 2. Prevalence of Depression and Anxiety According to Income®
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Table 3. Medications That May Induce Depression®

Class

Examples

Analgesics
Antihypertensive agents

Antineoplastic drugs

Pentazocine

Clonidine, diuretics, methyldopa, propranolol,
reserpine, thiazide

Azathioprine, bleomycin, mithramycin, vinblastine,
vincristine

Antituberculotic drugs Cycloserine

Corticosteroids Cortisone

Digitalis Digoxin

Nonsteroidal Indomethacin, phenacetin, phenylbutazone
anti-inflammatory drugs

Sedatives Barbiturates, benzodiazepines

*Reprinted with permission from Gareri et al."'

disorders that may be present. One
variable in the differential diagnosis is
treatment for a preexisting medical
condition. For example, individuals
with cancer or chronic obstructive pul-
monary disease (COPD) may suffer
from fatigue or insomnia due to certain
treatments. Because these symptoms
are also related to depression, a correct
identification of the cause may be
difficult.

Another variable to consider in the
differential diagnosis is hypothyroid-
ism. Dr. Culpepper recommended that
primary care doctors should have a
low threshold for testing for hypothy-
roidism. In addition, the diagnosis of
depression may be complicated by
medications the patient is taking for
the medical illness, some of which may
induce symptoms of depression
(Table 3)."

Other psychiatric disorders also
should be considered in the differential

Prim,Car¢[CompaniomJ Clin‘Rsychiatry 2005;7(6)

diagnosis. A family history of bipolar
disorder or a personal history of cyclo-
thymia may indicate that the patient
has bipolar disorder rather than uni-
polar major depression. Also, although
anxiety symptoms are generally asso-
ciated with depression, physicians
should consider if the symptoms may
indicate a specific disorder such as
a social anxiety disorder or posttrau-
matic stress disorder.

Finally, bereavement can accom-
pany and often mimic major depres-
sion, especially in older individuals
with a history of loss.'” However, Dr.
Culpepper stressed that these are two
different processes; bereavement is a
stage of life, usually over the duration
of 2 months, which most people work
through. When individuals continue
grieving over a prolonged period of
time, they may have major depression
characterized by decreased function,
continual sadness, unlikely remarriage

ACADEMIC HIGHLIGHTS

(in spousal loss), and an overall de-
cline in their quality of life and an
increased morbidity/mortality when
evaluated at 2 years. This depression
can be reversed with treatment.

Although Dr. Culpepper said that
cognitive, affective, behavioral, and
physical symptoms can indicate de-
pression, the presence of cognitive
symptoms (e.g., lack of concentration,
negative thinking) is the most reliable
indicator. Dr. Culpepper advised that
any symptoms should be counted to-
ward the diagnosis of major de-
pression, even though there may be
alternate medical explanations. A di-
agnostic dilemma arises when there
are severe cognitive impairments, as is
the case in pseudodementia, which can
result from depression. Psuedodemen-
tia tends to develop over a period of
weeks, unlike the development of de-
mentia which usually evolves more
slowly. Patients with pseudodementia
are often concerned about their cogni-
tive ability in contrast to the indif-
ference shown by those with true de-
mentia.'? Dr. Culpepper recommended
treating individuals with apparent
pseudodementia over a month or 2
with a selective serotonin reuptake in-
hibitor or serotonin norepinephrine re-
uptake inhibitor to evaluate whether
the dementia is reversible once their
depression improves.

Screening for Depression

Screening for depression—when
coupled with active management—can
reliably lead to better response rates.
The United States Preventive Services
Task Force" now advises practitioners
to begin screening for major depres-
sion by asking 2 questions: (1) Over
the past 2 weeks, have you felt down,
depressed, or hopeless? and (2) Over
the past 2 weeks, have you felt little
interest or pleasure in doing things? If
either of these questions is answered
positively, then a second, more com-
prehensive evaluation is warranted
to identify depression in the patient.
Dr. Culpepper stated that this simple
2-question screen greatly decreases the
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Table 4. Patient Health Questionnaire-9 (PHQ-9) Symptom Checklist®

More Than Nearly
Over the last 2 weeks, how often have you been Not at All Several Days Half the Days Every Day
bothered by the following problems? 0) (1) 2) 3)
1. Little interest or pleasure in doing things Q a Q a
2. Feeling down, depressed, or hopeless a a a a
3. Trouble falling asleep, staying asleep, or sleeping too much Q a Q a
4. Feeling tired or having little energy a a a a
5. Poor appetite or overeating Q a a a
6. Feeling bad about yourself, or that you are a failure or have a a a a
let yourself or your family down
7. Trouble concentrating in things, such as reading the a a a a
newspaper or watching television
8. Moving or speaking so slowly that other people could have a a a a
noticed. Or the opposite—being so fidgety that you have
been moving around a lot more than usual
9. Thoughts that you would be better off dead or of hurting Q a Q a
yourself in some way
*Adapted with permission from Pfizer Inc."* The scores relating to depression are: 1 to 4 very low likelihood or remission, 5 to 9 possible subthreshold, 10 to 14
moderate, 15 to 19 moderately severe, and 20 to 27 severe.

number of potential patients that would
need further assessment.

The Patient Health Questionnaire-9
(PHQ-9) (Table 4), a diagnostic tool
for further evaluation after the initial
2 questions, is an internationally used
exam that consists of 9 self-report
questions.' This test is reliable not
only for the initial diagnosis of depres-
sion but also to monitor patients as
they move through the stages of treat-
ment."” For patients who score a 10 or
more, further assessment is necessary
to confirm the diagnosis of major de-
pression and also to establish any po-
tential comorbidities.'*

Monitoring Treatment
of Depression

Once the diagnosis of MDD has
been established, the treatment process
can begin. The first phase of this pro-
cess is moving the patient from full
symptomatology into response (usu-
ally lasting at least 2 to 3 months) and
then into remission. Repeated assess-
ment during this treatment phase to
identify nonresponsive or plateaued
patients and rectify their course of
treatment is crucial.'® Once the patient
is in remission, the clinician should
help the patient maintain that progress
by developing the patient’s skill at self-
monitoring to recognize relapse or to
detect early signs of recurrence in
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order to seek intervention appropri-
ately. Finally, in patients with a seri-
ous or nontransient condition, psycho-
therapy added to drug therapy is
recommended to attain the best out-
come.'” During the treatment process,
Dr. Culpepper noted that it may be
helpful to create a flowchart of the
patient’s most functionally impairing
symptoms along with the side effects
from medication or therapy in order to
maximize the treatment effort.

Conclusion

Several patient characteristics be-
sides medical illness, such as low in-
come, family history of depression,
spousal depression, and abuse, should
be recognized in order to fully under-
stand the patients’ risk for depression.
The presence of a large number of
physical symptoms, rapid onset of
pseudodementia, and the development
of medical illnesses may indicate de-
pression. Clinicians also should dis-
tinguish MDD from side effects of
treatment for medical illnesses, hypo-
thyroidism, other psychiatric disor-
ders, and bereavement. To accurately
identify depression in patients, an
appropriate method of assessment
should be used, e.g., the PHQ-9
self-rated questionnaire. Once the dis-
order is identified, clinicians should
monitor and evaluate their patients

regularly in order to provide effective
treatment.
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Relationship Between Physical Symptoms and Depression Treatment Response
or Resistance in Patients With Comorbid Medical Conditions

David A. Fishbain, M.D., F.A.P.A.,
began the lecture by stating that a
patient’s response to or remission from
depression may depend on the resolu-
tion of somatic symptoms. Somatic
symptoms may be related to pain rather
than depression, but antidepressants
have analgesic properties and can ad-
dress pain and associated somatic
symptoms. It may be necessary to
target each somatic symptom with
pharmacologic treatment in order to
achieve remission of depression.

Somatic Symptoms in
Depression and Pain

The most common somatic symp-
toms of depression are decreased en-
ergy, decreased sleep, headaches, psy-
chomotor changes, gastrointestinal
problems, appetite changes, and vague
aches and pains. A study' found that
the more somatic symptoms a patient
displays, the higher the likelihood that
the patient has a mood disorder. A
similar relationship also exists between
pain and depression. In a study® of
483 outpatients at a neurology clinic,
approximately 161 patients were diag-
nosed with depression. Of the 161
patients, 75% had depression accom-
panied with pain. The odds ratio for
having pain increased in those with
depression (2.4) and the odds ratio for
having depression increased in those
with pain (2.4), confirming an associa-
tion between the two.

The presence of pain is usually in-
dicative of other somatic symptoms in
patients with major depression. In a
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large population study of the char-
acteristics of pain and depression
(N = 18980),> 4% had MDD. Of the
patients with MDD, 43% experienced
chronic pain and were more likely to
suffer from severe fatigue, insomnia,
severe psychomotor agitation, weight
gain, and difficulty concentrating than
those without MDD.

Dr. Fishbain continued by explain-
ing that somatic symptoms, especially
pain, are directly related to antidepres-
sant nonresponse, remission failure,
and relapse. For example, studies show
that the greater the number of somatic
symptoms™*® or pain® reported at base-
line, the greater the nonresponse. Sup-
porting this concept, one study’ found
that 94% of nonremitters experienced
a greater number of baseline somatic
symptoms. Also, residual physical
symptoms are associated with the in-
ability to achieve remission.® Paykel et
al.” reported that a patient’s continued
psychiatric and physical symptoms af-
ter depression treatment can seriously
increase the risk of relapse (Figure 3).

Antidepressant Effects on Pain
Antidepressants can have antinoci-
ceptive qualities, Dr. Fishbain re-
marked, despite the fact that this treat-
ment has been previously viewed as
nonanalgesic. For instance, one meta-
analysis’ of patients with psychogenic
somatoform pain disorder indicated
that antidepressants greatly decreased
pain intensity, regardless of the effect
on depression. Other meta-analyses'®"!
on fibromyalgia showed that antide-

pressants decreased pain and fatigue,
increased sleep, and contributed to the
patient’s overall well-being.

To further analyze antidepressant
analgesic effects, Dr. Fishbain and
colleagues' grouped antidepressants
into three main categories (noradren-
ergic, serotonergic [SSRIs], and dual-
action—a combination of the 2) and
analyzed the effects of each type of
antidepressant class on depression and
pain. Animal neuropathic pain sub-
jects, when treated with the different
antidepressants, showed a 100% im-
provement in pain with dual-action
agents as opposed to 88.9% effective-
ness with noradrenergic and only
14.3% for serotonergic. In human pa-
tients, dual-action antidepressants were
shown to be consistent in their analge-
sic effect on chronic low back pain,
osteoarthritis, rheumatoid arthritis, and
foot ulcers."” A meta-analysis of 94
trials'"* indicated that tricyclic antide-

Figure 3. Relapse in Patients With
Residual Symptoms of Depression
Compared With Those Without®
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“Data from Paykel et al.”
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Table 5. Percentage of Antidepressant Trials Reporting Efficacy by Type of

Antidepressant®
Selective Serotonin
Tricyclic Antidepressants Reuptake Inhibitors
Condition No. of Total Trials % No. of Total Trials %
Fibromyalgia 11/12 92 2/4 50
Chronic headache 15/21 71 5/8 63
Idiopathic pain 6/8 75 1/2 50
“Data from O’Malley et al.'*

pressants produced greater results than
SSRIs in fibromyalgia, headache pain,
and idiopathic pain (Table 5).

A recently approved dual-action
antidepressant, duloxetine, appears to
be an effective treatment for pain as
a somatic symptom of MDD. When
treated with duloxetine, patients with
MDD and pain demonstrated an im-
provement in back pain, shoulder pain,
pain while awake, and interference
with daily activities as opposed to pla-
cebo.” This improvement in overall
pain severity is associated with a
higher estimated probability of remis-
sion.'® A path analysis of duloxetine in
patients with painful diabetic neuropa-
thy showed that 88.6% of the total pain
improvement was direct while only
11.4% of the total pain improvement
was indirect through change in depres-
sive symptoms.'” Duloxetine-treated
patients with fibromyalgia have also
shown pain improvement independent
of MDD severity at treatment onset.'®

Dr. Fishbain described other dual-
action antidepressants and their effects
on pain in fibromyalgia. Milnacipran-
treated patients demonstrated pain im-
provement that was independent of
mood."” Similarly, a path analysis® of
venlafaxine determined that 83.3%
of the pain decrease resulted from pain
change, 15.3% of the pain improve-
ment was linked to depression change,
and 1.5% of the pain change was linked
to anxiety change. Not only do these
studies emphasize the antinociceptive
qualities of dual-action antidepres-
sants, but they also recognize a separa-
tion of analgesic from antidepressive
effects.

To emphasize that depression and
pain are not dependent on one another,
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Dr. Fishbain described a study?' of 573
patients with chronic depression who
received the SSRIs fluoxetine, paroxe-
tine, or sertraline. All 3 antidepressants
improved depression but had minimal
effect on physical symptoms, espe-
cially pain. Similarly, in a trial** of 13
patients with pain and depression
treated with electroconvulsive therapy
(ECT), patients showed improvement
in depression but no change in physi-
cal functioning, pain, stiffness, morn-
ing tiredness, number of tender reports,
or self-reported pain.

Treating Somatic Symptoms

Some common somatic symptoms
in depression, such as sleep distur-
bances, fatigue, cognitive (memory or
concentration) problems, muscle
spasms, autonomic disturbances, rest-
less leg syndrome, headaches, non-
organic physical findings, and sexual
dysfunction may be strictly pain-
related and, as a result, will improve if
pain improves (Table 6).** In fact,
Dr. Fishbain stressed each somatic
symptom may need to be addressed
individually in order to improve pa-
tients’ response to depression. Al-
though there is not yet concrete proof
for this treatment strategy, pain clini-
cians have been using this method for
years. Table 7'** outlines some spe-
cific medications that may be helpful
in treating somatic symptoms in pa-
tients with depression.

Conclusion

Patients with somatic problems are
more likely to have severe depression,
nonremitting depression, and a high
relapse risk, resulting in complex
symptomatology and treatment diffi-

Table 6. Somatic Symptoms in
Depression That May Be Pain-Related
and Improve if Pain Improves®

Sleep

Memory/concentration
Autonomic disturbances
Fatigue

Muscle spasms

Restless leg syndrome
Headache

Nonorganic physical findings
Sexual dysfunction

“Data from Fishbain et al.>***

Table 7. Medication Options for
Somatic Symptoms in Patients With
Chronic Pain and Depression®®

Symptom

Treatment

Sleep abnormalities ~ Acetaminophen
Amitriptyline
Doxepin
Duloxetine
Opioids
Nonsteroidal
anti-inflammatory
drugs
Bupropion
Carbamazepine
Duloxetine
Gabapentin
Methylphenidate
Modafinil
Opioids
Pregabalin
Venlafaxine
Bupropion
Duloxetine
Lamotrigine
Methylphenidate
Modafinil
Venlafaxine
Baclofen
Clonazepam
Cyclobenzaprine
Tiagabine
“Data from Detke et al., Fishbain et al., Khan et
al., Rabkin et al., and Tofferi et al.'>?>%
"Some of these treatments are not approved by
the U.S. Food and Drug Administration for the
indications listed here.

Fatigue

Cognitive problems

Muscle spasms

culty. These patients may also have
other psychiatric comorbidities and
poor treatment outcome, and they may
require polypharmacy in order to be
treated effectively. Dr. Fishbain rec-
ommended isolating individual symp-
toms, targeting pain aggressively, and
using antidepressants with analgesic
properties as an appropriate course of
treatment for patients with depression
who also experience chronic pain and
other somatic symptoms.
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Review of the Efficacy and Safety of Available Antidepressants in the
Treatment of Depression in Patients With Comorbid Medical Illness

James M. Martinez, M.D., reviewed
published randomized, controlled tri-
als of antidepressant treatment of de-
pression in patients with medical co-
morbidities, specifically those with
cancer, HIV/AIDS, and cardiovascular
disease. He also briefly reviewed some
general treatment principles when con-
sidering antidepressant treatment for
patients with depression and comorbid
hepatic or renal impairment.

Cancer

A literature review revealed a total
of 7 published controlled clinical tri-
als'” that evaluated the efficacy of
various antidepressants in patients with
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comorbid depression and cancer. The
results of these studies were generally
positive. Imipramine improved depres-
sion in one small pilot study in hospi-
talized cancer patients.' Two trials®® of
mianserin treatment demonstrated sig-
nificant improvement in depressive
symptoms in patients with cancer and
depression. Response rates from one
placebo-controlled trial* of fluoxetine
were not promising. However, a dif-
ferent fluoxetine study’ reported re-
duced levels of depression and an im-
provement in the overall quality of life
with fluoxetine treatment in patients
with advanced cancer. In a small trial
of fluoxetine versus desipraminef’ both

treatments showed benefits in improv-
ing depression. In a multicenter trial in
which 179 women with breast cancer
were randomized to treatment with
paroxetine or amitriptyline, both treat-
ment groups displayed marked and
similar improvements in depressive
symptoms, although amitriptyline was
associated with a greater frequency of
anticholinergic side effects.’
Limitations of these trials include
small sample sizes, short follow-up pe-
riods, and the exclusion of certain
populations. Dr. Martinez emphasized
that providing specific antidepressant
medication recommendations for pa-
tients with cancer and depression is
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Table 8. Potential Inhibitory Effects of Selected Antidepressants on Cytochrome

P450 (CYP450) Enzymes®

CYP450 Enzyme

Antidepressant  1A2 2C9 2C19 2D6 3A4
Bupropion Moderate

to potent
Duloxetine Moderate
Fluoxetine Moderate Mild to Potent Mild to

moderate moderate

Fluvoxamine Potent Moderate Potent Moderate
Nefazodone .. Potent
Paroxetine Potent
Sertraline Mild to

moderate
“Data from Kotlyar et al.'” and Skinner et al.,"* and reviews by Greenblatt et al."’ and Nemeroff et al."!

difficult due to the paucity of large,
randomized, controlled trials. Addi-
tionally, it is difficult to generalize
available data because of the heteroge-
neity of different cancer types, the ex-
clusion of certain patient populations
from existing studies, and the high
study discontinuation rates.®

In patients with cancer and de-
pression, several factors need to be
taken into consideration for optimal
treatment outcome when considering
treatment with antidepressants. For ex-
ample, clinicians should avoid antide-
pressants which have side effects that
may exacerbate symptoms present due
to the cancer or its treatments, such
as gastrointestinal upset, somnolence,
and fatigue. Also, one must consider
concomitant organ system impairment,
such as hepatic impairment, renal im-
pairment, and cardiovascular disease,
when choosing an antidepressant to
avoid those agents which may be con-
traindicated and potentially harmful.
An additional concern is the potential
for drug interactions, especially within
the cytochrome P450 (CYP) enzyme
system.” Many chemotherapeutic
agents are metabolized by P450 en-
zymes, and antidepressants with sig-
nificant cytochrome P450 enzyme in-
hibition may inhibit their metabolism.’
Table 8'°" outlines some potential cy-
tochrome P450 enzyme inhibition by
selected antidepressants. Extensive re-
views of P450 enzyme inhibition by
antidepressants have been published
elsewhere.'"!"
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HIV/AIDS

Six published controlled trials
have examined the treatment efficacy
of antidepressants in patients with de-
pression and HIV/AIDS. In trials of
imipramine'* and fluoxetine,"” both
medications showed a high response
rate in study completers, regardless of
the severity of immunodeficiency, and
neither drug affected CD4 counts dur-
ing the trials. A trial of imipramine
versus paroxetine'® demonstrated com-
parable efficacy between these agents,
although a large number of participants
discontinued imipramine treatment due
to side effects. Two studies'”' that ex-
amined the efficacy of fluoxetine in
conjunction with group therapy versus
group therapy alone resulted in differ-
ent outcomes. The first study'’ reported
an improvement in depression in both
groups while the second” found that
fluoxetine plus group therapy was as-
sociated with a greater improvement in
depression compared to group therapy
alone. Finally, in a small comparator
trial of desipramine and methylpheni-
date, both desipramine and methyl-
phenidate demonstrated a similar re-
duction in depressive symptoms.'®

Dr. Martinez asserted that the avail-
able evidence supports the efficacy
of antidepressants in the treatment of
depression in patients with HIV/AIDS.
However, as with cancer, certain is-
sues must be taken into account when
prescribing medication (i.e., side ef-
fects, safety concerns, and drug inter-
actions). For example, many protease

14-19

inhibitors and non-nucleoside reverse
transcriptase inhibitors are metabo-
lized by enzymes within the cyto-
chrome P450 system; therefore, clini-
cians should review the CYP450
enzyme inhibition potential of antide-
pressants to avoid choosing an agent
that may lead to increased blood levels
of concomitant antiretroviral medica-
tions. Selective serotonin reuptake
inhibitors (SSRIs) are generally con-
sidered appropriate treatment, although
serotonin syndrome has been reported
when fluoxetine is used with certain
antiretroviral agents,” and medications
within the SSRI class differ with re-
spect to their potential for CYP450
enzyme inhibition. Treatments for
HIV/AIDS may also affect the metabo-
lism of other drugs, including some
antidepressants, through the inhibition
or induction of CYP450 enzymes.*'"*
For example, ritonavir has multiple
complex potential inhibitory and in-
duction effects on several CYP450
enzymes.>'* Additionally, the inhibi-
tory effects of ritonavir, efavirenz, and
nelfinavir on CYP2B6 may lead to
potential drug interactions with
bupropion.?

Cardiovascular Disease

Dr. Martinez reviewed 3 random-
ized, controlled trials®*’ that exam-
ined the efficacy and safety of antide-
pressant treatment of depression in
patients with ischemic heart disease.
A small, placebo-controlled study of
fluoxetine® in patients with depression
3 to 12 months after a first myocardial
infarction indicated an improvement
in depression, with a trend favoring
fluoxetine over placebo, and found no
echocardiogram evidence of decreased
cardiac function associated with fluox-
etine treatment. The efficacy and safety
of sertraline in the treatment of depres-
sion in patients with an acute myocar-
dial infarction or unstable angina were
examined in a large, randomized con-
trolled trial.?® In this trial, sertraline
was found to be an effective treatment
for patients with recurrent depression
and did not adversely affect left ven-
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Table 9. Selected Cytochrome P450 (CYP450) Substrates in Patients With

Cardiovascular Disease®

CYP450 Enzyme Responsible for Metabolism

Drug 1A2

2C9 2D6 3A4

Amiodarone

Calcium channel blockers
Encainide

Flecainide

Fluvastatin

Lidocaine

Metoprolol

Propranolol

Quinidine
R-Warfarin v
S-Warfarin

AN
AN

SN

“Data from review by Wynn.*

tricular ejection fraction or other car-
diac safety measures.” Finally, a trial”’
of paroxetine versus nortriptyline in
patients with depression and ischemic
heart disease found that both treat-
ments were effective in improving de-
pression, but more nortriptyline-treated
patients discontinued treatment due to
medication side effects.

Dr. Martinez noted that the avail-
able evidence supports the relative
safety of SSRIs, particularly sertraline,
in patients with depression and comor-
bid ischemic heart disease.”*’ How-
ever, given the paucity of controlled
trials, there is no clear consensus on
specific antidepressants that should
be used in this setting. SSRIs are gen-
erally preferred because they have
been studied more than other new-
generation antidepressants and have a
safer cardiovascular profile than tricy-
clic antidepressants (TCAs). SSRIs
may normalize platelet activation®®?
and do not appear to have quinidine-
like effects like the TCAs do.*® SSRIs
produce minimal heart rate changes
and do not significantly affect heart
rate variability, cardiac conduction, or
QT variability.”” The use of TCAs
should be avoided in patients with
ischemic heart disease. TCAs have
numerous undesirable side effects, in-
cluding antihistaminic, anticholinergic,
and antiadrenergic effects. TCAs also
increase the risk for orthostatic hypo-
tension.’’ Additionally, TCAs have
type 1A antiarrhythmic effects and
other type 1A antiarrhythmics have
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been associated with increased mortal-
ity in patients with ischemic heart
disease.”? Table 9% shows a number
of cardiovascular medications that are
metabolized by the cytochrome P450
enzyme system and may interact with
antidepressants.

Hepatic and Renal Impairment
Hepatic impairment may be asso-
ciated with a number of changes that
can affect antidepressant metabolism,
disposition, and safety. These changes
may include alterations in binding pro-
tein availability and affinity, impair-
ments in hepatic metabolism, the pres-
ence of ascites, and the emergence of
hepatic encephalopathy.** Since most
antidepressants are highly protein
bound, a decrease in the availability or
affinity of binding proteins may lead
to increased blood levels of unbound
antidepressants. Additionally, antide-
pressants may compete with other
highly protein-bound medications
for protein binding sites, which may
affect the free fractions of those agents
as well. Thus, clinicians should con-
sider the therapeutic index of medi-
cations (both psychotropic and non-
psychotropic) when prescribing them
to patients with hepatic impairment.
In patients with impaired hepatic me-
tabolism, the breakdown of many anti-
depressants may also be affected. In
general, when treating patients with
depression and hepatic impairment, Dr.
Martinez recommended using lower
doses, less frequent dosage schedules,
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and slower titrations. Additionally,
clinicians should avoid medications
with a known risk for hepatotoxicity,
such as nefazodone, and medications
that have not been well-studied in
hepatically impaired patients, such as
duloxetine. Also, Dr. Martinez recom-
mended checking the current prescrib-
ing information and consulting a
hepatologist, especially in cases of se-
vere hepatic impairment.

Renal impairment may also be as-
sociated with a number of changes that
can affect antidepressant use, includ-
ing changes in drug absorption, me-
tabolism, distribution, and elimina-
tion.** When using antidepressants
to treat renally impaired patients with
depression, Dr. Martinez suggested
using lower starting dosages, slow
titrations, and lower target doses. Ad-
ditionally, clinicians should strongly
consider consulting with a nephrolo-
gist, particularly when patients are on
dialysis.

Conclusion

Depression frequently coexists with
major medical illnesses. Due to a pau-
city of large, randomized trials, limited
controlled data and open trials should
be evaluated for the efficacy and safety
of the administration of antidepressants
in patients with comorbid medical
conditions. Side effects and drug inter-
actions should be examined carefully
before prescribing antidepressant
medications to patients with comorbid
medical illnesses.
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Drug names: amiodarone (Cordarone, Pacerone,
and others), azathioprine (Azasan, Imuran,

and others), baclofen (Lioresal, Kemstro, and
others), bupropion (Wellbutrin and others),
carbamazepine (Equetro, Tegretol, and others),
clonazepam (Klonopin and others), clonidine
(Catapres-TTS-1,2 and others), cyclobenzaprine
(Flexeril), cycloserine (Seromycin), desipramine
(Norpramine and others), digoxin (Lanoxin),
doxepin (Sinequan and others), duloxetine
(Cymbalta), efavirenz (Sustiva), flecainide
(Tambacor and others), fluoxetine (Prozac

and others), fluvastatin (Lescol), gabapentin
(Neurontin), imipramine (Tofranil, Surmontil,
and others), indomethacin (Indocin), lamotrigine
(Lamictal), lidocaine (Xylocaine and others),
methylphenidate (Ritalin, Concerta, and others),
mirtazapine (Remeron and others), modafinil
(Provigil), nelfinavir (Viracept), nortriptyline
(Aventyl, Pamelor, and others), paroxetine
(Paxil), pregabalin (Lyrica), propranolol (Inderal
and others), reserpine (Serpalan), ritonavir
(Norvir), r-warfarin (Coumadin and others),
sertraline (Zoloft), s-warfarin (Coumadin and
others), tiagabine (Gabitril), venlafaxine
(Effexor).

Disclosure of off-label usage: The chair has
determined that, to the best of his knowledge,
bupropion is not approved by the U.S. Food

and Drug Administration specifically for the
treatment of fatigue and cognitive problems in
depression; carbamazepine, gabapentin, and
pregabalin are not approved for the treatment of
fatigue in depression; clonazepam and tiagabine
are not approved for the treatment of muscle
spasms in depression; doxepin, venlafaxine, and
amitriptyline are not approved specifically for
sleep abnormalities in depression; duloxetine is
not approved specifically for sleep abnormalities,
fatigue, and cognitive problems in depression,
back pain, shoulder pain, or pain associated with
fibromyalgia; lamotrigine, methylphenidate, and
modafinil are not approved for the treatment of
cognitive problems in depression; encainide is
not approved for the treatment of cardiovascular
disease; mianserin is not approved for the
treatment of depression; milnacipran is not
approved for the treatment of fibromyalgia; and
phenacetin is not approved for the treatment of
nonsteroidal anti-inflammatory use. If you have
questions, contact the medical affairs department
of the manufacturer for the most recent
prescribing information.

For the CME Posttest for this Acapemic HIGHLIGHTS, see pages 294-295.
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INSTRUCTIONS AND POSTTEST

Participants may receive up to 1 Category 1 credit toward the
American Medical Association Physician’s Recognition Award
by reading the CME article and correctly answering at least
70% of the questions in the Posttest that follows:

Go to www.psychiatrist.com/cmehome to take
this Posttest online and earn credit immediately.

Or

1. Read each question carefully and circle the answer
on the Registration Form.

2. Type or print the registration information in the
spaces provided and complete the evaluation.

3. Send the Registration Form to the address or
fax number listed on the Registration Form.

All replies and results are confidential. Answer sheets,

once graded, will not be returned. Unanswered questions

will be considered incorrect and so scored. The CME Institute
of Physicians Postgraduate Press, Inc. will keep only a record
of participation, which indicates the completion of the activity
and the designated number of Category 1 credits that have
been awarded. Correct answers to the Posttest will be made
available to the participants of this activity upon request after
the submission deadline.

Accreditation Statement

The CME Institute of Physicians Postgraduate Press, Inc. is
accredited by the Accreditation Council for Continuing
Medical Education to provide continuing medical education
for physicians.

Answer to Pretest: 1.a

Prim, Caré[CompanionJ Clin‘Psychiatry 2005;7(6)

. The Global Burden of Disease study projected major

depressive disorder (MDD) to be the highest cause
of burden worldwide by the year 2020.

a. Second

b. Third

c. Fourth

d. Fifth

. Which of the following characteristics would give

a patient the least risk for depression?

a. A family history of depression

b. Depression in the spouse

c. A history of abuse

d. An income in the wealthiest fifth of the population

. According to the Patient Health Questionnaire-9 (PHQ-9),

what score indicates a moderate level of depression?
a. lto4d

b.5t09

c. 10to 14

d. 15to0 19

. Dr. Fishbain emphasized all of the following except:

a. There is a direct relationship between depression and pain
b. Depression and pain are not dependent on one another

c. Pain is usually indicative of other somatic symptoms

d. Treat depression, pain, and other symptoms as one condition

. This type of antidepressant is generally preferred for

the treatment of depression in cardiovascular disease:
a. Monoamine oxidase inhibitors

b. Tricyclic antidepressants

c. Selective serotonin reuptake inhibitors

d. Selective norepinephrine reuptake inhibitors
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INSTITUTE

| REGISTRATION FORM

Circle the one correct answer for each question.
1. a b c d 4. a b C d

2. a b c d 5. a b ¢ d
3. a b c d

Print or type

Name

Last 4 digits of Social Security Number
(Required to issue CME credit)

Birth Date (mm, dd, yy)
(Required to issue CME credit)

Degree Specialty

Affiliation

Address

City, State, Zip

Phone ( )

Fax ( )

E-mail

[ Hospital 4 Private Practice ~ [d Resident 4 Intern

Deadline for submission

For a credit certificate to be issued, please complete this
Registration Form no later than December 31, 2007. Online
submissions will receive credit certificates immediately. Faxed
or mailed submissions will receive credit certificates within

6 to 8 weeks.

Keep a copy for your files

Retain a copy of your answers and compare them with the
correct answers, which will be published after the submission
deadline.

Payment

If you complete the test online, no payment is necessary. A $10
payment must accompany this form. You may pay by check,
money order, or credit card (Visa or MasterCard). Make check
or money order payable to Physicians Postgraduate Press, Inc.
If paying by credit card, please provide the information below.

Check one: [ Visa [ MasterCard

Card number

Expiration date

Your signature

Please evaluate the effectiveness of this CME activity
by answering the following questions.

1. Was the educational content relevant to the
stated educational objectives? [ Yes [d No

2. Did this activity provide information that is useful in
your clinical practice? 1 Yes [d No

3. Was the format of this activity appropriate for
the content being presented? [ Yes 1 No

4. Did the method of presentation hold your interest and
make the material easy to understand?
M Yes [ No

5. Achievement of educational objective:

A. Enabled me to identify and manage depression
in patients with medical illnesses. [ Yes [d No

6. Did this CME activity provide a balanced, scientifically
rigorous presentation of therapeutic options related to the
topic, without commercial bias? [d Yes [d No

7. Does the information you received from this
CME activity confirm the way you presently manage
your patients? [d Yes [d No

8. Does the information you received from this
CME activity change the way you will manage
your patients in the future? [ Yes d No

9. If you answered yes, what change(s) do you intend
to make in your practice?

10. Please offer comments and/or suggested topics
for future CME activities.

11. How much time did you spend completing
this CME activity?

12. What is your preferred format for CME activities?
Circle one.
a. Print media (eg, journals, supplements,

and newsletters)

Internet text

Internet multimedia

Audio CD

Live meeting

o a0

TEAR OUT AND SEND THIS PAGE, ALONG WITH YOUR PAYMENT, TO:
CME INSTITUTE * PHYSICIANS POSTGRADUATE PRESS, INC. « P.O. Box 752870 « MEmpHis, TN 38175-2870

IF YOU ARE PAYING BY CREDIT CARD, YOU MAY FAX THIS PAGE TO: CME INSTITUTE AT 901-751-3444

QuEsTIONS? CaLL 1-800-489-1001 ExT. 8
WWW.PSYCHIATRIST.COM
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